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Case Report

Metastatic Basal Cell Carcinoma: A Biological Continuum
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Basal cell carcinoma (BCC) accounts for 80% of all nonmelanoma skin cancers. Its metastasis is extremely rare, ranging between
0.0028 and 0.55 of all BCC cases. The usual metastasis to lymph nodes, lungs, bones, or skin is from the primary tumor situated in
the head and neck region in nearly 85% cases. A 69-year-old male developed progressively increasing multiple, fleshy, indurated,
and at places pigmented noduloulcerative plaques over back, chest, and left axillary area 4 years after wide surgical excision of a
pathologically diagnosed basal cell carcinoma. The recurrence was diagnosed as infiltrative BCC and found metastasizing to skin,
soft tissue and muscles, and pretracheal and axillary lymph nodes. Three cycles of chemotherapy comprising intravenous cisplatin
(50 mg) and 5-florouracil (5-FU, 750 mg) on 2 consecutive days and repeated at every 21 days were effective. As it remains unclear
whether metastatic BCC is itself a separate subset of basal cell carcinoma, we feel that early BCC localized at any site perhaps
constitutes a biological continuum that may ultimately manifest with metastasis in some individuals and should be evaluated as
such. Long-standing BCC is itself potentially at risk of recurrence/dissemination; it is imperative to diagnose and appropriately

treat all BCC lesions at the earliest.

1. Introduction

Basal cell carcinoma (BCC), a slowly progressive and poorly
metastasizing skin cancer with propensity to be locally
destructive, accounts for almost 80% of all nonmelanoma
skin cancers worldwide [1]. Despite such a high prevalence
its metastasis is extremely rare ranging between 0.0028 and
0.55 of all BCC cases [2]. Almost 85% of metastatic BCC arise
from primary lesions in the head and neck region and is less
frequent from BCC over back and extremities [3]. Metastatic
BCC typically occurs in middle-aged men having BCC of
long duration, and the spread in order of frequency is usually
to lymph nodes, lungs, bones, skin, or to other sites. Giant
BCC, a tumor of more than 5 cm at its largest diameter, is its

rare and aggressive form and occurs commonly on trunk [4].
However, in a metastatic BCC the primary cutaneous tumor
must have distant metastatic lesions with histopathologic
features identical to the primary tumor [5]. The described
case is of metastatic BCC over the back with recurrence 4
years after excision and metastasis to regional lymph nodes,
skin, soft tissues and muscles.

2. Case Report

This 69-year-old male presented with multiple noduloulcer-
ative lesions over upper trunk. History revealed that he had
a nodule over his back that was diagnosed pathologically
as basal cell carcinoma (BCC), and a wide excision was
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FIGURE I: Panel 1: a nodulo-ulcerative basal cell carcinoma (BCC) plaque having characteristic indurated margins and pigmented crusts in
the centre over back. Note the BCC lesion involving the margin of old linear scar. Panel 2: a large irregular nodulo-ulcerative fleshy plaque
in left axilla. Puckering suggests adherence to other structures. Note typical beaded and pigmented borders and 3 morphologically similar
lesions in its vicinity. Also note small satellite papulonodules indicative of local spread (arrow heads). Panel 3 (histology (A)): epidermis
shows focal epidermal ulceration while dermis has numerous nests of basaloid cells (H and E, x10). (B) The basaloid cells have increased
mitotic activity and are arranged in peripheral palisading pattern with areas of central necrosis (H and E, x40). (C and D) Tumor infiltrating
the deeper layers is suggestive of infiltrative BCC (H and E, x10 and x40). Panel 4: CT scan (arrows) shows homogenously enhancing tumor
infiltrating the underlying lymph nodes and muscles in right axilla (A) and left axilla (B). A subcutaneous tumor along the posterior axillary

line (C). Enlarged lymph nodes in pretracheal region (D).

