SARCOMAS OF THE UTERUS 

Introduction


Sarcomas  of the  uterine corpus are  uncommon. Carcinosarcomas (CS)  and Leiomyosarcomas (LMS) traditionally each make up about 40% of all uterine sarcomas.   They were previously considered to be rare tumours but now seem to be increasing in incidence.   The reasons for this are unclear,  but one possible explanation is the better recognition of these tumours.  However other causative factors include the increasing use of pelvic radiation and Tamoxifen exposure.   

Pathology

There are three main variants of uterine sarcomas recognised.  Carcinosarcomas  (often previously know as mixed mesodermal tumours or malignant mullerian tumours),   and leiomyosarcomas (LMS),  each of which accounted for about 40% of the incidence and endometrial stromal sarcomas which constitute about 10% and then the remainder are made up of mixed heterogeneous – often high grade – anaplastic sarcomas. The ratio of CS to LMS  used to  be 1:1 but seems to be changing in favour  of  more CS. The term carcinosarcoma is probably a better reflection of the origin as these tumours usually have mixed sarcomatous and carcinomatous components and traditionally they are divided into homologous and heterologous sub-types depending upon the constituent characteristic cells.  There is increasing molecular evidence emerging to suggest that carcinosarcomas probably derive from epithelial cells and should be regarded as aggressive carcinomas and alternative proposed  nomenclature includes the term metaplastic carcinomas.  Thus there is considerable confusion in the historical literature over the terminology of these tumours.   The topic of endometrial stromal sarcomas is addressed in the accompanying protocol by Dr. K Swenerton. Ovarian  sarcomas are  included  in a  further separate  protocol.

Imaging
Recognition of these tumours as carcinosarcomas is not always apparent pre-operatively.  Hysteroscopy or pipelle may identify malignant tissue but it may only be recognised at the definitive final pathology from the hysterectomy specimen.   However it is recommended that as a minimum pre-operative chest Xray and a CT or MRI of the abdomen & pelvis should be performed. Women with  a  known history of  breast cancer who are  or  have  been on tamoxifen  may undergo regular trans-vaginal ultrasound screening and thus  may be  diagnosed.  If a leiomyosarcoma is identified then detailed pre-operative imaging of the lung with CT is advised in view of their greater propensity to distant metastatic spread especially with lung metastases compared. For carcinosarcomas there is a higher incidence of pelvic and para-aortic lymph nodes (Major 1993).   For those tumours that were initially diagnosed as an endometrial carcinoma  prior to their  hysterectomy, post operative scanning of chest, abdomen & pelvis with CT and/or MRI is advised.   

Surgery
The minimum surgery recommended should be total abdominal hysterectomy,  bilateral salpingo-oophorectomy, and peritoneal washings from the abdominal cavity.  Pelvic lymphadenectomy is recommended  given the higher incidence of positive pelvic lymph nodes in carcinosarcomas.   For these reasons surgery for these tumours is best carried out by an experienced Gynaecological Oncology Surgeon rather than a general Gynaecologist so that optimal surgery will be  achieved. With the increasing development of tumour site specific Cancer Networks we anticipate that more patients will be referred into centralised multi-disciplinary Specialist Teams who will manage these patients and offer the best standard of care throughout the cancer journey.

Post operative care.

Pathology should be reviewed by an experienced Gynaecological Cancer Pathologist.  These tumours are uncommon and there may be difficulties in interpretation.  It is now important to differentiate the different sub-types of uterine sarcoma as different treatment options are required.  .  Standard immunohistochemical techniques should be applied and consideration should be given to measurement of oestrogen and progestrogen receptor status which may add additional information and  offer alternative therapeutic options.   When the pre-operative imaging has not included CT scanning,  this should be completed post operatively.   

Management should be discussed within a multi-disciplinary team format and because of the rarity of these tumours,  entry into clinical trials is strongly recommended.   Local networks will be advised to set up their own data-bases for registration of these tumours as well as linking into the GCIG rare tumour website for registration purposes and update on current clinical trial activity.  

Adjuvant treatment

Treatment options may consist of radiation, chemotherapy or hormonal therapy.   There is no evidence base to support the role of adjuvant hormonal therapy and the meta-analysis does not show any evidence for benefit from adjuvant chemotherapy.   The EORTC 55874 study suggests an improved local control for carcinosarcomas but without any evidence of improved survival.  This is very much in keeping with the behaviour of endometrial carcinomas and supports the view that carcinosarcomas of the uterus are probably best viewed as more aggressive variants of epithelial tumours.  It is difficult to formulate a firm recommendation and indication for radiotherapy for high risk cases (such as involvement of the outer half of myometrium and grade 3 pathology), but assuming pelvic  lymphadenectomy has  been  performed, Radiation can usually be  omitted. Thus  pelvic RT  would  only be  routinely offered  when this  has  not been  performed.  At present it is not possible to routinely recommend the role of adjuvant chemotherapy and clinical trials are urgently required to address this issue.

Recurrence 

Recurrent disease should be managed  by a  specialist multi-disciplinary team and  may involve surgery, radiation chemotherapy and  hormonal therapy or  combinations  of the  above. Locally recurrent disease may still be salvageable  with surgery and  /or  radical radiation therapy and  will  be  partially determined  by the  previous  therapy and  the  patient’s  fitness and  performance status. Thorough  staging should  be  carried  out to  select those  fit  patients with  isolated  disease  who may benefit from  radical salvage treatment with or without neo adjuvant induction chemotherapy especially when there are  solitary  lung or liver  lesions. Systemic relapse disease will  be  treated with chemotherapy and there is  a  need for  international studies to  identify the  optimal  treatment. The  most active agents  include Cisplatin, Carboplatin, Anthracyclines, Ifosfamide and the  Taxanes. The  optimal combination  is still to  be determined. Hormonal therapies  may  be considered  if  ER and PR status are  positive , and  tend to  be  more  favoured  in ESS.

Priorities for future care

The main priorities would seem to be to resolve the confusion of the terminology of these tumours.  At present the term carcinosarcoma seems to be becoming the internationally accepted preferred term and it is suggested that the usage of MMMT should be abandoned.   Given the relative rarity of these tumours it is important that Gynaecological Pathologists work together in local networks to review their own cases and have locally and nationally agreed standards.   Further information is required as to the potential association of Tamoxifen exposure as a causative factor.  So far there are mainly small anecdotal  or small series reports.

Discussion over the minimal standards for surgery is also necessary,  the role of lymphadenectomy is often recommended but greater clarification should be sought.   The role of adjuvant treatments at present may recommend radiotherapy for so-called “high risk cases”.   There is an urgent need to develop new trials to try and answer the question of whether adjuvant radiation alone, radiation plus chemotherapy or chemotherapy in high risk cases advantageous. The  origins  of these tumours  may well be  monoclonal and  new studies should attempt to try and  resolve his debate. The priority is to set up an International data-base using the website of the GCIG to facilitate all of the above.   
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