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Abstract

Background: Idiopathic granulomatous mastitis is a rare chronic inflammatory disease and typically occurs in
women at the reproductive life. The etiology, clinical course, and optimal treatment of this disorder remain obscure. The
most common clinical presentation is a unilateral, firm, discrete breast mass, often associated with inflammation of the
overlying skin. Because clinically the lesion can simulate carcinoma, definitive diagnosis is made using histopathology.
The main purpose of this study was to present the clinicopathological features of patients with idiopathic granulomatous
mastitis, as well as the authors’ experience with surgical treatment of these patients.

Methodology: The unit's pathology database and clinic letters for the time period from January 2005 to May 2010
were used to identify patients who had presented with idiopathic granulomatous mastitis.

Results: 22 female patients with a mean age of 35.14 + 6.07 were included. The patients ranged in age from 24 to
44 years. All patients were parous, the median number of their pregnancies was 2 (ranging from 2 to 6) and the median
duration of the last delivery was 4 years (ranging from 1.4 to 14 years).19 patients had a history of breast feeding. 8
patients (36.4%) had used hormonal contraception. The right breast was involved in 8 (36.4%) cases and in 12 (54.5%)
patients; the left breast was affected. Erythema was the most common presenting symptom. Surgery was the definitive
procedure in all patients. 13 patients (61.9%) presented with recurrence.

Conclusion: Increased recognition of this disease will improve its understanding and management of it. Long-

term follow-up is necessary.
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Introduction

Idiopathic Granulomatous Mastitis(IGM) is a rare and benign
disease, except few cases were reported in men [1] is usually seen
during pregnancy or lactation period [2]. The cause of this uncommon
lesion is obscure [3]. It usually presents as a mass. Clinically the lesion
can simulate carcinoma. This lesion is characterized histologically by
primary lobulocentric granulomas which often contain neutrophils.
Foci of necrosis may be present within the granuloma, but true caseous
necrosis is not seen. Although the lobulocentricity of the granulomas
and the presence of neutrophils should raise the possibility of IGM,
other causes of granulomatous inflammation (such as infection,
sarcoidosis and reaction to foreign materials) should always be
excluded. The aim of this study was to review the clinical presentation
of IGM, its histopathological features and to outline the diagnostic
and therapeutic considerations in the management of this potentially
recurrent nonmalignant breast disease.

Methodology

This work was carried out in accordance with the Declaration of
Helsinki (2000) of the World Medical Association and was approved
ethically by the university ethics committee. This retrospective study
included 22 patients who were pathologically diagnosed as IGM from
2005 to 2010 in two private hospitals — Mojibian Hospital and Mortaz
Hospital — and a private surgical clinic in Yazd, Iran. Presenting patients
were diagnosed either after biopsy study with suspicion of malignancy,
or pathologic study after a no complete response to antibiotic
treatment due to a breast abscess suspicion. Pathologic diagnosis of
IGM and ruling out the other possible causes of granuloma formation
were considered as inclusion criteria. Definitive diagnosis was based on
excisional biopsy from the affected breast. We consider open biopsy to

be the safest method to rule out malignancy. The histological diagnosis
of granulomatous mastitis was made when noncaseating, nonvasculitic
granulomatous inflammatory reaction, composed of epithelioid cells,
lymphocytes, and foreign body type of giant cells, centered mainly
on breast lobules. Microabscess formation was noted in some of the
cases. Special stains (Gram, Ziehl-Neelsen, and periodic acid-Schiff)
for microorganisms were negative. Purified Protein Derivative
(PPD) and cytoplasmic ANCA (C-ANCA) tests were performed for
all patients. In this study, surgical excision and antibiotics were the
primary treatment modalities. Patients with inflammatory findings,
but without abscess findings were initially received antibiotic regimen
of metronidazole and ciprofloxacin for at least one month. In case of no
regression and negative culture (with probability of fastidious nature
of certain microbes), the treatment would be changed to Cefuroxime
and Clindamycin. Ultrasonography-assisted aspiration or surgical
drainage was performed in patients with abscess findings at the time
of diagnosis and in whom the diagnosis of abscess was confirmed by
ultrasonographic examination. Wide local excision to obtain disease-
free margins was performed in patients with an isolated mass without
the presence of skin changes. In cases with limited disease, this
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approach was sufficient .However in patients with locally advanced
disease; the patients subsequently underwent reconstructive surgery.
No patient received corticosteroids or methotrexate in this study. Post-
treatment response was monitored both clinically and radio logically
with a breast ultrasound every month.

