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Basal Cell Carcinoma of Breast Metastasis to Axillary Lymph Node: A Case
Report and Comprehensive Literature Review
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Abstract
Basal cell carcinoma (BCC) metastasis incidence is rare and occurs in advanced, neglected, recurrent tumors 
or tumors with high risk histopathologic features like perineural invasion. The mainstay of management remains 
surgical excision with clear margins wherever possible followed by radiotherapy. We are presenting a case of 
metastatic BCC of an uncommon site i.e., anterior shoulder with metastasis to axillary lymph nodes and to review 
literature regarding the current standard of management.

Introduction
Basal cell carcinoma (BCC) is the most frequent cutaneous 
malignancy of sun exposed skin among the fair population 
over 50 years (Peris et al., 2019). It is a slow growing tumor 
with local invasion and metastasis rarely (Basset-Seguin 
& Herms, 2020). The annual incidence is reported to be 
0.0028-0.055% however; the risk of under reporting should 
be considered (Gellatly et al., 2020). European consensus 
based guidelines have classified BCC into easy-to-treat and 
difficult-to-treat groups that includes the locally advanced 
and metastatic disease (Peris et al., 2019). The metastasis is 
seen in large, recurrent tumors or incompletely excised tumors 
(Furlan et al., 2021). The reported cases with metastasis most 
commonly originate from the primary head and neck region 
due to close relation with vital structures i.e., brains and eyes 
(Mohan & Chang, 2014). We are here presenting a case of a 
patient with regional nodal metastasis of primary BCC of an 
unusual site which was missed at the time of initial surgery and 
later presented as an axillary lump and to give a comprehensive 
literature review regarding basal cell carcinoma and recent 
advances in management.

Case report
A 67 years old female known hypertensive presented with a 
lump in left axilla noticed two months ago. The patient had 
a history of ulcer over left anterior shoulder for more than a 
year that was excised and primary closure was performed three 
months ago in a local clinic (Figure1). The tumor histopathology 
revealed basal cell carcinoma of size 2.5x1.5x1.4cm with focal 
skin ulceration. The depth of invasion was 1.4 cm; the tumor 
was 0.4cm away from the closest peripheral margin and 0.3cm 
away from the deepest margin. Positron emission tomography 
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(PET) scan was done after the surgery that reported a single 
hyper metabolic left axillary lymph node measuring 21x15mm 
with SUV max 7.3 and no residual metabolic activity at the 
primary site of tumor and no distant metastasis. The complete 
physical examination did not show any lump in breast but a 
lump was present in the left axilla measuring 3x4cm that was 
partly fixed. Breast imaging showed benign findings (BIRAD 
II). Core biopsy was performed for the axillary node and 
histopathology was poorly differentiated carcinoma, BerEP4, 
CK7 and CK AE1/AE3 was positive on immune-histochemical 
staining and thus the diagnosis of metastatic basal cell 
carcinoma. Patient underwent axillary clearance and it was 
reported as metastatic carcinoma of size 6x4.5x2cm with focal 
lymphovascular invasion, rest of lymph nodes were negative 
for malignancy. Case was discussed in a multidisciplinary 
board meeting including medical and radiation oncologist and 
planned for local radiotherapy due to high risk characteristics 
of the tumor. Patient underwent radiation therapy of 50Gy in 
20 fractions (2.5Gy per fraction) to the left anterior shoulder 
and axilla. The patient is under close follow up.

Discussion
Basal cell carcinoma is the commonest malignancy with a 
lifetime risk of 30% (Lernia et al., 2013). Locally advanced 
BCC are 1-10% of all BCC however, metastasis is even more 
rare (Mohan & Chang, 2014). 170 cases of histology proven 
metastatic BCC have been reported in literature from 1981 till 
2011(McCusker et al., 2014). However, some papers report up 
to 300 cases (Laga et al., 2019). The common sites are sun 
exposed or UV light exposed areas like head and neck (80-
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85%) and less than 2% occur at the abdomen, genital areas, 
upper chest and shoulder are more rare sites. Other risk factors 
include immunosuppression, organ transplant recipients, 
genetic diseases (e.g., Gorlin-goltz syndrome) (Didona et al., 
2018).

BCC has indolent growth from a tiny papule to ulceration over 
years and can sometimes cause local invasion and destruction 
but metastasize rarely. European consensus classifies these 
tumors as ‘easy to treat’ which can be treated effectively by 
complete excision. The ‘difficult to treat’ group includes the 
simple BCC that pose difficulty in surgical excision due to 
location, locally advanced BCC and metastatic BCC (Peris 
et al., 2019). The risk factors for metastatic BCC include 
large tumor size, depth of invasion beyond subcutaneous 
fat, located at head and neck, aggressive histologic subtypes 
(baso-squamous, sclerosing, infiltrative and micronodular 
differentiation), immunosuppression, prior site of radiotherapy, 
perineural invasion( listed by American Joint Committee 
on Cancer) and local recurrence of primary tumor (Gellatly 
et al., 2020; Branson et al., 2020). Our patient had a long 
standing history, had advanced to ulcer formation, was near 
to the axillary lymph node draining region and histopathology 
showed poorly differentiated carcinoma with lymphovascular 
invasion which could be the risk factors of the development of 
metastasis.

