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Abstract

Clear cell acanthoma (CCA) is an uncommon benign epidermal tumor of unknown origin and
etiology. It is often solitary, and the presence of multiple CCAs in the same individual is rare.
Typically, it presents as a slowly growing plaque or nodule located on the legs with a peripheral
scaling collarette. Diagnosis is primarily based on clinical and histopathological findings, with
dermoscopy enhancing diagnostic accuracy. The differential diagnosis includes various skin tumors
and inflammatory dermatoses. The preferred treatment is surgical excision, as these lesions do not
regress spontaneously. We describe a case of a large CCA on the right thigh associated with multiple

small nodular lesions scattered across the legs.

Introduction

Clear cell acanthoma (CCA), also known as “Degos acanthoma” or “pale acanthoma”, was first
described by Degos in 1962 as a benign epidermal tumor.!

CCA usually affects people aged 50-70 years without gender predilection and it is characterized by a
marked variability of the morphological findings.? Usually, it appears as a slowly growing plaque or
nodule, sharply demarcated and slightly elevated, from 3 to 20 mm in diameter. Color of CCA can
varies from pink to brown but is commonly red and shiny. At the periphery of the lesion may be
observed a wafer-like crusty scale and/or a serous exudate; the surface can be smooth. Frequently
asymptomatic and solitary, it is typically located on the legs although all part of the body can be
affected. Presence of multiple CCA in the same individual is rare. Interestingly, there are several
variants of CAA including giant, polypoid, pigmented and eruptive.’

Even though CCA has a non-specific clinical appearance, it has a relatively specific and easy to
recognize dermoscopic finding called “string of pearls”, referring to dotted vessels that are arranged
in a linear or serpiginous pattern.*> The linear formations tend to coalesce into a reticular pattern,
covering whole or part of the lesion. Dermoscopy may show also pale pink background, shiny white
lines, glomerular vessels, collarette of translucent scale around the periphery of the lesion,
haemorrhagic areas, orange crusts.®

Histology of CCA is very characteristic and shows marked acanthotic epidermis with clear and
glycogen-containing epidermal cells with positivity for periodic-acid—Schiff. Parakeratosis,
neutrophilic exocytosis with microabscesses, and dilated blood vessels in the upper dermis may be
present. The phosphorylase enzyme (that is necessary for degradation of glycogen) is absent in the
keratinocytes within the CCA lesion.” Electron microscopy studies revealed glycogen granules in the

cytoplasm of the keratinocytes.®



Clinical differential diagnosis of CCA includes basal cell or squamous cell carcinoma, Kaposi's
sarcoma, clear cell hidradenoma, metastasis, angioma, pyogenic granuloma, eccrine poroma,
seborrheic keratosis, histiocytoma and amelanotic melanoma.” Dermoscopic differential diagnoses
include irritated seborrheic keratose, basal-cell carcinoma, Bowen's disease, squamous-cell
carcinoma, keratoacanthoma, amelanotic melanoma and nodular melanoma.

Preferred treatments are traditional surgical excision, curettage, cryotherapy or carbon dioxide laser,
which is particularly indicated for large and multiple lesions. Number of treatments depends on the
size and number of the lesions and the technique used. There are only a few reported cases of
recurrence after excision.

We described a patient with multiple CCA presenting also giant lesions.

Case report

A 78-year-old Caucasian man presented with multiple small exophytic nodular lesions on both thighs
and legs and also an exophytic, sharply demarcated, asymptomatic, ulcerated, red nodule (40x35 mm)
on the right thigh (Figure 1 A-C). The lesions appeared ten years before and were slowly growing in
dimension and increasing in number. The patient was taking Olmesartan and Amlodipine for blood
hypertension; at physical examination no gross alterations were recorded.

Dermatoscopic examination of the nodule showed dotted vessels following a linear distribution form
and an overall reticular appearance (Figure 2A); all the lesions showed common findings, namely-
pinky background with glomerular and punctiform vessels with a “pearl necklace” distribution
(Figure 24-F).

Clinical differential diagnoses of the larger lesion included basal cell or squamous cell carcinoma,
Kaposi's sarcoma, clear cell hidradenoma, metastasis, angioma, pyogenic granuloma, eccrine poroma,
seborrheic keratosis, histiocytoma and amelanotic melanoma; dermoscopic differential diagnoses
included irritated seborrheic keratose, basal-cell carcinoma, Bowen's disease, squamous-cell
carcinoma, keratoacanthoma, amelanotic melanoma and nodular melanoma.

The large lesion on thigh was excised, multiple shave biopsies were performed on ten other lesions.
In all specimens, histology showed a marked hyperplastic irregular (partly ulcerated) epidermis with
clear and glycogen-containing epidermal cells, strongly PAS positive; in the superficial dermis dilated
vessels and a mild lympho-hystiocitic infiltrate were present (Figure 3). For all biopsies the clinical
and dermoscopic diagnosis of CCA was confirmed. About dermoscopic-pathologic correlation, the
'string of pearls' corresponds to the capillaries oriented perpendicular within the elongated dermal

papillae.



Discussion and Conclusions

In 1966 Duperrat et al. reported giant variety of CCA (45%40x5 mm) located on the leg.!? Since then,
the “giant” variant has been considered any CCA greater than 30 to 40 mm. The largest lesion was
described by Grossin et al., who reported a 70 mm locally infiltrating clear cell acanthoma on the
external side of the left knee in a 90 years-old man.!! There are few reports of giant CCA in literature,
which have been reported especially on the leg, mostly regarded elderly patients (7able I).

