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CASE REPORT

Breast Involvement in Anti-Neutrophil Cytoplasmic Antibodies
Positive Granulomatosis With Polyangiitis
in a 64-Year-Old Female Patient
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ABSTRACT

In this article, we present a case of a female patient suffering from granulomatosis and polyangiitis with active glomerular disease, who developed
exacerbation of pulmonary vasculitis and palpable tumors of right breast. A possibility of neoplastic disease was excluded by histopathological
examination of percutaneous biopsy specimen, revealing granulomatous inflammatory infiltrate, without any features of neoplasia. Moreover, both
pulmonary and breast lesions subsided following intensification of immunosuppressive/antiinflammatory treatment.
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Granulomatosis with polyangiitis is an autoimmune
disease, characterized by involvement of small
vessels and presence of anti-cytoplasmic
antibodies (ANCA). From the 2011, according
to recommendations of the American College
of Rheumatology and the American Society
of Nephrology, the term granulomatosis with
polyangiitis has been adopted. A wide range of
manifestations characterizes the disease. It affects
skin and subcutaneous tissue, upper and lower
respiratory tract, heart, kidneys, as well as the
nervous and musculoskeletal systems.

CASE REPORT

A 64-year-old female patient, diagnosed with
granulomatosis and polyangiitis, remaining under
care of the Department of Nephrology, was
admitted for the sixth pulse of cyclophosphamide
in a protocol inducing remission of
glomerulonephritis. From the diagnosis, the

patient was treated with intravenous pulses
of cyclophosphamide, 750 mg each, at four-
week intervals, with total dose of 3,750 mag.
Besides, from the time of diagnosis, pulse
methylprednisolone (500 mg over three days),
with continuation by oral prednisone 1 mg/kg,
tapered to 15 mg every other day, was given.
A written informed consent was obtained from
the patient.

At initial admission to the hospital, the patient
complained of weakness, cough, and hemoptysis.
The chest X-ray demonstrated infiltrations of both
upper lung fields. In addition, anemia, sub-nephrotic
proteinuria and elevation of serum creatinine level
to 1.5 mg/dL were demonstrated. Moreover, the
presence of anti-neutrophil cytoplasmic antibodies
in serum was disclosed [qualitative enzyme-linked
immunosorbent assay]. The histopathologic
image of percutaneous renal needle biopsy was
consistent with the diagnosis of extracapillary
glomerulonephritis due to systemic vasculitis.
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After implementation of immunosuppressive
therapy described above, normalization of serum
creatinine, regression of proteinuria, and above
all, improvement of overall clinical condition were
observed. The control chest X-ray, few weeks
after diagnosis, showed no changes in the lung

fields.

During each subsequent monthly
hospitalizations, the patient remained in good
general condition, the proteinuria and creatinine
serum levels were within normal range. At one of
the follow-up visits, nearly one month after the fifth
pulse of cyclophosphamide, the patient reported
thickening of the right breast, dry cough, and
weakness. Chest X-ray demonstrated infiltrative
lesion in the upper left lung field (Figure 1).
A mild anemia was found, while breast ultrasound
confirmed presence of knobby changes in the right
breast. Accordingly, the administration of the next
cyclophosphamide pulse was postponed and the
patient was referred for oncologic consultation.
Within the oncology clinic, a needle biopsy of
the breast lesion was performed, revealing no
neoplastic cells and the histopathological image
corresponding to infiltration in the course of
granulomatosis with polyangiitis gathering mainly
around small size blood vessels (Figure 2). On the
basis of infiltrative changes in the lungs, the result
of breast biopsy, and presence of anti-neutrophil
cytoplasmic antibodies, the recurrence of the
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underlying disease was diagnosed. Accordingly,
the prednisone dose was increased to 1 mg/kg
with subsequent tapering to 15 mg/day. Thus
a gradual decrease in C-reactive protein levels
with improvement of the patient's condition was
observed. After a few days, a pulse of intravenous
cyclophosphamide (1000 mg) was administered.
Following intensification of immunosuppressive
therapy, patient’s condition improved, and
normalization of serum C-reactive protein was
noted. Following five weeks, a control chest X-ray
demonstrated no lung infiltrations. Since then,
two pulses of cyclophosphamide (1000 mg each,
four weeks apart) were given and the treatment
with azathioprine, 100 mg per day, has been
started. Currently, the patient remains in complete
remission.

DISCUSSION

Infiltration of the breast in course of granulomatosis
with polyangiitis is rare. The most frequently
affected organs are the upper respiratory
tract, lungs, and kidney (89%, 67%, and 48%,
respectively), while the skin, salivary glands,
breast, and genital involvements occur in less than
5% of cases.!® Not more than a few dozen of such
cases have been described to date. Allende and
Booth,* in a report published in 2009, described
only 27 of these patients.

Figure 1. Chest X-ray demonstrating infiltrate in upper
left lateral field of left lung.

of lymphocytes and neutrophils involving mainly small
vessels (H-Ex400).
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Symptoms of breast involvement in course of
the disease rarely occur at the time of diagnosis,
they usually appear later on, as in our case. There
are two basic manifestations of granulomatosis
with polyangiitis within the breast: solid tumor
changes that may suggest a neoplastic disease,® or
abscesses and ulcerations, particularly of recurrent
nature.® The manifestation of granulomatosis
with polyangiitis limited to mammary gland is
rare. The differential diagnosis should include
sarcoidosis, fungal infections, tuberculosis, and
malignancies. The ultimate diagnosis depends
on histopathologic examination. Characteristic
changes include necrotizing granulomas and
inflammatory cell infiltration around blood vessels.

The differential diagnosis of granulomatous
mastitis includes breast cancer, infectious
process (bacterial, fungal, or parasitic abscess),
autoimmune disease (Wegener’s vasculitis, giant
cell arteritis), duct ectasia, other rare causes
linked with systemic disease (diabetes mellitus,
sarcoidosis), and idiopathic granulomatous
mastitis.” The idiopathic granulomatous mastitis
affects females of childbearing age, typically few
years postpartum, with history of breastfeeding and
presents as painful lump, often with inflammation
of the overlying skin, suspected of autoimmune
or bacterial etiology (Corynebacterium).® The
characteristics of patient’s history and clinical
presentation in entities cited above are clearly
distinct from the description of our -case.
Nevertheless, it is impossible to exclude any of
the above diagnoses without histopathological
examination of biopsy specimen.

Quickly  established  diagnosis  with
implementation of appropriate treatment inducing
remission allowed to avoid unnecessary surgery
in this case of systemic vasculitis. Therefore,
it is always advisable to include a possibility of
exacerbated vasculitis in differential diagnosis of
breast tumor in a patient with anti-neutrophil
cytoplasmic antibodies positive granulomatosis.
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Yet another conclusion from our case is related to
the inadequacy of remission-inducing treatment
of glomerular disease in systemic vasculitis for
prevention of disease spreading and involvement
of other organs.
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