Cutaneous Angiosarcoma
Masquerading as Herpes Zoster
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Angiosarcoma is a rare malignant neoplasm of
vascular or lymphatic endothelial origin that has a
poor prognosis. The insidious symptoms, aggres-
sive nature, and rare occurrence of this neoplasm
leave a paucity of optimal treatment informa-
tion. We describe the atypical presentation of an
88-year-old man who was diagnosed and treated
for herpes zoster (HZ) in a.local emergency
department; consultation and biopsy obtained
through our dermatology clinic later revealed a
diagnosis of cutaneous angiosarcoma (CA).
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Case Report

An 88-year-old white man presented_to his local
emergency department with a rash on his left cheek of
4 days’ duration that he noticed after spreading straw
for his chickens. The patient described the lesion as
a red arearwith some‘scabbing or crusting that‘was
minimally tender. The lesion initially was diagnosed
and treated as herpes zoster (HZ). The rash continued
to develop rather than abate with treatment, and
subsequent follow-up with his primary care physician
resulted in a referral to our dermatology clinic.

On presentation approximately 3 months follow-
ing his initial diagnosis, his medical history, family
history, and social history were noncontributory,
while physical examination revealed an inconsistent
lesion that encompassed much of the left medial side
of the face and measured 11X5 cm (Figure 1). The
lesion was a combination of a principal violaceous
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Figure 1. Cutaneous angiosarcoma on presentation to
the dermatology. clinic approximately 3 months after initial
diagnosisand treatment in the emergency department for
herpes zoster.

plaque with violaceous to erythematous satellite nod-
ules that included some superficial crusting extending
from the left medial superior cheek down to the sub-
mental upper neck. There was no purulent drainage
noted and no palpable lymphadenopathy on his head
or neck. Punch biopsy specimens were obtained and
revealed pathologic findings consistent with cutane-
ous angiosarcoma (CA)(Figure 2).

On microscopic examination a punch biopsy
revealed effacement of rete ridges with an atypi-
cal spindle cell infiltrate in the dermis. There were
irregular anastomosing vascular channels lined by
a single layer of enlarged endothelial cells, associ-
ated isolation, and an enclosure of collagen bundles.
Nuclear atypia was moderate and there were areas of
necrosis, perineural invasion, and elevated mitotic
activity. The cells stained positive for CD31 and
CD34 and negative for factor VIII and S-100. These
histologic findings also were consistent with CA. The
patient was referred for wide local excision and split-
thickness skin graft reconstruction. Additional preop-
erative skin biopsies were obtained to establish and
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Figure 2. Punch biopsy on microscopic examination revealed an atypical spindle cell infiltrate, irregular anastomos-
ing vascular channels lined by a single layer of enlarged endothelial cells, associated isolation, and an enclosure of
collagen bundles (A)(H&E, original magnification X 10). A closer view revealed moderate nuclear atypia with elevated
mitotic activity; the cells stained positive for CD31 and CD34 and negative for factor VIIl and S-100 (B)(H&E, originall

magnification X30).

demarcate the tumor margins, but the final excision
showed several positive margins. The patient declined
further treatment.

Comment

Our report presents a unique case of CA with a zos-
teriform pattern. In 1984, Hudson et al' described a
case of a patient with CA in a site of prior HZ infec-
tion. Cases of acquired zosteriform cavernous heman-
giomas and acquiredstifted angioma on a healedssite
of HZ also have been observed.?? Although cutaneous
metastases that mimic HZ are rare, several types such
as melanoma, lymphoma, breast cancer, and other
histotypes have been reviewed in a literature meta-
analysis by Savoia et al.*

Angiosarcoma is a rare, malignant, mesodermal
neoplasm of vascular or lymphatic endothelial origin
that comprises approximately 2% of all soft tissue
sarcomas.’® Although angiosarcomas can present on
several regions of the body, Morgan et al’ observed
that 60% (28/47) occurred in the skin and adjacent
soft tissues.” Cutaneous angiosarcoma is most com-
mon on the head and neck and 40% to 50% of cases
involve these anatomic locations.>®” The majority of
cases of CA tend to be elderly patients, most notably
white men with the average age of presentation being
75 years, with a male to female ratio of 2 to 1.>1°
Although cases of CA in the pediatric population are
rare, there are a few cases described in the literature.'!

