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ABSTRACT

Background: Lobular carcinoma in situ (LCIS) is a type of lobular neoplasia within
the terminal duct lobular unit, involving more than half of acini. It is mostly diagnosed
incidentally and although it is not a malignant lesion, it has an association with
malignancy in the future. Idiopathic granulomatous mastitis (IGM) is a benign
granulomatous disease with few simultaneous reports of malignant lesions in the
literature. In this case report, we present a case with LCIS and IGM in a single breast.

Case presentation: A 35-year-old female presented to the breast clinic with
complaints of pain and a palpable mass in the right breast. The past medical history,
habitual history, drug history, and family history of cancer were negative. Physical
examinations showed a palpable mass in the right breast without nipple discharge and
retraction and lymphadenopathy and the left breast was intact. Breast imaging showed
a right UOQ mass. A core needle biopsy was performed showing LCIS and IGM on the
right side with a positive cytoplasmic reaction for P120 catenin. E-cadherin was negative
in LCIS. P63 and CK5/6 immunostainings revealed the presence of myoepithelial cells
around ductal and glandular structures. The patient developed erythema nodosum at the
time of diagnosis. She was put on prednisolone 50 mg per day and NSAID, and after
improvement was maintained on 25 mg daily prednisolone for about 7 months,
combined with 3 months of hydroxychloroquine 200 mg twice a day. At the 12-month
follow-up, both breasts were completely normal in the physical examination without any
mass or skin changes and the right breast mass decreased in size.

Conclusion: Radiologic findings of IGM can be suggestive of other possible causes
and silent etiologies like the primary phase of breast cancer and LCIS should not be
overlooked.

Copyright © 2022. This is an open-access article distributed under the terms of the Creative Commons Attribution-Non-Commercial 4.0 International License, which permits copy
and redistribution of the material in any medium or format or adapt, remix, transform, and build upon the material for any purpose, except for commercial purposes.

INTRODUCTION

Idiopathic granulomatous mastitis (IGM) first
described by Kessler et al. in 1972, is a benign breast
disease with unknown etiology.l? IGM is rare but has
been reported in the middle east countries like Iran
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and Turkey more than in other countries, where the
mean age of the reported cases was mostly between
33.5-36 years.>* Diagnosis is made by the
combination of clinical presentations and imaging
and confirmation by pathologic features.>>5

Lobular carcinoma in situ (LCIS) is a type of
lobular neoplasia within the terminal duct lobular
unit, involving more than half of acini.” Although
LCIS has characteristics of a malignant lesion in
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histopathology, the risk of progression is lower than
expected. However, it is known as a potential risk
factor for invasive breast cancer, and close clinical
surveillance is recommended.®® This case report
presents a patient diagnosed with IGM and LCIS
simultaneously for the first time.

CASE PRESENTATION

Our patient is a 35-year-old woman who
presented to the breast clinic of Imam Khomeini
Hospital Complex (IKHC), Tehran University of
Medical Sciences (TUMS) with a chief complaint of
pain and a small palpable mass in her right breast in
the last month and a small palpable mass in her left
breast for the last 6 years. She did not report any
nipple discharge or breast ulcer. She was married and
had two pregnancies and a history of 28 months of
breastfeeding. There was no problem in her past
medical history and she did not use any medications
or hormonal contr. She denies any family history of
breast or ovarian cancer in her first or second-degree
relatives. On physical examination, her breasts were
huge and there was a large hard 8cm palpable mass in
the upper outer quadrant (UOQ) of the right breast
without any erythema or skin retraction. The left
breast and bilateral axillary regions were intact. The
blood tests including complete blood cell and liver
function test and ESR were normal. The tuberculosis
skin test (PPD) was negative. She underwent breast
ultrasonography (US) and a right breast biopsy 50
days before referral. In the breast US, a diffuse
heterogenous ill-defined irregular area with internal
microcalcification and skin thickening (BIRADS 4b)
was noted in the right UOQ. There was also a well-
defined hypoechoic mass in the left breast at 12