Roytman et al. described an 83 years-old man who had for 35 years an asymptomatic lesion on the
posterior lower leg. The patient suffered from mild type 2 diabetes mellitus and varicose veins of the
right leg. He reported a slow growth of the lesion, especially in the last years. Physical examination
revealed a 50x50x6 mm round exophytic, brown-gray lesion, with slightly papillomatous surface
covered by a serous crust, without scale or red puncta. The entire lesion was removed by shave
excision and the histological examination confirmed diagnosis of CCA.!2

Arida et al. described a 73-year-old Caucasian man who presented from several years an
asymptomatic 4 cm strawberry-like, red-purple plaque on his right ankle, with a fine collarette of
scale. He denied personal of familiar history of melanoma. On dermoscopy, a red/purple-colored
lesion with curved white lines and-dot vessels distributed in a serpiginous pattern was described. A
biopsy was performed and histopathological examination confirmed the diagnosis of CCA. The lesion
was treated with cryotherapy and curettage. '3

Su et al. described an 81-year-old woman with itchy papules and nodules on both lower extremities,
first appeared on the right calf about several years ago. The larger nodule was (40 mmx30 mm) red,
sharply demarcated and surrounded by smaller similar lesions. Symptoms were itching and bleeding.
There was no history of similar lesions among her family members. Three biopsies of lesion of both
legs were performed confirming the diagnosis of CCA. The lesion was treated with cryotherapy.!'4
Cavicchini et al. described a 50-year-old patient, affected by severe psoriasis since the age of 16,
treated with infiximab 5 mg/Kg every 8 weeks. Five years after the beginning of this therapy, he
presented on the leg a red, dome-shaped plaque of 40 mm diameter, with a peripheral collarette of
thin scales. On dermoscopy vessels in a string-like pattern, peripheral white scales mixed with small
blood crusts were observed. Other dermoscopic findings were hairpin vessels on the periphery
surrounded by whitish haloes in a regular radial arrangement. The lesion was completely excised in
the suspect of a CCA and the histological examination confirmed the diagnosis.!?

Ching-Chi Chi et al. described a 6-year-old girl who presented a 50x45x3 mm firm and erythematous
plaque with thin crusts on her right leg, which appeared after a trauma 1 month before. An incisional
skin biopsy was performed and confirmed the diagnosis of CCA, treated with a Carbon Dioxide

Laser.!¢



Giant CCA in different location have also been described. Langtry et al. described the lesion

(40x40mm) on the buttock of an 87-year-old woman.!” Also Murphy described a lesion (60x40 x20

mm) on the buttock of 78 years old woman.!® Kim et al described lesion (20x32 mm) located on the

perineum of a 14-year-old girl.!° These lesions presented a color from pink to red, a velvety surface

and sharply demarcated edges. In all these cases, a biopsy specimen revealed the diagnosis of CCA.

In conclusion, giant CCA represent a rare observation. Dermoscopy may help in the differential

diagnoses and correct management of small lesions, but larger ones need a proper surgical approach.
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Figure legends

Figure 1. A) multiple small nodular lesions on both thighs and legs; B) an exophytic, sharply
demarcated, asymptomatic, ulcerated, red nodule (40x35 mm) on the right thigh; C) multiple

small exophitic nodules on the left knee.



Figure 2. A) Dermatoscopic examination of the large nodule showed dotted vessels following a
linear distribution form and an overall reticular appearance; A-F) all the lesions showed
common findings, namely-pinky background with glomerular and punctiform vessels with a

“string of pearl” pattern.

Figure 3. A-C-D) hyperplastic irregular epidermis with clear and glycogen-containing
epidermal cells and positive PAS; dilated vessels and a mild lympho-hystiocitic infiltrate in the
superficial dermis. (H&E; original magnification A:20x; B) 100x; C: 200x); B: dermoscopy of
CCA showing “string of pearl” pattern.



Table 1. Overview of giant clear cell acanthoma described in literature.

Case| Sex/age Diagnosis Localization Clinical features Dermoscopy Histologic features Treatment Autorhs
1 ? Giant clear cell Leg Lesion of 45x40x5 mm Not described ? ? Duperrat et al.,
acanthoma with ?
2 | Female/90 Giant clear cell Left knee Lesion of 70 mm locally Not described ? ? Grossin et al.
acanthoma with ? infiltrating
Giant clear cell Right lower 50x50x6 mm round Not described The epithelium was spongiotic. Shave
3 Male/83 acanthoma with leg esophytic, brown-gray Neutrophils Periodic acid- excison Roytman et al.
incisional skin biopsy lesion Schiff positive granules
Giant clear cell Right ankle Plaque of 4cm in Red/purple lesion with Acanthotic epidermis full cryotherapy
4 Male/73 acanthoma with diameter, colored red | curved white lines and with of glycogenin cytoplasm, and Arida et al.
incisional skin biopsy and purple dot vessels in a serpiginous | positive to periodic-acid-Schiff| curettage
(“string of pearls”) pattern staining
Giant clear cell 40 mm x 30 mm, red, Epidermal acanthosis cells
5 Female/81 acanthoma with Right calf sharply nodule with Not described containing intracytoplasmic | Cryotherapy Su et al.
incisional skin biopsy satellite papulo- glycogen. Periodic-acid—Schiff
nodules on right calf staining was positive
Excision
Giant clear cell Dome-shaped reddish | Coiled vessels arranged ina | Acanthosis of the epidermis, S. Cavicchini ef]
6 Male/50 acanthoma with Left leg plaque, 4 cm of string-like pattern on a with pale keratinocytes rich in al.
excision diameter whitish background glycogen (PAS-positive)
Giant clear cell 50x45x3mm firm Acanthotic epidermis with Carbon
7 Female/6 acanthoma with Right leg erythematous plaque Not described clear and glycogen-containing Dioxide Ching-Chi Chi
incisional skin biopsy coated with epidermal cells with positivity Laser etal.
thin crusts for PAS




