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ABSTRACT
Cutaneous angiosarcoma is a rare and highly aggressive neoplasm with poor prognosis. Owing to its variable presentation,
it may be a challenging clinical and histological diagnosis. Herein, we describe a particular case of cutaneous angiosarcoma
of the head and neck in a 71-year-old male with skin type V who presented with solid, progressive eyelid edema. A
histological examination of skin biopsies first concluded cutaneous metastasis of an undifferentiated carcinomatous
tumor. Immunostaining was essential to reach the correct diagnosis. The treatment of cutaneous angiosarcoma remains
unsatisfactory. We sincerely hope that the prognosis of cutaneous angiosarcoma will be improved with the use of
targeted therapies based on current genetic studies as it has been for melanoma.
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INTRODUCTION
Angiosarcoma (AS) is a rare, highly aggressive malignant
neoplasm derived from vascular endothelial cells
that shows a predilection for the skin and superficial
soft tissues. Three distinct clinical variants account
for most cases of cutaneous angiosarcoma (cAS):
idiopathic angiosarcoma of the head and neck, chronic
lymphedema-associated angiosarcoma, and postirradiation angiosarcoma. Idiopathic angiosarcoma
of the head and neck is the most common variant,
representing less than 0.1% of all head and neck
malignancies [1]. Owing to its variable presentation, cAS
may be a challenging clinical and histological diagnosis.
Herein, we describe a case of cutaneous angiosarcoma of
the head and neck in a 71-year-old male with skin type
V who presented with solid, progressive eyelid edema.

CASE REPORT
A 71-year-old male, a diabetic and chronic tobacco
user, consulted for eyelid edema associated with

erosive lesions of the scalp evolving for the previous
eight months. A clinical examination revealed a solid
white edema of both eyelids, more marked on the left
(Fig. 1), preventing the eye from opening, with some
erosive lesions raising infiltrated erythematous and
violaceous plaques of the scalp, overflowing on the
forehead, temples, and retroauricular areas (Fig. 2).
No palpable lymphadenopathy was present. There
was no history of radiation, trauma, an insect bite, or
preexisting skin disorders.
Multiple cutaneous biopsies were performed.
Histology described a necrotic tumor proliferation
infiltrating the dermis, made of atypical pleomorphic
cells with a trabecular or lobulated appearance
(Figs. 3 and 4). We first suspected cutaneous metastasis
of an undifferentiated carcinomatous tumor.
Immunohistochemical stains for cytokeratin markers
(AE1/AE3), CK-7, CK-20, PSA, CD20 and CD3, and
PS-100 were all negative, excluding a wide range of
nonvascular neoplasms. Immunohistochemical stains
for human herpes virus type 8 were also negative,
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arguing against Kaposi’s sarcoma. Having in mind
the clinical progression of the purplish lesions to
ulcerations and the hematoma-like lesions on the
forehead, the diagnosis of cutaneous angiosarcoma
was suggested, which was confirmed by diffuse and
intense expression of CD31 combined with the
ERG marker by the above-described tumor cells
(Figs. 5 and 6). CD34 was negative. The final pathologic
diagnosis was poorly differentiated cutaneous
angiosarcoma. Laboratory data revealed mild
leukocytosis (10,640/μL), erythrocyte sedimentation
rate (29 mm/hour), and hyperglycemia 2.2g/l with a
high level of HbA1c (10.7%).
A whole-body scan was performed to note mediastinal
lymphadenopathies along the brachiocephalic trunk, as
well as several pulmonary and hepatic nodular lesions
with a metastatic appearance. Images of lysis of the
lumbar vertebrae were also taken.

declined any sort of treatment. Palliative care was
provided and the patient passed away six months later
at his home.

DISCUSSION
Cutaneous angiosarcoma (cAS) of the head and neck
is a rare and highly aggressive neoplasm with poor
prognosis, most frequently affecting the face, scalp,
and neck of white elderly individuals, with males
more frequently affected than females, with a ratio of
1.7:1 [2].
The usual clinical presentation of cAS is rapidly
growing erythematous-to-purplish plaques or nodules
with ulcerative or necrotic lesions in the progressive

Chemoradiotherapy was recommended rather than
extensive surgery as the patient was of an old age
and the tumor was metastatic. The patient, however,

Figure 3: Microscopic examination showing an undifferentiated tumor
proliferation arranged in diffuse layers, with the tumor cells pleomorphic
with atypical mitosis (H&E).
Figure 1: Solid white edema of both eyelids.

Figure 2: Erosive lesions raising an infiltrated erythematous and
violaceous plaques of the scalp.
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Figure 4: Microscopic examination showing an undifferentiated tumor
proliferation arranged in diffuse layers, with the tumor cells pleomorphic
with atypical mitosis (H&E).
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between cases, its histopathologic diagnosis may be
challenging.

Figure 5: Immunohistochemical study showing expression of CD31
by the tumor cells.

