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Introduction

Atypical fibroxanthoma (AFX) is a rare primary skin tumor 
first reported by Helwing1 in the early 1960s, as a neoplasm 
with relatively well-defined infiltration of the dermis by neo-
plastic cell of fibroblastic origin that had transformed into a 
histiocytic cell type. Today it is described as a solitary, local-
ized skin nodule as large as 2 cm that typically occurs in 
UV-damaged skin, especially in the head and neck region of 
elderly individuals. The histology of AFX is like that of a 
high-grade sarcoma, typically highly cellular with nuclear 
hyperchromasia and pleomorphism. Mitotic figures, includ-
ing abnormal forms, are common.2 In the past, tumors with 
the same morphology occurring in the soft tissue were termed 
as malignant fibro histiocytoma (MFH) and AFX was viewed 
as a superficial variant of MFH.3 In 1992 it was suggested that 
MFH represents a variety of poorly differentiated malignant 
mesenchymal neoplasms that can be classified, according to 
immunohistochemistry and electron microscopy, in liposar-
coma, leiomyosarcoma or rhabdomyosarcoma, while a small 

number that were previously termed MFH are now classified 
as undifferentiated pleomorphic sarcoma (UPS).4

UPS in contrast to AFX in spite of identical histology, is a 
high-grade sarcoma of soft tissue that is anatomically ubiqui-
tous and occurs in all ages with no difference between the 
sexes.5 In the skin, UPS is usually poorly delineated with 
diffuse infiltration of the subcutis and deeper structures, 
while AFX has superficial location, in the dermis, without 
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significant subcutaneous infiltration and thus behaves differ-
ently from UPS. AXF has a more favorable prognosis, with 
local recurrence but no tendency to metastasize (in contrast 
with UPS that has an aggressive behavior.6

We present a case of an 83-year-old man with the his-
tory of multiple skin basal cell carcinomas (BCCs), and 
recently with the polypoid lesion of AFX/UPS morphol-
ogy in the mucosa of posterior oropharyngeal wall. The 
case is of interest since this tumor occurs very rarely in 
mucosa and diagnosis without immunohistochemical anal-
ysis can be difficult. In addition, it highlights the problem 
of recommendation of an adequate treatment strategy for 
this tumor with superficial location like AFX, a low-grade 
sarcoma, and aggressive morphology like UPS, a high-
grade sarcoma.

Case report

An 83-year-old male had a medical history of multiple skin 
cancer, BCCs in several sites, mostly head and neck during 
a period of 9 years. The patient presented with odynophagia 
and dysphagia at the Department of Otorhinolaryngology. 
The symptoms had started progressively 1 month earlier. 
Oropharyngoscopically, an exophytic mass about 2 cm in 
diameter lied on the entire posterior oropharynx wall, pro-
truding above the soft palate. Fiber optic nasopharyngos-
copy revealed the mass reaching the level of the hard palate. 
No lymphadenopathy was noted.

Computer tomography scan was made. Nodal lesion in 
the posterior part of the oropharynx, measuring 21 mm ×  
9 mm × 20 mm (CC × AP × LL) was seen. No signs of 
infiltration to prevertebral tissue nor progression to para-
pharyngeal or retropharyngeal space were seen (Figure 1). 
There was no pathological neck lymphadenopathy. Neck 
ultrasound was normal. The patient was admitted to hospi-
tal. The tumor was fully excised in general anesthesia. The 
postoperative period was without complications. The 
patient started normal feeding after 10 days and the wound 
site epithelized well.

Macroscopic examination of the excised tissue revealed a 
mucosal sample with ulcerative nodule, measuring 
2.5 cm × 2 cm × 1 cm (Figure 2). The histological sections 
showed a polypoid, non-encapsulated, well circumscribed 
mucosal lesion composed of pleomorphic spindle shaped 
cells with hyperchromatic nuclei and abundant cytoplasm 
and the histiocyte-like cells, commonly arranged in a spindle 
cell pattern. Multinucleated giant tumor cells and atypical 
mitotic figures were scattered. The appearance was consist-
ent with a malignant lesion of differential diagnosis. 
Additional immunohistochemical analysis with panCK 
(AE1/AE3), CK5/6, p63, S-100, Vimentin, SMA, Calponine, 
CD10, CD68, CD99, and BCL2 were done. The tumor was 
strongly diffuse positive for Vimentin and CD10, focally 
positive for CD68, CD99, and Bcl-2, and negative for all 
other markers (Figure 3). A diagnosis of soft tissue sarcoma 

Figure 1. CT Imaging of oropharyngeal area. Well-limited 
formation along the posterior part of the oropharynx, 
behind the uvula from which it is inseparable, measuring 
21 mm × 9 mm × 20 mm. No signs of infiltration and penetration 
through the oropharyngeal wall are seen.

