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ABSTRACT
We present 2 rare cases of metatypical basal cell carcinoma - two 72-year-old male patients with ulcer-

ative lesions localized either to the left forehead or the back. The biopsy revealed a metatypical basal cell 
carcinoma. The treatment consisted of a wide local elliptical excision with good cosmetic results. There 
was no sign of recurrence or metastasis during a 12 months follow-up period.

Basal cell carcinoma (BCC) and squamous cell carcinoma (SCC) make up 95% of the most common 
types of cancer in the world - the non-melanoma skin cancer (NMSC). BCC is known for its potential 
to be locally invasive while SCC for its potential to metastasize in lymph nodes. The meta-typical basal 
cell carcinoma (MTBC) is a rare type of tumor which combines the clinical and histopathological fea-
tures of both BCC and SCC with a 5% risk for the development of metastases. The gold standard for 
diagnosis lies in the histopathological verification of the lesional tissue. Clinical examinations alone are 
not enough.
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INTRODUCTION

Non-melanoma skin cancer is the 
most common type of cancer in 
the world. Basal cell carcinoma 
(BCC) is the most common ma-
lignancy of the skin, accounting 

about 80% of all cutaneous cancers (1). Risk 
factors include high cumulative ultraviolet light 
(UV) exposure and having Fitzpatrick skin type 
I or II (2). Basal cell carcinomas develop from 
outer root hair follicle epithelium with prefer-
ence for the head-and-neck region (3,4). Loss 
of function mutations in patched homologue-1 
tumor suppressor (PTCH-1) or gain of function 
mutations activating PCTH-1 receptor smooth-
ened (SMO) can be identified in the majority of 
BCC. One third of BCCs occur in non-sun-ex-
posed areas. Nodular BCC is the most common 

type of BCC and classically presents with a rai-
sed and rolled border, often with fragility and 
intermittent bleeding (1).

Metatypical basal cell carcinoma (MTBCC) 
also referred as basosquamous carcinoma, is a 
rare variant of BCC, which shares clinical and 
histopathological characteristics of both BCC 
and SCC (5). MTBC was first described by Mac-
Cormac in 1910 as a histological version in a 
series of rodent ulcers in which basal cell and 
squamous cell tumors were present side by 
side without a transition zone (6). As such, it is 
considered a particularly aggressive form of 
BCC, with increased risk of metastases and 
higher recurrence rates than common BCC (5). 
MTBCC develop dissemination by perineuro-
nal infiltration and metastatic spread in up to 
5% (7-10). The terminology of this tumor is still 
controversial, while the literature data regard-
ing its incidence, pathogenesis, natural course 
and optimal treatment are somehow scarce 
and not well defined (5). 

CLINICAL CASES

Medical History: 

Case 1: The patient is 72 years old, Cauca-
sian male with a history of extensive sun expo-
sure who presented with a 4-months history of 
a lesion on the right forehead (Figure 1). The 
lesion was initially painless and slowly growing, 
with occasional spontaneous bleeding. Ulcer-
ation occurred approximately one month after 
the lesion first appeared.

Clinical examination revealed a 1.8 cm 
plaque, growing primarily endophytically, with 
central ulceration, located in the right front-
parietal scalp (Figure 1). Multiple surrounding 
actinic keratoses were present (Figure 1). The 
tumour was removed by surgical excision with 
excellent cosmetic results. Histopathological 
examination has shown tumor islands with re-
ticulated configuration composed of an incom-
plete outer layer of dark-staining basal cells and 
an inner layer, actually representing the major-
ity of the tumor, featuring larger and lighter 
staining cells. The diagnosis of metatypical BCC 
from intermediate type has been made.

Case 2: A 72-year old Caucasian male with 
a 5 cm ulcerated large plaque on his upper 
back (Figure 2). Ulceration was noted because 
of the blood stains on the underwear. In other 
respects, the tumor was asymptomatic. The ob-
servational phase was of at least 24 months be-

FIGURE 1. Case 1. (a) Ulcerated nodule of the forehead.

FIGURE 2. Case 2. Ulcerated plaque on the back.
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fore the patient had to ask for professional 
help.

The man had worked outdoors for more 
than 4 decades and he showed other signs of 
pho to ageing, such as dermoheliosis.

Histopathological examination: Both tumo-
rs showed analogue histopathological findings. 
After a careful histopathological verification, an 
intermediate type of MTBC diagnosis was set.

