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Abstract

Nevoid hyperkeratosis of the nipple and areola (NHNA) is a rare condition, in which the skin
of the nipple and/or areola becomes diffusely thickened, hyperpigmented, and covered with
filiform or papular warty excrescences. Although it affects both men and woman,
approximately 80% of cases ocur in women. Pathogenic mechanisms have been proposed but
mainly unsubstantiated. Moreover, specific treatment guidelines do not exist partly because of
the unknown pathogenesis of this disorder. We report a female patient with this rare
condition.
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Introduction

Nevoid hyperkeratosis of the nipple and/or areola (NHNA) is an unusual condition of
unknown etiology. In 1938, Levy and Frankel described three clinical types of NHNA.
Specific treatment guidelines do not exist because of the unknown pathogenesis of this

dermatosis [1].
Case

A 20-year-old unmarried female presented with a 3-month history of growths on her nipples.
She denied associated pain and itching. There was no history of discharge from the nipples.
She was not taking any medication. There was no personal or family history of any

dermatologic diseases.

Physical examination revealed brown, verrucous plaques on both nipples (Figurel). There
were no changes in the areolae. Breast examination was normal. Baseline laboratory values

were within normal limits.

Histological examination of a punch biopsy specimen revealed papillomatosis, acanthosis and
hyperkeratosis (Figure 2). Hyperpigmented verrucous plaque was seen as more prominent on

the right nipple (Figure 3).

We made the diagnosis of NHNA, based on clinical and histopathological findings. The
patient was prescribed topical calcipotriol cream applied to the lesions twice a day, but after 4

weeks of therapy no improvement was noted.

Figure 1. Bilateral hyperpigmented verrucous lesions of the nipples.
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Figure 2. Hyperkeratosis, papillomatosis and acanthosis (H&E x100).

Figure 3. Hyperpigmented verrucous plague on the right nipple.
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Discussion

In 1938, Levy and Frankel described three distinct types of hyperkeratosis of the nipple and/or
areola. Type 1 is hyperkeratosis as an extension of an epidermal nevus. Type 2 is
hyperkeratosis associated with other dermatoses, such as acanthosis nigricans, ichthyosis,
lymphoma, chronic eczema, seborrheic keratoses or Darier’s disease. Type 3 is nevoid

hyperkeratosis, not associated with an epidermal nevus or other dermatoses [1,2].

NHNA, is an uncommon idiopathic disorder with approximately 50 reported cases in the
literature. Although it affects both men and women, 80% of the cases are women [3].
Typically, the lesions are not bothersome to the patient with the exception of their undesirable

appearance [3]. On occasion an affected patient may experience pruritus.

NHNA presents as hyperkeratotic, hyperpigmented plaques. The lesions may involve the
nipple, the areola, or both. Kubota et al. reviewed 45 cases of nevoid hyperkeratosis in which
17% of cases involved the nipple, 25% of cases involved the areola and 58% of cases
involved both the nipple and the areola [4]. There are several reports of unilateral nevoid

hyperkeratosis [5], but the lesions are often bilateral.

The etiology of NHNA is unknown. A change in estrogen levels has been thought to
precipitate this condition [6]. The histological features include orthokeratotic hyperkeratosis,
papillomatosis, acanthosis and occasional keratotic plugging. There may be a mild

perivascular lymphocytic infiltrate in the dermis [7].

The differential diagnosis of NHNA includes verruca filiformis, seboreik keratoz, Paget’s
disease, basal cell carcinoma, dermatophytosis, epidermal nevus, atopic eczema, acanthosis
nigricans and Bowen’s disease [7]. These disorders can be distinguished from NHNA by

correlating clinical and histopathological features.

The treatment of NHNA generally consists of cryotherapy or topical keratolytic agents [5,8-
10], CO2 laser [11], topical corticosteroids [7], topical tretinoin [2], calcipotriol [12],

etretinate [13], radiofrequency [14] and surgical excision [15] have been tried.
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We present the patient with bilateral nevoid hyperkeratosis of the nipple, who have been

diagnosed on the basis clinical and histopathological features and treated with topical

calcipotriol ointment twice daily for 4 weeks did not improve the lesions.
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