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Superficial acral fibromyxoma (SAFM) is a rare 
fibromyxoid mesenchymal tumor with a predilec-
tion for the distal extremities and frequent nail bed 
involvement. Superficial acral fibromyxoma typi-
cally arises as a solitary, slow-growing nodule on 
a toe or finger, with the great toe being the most 
commonly affected site. Histopathologically, SAFM 
characteristically presents as a well-circumscribed 
but unencapsulated dermal tumor composed of 
spindle and stellate cells in a loose storiform or 
fascicular arrangement embedded in a myxoid, 
myxocollagenous, or collagenous stroma. The 
tumor often occupies the entire dermis and may 
extend into the subcutis and occasionally the 
underlying fascia and bone. The characteristic 
immunohistochemical profile of SAFM includes 
expression of CD34, epithelial membrane anti-
gen (EMA), and CD99; it is notably negative for  
S-100 protein. We report 3 cases of SAFM and  
also provide a review of the literature on the 

clinical and histopathologic presentations of this 
unique entity as well as the differential diagnosis.

Cutis. 2015;95:E15-E19.

First described by Fetsch et al1 in 2001, superficial 
acral fibromyxoma (SAFM) is a rare fibromyx-
oid mesenchymal tumor that typically affects 

the fingers and toes with frequent involvement of 
the nail unit. It is not widely recognized and remains 
poorly understood. We describe a series of 3 cases of 
SAFM encountered at our institution and provide a 
review of the literature on this unique tumor. 

Case Reports 
Patient 1—A 35-year-old man presented for treat-
ment of a “wart” on the right fifth toe that had 
increased in size over the last year. He reported that 
the lesion was mildly painful and occasionally bled 
or drained clear fluid. He also noted cracking of the 
nail plate on the same toe. Physical examination 
revealed a firm, flesh-colored, 3-mm dermal pap-
ule on the proximal nail fold of the right fifth toe 
with subtle flattening of the underlying nail plate  
(Figure 1). The patient underwent biopsy of the 
involved proximal nail fold. Histopathology revealed 
a proliferation of small oval and spindle cells arranged 
in fascicles and bundles in the dermis (Figure 2). 
There was extensive mucin deposition associated 
with the spindle cell proliferation. Additionally, 
spindle cells and mucin surrounded and entrapped 
collagen bundles on the periphery of the lesion. 
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Practice Points
	 Superficial	acral	fibromyxoma	(SAFM)	is	a	rare	but	distinct	tumor	that	may	affect	the	nail	bed	and	nail	

plate,	and	it	may	clinically	or	histopathologically	mimic	other	tumors	of	the	distal	extremities.	
	 Although	SAFM	is	considered	a	benign	tumor,	it	frequently	persists	or	recurs	after	incomplete	excision,	

and	therefore	complete	local	resection	may	be	recommended,	particularly	for	symptomatic	lesions.
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Lesional cells were diffusely positive for CD34 and 
extended to the deep surgical margin (Figure 3). 
S-100 and factor XIIIa stains were negative. The 
diagnosis of SAFM was made based on the acral 
location, histopathologic appearance, and immuno-
histochemical profile of the tumor.

Patient 2—A 47-year-old man presented with an 
asymptomatic growth on the left fourth toe that had 
increased in size over the last year. Physical exami-
nation revealed an 8-mm, firm, fleshy, flesh-colored, 
smooth and slightly pedunculated papule on the 
distal aspect of the left fourth toe. The nail plate and 
periungual region were not involved. A shave biopsy 
of the papule was obtained. Histopathology demon-
strated dermal stellate spindle cells arranged in a loose 
fascicular pattern with marked mucin deposition 

throughout the dermis (Figure 4). Lesional cells 
were positive for CD34. An S-100 stain highlighted 
dermal dendritic cells, but lesional cells were nega-
tive. No further excision was undertaken, and there 
was no evidence of recurrence at 1-year follow-up. 
The diagnosis of SAFM was made based on the acral 
location, histopathologic appearance, and immuno-
histochemical profile of the tumor.

Patient 3—A 45-year-old woman presented 
with asymptomatic distal onycholysis of the right 
thumbnail of 1 year’s duration. She denied any 
history of trauma, and no bleeding or pigmen-
tary changes were noted. Physical examination 
revealed a 5-mm flesh-colored papule on the hypo-
nychium of the right thumb with focal onycholysis  
(Figure 5). A wedge biopsy of the lesion was 

Figure 1. Firm	dermal	papule	on	the	proximal	nail	fold	of	
the	right	fifth	toe	with	associated	nail	plate	dystrophy.

