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Clinical Letter

Dear Editor,

Annular elastolytic giant cell granuloma (AEGCG) is a rare and variable dermato-
logical condition. It typically presents as annular plaques with raised edges and 
an atrophic center, and it usually affects fair-skinned, middle-aged to older Cau-
casian women in sun-exposed areas [1, 2, 3]. Due to its rarity and the numerous 
clinical variants ranging from papular to reticular to ring-shaped lesions, this dis-
ease is not always easy to recognize. Furthermore, these skin lesions can occur 
in areas not exposed to the sun [4]. In a retrospective study of 105 patients, Qian 
et al. classified AEGCG into annular, papular and mixed forms; the giant type, 
which has annular lesion diameters greater than 10 cm; and the generalized form, 
which affects more than 30% of the body´s surface area [5]. Since not all forms 
present with the annular variant, the term elastolytic giant cell granuloma (EGCG) 
was introduced [5]. However, the histopathological features are constant and are 
characterized by elastolysis and elastophagocytosis in all clinical variants.

We present the case of a 92-year-old male patient with nonpalpable figured 
erythema on the back (Figure 1). The patient’s history revealed that the gener-
al practitioner had made this incidental finding during auscultation. After the 
application of methylprednisolone aceponate was unsuccessful, laboratory 
parameters, including ANA/ENA, cardiolipin antibodies, cytoplasmic antibod-
ies, ß2-glycoprotein antibodies, and standard blood test, were examined and 
found to be unremarkable. A hematological examination of the blood revealed 
an unremarkable cell distribution in the peripheral smear. A punch biopsy and 
Orcein staining revealed an annular elastophagic giant cell granuloma with 
granulomatous inflammatory infiltrates in the upper reticular dermis, accompa-
nied by elastophagocytosis and loss of elastic fibers. Considering the clinical, 
dermoscopic, and histologic findings of our patient, we were able to diagnose 
EGCG. After discussing the diagnosis and treatment options, the patient de-
clined treatment due to his advanced age and lack of symptoms.

Histologically, EGCG is characterized by granulomatous infiltrates in the 
mid-dermis consisting of multinucleated giant cells, histiocytes, and lympho-
cytes [6]. According to Qian et al., the most important features are elastolysis 
and elastophagocytosis [5], which were also present in this case (Figures 2, 
3). These features are detected by elastic staining and play a crucial role in 
diagnosis [7].
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However, the diagnosis can be challenging due to similarities in clinical fea-
tures with other granulomatous dermatoses, such as sarcoidosis, granuloma 
annulare, and necrobiosis lipoidica [7]. The most important differential diag-
nosis, both clinically and histopathologically, is granuloma annulare. This be-
nign chronic inflammatory skin disease presents with arcuate or ring-shaped 
plaques but usually does not exhibit elastophagocytosis with diffuse loss of 
elastic tissue on histology [5].

Figure 1. Non-palpable, figured erythema on the patient’s back (A). Close-up of the erythema. Marking of the skin punch 
removal site (B).
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Figure 2. The most important features of EGCG: elastophagocytosis and loss of elastic fi-
bres. (Haematoxylin-eosin staining (A), orcein staining (B), original magnification × 100).
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Figure 3. Close – up showing elastophagocytosis/ fibres in the cytoplasm of giant cells. 
(Haematoxylin-eosin staining).
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Dermoscopy can help narrow down the clinical differential diagnosis more 
precisely. Granulomatous skin disease presents with a featureless yellowish-or-
ange area that may be focal or diffusely distributed. This appearance is due to 
the presence of granulomas in the dermis, which is characteristic of granulo-
matous inflammation [8]. In AEGCG, Errichetti et al. described homogeneous, 
reticular, well-focused vessels in the center of the lesions, which they attributed 
to central epidermal atrophy. This dermoscopic aspect is not found in similar 
granulomatous dermatoses, facilitating differentiation [9].

In addition to having numerous cardiovascular diseases, the patient had a 
history of non-insulin-dependent diabetes mellitus. According to previous pub-
lications, diabetes mellitus is the systemic disease most frequently associated 
with AEGCG [10]. It is believed that the high serum glucose concentrations can 
cause structural damage to elastic fibers, resulting in inflammatory reactions 
that trigger EGCG [5]. EGCG lesions associated with certain malignancies, such 
as acute myeloid leukemia, adult T-cell leukemia, prostate carcinoma, gastric 
carcinoma, esophageal carcinoma, and primary cutaneous T-cell lymphoma, 
have been reported to decrease during treatment of these malignancies. This 
suggests that the coexistence of EGCG and malignancies may not be coin-
cidental [5]. It has been hypothesized that these skin lesions may represent 
an immunological response of the body against tumor antigens as a possible 
paraneoplastic phenomenon [7].

Ultraviolet radiation, heat, and nerve fiber damage impair elastic fibers. As 
a result, previously unknown cellular immunological reactions occur, triggering 
granulomatous inflammation [4]. Macrophages or dendritic cells then phagocy-
tose elastin fragments, forming granulomas or multinucleated giant cells. This 
assumption is confirmed by immunohistochemical studies showing that CD4+ 
cells predominate over CD8+ cells in inflammatory infiltrates [11]. The molec-
ular pathogenesis mechanism is not fully understood, but the 67-kDa elastin 
receptor and human macrophage metalloelastase-12 are believed to be influen-
tial factors [4]. The binding of degraded elastin fragments to the 67-kDa elastin 
receptor (67LR) on macrophages and dendritic cells is thought to activate these 
immune cells, promote giant cell formation, and lead to the expression of human 
macrophage metalloelastase-12 (MMP-12), an elastolytic enzyme. The resulting 
elastolysis and elastophagocytosis processes are central histopathological hall-
marks of the disease [4]. As mentioned above, environmental factors can alter 
the structure of the elastic fibers, further intensifying the immune response.

The possible chronic course of this disease contrasts with possible sponta-
neous remission without scarring within a few months to years. Many different 
therapeutic approaches exist, but no general standard therapy has been estab-
lished, resulting in a variety of options that lead to different reactions in each 
patient. These options range from light therapies, such as psoralen-UV-A and 
narrow-band UV-B, to systemic therapies, including methotrexate, hydroxychlo-
roquine, minocycline, acitretin, dapsone, ciclosporin and clofazimine, as well 
as physical options, such as cryotherapy, and glucocorticoids, which have been 
applied topically, intralesionally and systemically. Topical calcineurin inhibitors 
have also been used. Systemic corticosteroid therapy has been the most suc-
cessful, although there is also a certain recurrence rate (19.4 %). Due to the 
possible spontaneous regression of the disease, it is difficult to determine the 
extent to which the response is drug-induced [5].
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Early recognition of elastolytic giant cell granuloma is crucial, as it may be 
associated with systemic disease. Due to changes in the elastic fibers com-
bined with elastophagocytosis, various clinical manifestations may occur, com-
plicating the diagnosis. This is another reason why understanding the detailed 
histopathology is essential for diagnosis. Prompt detection of EGCG and an 
associated search for underlying causes can identify pre-existing malignancies 
and minimize their secondary effects, thereby improving the prognosis.
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