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HORMONAL SUPPRESSIVE THERAPY OF ENDOMETRIOSIS - ARE WE REALLY IMPROVING THE PATIENT'S HEALTH?
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Endometriosis shares many clinicopathologic characteristics with ovarian carcinomas. Malignant transformation arise in 0.3%-1.6% of patients. Loss of heterozygosity [LOH] was detected in endometriosis, and the tumor suppressor gene PTEN/MMAC/TEP1 on chromosome 10q23 is somatically mutated. LOH is common on chromosomes 4q (8%), 5q (25%), 6q (27%),  9p (21-31%), 11q (22%), and 22q (15-31%),in endometriosis with endometrioid carcinoma . Recent molecular cytogenetic studies provide novel evidence that acquired chromosome-specific alterations may be involved in endometriosis, possibly reflecting clonal expansion of chromosomally abnormal cells. Mutations in the tumor suppressor PTEN gene in the endometrioid subtype of epithelial ovarian cancer further suggest that somatic genetic alterations represent early events in the transformation of benign endometriotic cells. Somatic DNA alterations of chromosome 17 and p53 loss in late stage endometriosis,were interpreted to propose that endometriosis arises as results of alterations occurring in a multi-step process similar to cancer. The initial event might involve genes that are involved in the regulation of programmed cell death or senescence of cells. Additional random mutation events in genes that influence cell adhesion (e.g. PTEN, E-cadherin, DCC) or growth (e.g. c-myc, Her-2/neu oncogenes) may give rise to localized uncontrolled proliferation and endometriosis. Still further mutations in other tumor-suppressor and/or oncogenes (e.g. bcl-2 and p53) may confer upon cells invasive features capable of spreading to other areas or organs, causing severe/late stage disease. Deletions of the short arm of chromosome 1 were found in 50% of cases with advanced-stage endometriosis. One may assume that aneuploid cells, bearing chromosomal abberations are more prone to malignant transformation than normal diploid cells. Therefore, a high rate of aneuploidy may suggest a higher tendency towards malignant transformation. Hormonal ablative therapy by GnRH-a, Danazol, or gestagens, either alone or in combination with surgical laparoscopic therapy, may possibly suppress normal, eukaryotic cells in the endometriotic implants, more than aneuploid cells bearing chromosomal aberrations. Thus, theoretically, we may increase the rate of dyskaryotic cells in the endometriotic implants, by hormonal manipulation, possibly augmenting the risk of malignant transformation in these implants. Indeed, in support of such a possibility, most recently, Danazol has been linked to ovarian cancer. If this may indeed be the case, we may possibly violate the ancient rule of good medical practice, namely “primum non nocere”. 



