performed 6 years ago. During past 2 years the lesions had
reappeared starting with the one over the old scar and
were progressive in size and number. Cutaneous examination
(Figure 1, Panels 1 and 2). showed a 3.0 X 2.5 cm noduloul-
cerative plaque with firm indurated base, elevated margins,
and black crusts in the centre and involving the lateral part
of a scar on his left midback. A large irregular shaped fleshy
noduloulcerative plaque sized 10.0 X 3.0 cm having uneven
surface, central puckering, and beaded and pigmented
margins was present in the left axilla. Surrounding this
plaque was other three noduloulcerative plaques of similar
morphology which measured from 3 to 5cms and few
small papulonodular satellite lesions. Another large tumoral
nodule sized about 3 cm on the left scapular area was firm
in consistency and fixed to the underlying tissues. Axillary

lymph nodes were enlarged bilaterally. They were firm in
consistency and fixed to the overlying skin and deeper struc-
tures. The scalp, hair, nails, mucous membranes, and other
systemic examination showed no abnormality. Complete
blood counts, serum biochemistry, X-ray chest, abdomen
ultrasonography, and urinalysis were essentially normal.
Histologic examination of the nodule over the old scar
revealed features of infiltrative BCC (Figure 1, Panel 3). Fine
needle aspiration cytology from right axillary lymph node
and a nodule over left scapular region was also suggestive
of infiltrative BCC. Plain and contrast enhanced computed
tomography (CT) (Figure 1, Panel 4) revealed homogenously
enhancing masses, measuring 36 X 30 mm, and 41 X 33 mm
and invading the underlying muscles both in right and left
axilla, respectively. A soft-tissue mass of 18 X 17 mm was
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seen in the subcutaneous tissue along the left posterior
axillary line, and enlarged lymph nodes were observed in
pretracheal region and both axillae. There were no metastases
noted in the pleurae, lung parenchyma, mediastinum, or
underlying bones. He was put on chemotherapy comprising
cisplatin (50 mg) and 5-florouracil (5-FU, 750 mg) given
intravenously for 2 consecutive days and repeated at every 21
days. Intravenous palonosetron (25 mg) and dexamethasone
(8 mg) were used to prevent chemotherapy-induced nausea.
All lesions progressively regressed in size after 3 cycles of
chemotherapy which was well tolerated by him.

3. Discussion

Metastatic BCC remains a rare entity and affects males two
times more often than females [6]. Age at presentation,
the site and size of lesion, depth of invasion, duration and
recurrence of disease, incomplete surgical resection, multiple
lesions, and infiltrative histological pattern play some role
in predicting metastasis [7]. The median age of onset for
primary tumor is 45 years, and the median age at the
time of metastasis is 59 years while the median interval
between appearance of the primary tumor and metastasis
is 9 years [2]. In 85% cases the metastasis occurs from
the primary tumor situated in the head and neck (face)
region and is infrequent from BCC over back and extremities
[3]. Naso-cheek, paranasal and retroauricular folds, and
inner canthus are considered to be critical sites, but there
is no consensus as to whether any one histologic vari-
ety (basosquamous, micronodular, infiltrative, or morphea
BCC) of the primary tumor has any predisposition for
high rate of recurrence/metastasis [6, 8]. The incidence of
metastasis is 2% for tumors larger than 3 cm in diameter;
it increases to 25% for tumors larger than 5 cm in diameter
and 50% for tumors larger than 10 cm in diameter [9]. Giant
BCC, commonly occurs on trunk, is aggressively destructive
and possesses high metastatic potential probably due to
involvement of large blood vessels leading to seedling of
tumor via hematological route and its spread [4, 10, 11].
Fair skin, trisomy of chromosome 6, immunosuppression
in affected patients, invasion of perineural space and blood
vessels, multiple recurrences, and prior radiation therapy
are some of the other risk factors described for metastasis
in BCC [12, 13]. Metastatic BCC most often manifests as
dissemination to the regional lymph nodes (60%), lungs
(42%), bones (20%), skin (10%), or to other organs in
2% cases via hematogenous spread or direct extension [14].
Metastasis to liver, other viscera, or subcutaneous tissues
may occur following involvement of lymph nodes, lungs,
or bones. Primary tumors may also invade deep into the
extradermal structures such as cartilage, skeletal muscles,
or bones. However, according to Lattes and Kessler [5] to
label a metastatic BCC the primary lesion must occur in the
skin and not in a mucous membrane, metastasis must be
at a site distant from the primary tumor and not merely a
simple extension, and both primary and metastatic tumors
must have similar histopathology. Although we have no
recorded information about the exact size of the primary

tumor, it must have been >5 cm as is evident from the size of
postexcision scar; it had left. All other features in our patient
who had developed BCC at the age of 59 years, its localization
over skin, recurrence of multiple lesions over trunk 4 years
after its excision, metastasis to soft tissue and regional lymph
nodes away from the primary site, and infiltrative histological
pattern of both primary and metastatic lesions conforms to
the diagnostic criteria proposed by Lattes and Kessler [5].
However, it seems that it is not necessarily the BCC over head
and neck region that gets metastasized as has been suggested
by Malone et al. [3], BCC over other sites such as back as in
our patient appears equally prone to metastasis. Invasion of
the underlying muscles in him too is a rare occurrence.

