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Abstract
Background: Angiosarcoma is a malignant tumor of the blood vessels' en-

dothelial lining. The tumor is very aggressive and tends to recur locally and 

metastasize to distant organs. Commonly, it is associated with different risk 

factors like lymphoedema, prior radiotherapy but rarely, it may also be associ-

ated with chronic venous ulceration.

Main observation: We present a patient with a chronic venous ulceration 

who developed angiosarcoma of the ulcerated leg with good outcome after 

treatment.

Conclusion: It is very important to follow patients with chronic wounds and 

recognize changes which may be life threatening. In addition to squamous cell 

carcinoma (Marjolin's tumor), which is most common, angiosarcoma can de-

velop within a venous ulcer.
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Introduction
Angiosarcoma is a malignant tumor of the blood ves-

sels' endothelial lining. The tumor is very aggressive and 

tends to recur locally and metastasize to distant organs. 

Commonly, it is associated with different risk factors like 

lymphoedema, prior radiotherapy but rarely, it may also 

be associated with chronic venous ulceration.

We present a patient with a chronic venous ulceration 

who developed angiosarcoma of the ulcerated leg with 

good outcome after treatment.

Case report
A 59 year old Caucasian female of French-Canadian ori-

gin who is presented to our clinic in 2002 complaining of 

a left leg medial malleolus ulcer for few months duration. 

The problem started 10 years ago with recurrent bilateral 

leg ulcerations with periods of relapse and remission. She 

 is  known  for  morbid  obesity,  deep  venous thrombos-

is in 1985, and a bilateral venous insufficiency.

The patient was treated with compression therapy and 

analgesics with good response. Over 3-4 weeks, red in-

durated plaques around the ulcer that extended proximally

accompanied by severe pain, and increased ulcer size 

were noticed (Fig. 1). Soft tissue infection (cellulitis) was 

suspected and antibiotic therapy was administered. No 

improvement was seen. Worsening of the pain, redness, 

and induration were observed.

Two biopsies were obtained from the red plaques 

above and below the ulcer. A dermal infiltrative process 

with  proliferations  of  pleomorphic  cells  with  hyper-

chromatic nuclei residing in spaces between  the  collagen
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Figure 1
Red infiltrative plaques around the left leg medial malleolus 
ulcer extending proximally and distally.



bundles were observed (Fig. 2A). In addition, solid areas 

of similar cellular proliferations were noticed. These cells 

were stained positive for endothelial markers CD31, Ulex 

europaeus, and Factor VIII (Fig. 2B). Based on these ob-

servations, angiosarcoma is diagnosed, that extensively in-

filtrating the dermis and superficial subcutaneous tissue.

CT scans of the chest, abdomen, and pelvis showed ill-

defined lesions in the lungs, liver, and adrenals. These le-

sions were not typical of metastasis but further investiga-

tions were carried out to exclude metastatic disease.

Consequently, the patient underwent positron emission 

tomography (PET) scan, which showed diffuse soft tissue 

involvement of the left leg and distal area of the thigh. 

There were no metastases.

The patient was referred to the radiation oncology and 

orthopedic surgery departments for further treatment. 

The left lower extremity was amputated followed by radi-

ation therapy. The patient had survived and is currently 

alive over 5 years after initial diagnosis without recur-

rence of the tumor.

Discussion
Angiosarcoma is a malignant tumor of the endothelial 

cells which accounts for 1% of all sarcomas.

1

 It is a very 

aggressive tumor, which tends to recur locally and meta-

stasize despite aggressive therapies. In contrast to other 

sarcomas, angiosarcoma has a predilection to skin and 

soft tissues especially the head and neck region.

2

 It has 

been proposed that the unique anastomatic arrangement 

of vessels as well as the vascular density of the head and 

neck region, in combination with ultraviolet radiation are 

important factors for this predilection.

Rouhani et al have reviewed cutaneous soft tissue sar-

coma in United States from 1992 through 2004 and have 

found that angiosarcoma incidence was highest among 

whites as compared to blacks.

3

 In addition, the incidence 

rate of angiosarcoma was increasing in whites that was 

0.5 per 1,000,000.