Figure 2. Gross pathological sample of tumor. Elevated, 
partially ulcerated nodul, approximately 2 cm in diameter, in the 
mucosa of 83-year-old man.
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of AFX/UPS morphology was made. Additional molecular 
analyses excluded K- and N-ras mutation.

Discussion

Present case describes a rapidly growing oropharyngeal 
mucosal exophytic nodule in an elderly patient with a history 
of multiple skin BCCs. The differential diagnosis of lesion 
included poorly differentiated squamous cell carcinoma 
(SCC) and sarcoma. In order to establish the diagnosis, 
immunohistochemical analysis was required. Vimentin, 
CD68, CD10, and CD99 were positive, while CK (AE1-AE3) 
showed an intact mucosal surface. Immunohistochemistry 
confirmed the diagnosis of soft tissue sarcoma with AFX/
UPS morphology.7–9 Soft tissue sarcomas mainly arise in the 
extremities and trunk, and only 5%–20% of them arise in the 
head and neck.10 According to literature data, the most com-
mon soft tissue sarcoma in the head and neck area is rhabdo-
myosarcoma, followed by UPS, fibrosarcoma and neurogenic 
sarcoma.11 Therefore, recently there are several reports of 
UPS in buccal mucosa,12 gingiva,13 and mandible with path-
ological fracture,14 and one case of AFX in the mucosa of the 
floor of mouth in a patient after squamous cell carcinoma, 
treated with radiotherapy.15 The lesion in the last case was 
superficial with a malignant, histiocytic morphology, thus a 
diagnosis of AFX to those authors seemed more appropriate 
than UPS.

In spite of virtually identical histological and immuno-
histochemical findings, AFX and UPS differ clinically. 
AFX in the skin is characterized by a benign clinical course 
and extremely rare metastasis, although such cases were 
reported,16 while UPS has a more aggressive clinical course 
and a higher frequency of metastasis.5 Those tumors also 
show difference in their genetic alteration that might con-
tribute to their different biological behavior. On the other 
side, similarities in genetic alteration on chromosome 9p 
and 13q might suggest a common pathogenetic pathway.17 
There are few studies of DNA analysis of AFX and UPS of 
the skin. Ras mutation in the H-ras gene (codon 12) and 
K-ras gene (codon 13) was found in some UPS cases but 
not in AFX. The authors presume that the absence of H-, 
K-, and N-ras mutation in AFX may be the reason for a 
more favorable behavior than UPS.18

In literature we found two cases of collision skin tumor 
with BCC and AFX morphology,19,20 but according to our 
knowledge, this is the first case of mucosal UPS in a patient 
associated with multiple BCCs. Basal cell carcinoma is the 
most common malignant skin tumor with multifactorial 
causes. Ultraviolet radiation exposures, genetic alteration, 
mutation of tumor suppressor genes are known to be the 
most significant etiological factors for multiple BCCs, as 
well as for AFX.21

As mentioned, in skin biopsy AFX does not histologi-
cally differ from UPS. Nevertheless, some authors presume 

Figure 3. Microscopic pathological slides of tumor. Undifferentiated pleomorphic sarcoma in oropharyngeal mucosa of an 83 year-
old man. Elevated nodul composed of pleomorphic, mostly spindle-shaped cells with some intervening collagen covered with normal 
squamous epithelium (a). On higher magnification a polymorphic cells, an atypical epitheloid tumor cells with large, vesicular, and 
hyperchromatic nuclei, with atypical mitosis and occasional tumor multinuclear giant cells (b). Well delineated nodul on the base 
of tumor in lamina propria with sparing the muscular layer (c). By immunohistochemistry tumor cells were negative with epithelia 
marker (pan cytokeratin, AE1/AE3) (d), focally positive with CD68 (e), and strongly positive for CD10 (f).
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that tumors with a diameter more than 2 cm, with involve-
ment of the (deep) subcutis or even deeper structures or 
with necrosis or vascular or perineural invasion should be 
diagnosed as UPS.6,19

UPS of oral region is usually treated by radical surgical 
resection since it is an aggressive tumor, with local recur-
rence in 44%, distant metastasis in 42%, and with 5-year 
survival no more than 30%.13 On the other hand, when 
adequately treated with a safety margin, AFX has an excel-
lent prognosis, but long-term follow-up is recommended 
due to the potential for aggressive behavior.8 The problem 
of adequate treatment in such cases can be resolved in col-
laboration with an experienced head and neck surgeon, 
medical oncologist, pathologist, and radiation oncologist.
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