Therapy of metastatic BCC depends upon the location
and extent of the tumor and generally consists of wide
surgical excision alone for local metastasis or its combina-
tion with chemotherapy and radiation therapy for distant
metastasis. The main aim of the surgery is complete excision
of the tumor with clear margins. The recurrence rate
following surgical excision varies between 5% for complete
excision and 30% for excisions with positive margins [14].
Mohs’ micrographic surgery is the treatment of choice for
histopathologically aggressive BCC subtypes owing to low
recurrence rate, it has shown [8]. Several chemotherapeu-
tic agents including 5-FU, cisplatin, vincristine, etoposide,
bleomycin, cyclophosphamide, methotrexate, and doxoru-
bicin have been used alone or in combination [15-17].
Although Pfeiffer et al. [15] found cisplatin to be the most
effective chemotherapeutic agent, a combination regimen
of vincristine, bleomycin, and prednisolone has been found
more useful by others [16]. Our patient showed regression
of tumor after 3 cycles of chemotherapy with cisplatin (80—
100 mg/M?) and 5-FU (600 mg/M?) combination.

The prognosis for metastatic BCC generally remains
poor, and average survival time is variable, 8 months in the
presence of distant metastasis, 3.5 years for patients with
disease confined to lymph nodes, and several years as an
exception [9, 18]. While overall metastatic risks of BCC
perhaps remain underestimated, metastatic BCC for its rarity
remains a difficult entity to characterize in terms of etiology,
risk factors for metastasis, and therapeutic options. As most
cases have been diagnosed retrospectively, it remains unclear
whether metastatic BCC constitutes a separate subset of basal
cell carcinoma or not. It is even considered a complication
of BCC with high morbidity and mortality by some workers
[14]. We feel that early localized BCC perhaps constitutes a
biological continuum that may ultimately lead to metastatic
BCC in some individuals, and it must be evaluated as
such. Nevertheless, it is imperative to diagnose and treat
all basal cell carcinomas at the earliest in view of paucity
of knowledge on patient specific risk factors for metastasis,
and the fact that a BCC neglected for longtime is potentially
at risk of metastases. Vismodegib (GDC-0449), a hedgehog
signaling pathway inhibitor, has been approved recently by
USEDA for treating patients with BCC which can not be
treated with surgery or radiation and has recurred after
surgery or metastasized. Although in a recent multicenter
nonrandomized study of vismodegib [19], the response rate
was 30% in 33 patients with metastatic BCC and 43% in 63



patients with locally advanced BCC in a median duration
of 7.6 months; serious adverse events including deaths were
noted in 25% cases implying that one needs to be prudent
pending more evaluation studies. For lack of consensus on
chemotherapy protocol in widespread disease, inconsistent
therapeutic outcome, and inadequately excised BCC being
a possible cause of recurrence itself, the most expedient
preventive measures for recurrence/metastasis include a
thorough and complete surgical excision of the primary
tumor itself.

Conflict of Interests

The author declared that there is no conflict of interests.

References

[1] B. A. Raasch, P. G. Buettner, and C. Garbe, “Basal cell carci-
noma: histological classification and body-site distribution,”
British Journal of Dermatology, vol. 155, no. 2, pp. 401-407,
2006.

[2] S. H. Seo, W. H. Shim, D. H. Shin, Y. S. Kim, and H. W.
Sung, “Pulmonary metastasis of basal cell carcinoma,” Annals
of Dermatology, vol. 23, no. 2, pp. 213-216, 2011.

[3] J. P. Malone, E G. Fedok, D. A. Belchis, and M. E. Maloney,
“Basal cell carcinoma metastatic to the parotid: report of a new
case and review of the literature,” Ear, Nose and Throat Journal,
vol. 79, no. 7, pp. 511-515, 2000.

[4] S. Takemoto, H. Fukamizu, K. Yamanaka, T. Nakayama, Y.
Kora, and H. Mineta, “Giant basal cell carcinoma: improve-
ment in the quality of life after extensive resection,” Scandi-
navian Journal of Plastic and Reconstructive Surgery and Hand
Surgery, vol. 37, no. 3, pp. 181-185, 2003.

[5] R. Lattes and R. W. Kessler, “Metastasizing basal-cell epithe-
lioma of the skin; report of two cases,” Cancer, vol. 4, no. 4,
pp. 866-878, 1951.

