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ABSTRACT

Spontaneous haemothorax (SH) is a rare subcategory of haemothorax that involves the accumulation of blood within the pleural space in
the absence of trauma. SH especially occurs in middle-aged or elderly patients, but data are usually limited to case reports and case series.
Coagulopathy, aneurysm or aortic dissection, Rendu-Osler-Weber syndrome and malignancy have to be considered among the causes of SH.
Aim: We describe a case of primary angiosarcoma of the spleen presenting as relapsing haemothorax.

Results: An 81-year-old woman was referred to our hospital because of a 2-month history of relapsing haemothorax after the performance
of urgent splenectomy due to active bleeding from large spleen cysts. No evidence of neoplasm was seen after pathological examination
of the spleen. On admission, left haemothorax and 2 new cystic masses in the thoracic wall were documented, both in close relation to the
scars of previous surgery and chest tubes. After excision of 1 mass, histological examination revealed angiosarcoma, and a final diagnosis of
primary angiosarcoma of the spleen with postsurgical metastatic dissemination to the thorax and pleura was made.

Conclusion: Primary angiosarcoma should be included in the differential diagnosis of haemorrhagic spleen cysts. Clinical diagnosis
and management usually requires splenectomy, but it should be carefully planned in order to avoid local metastatic dissemination or
haematogenous spread of the tumour.

LEARNING POINTS

e Thedifferential diagnosis of spleen cysts must include malignant conditions.

e Despite its absolute rarity, angiosarcoma is considered the most common primary non-haematolymphoid splenic malignancy and has a
poor prognosis.

e Splenectomy isusually required for a prompt diagnosis of primary angiosarcoma of the spleen, but it needs to be performed with extreme
caution to avoid metastatic dissemination.
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INTRODUCTION

Primary malignant processes of the spleen are extremely rare and commonly mistaken for benign vascular or malignant non-vascular tumours
due to highly variable histology. Despite its absolute rarity, angiosarcoma is considered the most common primary non-haematolymphoid
splenic malignancy (2. Despite diagnosis and clinical management that includes splenectomy in most cases, prognosis is very poor because
of early multifocal metastasis.

CASE DESCRIPTION

An 81-year-old woman was referred to our hospital because of relapsing haemothorax after urgent splenectomy. Two months before this
admission, the patient was hospitalized at another hospital because of a 4-month history of fatigue and non-quantified weight loss. Blood
tests showed iron deficiency anaemia and elevated acute-phase reactants. A computed tomography (CT) scan showed splenomegaly with 2
large cystic lesions (10x8 cm and 5x5 c¢cm) (Fig. 1A).

Figure 1. A. CT showed 2 splenic cystic lesions with signs of active bleeding. B. Metabolic activity was present in all masses on PET-CT

Urgent splenectomy was indicated because clinical and radiological signs suggested active bleeding of 1 of the spleen cysts. Pathological
examination of the spleen described the presence of pseudocysts containing necrotic and haemorrhagic material, with poorly defined
margins, acute and chronic inflammatory infiltrates in the splenic parenchyma and no evidence of neoplasm. Soon after the surgery, the
patient was discharged. However, 2 months later she was readmitted due to progressive shortness of breath and pleuritic chest pain due to
extensive left postsurgical pleural effusion. A chest tube was then placed, showing pleural haemorrhagic exudation, with no malignant cells
or microorganisms. The subsequent clinical course was significant for progressive anaemia and spiking fever, and a new haematic collection
was detected in the thoracic surgical site. At that time, the patient was referred to our institution. On arrival, physical examination showed 2
new subcutaneous and painful masses of 5 cm each in the left posterior thoracic wall, both in close relation to the scars of previous surgery
and chest tube introduction. Laboratory tests revealed severe anaemia and increased acute-phase reactants. A CT scan confirmed the
extensive left pleural effusion and the 2 cystic masses described earlier, but also showed 2 additional subpleural cystic nodules in the left
thorax and 2 5x3 cm lobulated cystic masses in the greater curvature of the stomach.
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The radiological characteristics of the masses were similar to the spleen cysts from the splenectomy performed during the patient’s first
admission. Positron emission tomography-CT (PET-CT) demonstrated 18F-fluorodeoxyglucose uptake in all masses (Fig. 1B), this being
maximal in the subcutaneous thoracic cysts. The analysis of pleural fluid showed haemothorax with no evidence of malignant cells or
infection. A chest tube was then placed in the left pleural space and intrapleural urokinase was administered. Coagulopathy, autoimmunity
and infectious diseases and agents such as tuberculosis, Echinococcus spp. and amoebae were also ruled out. An ultrasound-guided biopsy
of 1 of the subcutaneous thoracic masses showed atypical cells with no other findings. Unfortunately, the general condition of the patient
worsened rapidly and masses enlarged with progression to severe anaemia, requiring repeated blood transfusions. At that time, 1 of the
thoracic masses was excised by a plastic surgeon, giving a diagnosis of angiosarcoma at histological examination (Fig. 2). A final diagnosis of
primary splenic angiosarcoma with thoracic and pleural metastatic postsurgical invasion was then made. The patient was finally discharged
home for palliative care follow-up, since chemotherapy and radiotherapy could not be indicated due to persistent cytopenia and infectious
complications. Three months later, the patient died.