Pioneered by Jones'? in 1964 as malignant angio-
endothelioma, CA has been identified more recently
in 4 distinct settings: idiopathic angiosarcoma of
the face, head, and neck; chronic lymphedema of
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the upper extremity, (postmastectomy angiosarcoma
or Stewart-Treves syndrome); postirradiation angio-
satrcoma; and primary angiosarcoma of the breast.!
Synonymous nomenclature used for angiosarcoma
include hemangioendothelioma, angioendothelioma,
hemangioblastoma, hemangiosarcoma, lymphangio-
sarcoma, and metastasizing angioma.'>!* Clinical pre-
sentation often is varied with physical characteristics
and symptoms rapidly evolving over weeks to months.
Prompt diagnosis is ‘essential forythe most resolute
prognosis, but diagnosis frequently is delayed, as CA
often presents as a localized area of trauma, cellulitis,
an allergic reaction, an arteriovenous malformation,
pyogenic granuloma, or a rosacealike lesion.*>!¢ The
differential diagnosis is both lengthy and diverse,
including the aforementioned conditions as well as
Kaposi sarcoma, malignant melanoma, cutaneous
lymphoma, and sarcoidosis.®” In typical cases, CA
tends to present as indistinct, dusky, erythematous
to violaceous nodules or plaques that rapidly expand
and are otherwise asymptomatic.”!® The lesion often
will have satellite nodules or plaques, and sometimes
edema and ulcerations are present.” On diagnosis
most CA lesions are large, often greater than 5 cm in
diameter, and close to 3 mm at depth of invasion with
ill-defined clinical margins, which makes complete
surgical resection difficult to achieve.>!°

Diagnosis confirmed through histologic exami-
nation of skin biopsy is paramount, as the physical
characteristics of CA are ambiguous. The histology
of CA commonly reveals atypical endothelial cells
lining well-formed anastomosing vascular sinusoids
that dissect through the dermal collagen bundles.>!°
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These tumors can be categorized as high or low grade
with respect to their cellular differentiation, pleomor-
phism, and mitotic activity, which often varies even
within the same neoplasm.!®!® Three classifications of
tumor proliferation are accepted: angiomatous (most
differentiated), spindle (intermediate differentiation),
and undifferentiated.’> Immunohistochemical cell
markers that are specific for endothelial differentia-
tion (ie, factor VIll-related antigen, ulex europaeus
lectin type 1, CD31, CD34) may be useful in confirm-
ing the diagnosis.!’

A novel observation in the identification of CA
has been termed the head-tilt maneuver; pioneered
by Asgari et al,'® it has been reported to be “quick,
easy, and noninvasive clinical aid that emphasizes the
vascular etiology of these tumors.” To perform this
maneuver, the patient places his/her head below the
level of the heart for 5 to 10 seconds while the physi-
cian observes the noted area of suspicion. If the area
becomes markedly more violaceous and engorged, a
vascular neoplasm should be suspeeted and.a prompt
skin biopsy should follow.®

The etiology of CA [remains speculative.
Implications of UV-induced' transfgrmation have
received attention, as many patients with CA also
have a notable history of long-term sun damage; how-
ever, no conclusive evidence is available due to the
rarity_of CA.’ Clearly a link exists between chronic
lymphedema of the upper extremity, irradiation expo-
sure, land an incfeased risk forr CALY? Exposure to
chemical risk factors such as vinyl chloride, arsenic,
and thoritim oxide(a contrast agent) increase’the
risk for angiosarcoma of the liver and other anatomic
sites. These chemicals remain inconclusive as poten-
tial risk factors for CA.16%