Imaging/Laboratory investigations: Chest X-
ray, MRI of the head and neck, abdominal ul-
trasound, sonographic evaluation of the lymph 
nodes of the neck, axilla, supraclavicular region 
and groins did not reveal any gross nodal or 
visceral metastases.

All routine serum laboratory measurements, 
including complete blood count and liver func-
tion tests, were normal.

Treatment and Outcome

Both tumors were removed with elliptical 
excision under local anesthesia. This was fol-
lowed by primary closure with single stitches. 
The post-operative period was uneventful. Stit-
ches were removed from the face on the 7th of 
the day post-operative period and after 3 
weeks from the back. A very good therapeutic 
and cosmetic result was achieved after the ap-
plication of Repaderm Gel twice daily for a pe-
riod of 28 days (face only). 

DISCUSSION

The term metatypical basal cell carcinoma 
(MTBCC) or basosquamous carcinoma de-

fines a histopathological variant that comprises 
features of both basal and squamous cell carci-
nomas, with or without a transition zone be-
tween them (8). Throughout, in the literature 
the terms “metatypical” and “basosquamous” 
are often used interchangeably, although some 
au thors argue that basosquamous carcinoma is 
more appropriate as reflecting the likely pa-
thogeny of the tumor (10).

MTBCC can be classified histologically into 
two subtypes: intermediate and mixed (7). The 
intermediate-subtype MTBCC is characterized 
by the presence of tumor lobules or nests com-
posed of basaloid cells that mature into paler 
cells with more abundant cytoplasm (5,7). The 
mixed-subtype MTBCC is described as having 
features typical of basal cell carcinoma coexist-
ing with areas of grouped squamous cells and 
often with the presence of focal keratinization, 

commonly referred as “squamous pearls” 
(8,11). Both histologically and clinically, MT-
BCC can be considered a BCC/SCC tumor hy-
brid (5,7,8,11).

Immunohistochemical analysis is useful in 
the diagnosis of MTBCC, as areas of basal cell 
carcinoma are Ber-EP4 and AE1/AE3 positive, 
while areas of squamous cell carcinoma are 
AE1/AE3 and CAM5.2-positive, with variable 
staining with epithelial membrane antigen (13, 
14). The transition zone usually shows a de-
cline in staining for Ber-EP4a (12,13).

Recently, Cigna et al. performed a retros-
pective study of 312 patients with MTBCC lo-
cated on the face and on the scalp (14). They 
found a strong correlation between mixed sub-
type and ulceration, and between the interme-
diate subtype and positive surgical margin. Pe-
rineural invasion was not an uncommon fin ding 
in the latter (14). They concluded that the in-
termediate type of MTBCC seems more aggres-
sive (14).

Compared to other types of BCC, MTBCC is 
considered to have a higher incidence of recur-
rence and an increased risk for metastasis (5). 
Recurrence rates between 10% and 48% have 
been reported (5,7,10,15,16). The metastatic 
rate can be as high as 5% to 7.4%, what seems 
to be an abrupt leap compared to BCC in gen-
eral with less than 1:1000 (5,7,10,15,16). Cur-
rently there are no established guidelines re-
garding the treatment of MTBCC. However, 
there is a fairly good consensus that MTBCC 
should be regarded and treated as an aggres-
sive form of BCC (5,6,10). Wider surgical mar-
gins than those for BCC should be taken. In ad-
dition, Moh’s micrographic surgery is an 
excellent surgical option, where available, due 
to the lower recurrence rates when compared 
to the classic excision (17). Moh’s surgery is 
particularly indicated for high-risk locations 
such as the ears, middle face, recurrent or large 
tumors and sensitive areas where cosmetic 
preservation is paramount (18,19). Close clini-
cal follow-up for 5 years has been recommend-
ed (1,19).

Vismodegib is an oral inhibitor of the 
Hedgehog pathway approved by the US Food 
and Drug Administration. It is the first systemic 
treatment for patients with locally advanced or 
metastatic basal cell carcinoma that is not ame-
nable to surgery and radiation (1). Probably, it 
could be also an alternative approach in pa-
tients with MTBCC, that are not treatable by 
surgery. 
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CONCLUSIONS

The diagnosis of metatypical basal cell carci-
noma requires a good clinical history and 

an appropriate cutaneous biopsy, allowing an 
accurate histopathological evaluation. This 
should be followed by a subsequent appropri-
ate surgical excision. MTBC should be regard-

ed as a more aggressive form of BCC, with a 
higher recurrence rate and an increased risk of 
metastasis (7). This has direct implications in 
the treatment and follow-up of these patients. 
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