Figure 3. Tumor	cells	were	positive	on	CD34	staining	
(original	magnification	40).	

Figure 2. Small	oval	and	spindle	cells	arranged	in	fascicles	
and	bundles	in	the	dermis,	with	extensive	mucin	deposition	
and	collagen	trapping	(H&E,	original	magnification	100).

Figure 4. Dermal	stellate	spindle	cells	arranged	in	a	
loose	fascicular	pattern	with	marked	mucin	deposition	
(H&E,	original	magnification	400).
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performed. Histopathology showed an intradermal 
nodular proliferation of bland spindle cells arranged 
in loose fascicles and bundles and embedded in a myx-
oid stroma (Figure 6). CD34 staining strongly high-
lighted lesional cells. S-100 and neurofilament stains 
were negative. The diagnosis of SAFM was made 
based on the acral location, histopathologic appear-
ance, and immunohistochemical profile of the tumor.

Comment
Clinically, SAFM typically presents as a slow-growing 
solitary nodule on the distal fingers or toes. The great 
toe is the most commonly affected digit, and the 
tumor may be subungual in up to two-thirds of cases.1 
Unusual locations, such as the heel, also have been 
reported.2 Onset typically occurs in the fifth or sixth 
decade, and there is an approximately 2-fold higher 
incidence in men than women.1-3

Histopathologically, SAFM is a characteristi-
cally well-circumscribed but unencapsulated dermal 
tumor composed of spindle and stellate cells in a 
loose storiform or fascicular arrangement embed-
ded in a myxoid, myxocollagenous, or collagenous 
stroma.4 The tumor often occupies the entire dermis 
and may extend into the subcutis or occasionally the 
underlying fascia and bone.4,5 Mast cells often are 
prominent, and microvascular accentuation also may 
be seen. Inflammatory infiltrates and multinucleated 
giant cells typically are not seen.6 Although 2 cases 

of atypical SAFM have been described,2 cellular 
atypia is not a characteristic feature of SAFM. 

The immunohistochemical profile of SAFM is 
characterized by diffuse or focal expression of CD34, 
focal expression of epithelial membrane antigen 
(EMA), CD99 expression, and varying numbers of 
factor XIIIa–positive histiocytes.2,3 Positive stain-
ing for vimentin also is common. Staining typically 
is negative for S-100, human melanoma black 45, 
keratin, smooth muscle actin, and desmin.

The standard treatment of SAFM is complete 
local resection of the tumor, though some patients 
have been treated with partial excision or biopsy 
and partial or complete digital amputation.1 Local 
recurrence may occur in up to 20% of cases; how-
ever, approximately two-thirds of the reported 
recurrences in the literature occurred after incom-
plete tumor excision.1,2 It may be more appropriate 
to consider these cases as persistent rather than 
recurrent tumors. Superficial acral fibromyxoma  
is considered a benign tumor, with no known cases 
of metastases.4 

A broad differential diagnosis exists for SAFM and 
it can be difficult to differentiate it from a wide variety 
of benign and malignant tumors that may be seen on 
the nail unit and distal extremities (Table). Myxoid 
neurofibromas typically present as solitary lesions 
on the hands and feet. Similar to SAFM, myxoid  
neurofibromas are unencapsulated dermal tumors com-
posed of spindle-shaped cells in which mast cells often 
are conspicuous.2,7 However, tumor cells in myxoid 
neurofibromas are S-100 positive, and the lesions typi-
cally do not show vasculature accentuation.4,7

Figure 5. A	firm	flesh-colored	papule	on	the	hyponych-
ium	of	the	right	thumb	prior	to	biopsy.

Figure 6. Intradermal	nodular	proliferation	of	bland	
spindle	cells	arranged	in	loose	fascicles	and	bundles	
and	embedded	in	a	myxoid	stroma (H&E,	original	mag-
nification	40).
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Sclerosing perineuriomas are benign fibrous 
tumors of the fingers and palms. Histopathologically, 
bland spindle cells arranged in fascicles and whorls 
are observed in a hyalinized collagen matrix.8 
Immunohistochemically, sclerosing perineu-
riomas are positive for EMA and negative for  
S-100, but unlike SAFM, these tumors usually are 
CD34 negative.8

Superficial angiomyxomas typically are located 
on the head and neck but also may be found in 
other locations such as the trunk. They pres-
ent as cutaneous papules or polypoid lesions. 
Histopathologically, superficial angiomyxomas 
are poorly circumscribed with a lobular pattern. 
Spindle-shaped fibroblasts exist in a myxoid matrix 
with neutrophils and thin-walled capillaries. The 