o'clock (BIRADS 3). Through the breast MRI, she
had fibroglandular and heterogeneous dense breast
with breast composition of type C. In the right breast,
there was an asymmetrical parenchymal thickening
with multiple round to oval-shaped and lobulated rim
enhanced masses measuring 14 mm to 35 mm in
UOQ. Also, extensive asymmetrical non-mass
enhancement of about 140*80*60 mm was noted in
UOQ, and the lateral part of the right breast extended
to the retro areolar region with a type 3 dynamic
curve. All findings in the right breast were suspicious
of extensive ductal carcinoma in situ (DCIS) with
invasive foci; however, atypical mastitis could be
considered in the differential diagnosis (BIRADS 4c).
In the left breast upper inner quadrant (UIQ), there
was a 23*16mm multilobulated heterogeneously
enhancing mass with dark internal septa and type 2-3
dynamic curves (BIRADS 4a). The bilateral axilla
contained enlarged lymph nodes with mild cortical
thickening. In mammography, there was a large hypo
to hetero echoic mass measuring about 150 mm in the

lateral part of the right breast without any
microcalcification or distortion which wwas
enhanced in MRI.

A core needle biopsy (CNB) of the right breast
was performed. The pathologic report was compatible
with  fibroepithelial neoplasm in favor of
fibroadenoma with the presence of moderate usual
ductal hyperplasia (UDH) and no evidence of
malignancy or microcalcification in the specimen.
Due to the difference in imaging findings and
pathology report, bilateral mammography, US and
MRI were reviewed in the breast imaging center,
IKHC, TUMS. Regarding the imaging, a phyllodes
tumor could be suggested for the solid mass in both
breasts (BIRADS 4a). According to discordance
between imaging and pathologic results, a core needle
biopsy of each breast was done again.

The second pathology report showed a benign
fibroepithelial lesion consistent with fibroadenoma on
the left side. On the right side, it revealed breast
tissues with LCIS, UDH, lobulocentric and confluent
granulomatous inflammation accompanied with a
mixed inflammatory infiltrate, microabscess
formation, and focal myxoid change and hyalinization
in stroma associated with fibroadenomatoid
hyperplasia without any microcalcification. No acid-
fast bacilli or fungal elements were identified on Ziehl
Neelsen and Gomori methenamine silver stainings.
Immunostaining for P120 catenin and E-cadherin
confirmed the lobular nature of intralobular epithelial
proliferations. Immunostaining for P63 and CK5/6
highlighted the myoepithelial cells around glandular
and ductal structures. CK5/6 immunostaining
demonstrated a mosaic pattern of staining in
intraductal proliferations supporting UDH (Figure 1).

The histopathologic changes were compatible
with IGM. Although special stains did not show any
evidence of infectious agent, further clinicolaboratory
investigations for exclusion of infections were
recommended. In contrast to sarcoidosis which
showed naked granulomas in both intralobular and
interlobular ~ stroma, the granulomas were
lobulocentric  and  associated ~ with ~ mixed
inflammation in this case. The clinical presentation
was not compatible with sarcoidosis either. After the
second biopsy, she presented bilateral lower
extremities erythema nodosa and discharge from the
right-side biopsy orifice.

She was presented in a multidisciplinary team
(MDT) meeting. According to MDT recommend-
ation, IGM with incidental LCIS finding was
confirmed with anti-inflammatory treatment with
corticosteroid and NSAID (Naproxen, 500mg, twice
daily) under close follow-up.
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Figure 1. A. The photomicrograph shows the |
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reaction (Black arrow), H&E stain, 100x. B. Usual ductal hyperplasia is seen in another area, H&E stain, 100x. C. Lobular
carcinoma in situ. Note the lobules that are filled with proliferated cells, H&E stain, 100x. D. Immunostaining for E. cadherin
demonstrates absence of staining in the proliferated interlobular cells. E. cadherin immunostain, 100x.