Figure 2. Pathological examination of the cyst. 2A (macroscopy): subcutaneous haemorrhagic lesion with cystic and necrotic areas. 2B (microscopy): vascular cavities covered with an

endothelium of atypical epithelioid cells

DISCUSSION

Angiosarcoma is a rare malignant vascular tumour that accounts for <2% of all sarcomas. It usually occurs in middle-aged and elderly
patients, and symptoms are closely related to the tumour location, the most common being the skin, heart, liver, spleen, bone and Gl tract.
Spontaneous haemorrhagic pleural effusion is directly related to pleural invasion from the primary tumour site, and it usually has a bloody
appearance with a high haematocrit value and also contains neoplastic cells.

No more than 300 cases of primary angiosarcoma of the spleen have been reported to date, with most of these diagnosed between the fifth
and sixth decades of life, with a slight male preponderance. Interestingly, benign splenic tumours such as haemangiomas have been suggested
to be a precursor to splenic angiosarcoma (2, as well as other environmental and occupational carcinogens . The usual symptoms at onset
include fatigue, weakness, anorexia, weight loss, abdominal pain?, and occasionally, fatal haemorrhagic shock due to spontaneous splenic
rupture*¢. The differential diagnosis should consider benign splenic haemangioma and malignant lymphoma, and diagnostic tests should
include histological analysis of surgical specimens by biopsy or splenectomy 7!,

Similar to other forms of angiosarcoma, primary angiosarcoma of the spleen commonly has early multifocal metastasis to the liver, lungs,
lymph nodes, bone and ovaries through haematogenous spread. Characteristically, splenic tumour rupture with haemorrhagic shock
facilitates peritoneal dissemination of the tumour and confers a very poor prognosis >4, Early splenectomy is the preferred therapeutic
option, improving outcomes in both localized and metastatic disease, especially if performed before spontaneous splenic rupture (1214,
Although unusual, local metastatic recurrence after surgery has also been described, as occurred in our case. Concurrent chemotherapy has
been proposed, but with no specific and effective regimens described to date 1“8 Local radiotherapy has been also used as a haemostatic
measure. Nevertheless, the current average survival time is usually less than 6 months after diagnosis 2.
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In conclusion, a comprehensive approach should be carefully developed when studying splenic cystic masses, including consideration
of infectious, vascular, autoimmune or malignant diseases. We report the case of an 81-year-old woman with relapsing haemothorax as
the unusual presentation of primary angiosarcoma of the spleen. In our case, haemothorax was caused by local metastatic invasion and

dissemination from the primary splenic location to the thoracic wall and pleural space, probably after an accidental rupture of the spleen
during splenectomy. Therefore, although splenectomy is indicated in most cases of primary angiosarcoma of the spleen, it should be carefully
performed in order to avoid metastatic dissemination of the tumour, as this can seriously worsen the already bad prognosis.
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