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QUIZ SECTION1/3
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Small Papule on the Eyelid of an Early Adolescent Male: A Quiz
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A 12-year-old male with no pertinent past medical history 
presented to clinic with an asymptomatic solitary growth on 
the left upper eyelid. His mother stated the growth had been 
present for 4–5 months. There was no history of trauma or 
any relevant family history. The growth had not changed 

significantly since it first appeared. The physical exam re-
vealed a firm yellowish-white papule on the medial aspect 
of the left upper eyelid (Fig. 1). A biopsy of the lesion was 
obtained (Fig. 2). Haematoxylin and eosin-stained sections 
revealed dermal deposits of calcium with overlying reactive 
epithelium. Only a sparse chronic dermal inflammatory 
infiltrate was present. Following the biopsy, there was no  
reoccurrence.

What is your diagnosis? 
Differential diagnosis 1: Molluscum contagiosum
Differential diagnosis 2: Pilomatricoma
Differential diagnosis 3: Epidermal inclusion cyst
Differential diagnosis 4: Subepidermal calcified nodule
Differential diagnosis 5: Chalazion (style)
See next page for answer. 

Fig. 1. Clinical appearance. Smooth yellowish-white firm papule on the 
medial crease of the left upper eyelid.

A B C

Fig. 2. H&E stained sections. The lesion at different magnifications demonstrates pseudoepitheliomatous epidermal hyperplasia (black arrow, A) 
overlying multifocal calcium deposits (black arrows, B) with evidence of early trans-epidermal elimination (black arrow, C) and chronic dermal histiocytic 
inflammation. (A) haematoxylin-eosin stain 20x; (B) haematoxylin-eosin stain 40x; (C) haematoxylin-eosin stain 200x.
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Quiz: Diagnosis2/3
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Diagnosis: Subepidermal calcified nodule

This is a case of a subepidermal calcified nodule (SCN) of 
the eyelid in an early adolescent. SCN is a form of calcinosis 
cutis that typically present on the face of children. SCN 
presents as a small, firm, solitary papule or nodule with a 
verrucous surface. It can present at birth or develop throug-
hout childhood and predominates in males in a 2:1 ratio (1). 
It is commonly located in the head and neck region and can 
frequently involve the eyelid (2, 3). Furthermore, SCN tends 
to appear lighter than the surrounding skin in patients with 
darker complexions (4). Affected individuals typically have 
normal serum levels of calcium and phosphate, and there 
is usually no history of trauma to the area of the lesions, 
suggesting a spontaneous dystrophic origin (2, 3).

Overarchingly, calcinosis cutis represents a unique family 
of conditions characterized by abnormal deposition of 
calcium within the skin. These conditions can be identified 
by the appearance of singular or multiple white or yellowish 
nodules or plaques on the skin, with the number of nodules 
depending on the extent of calcium deposition. The presence 
of these calcified deposits in the skin often leads to discom-
fort and can significantly impact the quality of life due to 
pain, potential infection, and their cosmetic appearance.

The classification of calcinosis is based on the underlying 
aetiology. Dystrophic calcinosis, the most common type, 
occurs in areas of the skin that have suffered damage or 
are affected by a disease process and is often associated 
with connective tissue diseases, such as scleroderma or 
dermatomyositis (5). Metastatic calcinosis results from 
systemic conditions, such as hyperparathyroidism, renal 
failure, or certain malignancies, that have led to elevated 
calcium or phosphate levels in the blood and resulted in 
calcium deposits within the skin (5). Iatrogenic calcinosis 
follows medical procedures or treatments, particularly when 
calcium or phosphate-containing substances are introduced 
into the skin (5). Lastly, idiopathic calcinosis occurs without 
any identifiable systemic disease or skin injury, making its 
diagnosis particularly challenging. Subepidermal calci-
fied nodule (SCN) is an uncommon subtype of idiopathic 
calcinosis cutis also referred to as a SCN calcification or 
Winer nodular calcinosis, as it was first described by Winer 
in 1952 as sweat gland hamartoma (4–6). It is primarily 
observed in children and manifests as single or multiple 
painless, yellow-white nodules with no known systemic 
association (4). Currently, there are only a few reported 
cases in the literature. 

The pathogenesis of SCN remains largely unknown, but 
there are many proposed mechanisms. The first proposed 
mechanism suggests the aggregation of calcified granules 
within the stroma eventually leads to a mass (2, 3). The 
second postulates that a calcified lesion forms first and 
then is subsequently reabsorbed leading to the creation of 

calcified granules (2, 3). Other mechanisms include deposi-
tion of calcium and phosphate from degranulated mast cells 
and increased levels of gamma carboxyglutamic acid within 
the soft tissue (2, 3). The histopathology of SCN reveals 
focal spherical calcium deposits beneath the epidermis. The 
epidermis is often characterized as hyperkeratotic, with 
papillomatosis and overlying parakeratosis with dermal 
basophilic spherules on H&E staining (3, 7). The deposits 
stain with a Von Kossa stain and histiocytes enveloping the 
calcium deposits may be confirmed with CD68 immunoper-
oxidase staining (3, 7). The calcium deposits work their way 
through the epidermis as a process of self-resolution (7).

The differential diagnosis for SCN based on clinical 
examination includes juvenile xanthogranuloma, epidermal 
inclusion cysts, verruca vulgaris, cutaneous horns, mol-
luscum contagiosum, and, less likely, malignant tumours 
(2, 3). The histologic differential diagnosis for SCN inclu-
des disorders that have calcification or some calcification 
mimicking component such as gout (1). Utilizing both 
clinical and histopathological features of SCN is key to 
making an accurate diagnosis.

Treatment for SCN involves surgical excision and 
histopathologic evaluation to provide both cosmetic and 
symptomatic relief (3). Surgery is considered the definitive 
approach because the lesion is benign and because there 
is a lack of effective alternative treatments. Intralesional 
corticosteroid injection may be used for other forms of 
calcinosis cutis; however, it has limited efficacy in SCN 
due to the absence of a responsive stroma and inflammatory 
cell population (2, 3). Furthermore, the spheroidal calcium 
deposits characteristic of SCN are expected to be refractory 
to pharmacologic lysis (2, 7).

In summary, SCN of the eyelid is a rare condition that 
manifests as solitary, painless, yellowish-white nodules with 
papillomatous features. The condition’s presentation in the 
first two decades of life, its benign nature, and the absence 
of systemic abnormalities or history of trauma all help to 
point to the condition’s uniqueness among other calcinosis 
cutis subtypes. Clinicians should be aware of SCN and 
SCN’s potential to mimic other eyelid lesions to ensure an 
accurate diagnosis and appropriate patient care. 
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