Also, a consultation with a rheumatologist was
requested.

She was started on high-dose prednisolone (50
mg daily). The erythema nodosum and the breast pain
disappeared under treatment and the right breast mass
became smaller and firm. We started to taper the
prednisolone, and when the dose reached 20mg, all
the changes reversed. Therefore, we could control her
symptoms by changing her treatment protocol to 25
mg daily prednisolone for about 7 months, combined
with 3 months of hydroxychloroquine 200 mg twice a
day. Then we tapered the prednisolone and
discontinued it.

She was evaluated every month in the breast
clinic and a follow-up with the US was done every 6
months. In the last month, after a year since she came
to our clinic, her breasts were completely normal in
the physical examination without any mass or skin
changes and her right breast mass decreased in size to
66*17 mm. Her left breast mass had no change in the
latest surveillance imaging. Therefore, she underwent
a vacuum-assisted biopsy of the right breast mass that
was identified in the last MRI but not palpable in the
physical examination. Based on the histopathology
report, there was not any malignancy or
granulomatous inflammation but only fibrocystic

changes with UDH and columnar cell changes and
adenosis were reported.

DISCUSSION

Idiopathic granulomatous mastitis (IGM) is a rare
benign inflammatory breast disease that was first
described by Kessler in 1972.! Most patients are
reported from the middle east and are of childbearing
age with a mean age of 33.5-36 years. 3!° The exact
etiology of IGM is obscure, although it is thought to
be immunologically mediated and characterized by
the presence of noncaseating granulomas confined to
the breast lobules and neutrophilic infiltration.™ It has
a chronic relapsing course usually presented with a
breast mass with or without mastalgia, skin
thickening, fistula, or sinus tract formation. 31012
Also, some other symptoms like arthralgia and
erythema nodosum are reported. *3!* The diagnosis of
IGM is challenging and based on excluding other
benign inflammatory and malignant breast lesions.
The imaging criteria are characteristic but not
diagnostic and have to be confirmed by
histopathologic findings in core needle specimens.®
511,15

On the other hand, classic lobular carcinoma in
situ (LCIS) is commonly a silent disease and found

Tavakol et al. Arch Breast Cancer 2022; Vol. 9, Special Issue: 314-318 316



@ IGM with LCIS

incidentally. It is a noninvasive proliferation of
lobular cells within a terminal-duct lobular unit and
involves multiple lobules.®' LCIS is a high-risk
breast lesion that is diagnosed through breast biopsies
incidentally in many cases.®!® Patients with incidental
findings of LCIS on core needle biopsies especially
those without imaging findings have a small risk of
progression, and surgical excision is not usually
considered.®1®

In this study, we presented a patient with a
simultaneous diagnosis of IGM and LCIS. Both
diseases mostly involve women of childbearing age;
however, pleomorphic and florid LCIS commonly
occur after menopause.” To the best of our
knowledge, this is the first case report presenting
simultaneous LCIS and IGM in a patient. However,
two case reports have reported simultaneous ductal
carcinoma in situ (DCIS) and IGM.*2° The first one
was a 35-year-old woman presenting with right breast
swelling.?® She was diagnosed with IGM after CNB
and because of not responding to treatment, she
underwent excisional surgery and was diagnosed with
DCIS in the second pathology assessment and
immunohistochemical staining. The second case was
a 44-year-old woman with a complaint of left breast
swelling and a painful mass. She received antibiotics
and as she did not respond to them, she underwent a
biopsy and was diagnosed with IGM and DCIS. °
Although IGM and LCIS were in the same breast in
our study and the previous studies on DCIS, it is
possible to have IGM in one breast and an invasive
carcinoma or carcinoma in situ in the other breast.?

The relationship between inflammation and
malignancy has always been interesting to scientists
and clinicians. The inflammation can be triggered by
infection or autoimmune diseases; however, the exact
biologic relationship between IGM and malignant
lesions is not clarified due to the small number of
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