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Bilateral idiopathic hyperkeratosis 
of the nipple and areola
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A B S T R A C T

Hyperkeratosis of the nipple and areola (HNA) is an unusual dermatosis that Levy-Franckel clas-
sified into three variants. This rare condition occurs primarily in young women and represents a 
cosmetic problem. Furthermore, its management is a therapeutic challenge. We report a rare case 
of a 32-year-old woman with idiopathic bilateral HNA, which belongs to the third Levy-Franckel 
classification.

Introduction
+\SHUNHUDWRVLV�RI�WKH�QLSSOH�DQG�DUHROD��+1$��LV�

an unusual dermatosis that occurs primarily in young 
woman and represents a cosmetic problem. Further-
more, its management is a therapeutic challenge. We 
describe a case of this rare breast dermatosis and dis-
cuss its clinical features, histology, and treatment op-
tions.

Case report
A 32-year-old unmarried woman presented with 

a 3-year history of bilateral thickening of the nipple 
DQG�DUHROD��+HU�IDPLO\�KLVWRU\�DQG�SULRU�PHGLFDO�KLV-
tory were unremarkable. There was no history of pru-
ritus, pain, or bleeding from the lesions and she had 
not been taking any medications. Physical examina-
tion revealed papillomatous thickening and a papular 

warty surface of the nipple and areola (Figs. 1a, 1b). 
There was no discharge from the nipple or tenderness 
on breast palpation. There were no other skin lesions 
such as warts, epidermal nevus, ichthyosis, or acan-
thosis nigricans. All baseline laboratory investigations 
were unremarkable. The mammogram and sonogram 
showed no abnormalities. The skin biopsy of the le-
sion revealed papillomatosis, acanthosis, and moder-
ate hyperkeratosis of the epidermis. There was a mild 
O\PSKRF\WLF� LQÀOWUDWH� LQ� WKH� GHUPLV�� 7KHUH� ZDV� QR�
evidence of premalignant or malignant changes (Figs. 
2, 3).

%DVHG�RQ�FOLQLFDO�DQG�KLVWRORJLFDO�ÀQGLQJV��WKH�GL-
DJQRVLV�RI�LGLRSDWKLF�+1$�ZDV�PDGH��7KH�SDWLHQW�ZDV�
WUHDWHG�ZLWK� WRSLFDO� WUHWLQRLQ�������FUHDP�� VKRZLQJ�
no response after 2 months. Thereafter, acitretin was 
given at a dose of 25 mg/day with no improvement. 
Subsequently, surgical excision was recommended.
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Discussion
+1$�LV�DQ�XQFRPPRQ�GHUPDWRVLV� WKDW�KDV�EHHQ�

divided by Levy-Franckel into 3 categories (1, 2). The 
ÀUVW�W\SH�LV�GXH�WR�WKH�H[WHQVLRQ�RI�DQ�HSLGHUPDO�QH-
vus. The second group is associated with other der-
PDWRVHV�� FKURQLF� HF]HPD�� LFKWK\RVLV�� DFDQWKRVLV� QL-
gricans, or lymphoma. The third (previously called 
“nevoid form”) is the idiopathic variant. In a report 
E\�3pUH]�,]TXLHUGR�HW�DO���+1$�ZDV�FODVVLÀHG�LQWR�WZR�
variants, idiopathic or nevoid, and associated with 
other dermatoses or systemic diseases (3).

,GLRSDWKLF�+1$�RFFXUV�SUHGRPLQDQWO\�LQ�ZRPDQ�
in the second or third decade of life (1, 4). It is usually 
bilateral as in our case, but it may be unilateral. The 
etiology and pathogenesis of this condition are still 
unknown (2, 4). It has been thought that it may be cor-
related with endocrine factors because the condition 
may worsen in pregnancy and it has been associated 

with estrogen therapy (5). Clinically, lesions are typi-
FDOO\�FKDUDFWHUL]HG�E\�FKURQLF�YHUUXFRXV�WKLFNHQLQJ�RI�
the nipple and/or areola. They may also appear as hy-
perkeratotic plaques (2). Clinical differential diagnosis 
is essential with consideration of type 1 and type 2 
+1$��DFDQWKRVLV�QLJULFDQV��ZDUWV��DQG�3DJHW·V�GLVHDVH�
(1, 2). Our patient developed these lesions after puber-
ty and had no association with epidermal nevi or other 
dermatoses. She was also free of symptoms associated 
with endocrinopathy or systemic diseases. It should be 
noted that the papillomatous appearance in our case 
SRVHG�WKH�SUREOHP�RI�GLIIHUHQWLDO�GLDJQRVLV�ZLWK�ÁRULG�
papillomatosis. This was ruled out, however, because 
of the bilateral involvement of the nipple and areola, 
the absence of bleeding, excoriation, or swelling, and 
the histopathology results.

+LVWRSDWKRORJLFDO� IHDWXUHV� RI� +1$� LQFOXGH� RU-
thokeratotic hyperkeratosis, papillomatosis, and mild 
acanthosis in the epidermis and perivascular lympho-

Figure 1 (a–b). Verrucous thickening and papular warty excrescences of the nipple and areola.

Figure 3. Absence of abnormalities of the 
deeper breast parenchyma.

Figure 2. Papillomatosis, acanthosis, and mod-
erate hyperkeratosis of the epidermis.
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F\WLF� LQÀOWUDWH� LQ� WKH�GHUPLV� �����7KHVH�ÀQGLQJV� FDQ�
mimic epidermal nevus or acanthosis nigricans. This 
LV�ZK\�WKH�GLDJQRVLV�RI�+1$�PXVW�EH�PDGH�EDVHG�RQ�
both clinical and histological features.

Although the lesion is usually asymptomatic, its 
undesirable appearance may create a real psychologi-
cal problem, especially for young woman. Moreover, 
treatment is usually unsatisfactory. Various therapeu-
tic agents have been used including topical keratolyt-
ics, emollients, corticosteroids, and carbon dioxide la-
ser and surgical excision, all with varying results (2, 4). 

It has been reported that systemic etretinate was inef-
fective in one case (6) but Okan et al. reported good 
cosmetic results with 1 to 2 months of continuous and 
then intermittent topical tretinoin (7). In our case no 
change was observed after both topical tretinoin and 
systemic retinoid therapy.

,GLRSDWKLF�+1$� LV� D� EHQLJQ�� XQXVXDO� FRQGLWLRQ��
Because of the rarity of this dermatosis, there is a lack 
of awareness regarding it among many doctors. Simi-
lar cases need to be studied in order to better clarify 
the pathogenesis and therapy of this disorder.
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