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Introduction
Ductal and lobular breast neoplasms represent morphologically 

distinct entities. Ductal breast carcinoma may involve lobules and 
lobular carcinoma may involve ducts. Invasive lobular carcinoma 
is difficult to diagnose on screening mammogram since it often 
does not form a mass lesion in contrast to ductal breast cancer.1–3 It 
may present as an area of thickening or change in texture.4 Lobular 
neoplasia includes atypical lobular hyperplasia, lobular carcinoma in 
situ (LCIS) and invasive lobular carcinoma. 

Patients with LCIS are at increased risk of developing both 
invasive lobular and invasive ductal breast cancers in the ipsilateral 
as well as the contralateral breast.5,6 The lifetime risk of developing 
invasive breast cancer is 30-40% for women with LCIS. Invasive 
lobular carcinoma is more common after LCIS (51%).7 Therefore, 
close follow up of both breasts is important with annual breast imaging 
(mammogram and MRI) and physical examination following diagnosis 
of lobular neoplasia. The treatment of invasive lobular breast cancer 
includes wide excision/lumpectomy/mastectomy with or without 
radiation. Some patients elect to undergo bilateral mastectomies 
with prophylactic simple mastectomy of the contralateral breast. The 
invasive lobular carcinoma is usually a well differentiated tumor, 
hormone receptor positive (ER/PR) and HER2 negative. Selective 
estrogen receptor modulators are used as targeted therapy for patients 
with positive hormone receptor status. Twelve years after bilateral 
mastectomies with tram flap placement, our patient developed 
aggressive invasive well differentiated ductal carcinoma. 

Case description
We report a case of a 63year old female, with history of Stage 

I right breast invasive lobular carcinoma diagnosed twelve years 
previously, status post bilateral mastectomies with tram flap 
placement from the thigh. She has no history of familial breast cancer. 

She presents with a right chest wall nodule. The chest wall incisional 
biopsies and right breast tram pedicle needle core biopsies reveal 
invasive well differentiated ductal carcinoma grade 1 (Nottingham 
score, 1+2+1=4). The patient undergoes right tram flap mastectomy 
measuring 16x15.5x3.1cm in greatest dimensions and weighing 
337grams. The posterior surface of the specimen displays strips of 
skeletal muscle fibers. The cut surface shows linear gray white fibrous 
area measuring 4.7cm in length and 2.5cm in diameter corresponding 
to the tracking scar of the needle core biopsy, involving the upper 
inner quadrant and abutting the posterior surface. Well differentiated 
glands extend into the pectoralis major muscle fibers (Figures 1) 
and (Figure 2). The invasive ductal carcinoma grade 1 (Nottingham 
score, 1+2+1=4) is seen in all sections from the tracking scar, which 
measures 4.7cm in greatest dimension (Figure 4). The invasive ductal 
carcinoma demonstrates perineural involvement Figure 3, vessel wall 
invasion and microcalcifications. The focal residual breast tissue 
shows fibrocystic change, atrophy and biopsy site changes (Figure 5) 
and (Figure 6). 

Figure 1 Invasive well differentiated ductal carcinoma invading skeletal 

muscles, H & E(x100).
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Abstract

Invasive classic lobular carcinoma represents a risk factor for bilateral lobular as well 
as ductal breast cancers. Some patients elect to undergo bilateral mastectomies with 
prophylactic simple mastectomy of the contralateral breast. We report a case of a 63year 
old female, with history of Stage I right breast invasive lobular carcinoma diagnosed 
twelve years previously, status post bilateral mastectomies with tram flap placement. 
She presents with a right chest wall nodule. The chest wall incisional biopsies and 
right breast tram pedicle needle core biopsies reveal invasive well differentiated 
ductal carcinoma grade 1 (Nottingham score, 1+2+1=4). The subsequent right tram 
flap mastectomy shows well differentiated glands extending into the pectoralis major 
muscle fibers. The tumor measures 4.7cm in the greatest dimension and demonstrates 
perineural involvement and vessel wall invasion. After bilateral prophylactic 
mastectomies in patients with BRCA1 and BRCA2 mutations, up to 1.9% develop 
breast cancer. Invasive breast cancers can arise in small foci of residual breast tissue. 
Even well differentiated ductal carcinoma can behave aggressively with vascular wall, 
perineural, and skeletal muscle invasion. The periodic follow up of breast cancer 
patients even greater than 10 years after bilateral mastectomies is important. 
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Figure 2 Well differentiated glands involving skeletal muscle fibers, H & 

E(x400).

Figure 3 Perineural invasion by well differentiated ductal breast carcinoma, 

H & E(x400).

Figure 4 Invasive well differentiated ductal breast carcinoma with desmoplastic 
reaction, H & E(x200). 

Figure 5 Residual benign breast tissue status post mastectomy, H & E(x100).

Figure 6 Skeletal muscle fibers showing atrophy, H & E(x200).

