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I am allergic to take decisions and, whenever I can, I wash my hands … The decisions are only enjoyed when bringing 

them up to make them unnecessary, or when the circumstances impose them. The experience proves it: every election is 

ultimately pointless and wrong.  

Ben Amí Fihman, Como todo el mundo, por una vez en Boca hay una sola, 2006.  

 

It can be said that until 2010 the predominant trend in the surgical treatment of epithelial 

advanced ovarian cancer was optimal cytoreduction. A thought maintained, with very few 

changes, from the formulations of Meigs in the decade of 1940 until today. With the publication of 

the essay EORTC1 and later in 2015 CHORUS2, it was shown that neoadjuvant chemotherapy 

followed by interval surgery (NACT) is not less than the primary cytoreduction surgery (PCS) 

regarding progression-free survival and overall survival. Also offers a best profile with regard to 

morbidity and mortality induced by the treatment that has been conforming in one of the main 

attractive of this therapeutic mode. These two studies considered as robust evidence have been 

criticized especially by low rates of optimal cytoreduction 3. Today, the choice between one and 

the other modality of treatment remains very controversial. This issue was widely treated in an 

article in this site by October 2015, which describes the evolution of the concept of debulking in 

recent years4. 

In September 2016 the Journal of Clinical Oncology published the article Use and Effectiveness of 

Neoadjuvant Chemotherapy for Treatment of Ovarian Cancer5. A multicenter observational study 

in six U.S. reference Oncology centers, which included 1,538 patients with epithelial ovarian 
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cancer stage IIIC and IV, between 2003 and 2012. The first element that is obtained of the results 

is the increase in the use of the NACT in such centers. Between 2003 and 2010, the 16% of the 

patients with stage IIIC were subjected to NACT in contrast with the 34% between 2011 and 2012. 

While for patients with stage IV the proportion went from 41% between 2003-2010 to 62% 

between 2010-2012 which denotes an interesting change in its acceptance since 2010. 

The factors that influenced the indication for NACT in patients with stage IIIC, was advanced age, a 

higher risk profile and levels of CA 125 greater than or equal to 1,000 IU/ml. For patients with 

stage IV, advanced age and elevated CA 125 levels were the most influential factors for lean to the 

NACT. The follow-up reported was 61 and 70 months in stage IIIC and IV patients, respectively. 

There was a significant decrease in overall survival stage IIIC of 33 vs 43 months with NACT and 

PCS, respectively (HR, 1.40; 95% CI, 1.11 - 1.77). In patients with stage IV, overall survival was 31 vs 

36 months, for NACT and PCS, respectively, the difference was not statistically significant (HR, 

1.16; 95% CI 0.89 to 1.52).  On this aspect, by processing variables that could act as not estimated 

biases especially the high-volume disease, the authors clarify that the evidence continued to be 

stable and the statistical difference was maintained. It is of utmost importance have accomplished 

set, from the statistical point of view, an instrumental way of lessen such effect. Commonly in 

published studies before the EORTC, in which patients were randomly distributed for the first time 

between the NACT and PCS, patients with bulky disease and therefore with worse prognosis, were 

derived to treatment with NACT. This generated a methodological important bias that distorts the 

results. In the present series, it was used an evaluation with differences in the prevalence of high 

volume disease, and still estimating that the 80% of the patients in the NACT group and a 60% in 

the patients with PCS had voluminous disease, the statistic difference was convincingly kept. Is to 

point out that the patients with a high volume of preoperative disease have an increased risk of 

death compared with patients with low or moderate levels of disease, however until the 

publication of the article Does Aggressive Surgery Improve Outcomes? Interaction Between 

Preoperative Disease Burden and Complex Surgery in Patients With Advanced-Stage Ovarian 

Cancer: An Analysis of GOG 1826 in 2015, was unknown that regardless of whether or not a 

complete cytoreduction (R0) is achieved, patients with disseminated disease have a progression-

free survival and overall survival similar to that of the patients with gross residual disease less than 

1 cm.   

