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Idiopathic hyperkeratosis of the nipple and areola: A report of
two cases

Meme basi ve areolanin idiyopatik hiperkeratozu: Iki olgu sunumu
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Bozok University Faculty of Medicine, Department of Dermatology, *Department of Pathology, Yozgat, Turkey

Abstract

Hyperkeratosis of the nipple and areola, a rarely seen benign dermatosis, is characterized by a verrucous appearance of the nipple and the
areola. Females constitute the majority of the cases, however, there are also rare reports of male cases. On clinical examination, hyperkeratotic
and hyperpigmented plaques are located on the nipple and/or areola. No erythema or induration is observed on the affected skin. According
to a widely adopted classification system, primary hyperkeratosis of the nipple and areola is divided into three groups as type 1 which is
coincidentally associated with keratinization disorders such as ichthyosis and Darier’s disease; type 2 which is associated with hormonal factors
or systemic diseases; and type 3 which is entirely considered an idiopathic form. Idiopathic form often affects female patients in the second or
third decade of life and occurs spontaneously. Patients often present due to cosmetic reasons. The etiology of this condition has not been fully
elucidated and, to date, various treatment methods have been attempted. Herein, we report two female cases (25-year-old and 14-year-old)
of idiopathic hyperkeratosis of the nipple and areola based on the clinical and histopathological examination.
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Meme basi ve areolanin hiperkeratozu, meme basi ve areolanin verriik6z gériiniim almasi ile karakterize, olduk¢a nadir rastlanan selim seyirli bir
dermatozdur. Hastalarin dnemli bir kismini kadin cinsiyet olusturmasina ragmen nadir de olsa erkek olgular bildirilmistir. Klinik olarak meme basi
ve/veya areolada hiperkeratotik, hiperpigmente plaklar gorilir. Tutulan deride eritem ve indurasyon bulunmaz. Son yillarda en ¢ok kabul géren
siniflandirmaya gére meme basi ve areolanin primer hiperkeratozu olarak gruplandirilan ve rastlantisal olarak iktiyozis ve Darier hastaligi gibi
keratinizasyon bozukluklari ile iliskili olan varyant tip 1, hormonal faktérler ya da sistemik hastaliklarla iliskili varyant tip 2, tamamen idiyopatik
olan form ise tip 3 olarak gruplandinimistir. Bu idiyopatik tip genellikle ikinci ya da Ugtinci dekaddaki kadin olgulari etkiler ve spontan olarak
ortaya cikar Hastalar genellikle kozmetik nedenlerden dolayr hekime basvururlar. Etiyolojisi tam olarak aydinlatilamamis olan bu hastaligin
tedavisinde cok cesitli yontemler kullaniimistir. Biz burada klinik ve histopatolojik olarak meme basi ve areolanin idiyopatik hiperkeratozu tanisi
koydugumuz 25 yasindaki ve 14 yasindaki iki kadin olguyu sunmaktayiz.
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Introduction to be elucidated. Verrucous plaques often seen in females

: . , as unilateral or bilateral lesions affecting the nipple and/or
Hyperkeratosis of the nipple and areola, a rarely seen benign 9 PP /

e . 1 .
dermatosis, is characterized by a verrucous appearance of the areola are typical findings of this dermatosis'*. Herein, due to

nipple and the areola. Since there is a very limited number of the rare occurrence of this condition, we report two cases of
cases reported in the literature, the etiology of the disease, idiopathic hyperkeratosis of the nipple and areola diagnosed
associated diseases, disease course, and treatment still remain based on the clinical and histopathological findings.
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Case 1

A 25-year-old female patient presented to our outpatient clinics with
the complaint of dark brown crusting on the nipples for the past
seven years. Her medical history was not remarkable for any disease
or medication use. Her family history was also not remarkable. Physical
examination did not show any pathological finding. Dermatological
examination revealed bilateral dark brown, hyperpigmented verrucous
lesions on the nipples (Figure 1a). Routine laboratory test results were
within the normal ranges. A punch biopsy was performed to the lesion
on the left nipple. Light microscopic examination revealed fragmented
keratin layers with a “basket-woven” appearance characterized
by orthokeratotic hyperkeratosis (Figure 1b), irregular acanthosis
characterized by elongation and fusion of rete ridges in the epidermis,
increased melanin in the basement membrane and mild exocytosis of
lymphocytes and minimal perivascular lymphocytic infiltration in the
dermis (Figure 1c).

Based on the available clinical and histopathological findings, the patient
was diagnosed with hyperkeratosis of the nipple and areola and placed
on a treatment with topical calcipotriol and topical mometasone
furoate twice daily. However, the patient showed no response to the
treatment.

