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Ozer

Primer dalak anjiosarkom nadir gériilen , sik metastaz yapabilen ,kéti prognozlu, agresif bir neoplazidir. Ttimor hiicreleri
endotelyal markerlar (CD31, CD34, and faktér VIII) ile gliclii pozitiflik gostermektedir. Erken dénemde asemptomatik oldugu icin
hastalar ancak rastlantisal olarak veya karin i¢ci kanama bulgulari gibi nedenlerle ge¢ dénemde tani alabilmektedir. Erken tani ve
cerrahi girisim en etkili tedavi yontemidir. Kabul edilen tedavi yontemi splenektomidir. Bu ¢alismada klinigimize karin agrisi ile
basvuran ve primer dalak anjiosarkom tanisi alan hasta literatiir esliginde degerlendirilmistir.
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ABSTRACT

Primary splenic angiosarcoma is a very aggressive neoplasm with poor prognosis due to its very high frequency of metastasis. The
tumor cells exhibit a strong positivity for at least one of the endothelial markers (CD31, CD34, and factor VIl|). The diagnosis is
usually difficult and late because the patient remains asymptomatic till the onset of massive intra-abdominal bleeding. Early
diagnosis and surgical management is the only potentially long —-term therapeutic option. The current and accepted therapy is
splenectomy. Herein, we report a case of primary splenic angiosarcoma that presented with abdominal pain, along with a review
of the current literature..
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Introduction

Primary splenic angiosarcoma (PSA) is among the most
unusual types of malignancies . It is thought to originate
from splenic sinusoidal vascular endothelium. PSA was first
reported by Langhans in 1879. To date, no more than 200
cases of splenic angiosarcoma have been reported in
literature (1). The outcome of splenic angiosarcoma is
typically dismal; only 20% of patients survive for 6 months
(2). The clinical presentation of this disease is variable.
Abdominal pain, abdominal masses, weight loss, and
spontaneous splenic ruptures are common symptoms.
Surgical treatment with splenectomy is considered the only
curative intervention for potential long-term disease-free
survival. Early diagnosis and treatment are very important.
Herein, we report a case of primary splenic angiosarcoma

that presented with abdominal pain.

Case
A 65 year old female who was referred with a complaint of

abdominal pain of three month's duration. The pain was

located in her left upper quadrant. There was no history of
trauma and no association between pain and food
ingestion or change in bowel habits. She had no
constitutional symptoms such as fever, fatigue or weight
loss. She had no history of smoking or alcohol. Physical
examination was normal. She had no clinical signs of

peritoneal irritation.

Laboratory tests showed the following: hemoglobin 13.7
g/dl; white blood cell count 6.18 x 103/pL; platelets 196 x
103/pL; serum total protein 7.4 g/dL; serum albumin 4.3
g/dL; total bilirubin 1.48 mg/dL; aspartate aminotransferase
20 IU/L; alanine aminotransferase 24 1U/L; alkaline
phosphatase 291 IU/L; and serum glutamyltransferase 10
IU/I. ; Carcinoembryonic antigen (CEA) 0.96 ng/MI and
carbohydrate antigen 19-9 (CA 19-9) 11.2 U/ML was within

normal limits.

An ultrasound performed at the referral hospital showed a
solid, hypoechoic 17 mm mass in the spleen.This was

confirmed by computerized tomography (CT). Abdominal
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computed tomography (CT) showed an isodense splenic
mass .Contrast- enhanced CT showed heterogeneous
enhancement of the mass in the arterial phase .The mass
was isodense compared to normal splenic parenchyma in
the portal phase. There was no hepatomegaly or

lymphadenopathy.

Splenectomy was performed. The spleen weighted 315 gr
and measured 14 x 9 x 5 cm Immunohistochemical staining
identified that the large atypical cells were vascular in
origin, being positive for vascular markers CD31, CD34, and
factor VIII. Ki-67 showed a proliferation index of 10-20% .
The neoplastic cells were negative for numerous
hematolymphoid markers: CD3, CD20, CD8, CD45, CD61,
CD138, lysozyme, and myeloperoxidase (MPO). Following
the confirmed diagnosis, the patient decided to seek
further management with oncology. The patient underwent
chemotherapy regiment of paclitaxel for ten cycles and
tolerated the subsequent treatment. She is alive over 2

years from diagnosis and tolerating therapy well..

Discussion

Angiosarcoma of the spleen is a very rare malignancy and
this term is used to report a primary tumor of the spleen
with an annual incidence of 0.14-0.25 per million (3).
Angiosarcomas correspond to less than 1% of soft-tissue
sarcomas, and a smallest fraction occurs in the spleen (4).
The diagnosis is usually difficult and late because the
patient remains asymptomatic till the onset of massive
intra-abdominal bleeding (5). It may arise in any age group,
as cases reported are from 14 months to 89 years of age
with a slight male predominence but no genetic

predisposition (2).