Because there is a lack of evidence for potential
treatments of CA, no gold standard or standby treat-
ment protocol exists. Treatment generally includes
wide local excision with margins of 3 to 6 cm of
clinically normal-appearing tissue, though positive
surgical margins still are a frequent obstacle.’*® Punch
biopsies prior to excision or Mohs micrographic sur-
gery have been employed to try and delineate the
tumor margins; however, positive margins still tend
to be a concern. The combination of invasive nature,
indistinguishable borders, and a typically large CA at
presentation make primary closure of an excision site
highly unlikely.?’ Radiation therapy often is employed
as postoperative adjunctive therapy, as monotherapy
in cases that are not amenable to excision, or as
a palliative measure.”'®?® There is some evidence
that surgery with postoperative radiation therapy
confers the most resolute prognosis for survival.?®
Considerations for lymph node dissection should be
reviewed based on initial tumor size.?! Chemotherapy
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and gene therapy also have been employed but with
less-consistent results.”®?? Local reoccurrences of CA
on the head and neck are common with metastasis
that occurs through hematologic spread predomi-
nantly to the lungs and liver, as well as the spleen,
regional lymph nodes, heart, and the brain.>® The
average survival period after metastasis is 4 months.’
Overall the prognosis is poor with a median survival
period of 28.4 months and a 5-year survival rate of
10% to 34%.>'19203 Poor prognostic factors include a
presenting diameter greater than 5 cm, depth of inva-
sion greater than 3 mm, high-grade lesions, positive
surgical margins, and metastases.”!*°

Cutaneous angiosarcoma that presents as HZ is
unique, and we illustrate its deceiving presentation.
Other more common metastatic diseases with scarcely
reported zosteriform cutaneous metastases also have
been described.* The ideology of zosteriform mor-
phology for cutaneous metastases varies including a
Ko6bner-like phenomenon, neural alteration, invasion
of sthe pesineuralslymphatic vessels, or invasion of
the vasculature of dorsal root ganglia. It is unclear
whether [I or morérof these channels is responsible
for this morphology, which may or may not have
been affected “or influenced by an earlier episode
of HZ.** In our case, histology revealed perineural
invasion, which could potentiate this presentation
of CA as HZ morphology. No other sound evidence
has been’ found\to support that this association
was more than coificidence of appearance. Our
report contributes, to the limited number of /cases of
CA and shows that CA( can| present with zosteri-
form characteristics.

REFERENCES

1. Hudson CP, Hanno R, Callen JP. Cutaneous angiosar-
coma in a site of healed herpes zoster. Int ] Dermatol.
1984;23:404-407.

2. Steinway DM, Fretzin DE Acquired zosteriform cavernous
hemangiomas: brief clinical observation. Arch Dermatol.
1977;113:848-849.

3. Kim CY, Nam YH, Kim GD, et al. Tufted angioma in
site of healed herpes zoster: isotopic response. Clin Exp
Dermatol. 2006;31:714-715.

4. Savoia P, Fava P, Deboli T, et al. Zosteriform cutane-
ous metastases: a literature meta-analysis and a clini-
cal report of three melanoma cases [published online
ahead of print June 5, 2009]. Dermatol Surg. 2009;35:
1355-1363.

5. Morgan MB, Swann M, Somach S, et al. Cutaneous an-
giosarcoma: a case series with prognostic correlation. ] Am
Acad Dermatol. 2004;50:867-874.

6. Rich AL, Berman P. Cutaneous angiosarcoma presenting

as an unusual facial bruise [published online ahead of print

July 22, 2004]. Age Ageing. 2004;33:512-514.

WWW.CUTIS.COM

Copyright Cutis 2012. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



10.

11.

12.

13.

14.

15.

16.

