
Intervalolibre 

www.intervalolibre.wordpress.com 
November 1

st
, 2015 

 

 

Clear cell cancer of the ovary: Unmasking the villain 
 
Jorge Sánchez-Lander* 
 

 
 
 
 
I believe in life as terrestrially, 
tangible, vaguely round, 
less spherical in its poles, 
everywhere full of horizons. 
 
Creo en la vida, in Poemas Selectos. Eugenio Montejo, bid & co editor, Caracas, 2005. 

 

The ovary is the organ where is faithfully kept the collection of almost all of the cell lines that make up 
the human body. Thanks to the cell multiplicity that coexists in the ovary, it can lead to very different 
benign and malignant neoplasms together. In the female gonad, it is possible to develop from a non-
gestational choriocarcinoma, thyroid, neuroendocrine tissue and glial tumors to strange foetiforms 
teratomas. For this reason, when we assume that the scheme for pharmacological treatment of a 
papillary serous carcinoma may be the same that arises, for example, for a Mucinous carcinoma since 
both are epithelial tumors of the ovary, it is an increasingly unsustainable argument. It is undeniable 
that these two tumors share many morphological characteristics, but today genetic studies had found 
that high grade serous tumors are not formed in the ovary but in the epithelial lining of the distal 
portion of the fallopian tube and even the origin of the Mucinous remains unclear.   
 
In terms of clear cell tumors recently has recognized an association with endometriosis and 
endometriod type tumors. It has been shown that in these three histopathological entities share the 
presence of mutations of the ARIDIA (AT-rich interactive domain-containing protein 1A) and the PI3K. 
Indeed, for some time some researchers consider that clear cell ovarian carcinoma (OCCC) is an 
advanced stage of evolution of the endometriod line. One of the most salient aspects of OCCC is that 
presents some phenotypic characteristics very similar to clear cells tumors of the kidney. Also it has 
been observed that the OCCC have reported a benefit in some patients with the use of sunitinib, 
especially effective drug in renal carcinoma, a fact that supports the perception of a similar 
pathogenetic pathway.

1 

 
The OCCC accounts for less than 10% of malignant epithelial tumors of the ovary in the Western world 
as opposed to East Asia, where it reaches between 15-25%. 

2,3
 It is a tumor that often occurs in women 

younger than the average age recorded for the papillary serous and is diagnosed in a significant 
proportion in initial stages. In terms of advanced lesions, the OCCC has a worse prognosis than the 
papillary serous of high grade with the same clinical stage by his marked chemoresistance

4
. However in 

tumors in stages I and II, the myth of increased aggressiveness is increasingly less accepted.  
 
In the first issue of November 2015 of Gynecologic Oncology, Catherine A. Shu et al. published the study 
Ovarian clear cell carcinoma, outcomes by stage: The MSK experience, an interesting retrospective 
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analysis of a cohort of patients from the Memorial Sloan Kettering Cancer Center in New York
5
. With a 

sample of 227 patients attended between January 1996 and December 2013 and with an average age at 
the time of the diagnosis of 53 years (range, 30-82).  In terms of outcomes, in patients with early stage 
disease, 110 patients (62.2%) had illness in Stage I, 17 (9.6%) in stage II, 39 (22.0%) had stage III disease 
and 11 (6.2%) in stage IV.  
 
Among the stage I patients, 60 of them (54.6%) had illness stage IA and 50 women (45.4%) were 
diagnosed with disease stage IC. In patients with stage IC, 31 patients (62.0%) were allocated to this 
stage by surgical rupture during the intervention, while in 19 patients (38%) presented ovarian surface 
involvement or positive peritoneal cytology. The difference in progression-free survival (PFS) at 3 years 
between patients stage IA and stage IC was statistically significant (92.9% vs 75.7%, respectively.) HR 
5.03, 95% CI: 1.67 to 15.15; p = 0.001). 
 
This difference was also estimated by the subgroup analysis of patients in stage I. Patients with stage IC 
by the surgical rupture presented a HR of 1.64 (95% CI: 0.37 to 7.34) compared with a HR of 10.38 (95% 
CI: 3.34 to 32.2) for patients with disease IC by capsular involvement and/or peritoneal cytology 
positive, when compared with the patients with stage IA. Before this remarkable difference the authors 
warn that these results should be interpreted with caution given the small size of the sample. While 
some patients stage IA and IC, surgical ruptures received three or fewer cycles of chemotherapy, all 
patients Stage IC by capsular involvement were treated with more than three cycles of chemotherapy. 
 
In patients with stage I recorded a good prognosis, with a 3-year overall survival (OS) of 90.1%. The 3 
years OS for the IA stage was 93.5% and 85.9% for the stage IC (4.05 HR, 95% CI: 1.09 to 14.96; p = 0.02). 
Also in the analysis of the subgroups within the stage IC, stage IC by surgical rupture patients presented 
a 3 years OS of 96.2% (HR 1.53, 95% CI: 0.25 to 9.16), compared to 3 years OS of 71.9% (HR 7.56, 95% CI: 
1.95 to 29.3) in patients with stage IC by infiltration of the ovarian surface. 
 
The findings of this series, as for patients with stage I confirm that the prognosis of patients with OCCC 
stage IC, given only by capsular rupture, is similar to patients with stage IA. The worst prognosis-related 
factors were the presence of ascites, IC stage by invasion of the ovarian surface or positive peritoneal 
cytology. This consideration reinforces the importance of the correct evaluation of the sample of 
peritoneal fluid and the surgical report and pathology of the gonadal surface condition, in order to 
consider the display and duration of adjuvant chemotherapy.  
 
One of the questions that still have to be defined is if really the patients with OCCC stage IA have 
benefits from adjuvant chemotherapy. As to the benefit of adjuvant radiotherapy indication in patients 
with stage IC by serous affectation and II stages, this series findings were not sufficient to estimate this 
aspect. However, the authors acknowledge that a Canadian retrospective series showed a significant 
increase in disease-free survival at 5 years of 20% in patients with stage IC and II who received adjuvant 
radiotherapy

6
. To expand on this theme is highly recommended to review the summary of the first 

International Symposium on clear cell ovarian Cancer, published in 2011
7
. 

 
One of the limitations of this study, while the majority of the patients received chemotherapy based on 
carboplatin-paclitaxel schemes, was that it was provided to the remaining patients different schemes, 
making difficult the evaluation of adjuvant chemotherapy in a reliable way. 
The OCCC is shaping up as one of the most important objectives of the clinical research, especially in 
Asia and North America. The definition of the true value of an alternative scheme of “to measure” 
chemotherapy and the identification of the mutations that define the different pathogenetic pathways, 
will be essential to consider standard use of targeted new therapies in the treatment of one tumors that 
still is considered, by a large majority, as one of the deadliest of the gynecological sphere.   

 
*Servicio de Ginecología Oncológica, Instituto de Oncología Luis Razetti y Clínica Santa Sofía, Caracas, Venezuela. 
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