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Abstract

Introduction: Lymphocytic mastitis is a condition associated with long term history of insulin dependent diabetes mellitus. It com-
monly presents as a painless breast mass that can imitate breast cancer both clinically and radiologically. The early recognition of

this disease is crucial for appropriate management, especially in occasions where the presentation is unusual and least expected.

Presentation of Case: We report a case of a 32 years old female with a short-standing uncontrolled non- insulin dependent diabetes
mellitus and multiple endocrine neoplasm syndrome type I [MEN1], who presented with Lymphocytic mastitis suspicious for breast

cancer.

Discussion: The patient had a short history (5 years) of DM compared to the duration described in the literature, and unlike the
previously reported cases, her DM was noninsulin dependent and she had MEN 1 syndrome. To our knowledge, no prior reports of
lymphocytic mastitis associated with MEN syndrome has been published. We hypothesize that the long term histopathological ef-

fect of glycosylation in DM can be accelerated by persistently elevated blood sugar (uncontrolled DM) over a shorter period of time.

Conclusion: Lymphocytic mastitis was believed to be associated with long term history of IDDM. We recommend that LM be con-
sidered as a differential diagnosis of a breast mass in patients with IDDM as well as non-IDDM. The history of uncontrolled DM, even
for short term, should trigger early suspicion of LM to avoid mismanaging this benign condition as breast cancer. Patients with DM,

especially uncontrolled, should be encouraged to periodically examine their breasts for the signs of LM.
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Introduction

Lymphocytic mastitis (LM), also known as fibrotic mastopathy
or diabetic mastopathy is a relatively rare condition [1]. Only case
reports and small case series have been identified in the literature.

LM usually presents in women with long term history of insulin

dependent diabetes mellitus [2]. Nevertheless, it can be also pres-
ent with other autoimmune conditions, for example, Rheumatoid
arthritis, Hashimoto’s thyroiditis and Sjogren’s syndrome [3]. The
etiology of LM is not well understood. One theory indicates that
the use of exogenous insulin can induce inflammatory and immu-
nological reactions [4]. However, another theory indicates that hy-
perglycemia may alter the extracellular matrix, by the process of
glycosylation. This process stimulates the growth factors to induce
the production of a collagen that is resistant to degradation [5].

The clinical and radiological presentation of LM can mimic breast
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cancer, and pathological confirmation with a biopsy is crucial to
differentiate between the two entities and appropriately plan the

management [6,7].

Case Presentation

We present a case of a 32 years old female patient with a five-
year history of uncontrolled non-insulin dependent diabetes melli-
tus and neuroendocrine pancreatic tumor, hyperprolactinoma and
hyperparathyroidism [MEN I syndrome]. The patient was referred
to our breast surgical oncology clinic with a painless right breast
mass for 3-week duration. There was no history of skin changes
or nipple discharge. She reported no history of oral contraceptive
use, and no personal or family history of breast cancer. She is a
mother of 1 child with a history of two miscarriages and no lacta-
tion history. On examination, there was a right breast firm mass, at
the retroareolar area, measuring 2x2 centimeters (cm) in size with
no skin or nipple abnormality. Left breast and bilateral axillary ex-
amination were unremarkable. Ultrasound scan of the breast was
performed and showed a round hypoechoic lesion with posterior
acoustic shadow at the right 12 o’clock retroareolar region, it mea-
sured 1.4cm x 0.7cm in size. The possibility of a complex hematoma,
or a solid lesion was considered, BIRAD 4a, low level of suspicion
for malignancy, and biopsy was recommended (Figure 1). A tru-cut
biopsy of the suspicious lesion showed parenchymal fibrosis with
dense lymphocytic infiltration, but no evidence of malignant cells.
These findings were compatible with lymphocytic mastitis. The pa-
tient was reassured and managed conservatively with regular fol-

low up in breast clinic.

