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Sažetak
Uvod: Bazocelularni karcinom (BCC) kože je najčešći tip karcinoma kože sa konstant-
nim porastom globalne incidence obolevanja. Predstavlja oko 80% svih nemelanomskih
karcinoma kože, a vodi poreklo od bazalnih ćelija epidermisa. Karakteriše se lokalno
destruktivnim rastom što može imati posledice na funkcionalne i estetske ishode, a poja-
va metastaza je retka. Trenutno dostupne metode lečenja su hirurške i nehirurške. Prikaz
slučaja: Izveštavamo o našem iskustvu sa pacijentom kojem je u dobi od 45. godina
učinjena ekscizija primarnog BCC kože nazoorbitalne regije i koji je potom razvio
lokalno uznapredovali BCC i metastatski BCC, sa evolucijom od 9 godina nakon postavl-
janja primarne dijagnoze. Zaključak: Lokalno uznapredovali i metastatski oblik BCC su
i dalje retki oblici ovog karcinoma kože. Ovaj izveštaj slučaja može pomoći lekarima
kliničarima u pravovremenom postavljanju dijagnoze i adekvatnom planiranju lečenja.  
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IntroductIon
Basal cell carcinoma (BCC) of the skin is the most com-

mon type of skin cancer with a constant increase in the glob-
al incidence of the disease (1). It represents about 80% of all
non-melanoma skin cancers (1, 2), and originates from basal
cells of the epidermis. The most common predilection site-
sare the skin of the face - nose, auricle, around the mouth
and eyes and the region of the nasolabial sulcus.In the
etiopathogenesis of this cancer, external (environmental)
factors and genetic factors have a synergistic effect (3). Of
the external factors that affects the development of basal cell
carcinoma, the most significant is considered to be long-
term exposure to ultraviolet radiation (UV) both, from the
sun and from artificial sources (tanning bed use). Other risk
factors include ionizing radiation (X-rays), local skin dam-
age (scarring, chronic inflammation, ulceration). Immuno -
suppressive conditions (HIV-positive people and people
with organ transplants) favor the occurrence of cancer, but
also its more aggressive behavior (3). The incidence rate
increases with age and it is higher in males (4). Mutations in
the PTCH1 or p53 gene are the most common genetic alter-
ations that contribute to the development of this cancer and
can be detected in about 60% to 70% of cases (5).

Basal cell carcinoma is clinically presented as a nodular,
superficial and morpheaform type, within modifications - in
the form of ulcerations and pigmentation, and less frequent-

ly, fibroepithelial, metatypical and mixed subtypes are also
present (6). Symptomatology is associated with infiltrative
tumor growth, while tumor size varies from a few millime-
ters to over 10 cm in diameter, which is related to the type
of BCC and the duration of the lesion. Basal cell carcinoma
is characterized by locally destructive growth, which can
have consequences on functional and aesthetic outcomes.
Occurrence of metastases is rare, with an incidence rate of
0.0028% to 0.55% (2), most often in regional and distant
lymph nodes, and less frequently in the lungs, liver, and
bone (7, 8). Although mortality from this type of cancer is
less than 0.1%, the prognosis for already present distant
metastases is very poor and the survival time is between 0.8
and 3.2 years (9).

Currently available methods of BCC treatment are surgi-
cal and non-surgical (6). Surgical treatment is preferred,
which involves excision of the change in its entirety withan
appropriate width of resection margins and pathohistologi-
cal verification of the change. Non-surgical therapeutic
methods include: radiotherapy - in the recurrent form of the
disease and the existence of contraindications for surgical
treatment, photodynamic therapy, curettage and topical
agents (10). For locally advanced basal cell carcinoma
(laBCC) or metastatic basal cell carcinoma (mBCC), sys-
temic therapy is used - based on cisplatin as monotherapy or
a combination of chemotherapeutics (but due to lack of evi-
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dence on the effects of chemotherapy in randomized studies,
it is not currently recommended), (6, 11) and based on a
Hedgehog inhibitor (12, 13).

cASE rEPort
The patient, born in 1965, came to the Maxillofacial sur-

gery, examination policlinic, in early December 2010, due
to swelling and pain in the right parotid region, and after a
previous excision of basal cell carcinoma of the skin of
naso-orbital region on the right side, in mid-2008 in another
Institution. He did not bring any medical documentation
with him, and the only confirmation of his claims was a vis-
ible scar in the right naso-orbital region (the area of   the
glabella, the root of the nose and the medial cantus), without
recurrent lesion. Clinical examination revealed tumor mass
in the right parotid region with clinically positive nodal sta-
tus of the neck, as well as paresis of the right facial nerve.