Aguila LI, Sanchez JL. Angiosarcoma of the face re-
sembling rhinophyma. ] Am Acad Dermatol. 2003;49:
530-531.

Mark R], Poen JC, Tran LM, et al. Angiosarcoma. a re-
port of 67 patients and a review of the literature. Cancer.
1996;77:2400-2406.

Maddox JC, Evans HL. Angiosarcoma of skin and soft
tissue: a study of forty-four cases. Cancer. 1981;48:
1907-1921.

Brown MD. Recognition and management of un-
Clin.  2000;18:

usual cutaneous Dermatol

543-552.

Lezama-del Valle P, Gerald WL, Tsai ], et al. Malignant
vascular tumors in young patients. Cancer. 1998;83:
1634-1639.

Jones EW. Malignant angioendothelioma of the skin. Br J
Dermatol. 1964;76:21-39.

Benbenisty KM, Lang PG, Maize JC. Extensive angio-
sarcoma on chronically sun-damaged skin. Am ] Clin
Dermatol. 2004;5:53-55.

Tiwary SK, Singh MK, Prasad R, et al. Primary angio-
sarcoma of the breast [publishéd online \ahead of print
August 28, 2006]. Surgery. 2007;141:821-822.

Cannavd SP, Lentini M, Magliolo E, et al, Cutaneous
angiosarcoma of the face. ] Eur Acad Dermatol Venereol.
2003;17:594-595.

Glickstein ], Sebelik ME, Lu Q. Cutaneous angiosarcoma
of the head and neck: a case presentation and review of the
literature. Ear Nose Throat J. 2006;85:672-674.

tumors.

. . M . 5

17.

18.

19.

20.

21.

22.

23.

24.

Ohsawa M, Naka N, Tomita Y, et al. Use of immunohisto-
chemical procedures in diagnosing angiosarcoma: evalua-
tion of 98 cases. Cancer. 1995;75:2867-2874.

Asgari MM, Cockerell CJ, Weitzul S. The head-tilt
maneuver: a clinical aid in recognizing head and neck
angiosarcomas. Arch Dermatol. 2007;143:75-77.

Boffetta P, Matisane L, Mundt KA, et al. Meta-analysis of
studies of occupational exposure to vinyl chloride in re-
lation to cancer mortality. Scand ] Work Environ Health.
2003;29:220-229.

Pawlik TM, Paulino AF, McGinn C]J, et al. Cutaneous
angiosarcoma of the scalp: a multidisciplinary approach.
Cancer. 2003;98:1716-1726.

Aust MR, Olsen KD, Lewis JE, et al. Angiosarco-
mas of the head and neck: clinical and pathologic
characteristics. Ann Otol Rhinol Laryngol. 1997;106:
943.951.

Abraham JA, Hornicek FJ, Kaufman AM, et al. Treatment
and outcome of 82 patients with angiosarcoma [published
online ahead of print March 14, 2007]. Ann Surg Oncol.
2007;14:1953-1967.

Mark RJ, Tran LM, Sercarz ], et al. Angiosarcoma of the
head and neckinthe UCLA experience 1955 through
1990." Archy Otolaryngol Head Neck Surg. 1993;119:
973-918.

Zalaudek I, Leinweber B, Richtig E, et al. Cutaneous zos-
teriform melanoma metastases arising after herpes zos-
ter infection: a case report and review of the literature.
Melanoma Res. 2003;13:635-639.

‘,.2 I NEED MORE INFORMATION?

Angiosarcoma Arising in the Eyelid

Access these related articles in our online archives at www.cutis.com

Cutaneous Angiosarcoma of the Knee: A Case Report and Review of the Literature
Cutaneous Angiosarcoma With Skin Metastases and Persistent Bloody Pleural Effusions

Use our Advanced Search to find these articles and more online!

WWW.CUTIS.COM

Copyright Cutis 2012. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.

VOLUME 90, JULY 2012 45