Two weeks later, she presented to the emergency room with
painful right breast lump. The lump was progressively increasing
in size and the pain was not relieved by simple analgesia. There
was no history of trauma or fever. Clinically, she looked well with
normal vital signs and a body temperature of 37.4°C. Breast exami-
nation, revealed firm right breast retro-areolar mass measuring 6
x 5 cm in diameter with erythema of the overlying skin (Figure 2).
Blood work up showed WBC count of 12.8 mcl with 79.3% neu-
trophils, she had elevated blood glucose level of 16 mmol/L and
elevated HgbA1c level of 13.3 mmol/L. Breast ultrasound showed
heterogeneous complex mass, cystic in nature with echogenic com-
ponent measuring 8.3 x 5.9 cm at right breast retro-areolar region
with parenchymal edema and thickening of the overlying skin
(Figure 3). The ipsilateral axilla revealed multiple enlarged lymph
nodes with preserved fatty hilum. The clinical and radiological im-
pression was right breast abscess. The patient was admitted to the
hospital for incision and drainage of the right breast abscess. Ap-

proximately 30cc of pus was drained and sent for culture. Tissue
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from the abscess cavity was excised and sent for histopathology

examination.

Figure 1: Ultrasound image of the right breast 12:00 retro-areo-

lar region, showing a birads 4a lesion.

Figure 2: Right breast showing a 6x5 cm periareolar mass with

overlying skin erythema.

Figure 3: Ultrasound image of the right breast retroareolar area
showing a heterogeneous complex predominantly cystic mass

consistent with an abscess.
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Postoperatively, the patient was started on Cloxacillin 500 mg
L.V Q8h, and analgesics. Daily dressing of the breast wound was
performed. Endocrine consultation was obtained and her blood
sugar was controlled with Insulin Lantus 14 IU SQ daily and Insu-
lin Regular 25 1U SQ TID. The patient had a smooth postoperative
period. All local inflammatory signs resolved (Figure 4). Her WBC
count dropped to 6.4 mcl. The final histopathology report revealed:
lymphocytic mastitis with secondary acute mastitis/abscess, nega-
tive for malignancy. Result of the culture showed Staphylococcus
epidermidis, sensitive to Cloxacillin. The patient was discharged
home with oral analgesics and antibiotic. During the out-patient

follow up, her wound healed completely within two weeks.

The patient was followed for 3 years period with no evidence of
new breast lesions. In the interim, she underwent pancreatectomy,
splenectomy, cholecystectomy with hepaticojejunostomy and gas-
trojejunostomy for the treatment of pancreatic neuroendocrine tu-
mor. Her blood sugar level was controlled by Insulin Aspart 20 IU
SQ TID and Insulin Detemir 10 IU SQ Daily, and her latest random
blood sugar was 4 mmol/Liter. The most recent follow up breast ul-
trasound showed a stable 1.5 centimeter, circumscribed mass at 12
o’clock in the right breast, with benign sonographic characteristics,
BIRADS II (Figure 5).

Figure 4: Right breast four days after incision and drainage of

breast abscess, showing the resolution of inflammatory signs.
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Figure 5: Most recent ultrasound image of the right breast
showing a stable mass at 12 o’clock with benign characteristics,
BIRADS II.

Discussion

Lymphocytic mastitis is a nonmalignant entity of the breast.
However, its main differential diagnosis is breast cancer [3]. LM has
been found in long standing noninsulin dependent diabetes melli-
tus, but less commonly than in insulin dependent diabetes mellitus
[6]. In present of this strong relation between insulin dependent di-
abetes mellitus and lymphocytic mastitis, a hypothesis developed
suggesting that LM can be an autoimmune disease as well [8]. LM
has been also reported with other autoimmune diseases, such as
Hashimoto’s thyroiditis and systemic lupus erythematosus [6], and
this is another relation suggesting an autoimmune cause However,
LM can also present in patient without autoimmune diseases, nei-
ther diabetes mellitus [9].

In 1992, TomaszewsKi., et al. reported a mean duration of more
than 13 years from the diagnosis of diabetes mellitus for LM to
develop. They also reported that the disease can be seen rarely in
males and it is not limited to females [9]. In the present case, our
patient had a short history (5 years) of DM compared to the dura-
tion described in the literature, and unlike the previously reported
cases, her DM was noninsulin dependent and she had MEN 1 syn-
drome. To our knowledge, no prior reports of lymphocytic mastitis
associated with MEN syndrome has been published.