Histologically, AS is usually characterized by irregular
anastomosing vascular channels with a dissecting
attitude in the dermis, sometimes involving the
subcutaneous fat. However, in poorly differentiated
tumors, the malignant endothelial cells form
continuous sheets, usually with an epithelioid
morphology, with areas of hemorrhage and necrosis,
which may make differentiation from anaplastic
carcinoma or melanoma difficult. The presence
of irregular vessels on the periphery of the tumor
with small areas of hemorrhage and erythrocytes in
vascular lumens may serve as diagnostic clues for
vascular origin [7]. This was the case in our patient,
with a poorly differentiated necrotic tumor, for which
immunostaining made it possible to reach the correct
diagnosis.
For this reason, we emphasize the critical importance
of performing a fairly large panel of vascular markers, as
some may turn negative. The cell surface markers CD31
and CD34 are the most widely employed clinically to
support a diagnosis of angiosarcoma. However, these
are widely expressed by other cell lineages. CD34 may
be expressed in hematopoietic and fibrohistiocytic cells.
CD31 is more specific, but may also be expressed in
macrophages, histiocytes, and plasma cells, leading to
possible diagnostic pitfalls [8].

Figure 6: Immunohistochemical study showing diffuse expression of
ERG by the tumor cells.

stages. However, cAS may mimic eczema, rosacea,
hemangioma, or cellulitis, leading to delay in
diagnosis [3,4]. Although case reports of eyelid and
periocular lesions, as in our patient, have been reported,
they are rare [5].
The etiology of cutaneous angiosarcoma is unclear.
A relation to previous radiation exposure or chronic
lymphedema is well established. Some cases with
lesions after trauma have been described, although
their significance is unknown [6]. There was no such
history in our case and no known predisposing factor
was identified.
Early detection by means of a biopsy is essential for
a better outcome. However, because the histological
features of angiosarcoma may vary both within and
© Our Dermatol Online 1.2022

The erythroblast transformation-specific related gene
(ERG), a proto-oncogene member of the erythroblast
transformation-specific transcription factor family,
is thought to be highly sensitive for cAS. Associated
with CD31, the ERG may corroborate a diagnosis
of angiosarcoma [9]. Less frequently used vascular
markers include von Willebrand factor (VWF),
BNH9, factor VIII-related antigen, PROX-1, and Ulex
europaeus agglutinin 1 (UEA-1).
Prognosis in cAS is poor, with five-year survival rates
estimated between 12% and 20% [10]. Several factors,
including the male sex, an age over fifty, a history of
smoking, cardiovascular comorbidities, a location on
the scalp, a tumor size of over 5 cm, the presence
of satellites at the time of diagnosis, and treatment
without adjuvant chemotherapy may serve as predictors
for a poor prognosis [11,12].
Currently, a combination of surgery and radiation is the
mainstay in the treatment of cAS. A study performed
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at the University of Texas MD Anderson Cancer
Center demonstrated that patients who undergo
combination therapy have a statistically greater overall
survival rate when compared with those who undergo
radiation or surgery alone [11]. However, because
of delay in diagnosis, a third of the patients present
with a metastatic or diffuse non-resectable tumor, as
the case of our patient [13]. These patients require
systemic treatments. Doxorubicin-based regimens were
considered the gold standard of the treatment of soft
tissue sarcomas.
Therapy with taxanes (paclitaxel) has shown better
efficacy than doxorubicin with, a median progressionfree survival rate of 4–5 months [14].
Successful management of infantile hemangiomas
with oral and topical beta blockers led to considering
propranolol for AS. Adding propranolol to a
chemotherapy regimen has shown a promising response
in several case reports [15,16].
The use of chemotherapy may be limited due to an
advanced age or associated comorbidities. Targeted
therapies, such as tyrosine kinase inhibitors (pazopanib,
sorafenib, axitinib) are interesting alternatives in such
cases. Bevacizumab, a VEGFR inhibitor, was reported
to be an effective treatment option for AS [17].
Combinations of bevacizumab and paclitaxel are under
investigation.
To date, there is no immunotherapy approved for cAS.
One case report described an interesting response to
anti-PD-1 treatment in a patient with angiosarcoma,
although the patient experienced drug-induced
hepatitis, which necessitated systemic corticosteroid
treatment [18]. We sincerely hope that the treatment
of cAS will be improved in the future, as it has been
for melanoma.

CONCLUSION
This is a rare example of a new and challenging
diagnosis of cutaneous angiosarcoma presenting as a
solid, progressive eyelid edema. The case highlights the
diversity of clinical manifestations associated with this
type of neoplasm and the value of immunostaining in
confirming a diagnosis. However, the prognosis in our
case was dismal and a diagnosis at an earlier stage may
have possibly given us more options for management
and probably a better outcome in the end.
© Our Dermatol Online 1.2022

Consent
The examination of the patient was conducted according to the
principles of the Declaration of Helsinki.
The authors certify that they have obtained all appropriate patient
consent forms, in which the patients gave their consent for images
and other clinical information to be included in the journal. The
patients understand that their names and initials will not be
published and due effort will be made to conceal their identity,
but that anonymity cannot be guaranteed.
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