OVARIAN CARCINOSARCOMAS

Professor Gordon Rustin,  Mount Vernon Cancer Centre,  Northwood,  Middlesex, UK 

and updated by Dr. Nick Reed, Beatson Oncology centre Glasgow, UK

Introduction

Carcinosarcomas of the ovary contain carcinomatous (epithelial) and sarcomatous (mesenchymal or stromal) elements, both of which are histologically malignant.  They have previously been known as mixed mesodermal tumours or mixed mullerian tumours.   Although earlier series reported that they constituted less than 1% of all ovarian malignancies,  some recent series indicate they are becoming more common.   This probably reflects the use of more extensive sampling and  newer  immunohistochemical techniques which may demonstrate sarcomatous elements within a large mass of epithelial ovarian carcinoma which has been aggressively debulked – as a result of which it may be classified as a carcinosarcoma.   Frequently the sarcomatous component is minor and might not be represented in the metastases.  In those patients in whom the diagnosis is made using the radiologically guided biopsy or laparoscopic biopsy prior to neo-adjuvant chemotherapy,  it is possible to miss the sarcomatous element.   

It is therefore proposed that in future that those tumours that contain less than 25% sarcomatous component should be called epithelial tumours whereas those tumours that contain 25% or greater sarcomatous elements may be called true carcinosarcomas.   In the rare instances where it appears 100% sarcomatous then it may be called an ovarian sarcoma.  Those  tumours with  less than 25% sarcomatous elements should  be  treated as epithelial tumours. 

Differences from epithelial ovarian cancer.

The major component of most carcinosarcomas is epithelial carcinomatous elements similar to those seen in epithelial ovarian cancer.   The finding that carcinosarcomas are monoclonal suggest that the sarcomatous elements develop from the epithelial elements.  There is increasing evidence, particularly in uterine sarcomas, to support this hypothesis.   Although they have been considered to have a worse prognosis than epithelial ovarian cancer,  recent reports suggest that comparing patients with the same stage,  the prognosis is similar with an overall median survival of three years.  Their presenting features and clinical behaviour are identical to epithelial ovarian cancer.   

Pathology and tumour markers

Two types of carcinosarcomas are recognised – homologous where the mesenchymal or sarcomatous element is indigenous to the ovary, such as leiomyosarcoma, fibrosarcoma or angiosarcoma and heterologous – where the mesenchymal component is foreign such as rhabdomyosarcoma,  liposarcoma,  chondrosarcoma.   These sarcomatous elements are predominantly hyper-cellular sheets of small hyper-chromatic round or spindle cells with a high mitotic rate.   The epithelial elements are most commonly serous but can be endometrioid, mucinous or clear cell.  Serum CA-125 is often elevated and serum levels of beta-HCG or AFP may also be elevated and immunocytochemistry may show localisation of uptake to the sarcomatous stroma.  

Imaging

This would generally be considered similar to ovarian epithelial carcinoma.  However given the higher risk of pulmonary metastases,  CT scanning of the chest should routinely be included.  

Surgical management

This would normally be the same as that for epithelial ovarian cancer and would consist as a minimum of total abdominal hysterectomy, bilateral salpingo-oophorectomy, omentectomy,  peritoneal washings and where appropriate in apparent early stage cases blind peritoneal biopsies and sub-diaphragmatic biopsies.  Lymphadenectomy would  not  be routinely recommended  

Post surgical treatment

There have been no randomised trials of either adjuvant chemotherapy or chemotherapy for relapsed or residual disease.   

The literature contains a number of relatively small series of patients, usually containing less than 50 patients. There is controversy as to whether the improvement in outcome may reflect better surgical technique or more aggressive surgery or whether it reflects the increasing use of chemotherapy with regimes using Platinum and/or Taxane based combinations.   Response rates of up to 70% have been described with combination chemotherapy. Regimes that have been favoured include Cisplatin/ Adriamycin/ Ifosphamide,  Carboplatin/ Taxol,  or Taxol/ Epirubicin/ Carboplatin.  A recent paper from Boston has shown a significantly improved survival in those patients who achieved optimal debulking surgery.  There are no trials that compare single agent chemotherapy with multiple agents.  Many of the schedules used will reflect the experience and prejudice of the investigators.    Further studies are required to evaluate the role of chemotherapy and as to which agents should be used.

Clinical trials. For an updated  list of relevant clinical trials, reference should  be made to the appendices  of the  GCIG website and to the PDQ website from the NCI. 
Registration details

The same as for epithelial ovarian cancer.  The central pathology review with some consensus is required and how to categorise the percentage of the tumour that is epithelial and the percentage that is sarcomatous.   The suggestion that less than 25% sarcomatous element would indicate that the tumour is best managed as an epithelial ovarian cancer is recommended and that for those tumours equal to or greater than 25% should be considered carcinosarcomas.  Clinical trials are urgently required to determine the best schedules.  
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