The etiology of this disease is not clearly known. In 1985, Stern-

berg., et al. found that the glycosylation and increased intermo-
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lecular cross linkages in diabetics cause collagen to be resistant
to degradation. This leads to the accumulation of connective tis-
sue characteristic of some connective tissue disorders in diabetics,
including mastopathy [10]. According to this data, we hypothesize
that the long term histopathological effect of glycosylation in DM
can be accelerated by persistently elevated blood sugar (uncon-
trolled DM) over a shorter period of time. This might explain the
development of LM so early in our patient.

Clinically, most patients present with firm painless breast mass-
es that are of variable sizes [10,11]. These masses can be located
anywhere in the breast, but there is predominance in the subareo-
lar region [4,12,13], similar to our case presentation. With the dis-
ease progression it can also present with bilateral or multicentric

involvement as reported in the literature [14].

In 1989, Logan,, et al. established specific criteria for the diag-
nosis of LM, i.e. a long-term history of IDDM, firm palpable mass-
es, mammographic dense glandular tissue and strong ultrasound
acoustic shadowing [7]. However, these criteria still cannot dis-
tinguish LM from breast cancer since a firm mass with a posterior
acoustic shadow on ultrasound is also suspicious for malignancy,
as was labeled in our patient. Mammographic dense glandular tis-
sue is actually a risk factor for breast cancer [15], and hence, can-
not be used as a diagnostic criteria for LM. Our patient was 32 years
old, and therefore, mammogram was not part of her initial workup.
Although the long term insulin dependent diabetes mellitus is an
important history to lower the threshold for the diagnosis of LM,
it does not seem to be a constant factor. The patient we presented
had a short term DM, and it was not insulin-dependent. Insulin lev-
els and insulin resistance correlate with breast fat tissue heteroge-

neity, but their role in breast pathology remains unclear [16].

Histologically, lymphocytic infiltration of the breast tissue has
been found predominantly to be of B lymphocytes in diabetic pa-
tient similar to other autoimmune diseases, while mainly of T lym-

phocytes in non-diabetic patients [3].

Shaffrey., et al. [17] compared breast biopsy results in patient
with long term insulin dependent diabetes mellitus and those who
have no diabetes mellitus history, same pathological findings were
present in both including: lymphocytic lobulitis and ductitis, lym-
phocytic vasculitis, dense keloid-like fibrosis. However, epitheli-

oid fibroblast was noticed only in the biopsy of insulin dependent
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diabetes mellitus patient which is the key distinguishing factor
[18,19].

The diagnosis of LM should be based on the combination of
various information, including history, clinical examination and ra-
diological findings. However, the diagnosis can only be confirmed
in most cases by a tissue biopsy. This is particularly important to
differentiate LM from breast cancer when the breast lesion is sus-
picious on radiological exams. The absence of long term history of
insulin dependent diabetes mellitus, or the presence of non-insulin
dependent diabetes mellitus should not exclude LM from the dif-
ferential diagnosis. This may result in over investigating the patient
and subjecting her to unnecessary surgical procedures like lumpec-

tomy or mastectomy due to the fear of missing a breast cancer.

The favorable treatment of LM is conservative. Reassurance is
very important to relieve the patient’s anxiety and fear of breast
cancer. Unnecessary surgical interventions in those patients has
been reported to result in complications such as delay wound heal-
ing, wound infection, exacerbation the condition, and poor cos-
metic outcome [5,20,21]. The treatment of LM should be focused
on conserving the breast, controlling the serum blood sugar, and
limiting surgical intervention to drainage of large breast abscesses
that cannot be treated using needle aspiration and antibiotics. We
believe that the tight control of serum blood sugar in our patient

was the key behind her cure.

Conclusion

In conclusion, LM was believed to be associated with long term
history of IDDM. We recommend that LM be considered as a dif-
ferential diagnosis of a breast mass in patients with IDDM as well
as non-IDDM. The history of uncontrolled DM, even for short term,
should trigger early suspicion of LM to avoid mismanaging this
benign condition as breast cancer. Patients with DM, especially
uncontrolled, should be encouraged to periodically examine their

breasts for the signs of LM.
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