3

 The risk factors for angiosarcoma

4

 in-

clude: chronic pyothorax, exposure to environmental tox-

ins and drugs (Thorotrast, insecticides containing AsO3, 

vinyl chloride, long-term anabolic steroid and estrogen 

therapy), previous radiotherapy, chronic lymphoedema 

(Stewart-Treves syndrome), morbid obesity,

5

 and renal 

transplantation.

6,7

Less commonly reported associations are pre-existing 

neoplasia (benign and malignant nerve sheath tumors, 

leiomyomas, plexiform neurofibromas, schwannomas, 

and malignant germ cell tumour), familial syndromes 

(Klippel-Trenaunay syndrome, Maffucci syndrome, neur-

ofibromatosis, Aicardi syndrome, xeroderma pigmen-

tosum, and hereditary retinoblastoma), and adjacent to 

foreign material (shrapnel, steel, plastic, Dacron, vascular 

graft material, surgical sponges, and bone wax).

8,9

Chronic skin ulceration is a rare predisposing condition 

for angiosarcoma. Two cases of angiosarcoma involving a 

cutaneous ulcer were reported.

10,11

 The first case report 

described a chronic ulcer that developed in a gumma scar 

which has been associated with lymphoedema for 20 

years. The histopathology described in the report is not 

clearly stated.

10

 On the other hand, the second reported 

case was a poorly differentiated angiosarcoma that de-

veloped in an ulcer that persisted for 15 years in the left 

lower leg. The lesion recurred following multiple radi-

ation therapies. The patient died from metastasis a year 

after diagnosis.

11

In  our  patient,  no  preceding  lymphoedema,  and pre-

existing lesions (prior to ulceration) was described. The 

age of the patient is younger than the previously reported 

cases  and  the  duration  between  ulceration  and  the 

development of the tumor is shorter as compared to the 

reported patients. Moreover, the histopathological dia-

gnosis is clear that was made earlier with good outcome 

after treatment. It is an unusual presentation of this ag-

gressive neoplasm which has a higher incidence in the 

older age groups, commonly involving the head and neck 

region and the upper limb.

The Overall prognosis of angiosarcoma is poor, with a 

reported 5-year survival of 10% to 35%.

12

 Higher reported
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Figure 2
Infiltrative pleomorphic cells in between collagen bundles, 
forming spaces. H&E x5 (A) The cells stained positive with 
endothelial markers. Ulex europaeus x20 (B).



5-year survival of 45% was seen in the US study of cu-

taneous soft tissue sarcoma.

3

 Poor prognostic factors in-

clude tumor diameter, depth of invasion, positive resec-

tion margins, metastases, and tumor recurrence.

13

Treatment of cutaneous angiosarcoma represents a 

therapeutic challenge. As the disease is rare, the standard 

treatment has not been established yet. Radical surgical 

excision and radiotherapy is the mainstay of treatment 

but can be difficult because of the multifocal growth of 

the tumor and non-apparent transdermal spread.

14

 Irradi-

ation with high dose per fraction (30 Gy /10 fractions) 

has been suggested in one case report.

15

The role of adjuvant chemotherapy is unclear. Different 

chemotherapeutic agents have been used that include: 

Doxorubicin,

16

 systemic paclitaxel,

17

 and subcutaneous 

interferon alfa-2a with oral 13-cis-retinoic acid.

18

In conclusion, we presented a 59 years old woman 

with  angiosarcoma  of  the  skin  in  association  with  a 

chronic venous ulcer of the left medial malleolus. Early 

diagnosis and treatment by amputation and radiotherapy 

was associated with a favorable course.

It is crucial for healthcare providers to follow patients 

with chronic wounds and recognize changes which may 

be life threatening. When an ulcer does not respond to 

adequate medical and wound care, the potential for an 

underlying malignancy should be considered. Cutaneous 

malignancies that may masquerade as ulcers include nod-

ulo-ulcerative basal cell carcinoma, squamous cell car-

cinoma, keratoacanthoma, nodular melanoma, tumor 

stage mycosis fungoides, lymphomatoid granulomatosis, 

lymphomatoid papulosis, angiosarcoma, and cutaneous 

metastases from internal malignancy.

19

 Our case shows 

that in addition to the more commonly described squam-

ous cell carcinoma (Marjolin's tumor), also angiosarcoma 

can develop within a venous ulceration.
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