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Angiosarcoma

Angiosarcoma is a rare and highly aggressive malignancy that originates from endothelial cells, the
cells that line the blood vessels. Representing approximately 1% of all soft tissue sarcomas, it is
known for its poor prognosis, particularly when diagnosed at advanced stages. The five-year
survival rate for angiosarcoma patients ranges between 12% and 25%, with a high incidence of
local recurrence and distant metastasis.

The tumor is known to involve the vascular system, exhibiting a range of histological patterns,
including sinusoidal, cavernous, or poorly organized vascular channels. This neoplasm can present
as solid masses, nodules, or irregular vascular formations, which complicate early diagnosis and
management.

Pathophysiology and Etiology

Angiosarcomas arise from endothelial cells that exhibit atypia and proliferate in an uncontrolled
manner, leading to tumor formation. These tumors may grow along pre-existing vascular channels
or create new, disorganized vascular spaces within the tumor. The exact cause of angiosarcoma
remains unclear; however, several risk factors have been identified. Notably, a history of chronic
lymphedema and prior radiation therapy are well-established predisposing factors.
Radiation-induced angiosarcomas often develop after breast cancer treatment and are associated
with the tissue changes resulting from radiation-induced fibrosis.

Angiosarcoma can be categorized into cutaneous and visceral types, depending on the location of
the primary tumor. Cutaneous angiosarcomas are the most common, typically present in elderly
individuals, especially white men, with a median age between 60 and 71 years. The head and neck
region is the most frequent site for cutaneous angiosarcoma, although the tumor is also frequently
observed on the chest wall in patients who have undergone radiation therapy for breast cancer.

Clinical Presentation

Patients with angiosarcoma may present with a variety of clinical manifestations depending on the
tumor's location and stage. Cutaneous angiosarcoma usually appears as a purple or bluish-red
lesion that can evolve into an ulcerated mass. In some cases, it may mimic benign vascular lesions,
leading to delayed diagnosis. For visceral angiosarcomas, symptoms vary based on the organ
involved, and patients may present with signs of organ dysfunction, pain, or unexplained weight
loss.

Diagnosis
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The diagnosis of angiosarcoma is primarily based on histopathological examination and
immunohistochemical analysis. Tumor biopsies often reveal a highly vascularized lesion with
endothelial atypia. Immunohistochemical staining for markers such as CD31, von Willebrand
factor, and factor VIII-related antigen can help confirm the endothelial origin of the tumor.
Magnetic resonance imaging and computed tomography scans are commonly employed to assess
tumor size, local extension, and potential metastasis.

Treatment Options

Management of angiosarcoma requires a multidisciplinary approach, and treatment strategies are
tailored based on tumor location, size, resectability, and the patient’s overall health. The mainstay
of treatment for localized angiosarcoma remains surgical resection with clear margins. Given the
aggressive nature of these tumors, achieving negative surgical margins is critical to improving
overall survival. Postoperative radiotherapy is often recommended to reduce the risk of local
recurrence and improve long-term outcomes. In patients with radiation-induced angiosarcoma,
radiation therapy may be less effective, and careful consideration of the overall treatment plan is
needed.

In cases of advanced or metastatic angiosarcoma, chemotherapy remains a key treatment option.
Paclitaxel, a chemotherapy agent, has shown efficacy in managing angiosarcoma, particularly in
cases with advanced or metastatic disease. However, treatment response can be highly variable,
and outcomes often depend on the tumor's primary site, size, and whether the tumor is de novo or
radiation-induced. Other chemotherapeutic agents, such as doxorubicin and ifosfamide, may also
be used, though these are associated with limited success and considerable side effects.

Emerging Therapeutic Modalities

Recent research has focused on novel therapeutic strategies aimed at targeting the vascular
endothelial growth factor (VEGF) and other molecules involved in angiogenesis, as these play
crucial roles in the pathophysiology of angiosarcoma. Angiogenesis inhibitors such as
bevacizumab, which targets VEGF, and sunitinib, a tyrosine kinase inhibitor, are being investigated
in clinical trials. These agents aim to disrupt the blood supply to the tumor, thus inhibiting its
growth and metastasis. Although early results are promising, further research and clinical trials
are needed to determine the efficacy and safety of these treatments.

Prognosis and Survival

The prognosis for patients with angiosarcoma is generally poor, particularly for those diagnosed
with metastatic disease. As mentioned, the five-year survival rate ranges from 12-25%, depending
on tumor stage and treatment response. The prognosis is more favorable for patients with
localized, resectable tumors, while patients with extensive local invasion or distant metastases
have a significantly lower survival rate. Ongoing research into targeted therapies and angiogenesis
inhibitors offers hope for improved outcomes in the future.
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Conclusion

Angiosarcoma is a rare but highly aggressive malignancy with a poor prognosis when diagnosed at
advanced stages. Early detection and surgical resection remain the most effective treatment
modalities, while adjuvant therapies such as radiotherapy and chemotherapy play crucial roles in
managing advanced disease. Emerging therapeutic strategies targeting angiogenesis and vascular
permeability hold promise for improving patient outcomes. Given the complex nature of
angiosarcoma, a multidisciplinary approach is essential for optimal management.
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