Figure 1. a) Bilateral dark brown, pigmented verrucous lesions on the
nipples. b) Orthokeratotic keratin layer with fragmented appearance
detached from the lesion surface, (hematoxylin and eosin staining,
x200). ¢) Microscopic appearance of punch biopsy showing irregular
acanthosis in the epidermis and increased melanin in the basement
membrane, (hematoxylin and eosin staining, x100)

Case 2

A 14-year-old female patient presented to our outpatient clinic with the
complaint of bilateral discoloration of the nipples in the past two years.
Her medical history was not remarkable for any disease or medication
use. Her family history was also not remarkable. Physical examination
did not reveal any pathological finding. Dermatological examination
revealed bilateral hyperkeratotic brown lesions around the nipple
(Figure 2a). Routine laboratory test results were within the normal
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ranges. A punch biopsy was performed to the lesion in the right nipple.
Light microscopic examination revealed orthokeratotic hyperkeratosis
with a superficial “basketwoven” appearance, irregular acanthosis
characterized by elongation and fusion of rete ridges in the epidermis,
increased melanin in the basement membrane, mild exocytosis of
lymphocytes, and minimal perivascular lymphoid infiltration in the
dermis (Figure 2b, 2¢).

Based on the available clinical and histopathological findings, the
patient was diagnosed with hyperkeratosis of the nipple and areola
and was placed on a treatment with topical calcipotriol and topical
mometasone furoate twice daily. However, the patient only partially
responded to the treatment.

Figure 2. a) Bilateral hyperkeratotic brown lesions around the areola.
b, ¢) Microscopic appearance of punch biopsy showing “basket-
woven” orthokeratosis, mild irregular acanthosis in the epidermis,
and increased melanin in the basement membrane, (hematoxylin and
eosin staining, x100 and x200, respectively)

Discussion

Hyperkeratosis of the nipple and areola, which is also termed nevoid/
primary hyperkeratosis of the nipple and areola, was first described
in 19233 Levy-Franckel divided this entity into three categories: 1)
Lesion occurring with the expansion of the epidermal nevus; 2) Lesion
associated with acanthosis nigricans, Darier's disease, ichthyosis,
cutaneous T-cell lymphoma, or chronic eczema; and 3) The idiopathic
form also named isolated nevoid type®. According to the classification
system proposed by Mehanna et al.2 which has been widely adopted in
recent years, primary hyperkeratosis of the nipple and areola is divided
into three groups as type 3 which is coincidentally associated with
keratinization disorders such as ichthyosis and Darier’s disease, type
1 which is associated with hormonal factors or systemic diseases, and
type 2 which is entirely considered an idiopathic form. The idiopathic
form often affects females in the second and third decade of life
and occurs spontaneously?. In our both cases, there was no previous
history of a lesion on the nipple. Dermatological examination showed
no evidence of lesions, which could be associated with ichthyosis,
acanthosis nigricans, Darier’s disease, and other conditions. Although
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histopathologic features may mimic epidermal nevus or acanthosis
nigricans, hyperkeratosis of the nipple and areola is a lesion acquired
after puberty. Seborrheic keratosis presents as sharply demarcated
papules or plagues, whereas nevoid hyperkeratosis of the nipple or
areola presents as a plaque diffusely involving the nipple or the areola®.
Therefore, both cases were diagnosed with idiopathic hyperkeratosis.
Although hyperkeratosis of the nipple and areola affects both females
and males, female cases account for 80% of the cases*. On clinical
examination, hyperkeratotic and hyperpigmented plaques are located
on the nipple and/or areola. No erythema or induration is observed on
the affected skin“. Patients often present due to cosmetic concerns.
Our first case had no obvious symptoms other than occasional itching.
However, both patients complained of cosmetic problems associated
with the lesions.

Clinical appearance is often sufficient to establish a diagnosis;
however, skin biopsy must be performed for the definitive diagnosis.
Histopathological examination is useful in the differentiation of
orthokeratotic hyperkeratosis, mild acanthosis, and papillomatosis®®.
Various treatment methods have been attempted for the treatment
of hyperkeratosis of the nipple and areola. These include topical
corticosteroids, topical vitamin D analogues, topical retinoic acid
derivatives, radio-frequency ablation, cryotherapy, and carbon dioxide
laser”'°. The disease frequently recurs'. In our cases, we used topical
mometasone furoate and topical calcipotriol. The first case did
not respond to the treatment, however, the second case partially
responded.

These two cases of idiopathic hyperkeratosis of the nipple and areola
diagnosed based on the clinical and histopathological findings were
deemed worthy of presentation due to rare occurrence of this
condition.
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