There was no form of any tumor lesion on the skin of parotid
area. A computed tomography (CT) examination of the head
and neck (HN) was performed, the findings of which corre-
lated with the clinical one. After hospitalization and ade-
quate preoperative preparation, at the end of December
2010, a radical parotidectomy was performed on the right
side with transection of the facial nerve and tarsorrhaphy of
the right eye. The pathohistological finding confirmed that it
was an infiltrative type of BBC, with lymphatic and vascu-
lar invasion, Figure1. The patient was then presented to the
Oncology Board for Head and Neck Malignancies, which
made the decision to perform postoperative radiotherapy,
which the patient refused. After his discharge from the
Clinic, he was once again undergoing a check-up in mid-
2011, when the clinical findings were good - without palpa-
ble mass changes in the neck, and the presence of paralysis
of the right half of the face, as a result of previous surgery.

Figure 1: Patomicrograph of parotid gland with peri glandular tissue; After the radical parotidectomy, the delivered
material consisted of tissue from the superficial structures of the parotid lodge, parotid gland and lymph nodes of the

associated regions. After macroscopic analysis, the material was first processed according to the procedure for
H&E preparations. It was analyzed with an optical microscope. Microscopic analysis showed the presence of basa-

loid cells of high nucleocytoplasmic ratio. the cytoplasm was scarce. the sails were elongated. there were "pal-
isades" and peritumor "clefts" on the periphery of a large number of tumors. the tumor stroma was edematous in

the vicinity of some islands. the spread of the tumor through the tissue of the sample was both in the form of contin-
uous islets and in the form of individual cells. Arrows point intravascular presence of tumor cells observed in one

field and infiltration of tumor cells in one lymph node, and it's morphological and immunohistochemical characteris-
tics corresponded to tumor cells in the rest of the material. the histopathological diagnosis after the exclusion of

other tumors of the skin and skin adnexa, the exclusion of salivary gland tumors and metastatic deposits was consis-
tent with the diagnosis of basal cell carcinoma, infiltrative type.

Figure 2: Patomicrograph of neck tissue; After the radical neck dissection, the delivered material consisted of tissue
from neck regions Ib, IIa, IIb, III, IV, Va and Vb. the material was first processed according to the procedure for

H&E preparations. It was analyzed with an optical microscope.tissue samples were fixed with 4% buffered neutral
formalin, dehydrated, clarified and impregnated with paraffin in a Leica ASP 300 apparatus and molded into paraf-

fin. Paraffin molds were cut on an automatic rotating microtome LKB Historange into 4µ thick slices.
Immunohistochemical analyzes were performed which showed: c-kit (cd117) -, p63 +, cK7 +, EMA-, cK20-,

Synaptophysin-, chromogranin-. the histopathological diagnosis was basal cell carcinoma, infiltrative type with
lymphovascular and perineural invasion.
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Figure 4: ct examination of the head and neck, chest, abdomen and pelvis; the finding described multiple metastatic deposits in the
clavicles, ribs, sternum and along the body of the spinal vertebrae with consequent compression fractures

Figure 3: Patient after surgery; a – notice arrows point the previous scar in nasoorbital region, without recurrent tumor
lesion; b - paralysis of the right half of the face, due to radical parotidectomy; c – status post radical neck dissection

Figure 5: Patomicrograph of the biopsy of the bone metastasis; After the biopsy, the delivered material consisted of a cylindrical sam-
ple of bone tissue 12 mm long and 2 mm in diameter. decalcification of bone tissue samples was done in a solution of 14% sodium cit-
rate and 28% formic acid. A definite histopathological finding was determined on HE (Hematoxylin-eosin) stained tissue sections. the

histopathological diagnosis was basal cell carcinoma, metatypical subtype.
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At the end of 2013, the patient reappeared in the
examination policlinic due to the presence of a painful
tumor mass in the neck on the right side, and then he was
hospitalized again, and a modified radical dissection of the
neck on the right side was performed. Pathohistologically,
locally advanced disease with metastasis in the regional
lymph nodes of the neck was confirmed (Figure 2), with per-
ineural and perivascular invasion. Again, it was recommend-
ed to patient, to be presented to the Oncology Board for
Malignant diseases of the HN, for the decision of the multi-
disciplinary team on further oncological treatment. He went
to the proposed Board, in April 2014, four months after the
neck dissection, Figure 3. At that time, the Board’s decision
was only further regular follow up of the patient, because the
optimal period for adjuvant radiotherapy had passed. Due to
poor general condition, exhaustion, shortness of breath and
pain in the chest and along the spine, in October 2016 he was
exanimated at the Hospital in the place of residence, where
supportive and analgesic therapy was given and a CT of the
HN was performed. radiology findings indicated suspicious
metastatic changes in the bones and right carotid artery.
After the stabilization of the general condition, he was hos-
pitalized in our Clinic, where a CT examination of the HN
was repeated, together with a CT of the chest, abdomen and
pelvis. The findings described multiple metastatic deposits
in the clavicles, ribs, sternum and along the body of the
spinal vertebrae with consequent compression fractures,
Figure 4. A biopsy of the bone changes was performed.
Pathohistological report confirmed that it was a metastasis
of BCC, a metatypical type, to bone, Figure 5. Then, in
January 2017, nine years after his primary diagnosis, he
refused any further oncological treatment. He no longer
came for outpatient examinations, nor for hospitalization.