Patients’ data for age, number of parity, the time interval between
the last pregnancy and presentation of the signs and symptoms,
presenting symptoms, involved side of the disease and recurrence were
collected from the patients’ medical files. Patients” age is presented as
mean and Standard Deviation (SD). The data is shown as median and
range for variables that violated the assumption of normality. Statistical
analysis included frequency table (for descriptive analysis) and Fischer
exact test (for analytical analysis). The level of significance was defined
at P<0.05. Statistical analysis was performed using SPSS software,
version 16 (SPSS Inc., Chicago, IL).

Results

Complete information for 21 patients diagnosed with IGM with
regard to the clinical presentation (Figure 1), histology report, and
management was obtained .In one case no history regarding breast-
feeding was available. One case gave a history of hypothyroidism
and another patient suffered from rheumatoid arthritis. The patients
ranged in age from 24 to 44 years. The mean age was 35.14 + 6.07 years.
All patients were parous, the median number of their pregnancies was
2 (ranging from 2 to 6) and the median duration from the last delivery
was 4 years (ranging from 1.4 to 14 years) .19(86.4%) patients gave a
history of breast feeding of variable duration.8 patients (36.4%) had
a history of hormonal contraception consumption. The right breast
was involved in 8 cases and in 12 cases, the left breast was affected.
2 of patients had bilateral disease. Erythema was the most common
presenting symptom .Six of the patients had pain, Erythema and
bulging, and three patients presented with all four symptoms of pain,
Erythema, mass, and bulging. Purified Protein Derivative (PPD) and
cytoplasmic ANCA (C-ANCA) tests were negative in all of our patients.
In addition there were no radiological findings suggestive of sarcoidosis,
Wegener’s granulomatosis or tuberculosis. 13 patients (61.9%) had
recurrence in their follow up course. The median time for recurrence
was 4 months after treatment (ranging from 1 to 16 months). In the age
group over 35 years, recurrence was more than the age group under 35
years but this difference was not significant(PV=0.187).Patients who
did not take oral contraceptive pills (OCP) had more recurrence than
those who were taking pill but the difference failed to reach statistical
significance (PV=0.052). Regarding parity and recurrence rate, there
was no significant difference between group with 2 pregnancies and
group with more than 2 pregnancies (PV=1.000) (Table 1).

Discussion

Breast granuloma is present in less than 1% of breast biopsies [4].
There are two types of granulomatous mastitis, specific and idiopathic.
IGM was first described as a specific entity by Kessler and Wolloch in
1972 [3].Itwasfurther elaborated by Cohen Cin 1977 [5]. Approximately
200 cases of IGM have been reported in the literature during the past
3 decades, with most of them being reported in developing countries.
Although no ethnic predisposition has been documented, prevalence
of IGM in specific ethnic populations is observed; many reports come
from Eastern countries. All of our patients were Iranian. IGM usually
affects women of childbearing age. The mean age of our patients was
35.14 + 6.07 years which was comparable to that in previous studies
[2]. However we found reports of patients as young as 11 years-old

Informed consent was obtained from the patient’s photographs for print.

Figure 1: Clinical manifestation of Idiopathic granulomatous mastitis in one of
the patients who referred to the pathology department.
Recurrence Yes No Sum
Variant N (%) N (%) N (%) P value
Yes 2(28.6%) 5(71.4%) 7(100 %)
OCP No 12(80%) 3(20%) 15(100 %) 0.052
<35 4(44.4 %) 5(55.6%) 9(100%)
Age >35 10(76.92%) 3 (23.08%) = 13 (100%) 0.187
2 8(66.7%) 4(33.3%) 12(100%)
Parity >2 6(60%) 4(40%) 10(100%) 1

Table 1: The association between recurrence and OCP consumption, age and
parity. Fischer exact test.

[6] and as old as 80 years [7]. Although its etiology is still unknown,
several mechanisms have been postulated including autoimmunity [8],
infective process [9] and a local reaction to chemical secretions [10].
For example there are some reports which describe the association
of granulomatous lobular mastitis with Erythema nodosum and
polyarthritis, thus highlighting an autoimmune cause [11,12]. In our
series one case had a history of hypothyroidism and another patient
suffered from rheumatoid arthritis. However, serologic tests for
antinuclear antibodies and rheumatic factor are usually negative [13]. Its
association with the use of oral contraceptive pills, hyperprolactinaemia
and a -Antitrypsin deficiency has been suggested [14-16]. In the other
word, some authors suggest that most of the patients were suffering
from hormonal perturbation. Oral contraceptives induce hyperplasia
in the lobular ductule, thus leading to the obstructive desquamation of
the ductules, distention of the ductules and perilobular inflammatory
reactions [17]. However most of the studies show conflicting data
associating the role of oral contraceptive pills in patients diagnosed
with IGM, ranging from 0% to 33% [14]. In addition IGM has also
been reported to occur in patients who did not receive hormonal
contraception [18]. In the current study 8 patients (36.4%) had a
history of hormonal contraception consumption. Correlations between
IGM, pregnancy and breastfeeding have all been postulated but never
proven. Bani-Hani et al. [14] reported pregnancy in 17%, and nursing
in a similar 17% at the time of diagnosis. In another series, none of
the cases that were considered as IGM had a history of pregnancy or
nursing [19]. In our study all patients were parous and the median
number of their pregnancies was 2.19 of our patients gave a history of
breast feeding of variable duration. The time between the last childbirth
and first symptoms ranges from 2 months to 15 years [13]. All the cases
described by Kessler and Wolloch and Fletcher occurred within 6 years
of pregnancy. Most of our patients were diagnosed within 5 years of
their last childbirth. This disease is usually unilateral but it has been
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known to occur in both breasts [20]. There were 2 cases with bilateral
breasts involvement in our study.