Discussion
Breast carcinoma has two major histological types, ductal and 

lobular, both of which arise from terminal ductal lobular unit of the 
breast. Invasive lobular carcinoma has an incidence of 10% when 
compared to invasive ductal carcinoma.8,9 Lobular cancer is difficult 
to diagnose clinically since it often fails to form a discrete breast 
mass. It frequently presents as thickening and fullness of breast tissue. 
It has a greater propensity to metastasize to unusual places such as 
body cavities, stomach, ovaries and endometrium due to lack of 
E-cadherin, an intercellular adhesion protein.10 The most important 
risk factor for invasive lobular carcinoma is lobular carcinoma in situ 
(LCIS). It increases the risk for invasive lobular as well as invasive 
ductal carcinoma (IDC) in the ipsilateral as well as the contralateral 
breast.11 Other risk factors are old age, female gender, postmenopausal 
hormonal exposure and genetic predisposition including a positive 
family history of breast cancer developing at age less than 50years. 
Classic invasive lobular carcinoma (ILC) is usually well to 
moderately differentiated, having an overall slightly better prognosis 
than invasive ductal carcinoma. The 5-year overall survival is 85.6% 
for ILC and 84.1% for IDC. E-Cadherin, an intercellular cell adhesion 
molecule, is not expressed by lobular carcinoma. The malignant cells 
are composed of a discohesive, monomorphic population of small 
cells, invading in linear chains. Often mucin vacuoles are noted in the 
cytoplasm of the ILC, leading to the appearance of signet ring cells. 
The absence of E-cadherin expression by immunohistochemistry is 
useful in distinguishing lobular from ductal breast carcinoma. Classic 
ILC is almost always positive for hormones (ER/PR) receptors (86% 
compared to 61% in IDC)12 and negative for HER2, findings favoring 
good prognosis. However, invasive pleomorphic lobular breast 
carcinoma is high grade and often presents at high stage; it is usually 
negative for hormone receptors, has a higher proliferation index (Ki-
67>10%) and may be HER2 positive.13 

LCIS is usually an incidental finding and tends to be bilateral 
(60%) and multifocal (75%).14 LCIS at a margin does not warrant 
further excision since it is usually treated with hormone therapy. LCIS 
is considered a risk factor for development of invasive carcinoma at a 
later date while DCIS, a precursor lesion, requires additional excision 
if present at a margin. Pleomorphic LCIS behaves clinically similar to 
DCIS and is followed by further excision if found at a margin. Women 
with LCIS have an overall increased lifetime risk for invasive breast 
cancer as compared to a woman with no risk factors (7.3/1000person-
years in the ipsilateral breast and 5.2/1000person-years in the 
contralateral breast).15 Invasive lobular cancer may be difficult to 
diagnose on mammogram; however, the mammogram is still the 
best initial diagnostic test available. Mammographic sensitivity is 
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higher in invasive ductal carcinoma (81%) versus invasive lobular 
carcinoma (34%). Breast ultrasound is 86% sensitive for invasive 
lobular carcinoma.16 MRI can help in evaluating the area of suspicion 
(96% sensitivity). Treatment depends on the TNM staging and 
hormone receptor status. Options are lumpectomy (conservative 
breast surgery) and modified radical mastectomy with sentinel lymph 
node examination. Chemotherapy and radiotherapy are used to treat 
invasive cancers with lymph node metastasis. Estrogen receptor 
modulators are used for ER/PR positive tumors and trastuzumab is 
used for HER2 positive or HER2 amplified cancers. LCIS can be 
treated with raloxifene. Some patients with lobular neoplasia elect to 
undergo bilateral mastectomies with prophylactic simple mastectomy 
of the contralateral breast. 

Our patient, a 63year old female, had a history of right sided 
stage 1 invasive lobular carcinoma. She had bilateral mastectomies 
with prophylactic simple mastectomy of the left breast and tram 
flap replacement. Twelve years later, she presents with a right sided 
chest nodule. The chest wall incisional biopsies and right breast 
tram pedicle needle core biopsies reveal invasive well differentiated 
ductal carcinoma grade 1 (Nottingham score, 1+2+1=4) (Figure 4). 
The subsequent right tram flap mastectomy shows well differentiated 
glands involving the pectoralis major muscle (Figure 1 & Figure 
2), perineural extension (Figure 3), vessel wall invasion, and 
microcalcifications. The tumor measures 4.7cm in the greatest 
dimension. The residual breast tissue shows fibrocystic changes, 
biopsy site changes and skeletal muscle atrophy (Figures 5 & Figure 
6). 

Following simple mastectomy, residual breast tissue is present. 
The invasive breast cancer may develop decades after the diagnosis 
of lobular neoplasia with IDC being more common than ILC in the 
contralateral breast. The risk of developing breast cancer is 1.9% in 
patients with BRCA1 and BRCA2 mutations, status post bilateral 
mastectomies. Our patient has no family history of breast cancer; yet 
she develops aggressive invasive well differentiated ductal carcinoma 
in the residual breast tissue 12years after bilateral mastectomies for 
stage 1 invasive lobular carcinoma. There is a 4.3% recurrence rate of 
carcinoma after modified radical mastectomy.17–25 This case highlights 
the importance of regular screening with annual mammogram in 
patients with a history of lobular cancer even more than 10years 
after bilateral mastectomies. Carcinomas arising in residual breast 
tissue may behave aggressively, including even those with low grade 
histology. There is a 4.6% rate of locoregional recurrence after tram 
flap reconstruction with 77.7% initially presenting at low stage.25–38 

Conclusion
LCIS is an established risk factor for both invasive lobular and 

ductal breast cancers in the ipsilateral and contralateral breasts, which 
requires regular follow up with annual mammogram. Invasive lobular 
carcinoma may be an incidental finding since it does not form a discrete 
breast mass. Some patients with a diagnosis of invasive lobular breast 
cancer elect to undergo prophylactic bilateral mastectomies. Invasive 
breast cancer can arise in residual breast tissue in patients with lobular 
breast cancers following mastectomy. After bilateral prophylactic 
mastectomies in patients with BRCA1 and BRCA2 mutations, up 
to 1.9% develop breast cancer. Our patient had no familial risk. She 
developed ipsilateral aggressive well differentiated invasive ductal 
breast cancer twelve years after bilateral mastectomies with tram flap 
placement for invasive lobular carcinoma. This case study highlights 

the importance of continued periodic follow up of patients with lobular 
breast cancers more than a decade after bilateral mastectomies.
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