While the patients in the NACT group showed a greater tendency to have residual disease less 

than or equal to 1 cm after interval surgery the patients subject to PCS, this did not result in any 

benefit in survival. On the contrary, in the subgroup analysis on the basis of the amount of residual 

disease (less than or equal to 1 cm) after surgery, patients undergoing NACT showed an overall 

survival significantly less that those patients with PCS, with 28 vs 45 months respectively (HR, 1.49; 

95% CI, 1.01 to 2.18; P =.04).  This may relate to an aspect that the authors themselves recognize: 

the persistence of hotbeds of chemoresistent disease post-NACT, which eventually would not 

respond to three or four cycles of chemotherapy after interval surgery. This suggests that optimal 

debulking (with less than or equal to 1 cm pockets) would not be comparable among   when they 

are accomplished in the framework of a PCS or interval cytoreduction surgery. In the unexpectedly 
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small subgroup of 74 patients without macroscopically visible disease after surgery in both groups 

(NACT and PCS), survival rates were similar (HR, 1.08; 95% CI, 0.69 - 1.69).  Also it is described, in a 

series with an impeccable methodology statistics, that the adjustment of the Hazard Ratio, 

excluding one by one the six participating centers, it was not noted a variation in the results that 

has been determined by the performance of a given Center.   

As for postoperative morbidity, an aspect where traditionally the NACT has presented a better 

profile, there was no significant differences in mortality at 28 days of the postoperative period, 

venous thrombotic events, cardiac complications, or respiratory failure among patients with stage 

IIIC who received NACT compared to PCS. In the adjusted analysis, patients undergoing NACT 

showed less tendency to enter the intensive care unit (ICU, 1.1% vs 8.0%; p = 0.01) or readmissions 

to hospital ward (4.6% vs. 12.1%; P = 0.01) compared with those receiving PCS.  

The patients in the NACT group received an average of four cycles of chemotherapy before 

interval cytoreduction surgery and three cycles later, while patients in the PCS group received an 

average of six cycles of chemotherapy after surgery.  NACT group registered a significantly less 

propensity to present macroscopic residual disease greater than or equal to 1 cm after interval 

surgery (stage IIIC: 5.5% vs. 30.1%; p = 0.01; stage IV: 13.4% vs. 38.1%; P = 0.01) compared with 

patients who underwent PCS. Regardless of the stage, most of the patients who underwent NACT 

or PCS had low scores on the scale of complexity of surgical procedures. In the adjusted analysis, 

the use of NACT was not significantly associated with greater complexity or decreased 

aggressiveness of surgery such as upper abdomen procedures, exenterations or ostomy.   

However, in patients with stage IIIC disease, NACT was associated with fewer intestinal resections 

(small intestine: 2.1% vs. 12.3%; P = 0.004; colon: 13.7% vs 28.8% ; P = 0.003) compared with 

patients undergoing PCS. A similar trend is confirmed in patients with stage IV disease, but did not 

reach statistical significance. 

Despite the limitations of this observational study, its findings are convincing and can be seen as 

an intelligent statistical management that has allowed to correct any bias arising from the 

observational design and discretionary aspects, in the indication of one or another form of 

treatment.  However is necessary clarify that still the evidence on this topic is still based in the 

results of the EORTC and of the CHORUS, studies with an undoubted greater level of evidence. 

Moreover, is necessary follow closely the research with the use of the laparoscopy as form of 

select those patients susceptible of have a complete debulking (R0) in the primary cytoreductive 

surgery followed of adjuvant chemotherapy, the subgroup that will have a better prognosis. It is 

key identify those patients that are not susceptible to this therapeutic modality and refer them 

immediately to NACT.  

There are defining the new lines of research, which must necessarily include multicenter 

controlled studies in which the patients are distributed randomly to groups that will receive NACT 

or PCS. This will allow assessing, in an inescapable sub-analysis, the real weight that the complete 

cytoreduction (R0) has on survival in both groups. Also, recognize that underestimate the initial 

voluminous disease, perhaps the best marker available for suspect of a tumor biological 
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aggressive, can be converted in a bias that distort the true probability of that a complete 

debulking (R0) is translate effectively in a best survival.  

Caracas, 30 de octubre de 2016 

*Cirujano oncólogo, especialista en ginecología oncológica y mastología. Servicio de  Ginecología Oncológica 

Instituto de Oncología Luis Razetti y Clínica Santa Sofía, Caracas, Venezuela.  
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