Condition
Clinical/Histopathological  
Findings 

Immunohistochemical  
Findings

SAFM Slow-growing solitary nodule on the distal 
fingers or toes; spindle cells in a fascicular 
arrangement embedded in a myxoid stroma; 
prominent mast cells and microvascular 
accentuation

 S-100, EMA, CD34, CD99 

Myxoid neurofibroma Solitary lesion on the hand or foot; 
unencapsulated dermal tumor of  
spindle-shaped cells; mast cells may  
be present, but vascular accentuation  
typically is absent

 S-100

Sclerosing 
perineurioma

Benign tumor of the palms or fingers; bland 
spindle cells arranged in fascicles and whorls 
in a hyalinized matrix

 S-100, EMA, CD34

Superficial 
angiomyxoma

Typically located on the head or neck;  
spindle-shaped fibroblasts in a myxoid matrix 
with neutrophils and thin-walled capillaries 

 S-100, CD34

Myxoid 
dermatofibrosarcoma 
protuberans

Typically presents on the trunk, proximal 
extremities, or head/neck; acral occurrence is 
extremely rare; sheets of bland spindle cells; 
deeply invasive into subcutaneous tissue

 S-100, CD34

Low-grade 
myxofibrosarcoma

Soft tissue neoplasm that is common in 
adults; rarely presents in acral areas; nodular 
growth pattern with nuclear atypia and 
perivascular clustering of tumor cells

CD34/

Myxoinflammatory 
fibroblastic sarcoma

Predilection for the extremities, similar to 
SAFM, but rarely involves the nail bed; 
remarkable inflammatory infiltrate and 
characteristic virocyte or Reed-Sternberg cells

 S-100, CD34, EMA

Acquired digital 
fibrokeratoma 

Benign neoplasm of the fingers and toes; 
solitary smooth nodule or dome with 
projecting configuration/horn

CD34, EMA

Abbreviations: SAFM, superficial acral fibromyxoma; EMA, epithelial membrane antigen.

Differential Diagnosis of Superficial Acral Fibromyxoma 
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fibroblasts are variably positive for CD34 but also  
are S-100 positive.1,9 

Myxoid dermatofibrosarcoma protuberans is a 
rare, locally aggressive, mesenchymal tumor of the 
skin and subcutis2 that typically presents on the 
trunk, proximal extremities, or head and neck; 
occurrence on the fingers or toes is exceedingly 
rare.2,10 Histopathologically, a myxoid stroma con-
tains sheets of bland spindle-shaped cells with mini-
mal to no atypia, sometimes arranged in a storiform 
pattern. The tumor characteristically invades deeply 
into the subcutaneous tissues. CD34 is characteristi-
cally positive and S-100 is negative.2,10

Low-grade myxofibrosarcoma is a soft tissue sar-
coma easily confused with other spindle cell tumors. 
It is one of the most common sarcomas in adults 
but rarely arises in acral areas.2 It is characterized 
by a nodular growth pattern with marked nuclear 
atypia and perivascular clustering of tumor cells.  
CD34 staining may be positive in some cases.11

Similar to SAFM, myxoinflammatory fibroblas-
tic sarcoma has a predilection for the extremities.4 
However, it typically presents as a subcutaneous 
mass and has no documented tendency for nail bed 
involvement. Also unlike SAFM, it has a remarkable 
inflammatory infiltrate and characteristic virocyte or 
Reed-Sternberg cells.12

Acquired digital fibrokeratomas are benign neo-
plasms that occur on fingers and toes; the classic 
clinical presentation is a solitary smooth nodule or 
dome, often with a characteristic projecting con-
figuration and horn shape.1 Histopathologically, 
these tumors are paucicellular with thick, verti-
cally oriented, interwoven collagen bundles; cells 
may be positive for CD34 but are negative for 
EMA.1,13 Related to acquired digital fibrokeratomas 
are Koenen tumors, which share a similar histology 
but are distinguished by their clinical characteristics. 
For example, Koenen tumors tend to be multifocal 
and are strongly associated with tuberous sclerosis. 
These tumors also have a tendency to recur.1

Conclusion
Our report of 3 typical cases of SAFM highlights 
the need to keep this increasingly recognized and 

well-defined clinicopathological entity in the differen-
tial for slow-growing tumors in acral locations, partic-
ularly those in the periungual and subungual regions. 
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