dIScuSSIon
After reviewing the literature, Fram et al. reported that so

far, only about 400 patients with primary BCC of the skin
have developed a metastatic form of the disease, with patho-
histological verification that the metastatic form did not
occur by direct tumor spread (14). Also, they presented the
data that the average age in patients diagnosed with mBCC
was 58 years, compared to the average age of 66.3 years in
patients with laBCC. Survival time is also shorter for
patients with mBCC and averages 24 months from the time
of diagnosis, while that time for patients with laBCC is 84
months. Such data, are confirmed by rodriguez et al., who
stated that the average age of a patient with metastatic dis-
ease is 45 to 59 years with a period of 9 to 11 years from pri-
mary diagnosis to metastasis (15). In our case, the patient was
diagnosed with a locally advanced disease in December
2010 (in terms of the spread of cancer to neck lymph nodes),
after a radical parotidectomy, i.e. at the age of 45, and then
confirmed once again three years later, in 2013, when the
patient was 48 years old, and when a modified radical neck
dissection was performed due to the clinically positive (N +)
status of the neck.

The metastatic form of cancer, when the tumor spread by
infiltrating the clavicles, ribs, sternum and body of the spinal
vertebrae with consequent compression fractures, was diag-
nosed 9 years later after the primary diagnosis, in January
2017, at the age of 51.This time period is also confirmed by

other’research’s (16). Although we did not had the first
pathohistological finding, because the excision of previous
lesion of the naso-orbital region was performed in another
institution, after clear clinical observation and examination,
it can be concluded that locally advanced disease and then
metastatic disease did not occur by direct spread of the
tumor, because when patient came in our policlinic for
examination, he had a tumor mass in the parotid region on
the same side of the face on which the operation was previ-
ously performed, but without a visible recurrent lesion of the
naso-orbital region (just a scar), and without a „de novo”
lesion on the skin of the parotid region.

regarding the pathohistological finding, the most com-
mon primary histological types of BCC are nodular, infiltra-
tive, and morpheaform. They are usually accompanied by
lymphovascular (LVI) and perineural invasion in metastatic
disease. The most common metastases of BCC are in region-
al lymph nodes, then in the lungs, bones and liver (8, 17, 18).
This distribution of metastases matches with our case, since
the patient first had metastases to the periglandular tissue of
the parotid gland and parotid lymph nodes, and then to the
lymph nodes and blood vessels of the neck (carotid artery).
Bone metastases were subsequently diagnosed. In this case
report, the primary BCC was histologically defined as infil-
trative type, followed by LVI and perineural invasion, which
confirms the state -that the more is aggressive the BCC type,
the greater odds are for developing the metastatic disease (8,
14, 19-21). The infiltrative type of cancer was histologically
confirmed after parotidectomy and neck dissection. After a
biopsy of bone changes (from the ribs), the histological find-
ing indicated a metatypical subtype of BCC with a squa-
mous component,which can be explained by an additional
oncogene mutation with consequently different phenotype
of cancer cells in bone (8, 14, 19-21).

evaluation of evidence-based treatment options is
strongly advised in the therapy of BCC (6, 11, 22). According
to updated clinical guides (european guidelines and the US
National Comprehensive Cancer Network), current BCC
treatment options include (6, 11, 22):

1. for local disease - standard tumor excision with a clin-
ical margin width of 4mm, curettage and electrodessication
(C&e), and Mohs micrographic surgery; 

2. for nodal or distant metastases (recurrent and
advanced form of the disease) - it is necessary to consult a
multidisciplinary team in order to consider one or more
treatment options: a) „hedgehog” pathway of inhibition (vis-
modegib, sonidegib), b) surgery, c) radiotherapy (rT), d)
clinical trial. 

Due to the unpredictability and infrequent incidence of
BCC metastasis, a combination type of treatment is usually
used, with the above therapeutic options. Since our patient
rejected the proposed rT, as well as oncology treatment in
bone metastatic disease, no further options were sought.

concLuSIon
Locally advanced and metastatic BCCs are still rare

forms of this skin cancer. Until recently, there wasn’t
approved therapies for the treatment, and now, when new
treatment options are available, this case report provides our
experience and a comprehensive and up-to-date assessment
of the course and stage of the disease.
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Abstract
Introduction: Basal cell carcinoma (BCC) of the skin is the most common type of skin
cancer with a constant increase in the global incidence of the disease. It represents about
80% of all non-melanoma skin cancers, and originates from basal cells of the epidermis.
It is characterized by locally destructive growth, which can have consequences on func-
tional and aesthetic outcomes and with rare occurrence of metastases. Currently available
methods of BCC treatment are surgical and non-surgical. Case report: We report on our
experience with a patient who underwent primary excision of BCC skin of the naso-orbital
region at age 45 and who then developed locally advanced BCC and the metastatic BCC,
with an evolution of 9 years after primary diagnosis. Conclusion: Locally advanced and
metastatic forms of BCC are still rare forms of this skin cancer.This case report can help
clinicians make timely diagnoses and plan treatment appropriately.