IGM may manifest itself in two ways: as an abscess or mass.
27.27% of our patients had sign of abscess and 55% had breast mass.
Mammography and sonography can aid in the diagnosis, but are not
definitive. Focal asymmetry without a mass on mammography and
heterogeneous echo pattern on sonography is the most common
imaging finding in IGM [21]. MRI is not conclusive; it usually
shows a heterogeneous enhancing area with ring-like enhancing
abscesses [22]. As a result a definite diagnosis could not be made
until examination of excisional biopsy. Various techniques of biopsy
are used in the diagnosis of IGM. Fine needle aspiration biopsy is the
least invasive method [23], but can yield confusing results which often
necessitate confirmation by open biopsy. Core biopsy is used with a
good success rate. We consider open biopsy to be the safest method
to rule out malignancy. Breast carcinoma and abscess are the two
main differential diagnoses of IGM. As a matter of fact the diagnosis
of idiopathic granulomatous mastitis is one of exclusion. In the other
word all known causes of granulomatous changes should be excluded
before the diagnosis of IGM is made [21]. PPD was negative in all
of our patients and there were no radiological findings suggestive of
sarcoidosis or TB. There are a few evidences that suggest the probability
that IGM could be a precursor for malignancy [22]. Recurrence is a well
known complication of IGM. In the current studyl13 patients (61.9%)
had recurrence in their follow up course. We have evaluated factors
influencing the recurrence .We found patients who had not taken OCP
had more recurrence than those who were taking pill but the difference
failed to reach statistical significance (PV=0.052).This is perhaps due to
their age, parity or some other factors which are unknown now. There
was also a difference in recurrence rate based on patient’s age which
was not statistically significant (PV=0.187). Little is known about the
optimal therapy and there is no definite accepted treatment for IGM.
Surgical excision can be therapeutic as well as useful in providing an
exact diagnosis. Wilson, et al. [23,24] showed that the most commonly
used approach in treatment of IGM is wide excision of the affected area
with a success rate of 79%. Ocal et al. [2] treated 16 IGM patients with
surgery. They revealed that 4 patients required quadrantectomy, and
75% of the patients needed reoperation either for completion of the
excision after surgical drainage or for recurrence. Kok and Telisinghe
[25] performed surgical therapy on 40 of 43 patients with IGM. 10
(23%) of the patients had recurrences which were again treated with
surgery. The high incidence of recurrence necessitates extensive
resection to obtain disease-free margins. Surgical complications
include skin ulceration, abscess formation and recurrence. In 1980
short course of high dose prednisone (60 mg/day) was recommended
[23]. However Akbulut et al. [26] retrospectively analysed 541 IGM
cases treated with steroids between 1972 and 2010. They found a high
recurrence rate in patients using steroids, and also the occurrence of
adverse side effects such as steroid-induced diabetes mellitus. Other
treatments have included use of methotrexate as a steroid sparing
agent in patients who relapsed after tapering steroid [27]. But it should
be noted that the natural history of IGM can be self limited and 50%
of cases recover without complication [24,28]. A retrospective review
of cases seen over 25 years by Al-Khaffaf et al. showed that regardless
of therapeutic intervention, which included steroids, antibiotics, and
surgical intervention alone or in combinations, the condition takes
about 6 to 12 months to resolve completely [28]. In our experience
9 patients responded well to surgery while the others recurred. Our
findings showed that surgery is not always effective and it is associated
with a high recurrence rate.

Conclusion

IGM is a rare and benign inflammatory breast disease which
is commonly mistaken for malignancy and other diseases. Correct
diagnosis requires the exclusion of infection diseases and other causes
of granulomatous mastitis. Recurrence is a well known complication
of the IGM. Factors affecting recurrence is not well known. There is
no consensus about appropriate treatment, but in our study surgery
was associated with a high recurrence rate so corticosteroids and in
refractory cases immunosuppressive drugs may be effective.
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