Epithelial malignancy metastasis is by the epithelial 
mesenchymal transition pathway but there are limited studies 
in this regard (Mochel et al., 2021). BCC initial spread is via 
the lymphatic route to the regional lymph nodes and rarely 
distant metastasis via hematogenous route (Gellatly et al., 
2020). The common reported sites for hematogenous spread in 
literature are lungs and bones. However, high risk BCC early 
spread to the regional lymph nodes via lymphatic route as seen 
in the case reported regional nodal metastasis. This signifies the 
importance of local and regional nodes clinical examination 
and request appropriate radiologic evaluation in all cases of 
BCC to avoid any missed metastasis esp. in advanced, recurrent 
and high risk patients (Gellatly et al., 2020).
 
Diagnosis of BCC is by excision and  histopathology which also 
identifies the high risk markers including the histologic type 
such as infiltration, basosquamous, morphed form, sclerosing 
or micronodular, squamous cell differentiation, perineural 
and lymphovascular invasion (Laga et al., 2019). Routine 
radiologic investigations are not performed unless guided by 
the high risk clinical and histopathological features and should 
be advised judiciously and PET scan has shown to have utility 
in aggressive BCC only (West et al., 2020). Sentinel lymph 
node biopsy application for basal cell carcinoma to identify 
regional nodal metastasis is still controversial due to the rarity 
of metastasis of basal cell carcinoma. Further studies should be 
carried out to identify the group of BCC for whom the sentinel 
lymph node biopsy might be of help (Jankovic et al., 2011).
 
Surgical excision with a safety margin 4mm for a low risk tumor 
size less than 2cm as recommended by the NCCN guidelines 

is the standard surgical treatment. Mohs micrographic surgical 
excision is standard treatment option for high risk basal cell 
carcinoma and has shown low recurrence rates compared 
to standard surgical excision over a 10 year follow up in a 
randomized controlled trial (van Loo et al., 2014). However, 
complete excision of the tumor with an intraoperative frozen 
section of circumferential and deep margin is an acceptable 
alternative for high risk BCC (Mosterd et al., 2008). Although 
no guidelines are available, surgery is treatment of choice for 
all resectable tumors i.e., nodal dissections and cases have been 
reported where cervical lymph node dissection and pulmonary 
metastasectomy have been performed (Millán-Cayetano et 
al., 2020). Axillary dissection was done for the patient after 
a multidisciplinary team discussion as the PET scan did not 
show any other metastatic site and the disease was resectable.

Radiotherapy as the primary or definitive treatment is 
considered for sites where excision would result in cosmetic or 
functional deficit, irresectable tumours, and patients medically 
unfit for surgery (Mendenhall et al., 2009). In adjuvant setting 
radiotherapy is recommended for high risk features such as 
perineural involvement. Anne Han et al., literature review 
showed local central rate of 92-100% with mohs surgical 
excision combined with radiation compared to 38-100% with 
surgery alone (Han & Ratner., 2007). Radiotherapy after nodal 
dissection for metastatic BCC has also been reported with 
good outcomes (Boswell et al., 2006) so in view the high risk 
features of our patient i.e., skin and lymphovascular invasion, 
poorly differentiated tumors, deep margin of clearance 0.3mm 
radiotherapy was given in an adjuvant setting for better control 
of disease and to prevent recurrence. Other topical options 
that are available for low risk superficial BCC include topical 
imiquimod, cryotherapy, photodynamic therapies.
 
Systemic therapy for metastatic and advanced basal carcinoma 
after utilizing surgery and radiation is still in trials is FDA 
approved hedgehog inhibitor, vismodegib. In the ERIVANCE 
trial, after a median follow up of 21 months the response 
duration was 26.2 months ( locally advances) and 14.86 
months (metastatic BCC) (Sekulic et al., 2017). Treatment 
associated serious side effects were observed to be 25-30%. 
Other hedgehog inhibitor like sonidegip is FDA approved for 
locally advanced BCC recurring after surgery and radiation 
or when both are not possible but not for metastatic BCC 
(Migden et al., 2015). The use of these agent is limited by the 
development of resistance.
 
The prognosis of BCC is generally good as it is only locally 
aggressive. Once metastatic, the overall survival is 7 years for 
regional metastasis and 2 years for distant metastasis. Thus 
early recognition and prompt management is necessary to 
improve survival (Millán-Cayetano et al., 2020). Long term 
follow up should include a complete examination every 6 
month for the first 2 years followed by a yearly exam.
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Conclusion
BCC is a local spreading disease, although metastasis is rare 
but complete physical examination is important to rule out 
regional and distant metastasis, especially in long standing, 
advanced with aggressive histologic features and recurring 
tumors.

Figure 1: Basal cell carcinoma presenting as an ulcer at the left 
upper outer quadrant of breast

Nest of basaltic cells with moderately blue cytoplasm and dark 
ovoid nucleus with uniform chromatin. Palisading of cells at 
the edge of the cell nests with background of myxoid stroma. 
Lymphoid follicles seen at the periphery.
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