[6] J. M. Berlin, M. R. Warner, and P. L. Bailin, “Metastatic
basal cell carcinoma presenting as unilateral axillary lym-
phadenopathy: report of a case and review of the literature,”
Dermatologic Surgery, vol. 28, no. 11, pp. 1082-1084, 2002.

[7] D.D. Giri, P. K. Gupta, and R. S. Hoda, “Cytologic diagnosis of
metasiatic basal cell carcinoma: report of a case with immuno-
cytochemical and molecular pathologic considerations,” Acta
Cytologica, vol. 44, no. 2, pp. 232-236, 2000.

[8] E. Veronese, P. Farinelli, E. Zavattaro et al., “Basal cell carci-
noma of the head region: therapeutical results of 350 lesions
treated with Mohs micrographic surgery,” Journal of the
European Academy of Dermatology and Venereology, vol. 26, pp.
838-843, 2012.

[9] A. Vu, “Laub D Jr. Metastatic basal cell carcinoma: a case
report and review of the literature,” Eplasty, 2011, http://
www.eplasty.com/.

[10] J. K. Robinson and M. Dahiya, “Basal cell carcinoma with pul-
monary and lymph node metastasis causing death,” Archives of
Dermatology, vol. 139, no. 5, pp. 643-648, 2003.

[11] E. Copcu and A. Aktas, “Simultaneous two organ metastases
of the giant basal cell carcinoma of the skin,” International
Seminars in Surgical Oncology, vol. 2, article 1, 2005.

[12] J. S. Boswell, M. S. Flam, D. N. Tashjian, and T. P. Tschang,
“Basal cell carcinoma metastatic to cervical lymph nodes and
lungs,” Dermatology Online Journal, vol. 12, no. 6, article 9,
2006.

Case Reports in Dermatological Medicine

[13] R. Nangia, S. N. Sait, A. W. Block, and P. J. Zhang, “Trisomy 6
in basal cell carcinoma correlates with metastatic potential: a
dual color fluorescence in situ hybridization study on paraffin
sections,” Cancer, vol. 91, pp. 1927-1932, 2001.

[14] M. Akinci, S. Aslan, F. Markog, B. Cetin, and A. Cetin, “Meta-
static basal cell carcinoma,” Acta Chirurgica Belgica, vol. 108,
no. 2, pp. 269-272, 2008.

[15] P. Pfeiffer, O. Hansen, and C. Rose, “Systemic cytotoxic
therapy of basal cell carcinoma. A review of the literature,” Eu-
ropean Journal of Cancer, vol. 26, no. 1, pp. 73-77, 1990.

[16] M. S. Patel, J. T. Thigpen, R. B. Vance, S. L. Elkins, and M.
Guo, “Basal cell carcinoma with lung metastasis diagnosed by
fine-needle aspiration biopsy,” Southern Medical Journal, vol.
92, no. 3, pp. 321-324, 1999.

[17] R. Shrivastava, K. Singh, and M. Shrivastava, “Soft tissue
metastasis in basal cell carcinoma,” Indian Journal of Derma-
tology, vol. 52, no. 4, pp. 206-208, 2007.

[18] T. Pena, P. M. LoRusso, J. C. Ruckdeschel, P. Goncalves, and A.
O. Soubani, “Pulmonary metastasis of basal cell carcinoma: a
rare manifestation of a common disease with variable clinical
course,” Journal of Thoracic Oncology, vol. 4, no. 8, pp. 1026—
1027, 2009.

[19] A. Sekulic, M. R. Migden, A. E. Oro, L. Dirix, K. D. Lewis,
J. D. Hainsworth et al., “Efficacy and safety of vismodegib in
advanced basal-cell carcinoma,” New England Journal of
Medicine, vol. 366, pp. 2171-2179, 2012.



MEDIATORS

INFLAMMATION

The SCientiﬁc Gastroentero\ogy & . Journal of )
World Journal Research and Practice Diabetes Research Disease Markers

International Journal of

Endocrinology

Journal of
Immunology Research

Hindawi

Submit your manuscripts at
http://www.hindawi.com

BioMed
PPAR Research Research International

Journal "’f
Obesity

Evidence-Based

Journal of Stem CGHS Complementary and L o' ‘ Journal of
Ophthalmology International Alternative Medicine & Oncology

Parkinson’s
Disease

Computational and . z
Mathematical Methods Behavioural AI DS Oxidative Medicine and
in Medicine Neurology Research and Treatment Cellular Longevity



