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When faced with eczematous lesions involving the nipple-areolar complex (NAC),

Paget’s disease is assumed to be the diagnosis, anything else being considered a
“Zebra” necessitating its exclusion on pathology. A middle-aged lady presented with
synchronous asymmetrical ulceration of bilateral NAC with pleomorphic calcifications
on mammography and simultaneous extensive vascular calcification in bilateral breasts
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Key Messages

Calciphylaxis of any cause can lead to ulcerations, necrosis,
and extremely rarely may present with sole breast involve-
ment. Benign etiology and systemic cause need to be consid-
ered when bilateral nipple-areolar complex (NAC) disease is
present. Tissue diagnosis is necessary to confirm the
diagnosis.

Introduction

Calciphylaxis is a rare condition with obstruction of the small
and intermediate dermal arteries, leading to necrosis and
ulceration of skin.! Bilateral eczematous lesions of NAC are
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that suggested systemic cause. Calciphylaxis is a rare diagnosis occurring usually due to
underlying end-stage renal disease or hyperparathyroidism. There are very few case
reports of calciphylaxis due to alcoholic liver disease and no cases to the best of our
knowledge involving NAC. We report an extremely rare case of breast and NAC
calciphylaxis due to alcoholic liver disease, highlighting need to consider benign
etiology when bilateral involvement is present.

more often due to benign etiology with Paget’s disease
reported extremely rarely.? We discuss an extremely rare
case with calciphylaxis due to underlying liver disease and
sole breast involvement as benign NAC ulceration. Few cases
of breast parenchymal involvement by calciphylaxis in end-
stage renal disease patients have been reported; however, to
the best of our knowledge, there are no cases due to under-
lying liver disease.

Case History

A 33-year-old thin lady was referred for mammogram from
dermatology outpatient department with a history of itch-
ing, pain, ulcers, and reddish black crust formation involving
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Fig. 1 Reddish black plaques and ulcerations in bilateral nipple-
areolar complex, more severe in A (left side) than B (right side).

bilateral NAC, more on the left side (~Fig. 1) of 2 months
duration, which was diagnosed as eczema. She was referred
for imaging in view of persistent nonhealing ulcers. She did
not have any other skin lesions or ulcers. Other than excess
daily alcohol consumption for several years, there was no
significant personal, family, or medical history.

Sonogram was nonspecific with subareolar thickening;
there was no increase in vascularity and echogenic foci
consistent with calcification. Her mammogram showed bi-
lateral extensive vascular calcifications and subareolar thick-
ening with pleomorphic microcalcification, more
pronounced on the left side, appearing almost sheet like
(=Fig. 2). The left nipple was not well visualized in profile in
any view. Contrast-enhanced magnetic resonance imaging
was normal except mild areolar enhancement and any other
parenchymal lesions or in situ carcinoma were ruled out.

Considering the bilateral NAC involvement and extensive
vascular calcification, systemic cause was sought and com-
mon causes of calciphylaxis, that is, hyperparathyroidism or
renal disease, were ruled out. So, provisional diagnosis of
Paget’s disease of breast was made and a wedge biopsy of the
left areolar lesion was obtained. The pathological findings
showed intact keratinized stratified squamous epithelium
with ulceration, fibrinoid necrosis, and dense neutrophilic
infiltrate that suggested ulcerative lesion with no features of
malignancy. Following the histological diagnosis as inflam-
matory lesion, she was treated conservatively. About
8 months later, she presented in the emergency with ana-
sarca and abdominal distension. Investigations revealed
elevated transaminases (raised aspartate aminotransferase:
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Fig.3 Follow-up limited mammogram after 8 months, with patientin
sitting position. Right (A) and left (B) craniocaudal views show diffuse
subcutaneous edema and significant reduction in left areolar
calcification.

alanine aminotransferase ratio) and bilirubin suggestive of
alcoholic liver disease. There was gross ascites, mild bilateral
pleural effusion without significant changes in liver echo-
texture or outline on sonography. She was managed for the
acute deterioration and put on treatment for alcoholic liver
disease. During the course of management in hospital,
limited follow-up mammogram was done with patient in
sitting position, obtaining only the craniocaudal images that
showed subcutaneous edema, significant resolution of the
NAC calcifications with left nipple not seen in profile
(=Fig. 3). So, final diagnosis of calciphylaxis of the breasts
due to alcoholic liver disease with benign ulceration of NAC,
likely accentuated due to related intractable pruritus was
made.

Discussion

Calciphylaxis is a rare condition that usually occurs in cases
with end-stage renal disease due to obliteration of the small
and intermediate sized dermal arteries and resultant ulcer-
ation. The usual sites of involvement are legs, buttocks, and
abdomen with breast involvement being rare.' The lesions
tend to be inflammatory with erythema, induration, and

Fig.2 Mammogram mediolateral oblique views (right [A] and left [B]) show extensive vascular calcification. Magnified craniocaudal views (right
[C] and left [D] show pleomorphic microcalcification, notable sheet like pattern, more pronounced in left areolar region. Left nipple is not well

seen.
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painful black-gray necrosis. Few cases of calciphylaxis in
such patients involving the breast parenchyma have been
reported previously.3’4 These tend to mimic malignancy
when they present with large ulcers and biopsy is necessary
to avoid undue surgeries. Uncommonly such calcification can
occur due to nonrenal causes like hyperparathyroidism, liver
disease, underlying malignancy, and diabetes mellitus, and is
called nonuremic calciphylaxis.>® There are rare case reports
of mammary calciphylaxis occurring in patients post coro-
nary artery bypass graft and on chemotherapy.”-8

While evaluating NAC calcifications, it is necessary to rule
out artifacts due to application of cream or talc simulating
more ominous causes of pleomorphic calcification.’ This can
be avoided by informing the patient and requesting to wipe
their breasts and axilla before the mammogram.

Skin calcifications, which may develop in Montgomery
glands or hair follicles are identified by their characteristic
round shapes with lucent centers that can further be con-
firmed on tangential views.'? Other entities like cutaneous
horn and coarse calcifications due to fat necrosis secondary
to trauma or previous surgery stand out due to their typically
benign appearance.!’ Fibrocystic changes as a cause of
malignant looking nipple calcifications on mammography
have also been reported.12

Eczema, ulcers, and itching of NAC are assumed to be due
to Paget’s disease and should be excluded with tissue diag-
nosis especially when the patient does not respond to initial
treatment for dermatitis. Paget’s disease of breast accounts
for 1 to 3% of all breast malignancies and is invariably
associated with underlying masses or ductal carcinoma in
situ. Ductal carcinomas may extend to involve the ducts
converging at the nipple and go in to involve the contiguous
epithelium of the nipple. There are extremely few reports of
bilateral synchronous Paget’s disease without underlying
breast cancer in literature.>'3

To conclude, calciphylaxis should be considered as a
differential for atypical bilateral breast or NAC ulceration,
reddish black crusts, and calcification along with severe
parenchymal vascular calcification on mammography. This
case highlights that benign etiology and systemic cause need
to be considered when evaluating bilateral NAC lesions.
Biopsy is necessary to rule out Paget’s disease and confirm
pathological diagnosis to avoid unnecessary surgery.
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