Currently, the pathogenesis of splenic angiosarcoma
remains unknown. Some authors have hypothesized that
splenic angiosarcomas develop from previously existing
benign counterparts, such as hemangiomas and
hemangioendotheliomas (6). For every type of
angiosarcoma, thorium dioxide, vinyl chloride, arsenic and
chemotherapy for lymphoma or radiation therapy for other
malignancies have been considered as causative factors (2).
However, no clear relationship between these factors and

splenic angiosarcoma has been established.

Clinical presentation is nonspecific and may range from

asymptomatic disease revealed by investigations for

unrelated reasons to splenic rupture and lethal
hemorrhage (7). Symptoms are usually non-specific
including left upper abdominal discomfort (75-83%),
dizziness and weight loss (10-40%), as well as anaemia (75-
81%) and thrombocytopaenia (14-55%). Furthermore, fever
was also seen in 10% of the patients with angiosarcoma
(2,8). A life threatening manifestation of PSA is splenic
rupture, resulting in acute abdomen and hemoperitoneum,
which is reported as clinical presentation in 30% of patients
(8).

Definitive pre-operative diagnosis of splenic angiosarcoma
remains challenging, as the radiologists cannot differentiate
angiosarcoma from other benign and malignant splenic
tumours using different imaging modalities. Specifically,
ultrasound, CT and MRI all display supportive evidence of
splenomegaly; the most common findings on ultrasound
are solitary or multiple, solid and cystic mass lesions with
heterogeneous echotexture. On CT imaging, splenic
enlargement in the presence of a heterogeneous mass is
observed in 60% of cases (9,10). On MRI, both T1-weighted
and T2-weighted images show ill-defined nodular lesions
with increased or decreased signal intensity, related to
necrosis and the presence of hemorrhage or fibrosis within
the tumor, respectively (9). The definitive diagnosis could be
made by pathological analysis of diagnostic splenectomy or
by biopsy. Recent studies have reported success rates of
splenic biopsy ranging from 63 to 89%, with complication
rates ranging from 1.5 to 13% (11). Preoperative biopsies
are contraindicated in splenic angiosarcoma due to the high

risks of hemorrhage and dissemination (3).

The histologic appearance and immunochistochemical
analysis of splenic angiosarcoma may be the gold standard
for diagnosing the tumor. Macroscopically, the spleen may
be replaced entirely with malignant diffuse infiltrate. Areas
of hemorrhage and necrosis are often detectable
macroscopically. On the other hand, splenic angiosarcomas
consist of disorganized anastomosing vascular channels
lined with atypical endothelial cells with significantly
irregular hyperchromatic nuclei. The tumor cells exhibit a
strong positivity for at least one of the endothelial markers
(CD31, CD34, and factor VIII) and may also display
histiocytic differentiation markers, such as lysozyme and/or

CD68 (12).
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Primary splenic angiosarcoma is a very rare and aggressive
neoplasm with a high metastasis rate and a poor prognosis.
The rate of metastasis is reported to be 69-100%. The main
metastatic sites are the liver (89%), lung (78%), lymph nodes
(56%), and bone (22%) (13). Montemayor and Caggiano
indicated that splenectomy prior to rupture and
dissemination of the disease is of paramount importance
and median survival is 14.4 months versus 4.4 months after
that incident (14). Naka et al conducted a multivariate
analysis of 55 angiosarcoma cases and found that tumor
size, mode of treatment, and mitotic count were

independent prognostic factors (15).

Nevertheless, due to the rarity of splenic angiosarcoma,
there is no standard chemotherapy regimen. Neuhauser et
al. reported a study of 28 patients who were treated with
splenectomy, and a small part of them received adjuvant
chemotherapy. One patient survived with the disease for 8
years and another was disease free for 10 years. Except for
these 2 cases, the median survival rate was 5 months for
the remaining 26 patients (2).Single agent chemotherapy
such as paclitaxel or docetaxel is recommended for
management of angiosarcoma, while combination
regimens with anthracycline based chemotherapy are used
for soft tissue sarcoma subtypes with nonspecific
histologies (16,17). Hara et al reported the use of
autologous peripheral blood stem cell transplantation
combined with high-dose chemotherapy in splenic

angiosarcoma (13).

Conclusion

In summary primary angiosarcoma of the spleen is a rare
neoplasm arising from endothelial cells. It is an aggressive
neoplasm with a poor prognosis. The current and accepted
therapy is splenectomy. While there are some studies using
chemotherapy and radiation, there is no specific treatment
for splenic angiosarcoma. Early diagnosis and surgical

management is the only potentially long -term therapeutic .
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