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It is possible to predict optimal debulking in advanced ovarian 

cancer? 

Jorge Sánchez Lander* 

 

 

To investigate the truth we must doubt, as soon as possible, of all the things. 

René Descartes. 

 

Epithelial ovarian cancer (EOC) is diagnosed in advanced stages in about 70% of cases. In addition 

to the presence of large pelvic masses, it is common to find ascites with extensive dissemination 

over peritoneal surfaces and clusters of tumor that can infiltrate different abdominal visceral 

compartments. When we review the therapeutic conduct between 1940 and 1975, before 

paraclinical studies such as CT and ultrasound, this consisted of performing an exploratory 

laparotomy whose first intent was to verify the possibility of resection. In about two thirds of 

patients an adequate reduction surgery was not achieved and proceeded to abort the intervention 

in what is commonly called open and close.  Not have been able to meet the surgical goals, the 

majority of these patients died within a few months.  

From the middle of the Decade of 1980 it is recorded an interesting confluence and succession of 

events that have improved the evolution of patients in advanced stages. In the first place, the 

consolidation of schemes based on platinum and taxanes, tumor markers, the rise of imaging 

studies such as CT, high resolution ultrasound and magnetic resonance imaging. The development 

of systems of advanced support in intensive care units and methods of surgical approach, 

specifically the laparoscopy, have been essential elements in this change.  
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To understand this stage it is advisable to read the great review of Chang SJ and Bristow RE that 

exposes how evolved the scope of the primary cytoreduction in EOC from Meigs and Griffith works 

in 1930 and 19701.   This article outlines the halstedian idea of removing all possible disease was 

ordered after GOG 52 and 97 studies 2,3 icons that determined 1 cm per residual disease focus as 

cutoff. During this period the drugs that were used before the magnificent Platinum Era in the 

mid-1990s, were highly toxic drugs such as melphalan that could generate, among other 

complications, bone marrow aplasia. In the 1990s, Platinum begins to structure the dominant 

paradigm in adjuvant therapy. So that from this moment pose an aggressive surgery had more 

sense. Platinum, in combination with cyclophosphamide, and then the effective duet with taxanes, 

allowed in the properly debulcked patients an improved survival, becoming the most effective 

scheme in the history of the treatment of the EOC.  

However, debulking disease to less than 1 cm per focus is desirable and the ideal, but it is well 

known that this is not technically possible in many cases. Patients with advanced unresectable 

disease submitted to a disappointing failed laparotomy, aborting the procedure and undergoing 

palliative chemotherapy, with a very poor prognosis. The question that arose was: how to treat 

these patients? The March 3, 1995 the journal New England Journal of Medicine published an 

important work of Maria Van der Burg et al. in which patients with suboptimal debulking were 

given three neoadjuvant cycles with platinum and cyclophosphamide chemotherapy plus surgery 

interval4.  Patients showing any response, after the third or fourth cycle, assigned randomly to the 

interval surgery group more three cycles of additional chemotherapy or to the group receiving 

three additional cycles of chemotherapy without surgery. This study concluded that in those 

patients with unresectable disease, historically they were almost to leave their fate, was possible 

and effective to induce them pharmacologically and go back to fight. A hopeful change is recorded 

after this date, the emergence of taxanes provided a higher rate of response in the induction and 

they began to perform new studies with this new modality of treatment in many centers in the 

world. For 2005, in a study led by Victor Zénzola, arose the series of service of Gynecology 

Oncology of the Institute of Oncology Luis Razetti of Caracas (IOLR), obtaining an excellent rate of 

81.8% optimal resectability, after induction, and with a very interesting global survival5.   The 

uplifting experience of this work, a pioneer in Venezuela and Latin America, allowed us to outline 

guidelines for treatment of the patients without the possibility of primary cytoreduction.   

But there was a clear methodological bias in the evaluation of this new trend. All studies included 

in the Group of neoadjuvant chemotherapy the patient with unresectable disease, i.e. with worse 

prognosis, and patients with optimal cytoreduction in the control group. Of course that survival 

was better in the second group.  For 1998 the recruitment of patients of the EORTC-NCIC study 

begins. Ignace Vergote and collaborators were dared to do research at European level in which 

patients with EOC stage IIIC and IV by pleural disease, were allocated randomly, before surgery, to 

primary cytoreduction group or the Group of neoadjuvant chemotherapy plus interval surgery. It 

was a very bold and controversial step defying elementary ethical norms refer the patients to the 

chemotherapy group neoadjuvant and surgery of interval, when existing evidence showed that the 

best alternative was the primary surgery. For September 2010 the results are published in the New 
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England Journal of Medicine showing that neoadjuvant chemotherapy plus interval surgery was 

not less than optimal primary surgery survival 6. It was a historical fact, this group of researchers 

achieved an unpublished evidence and published it in one of the medical journals more prestigious 

and demanding in the world, the Advanced icon of US East Cost medicine and ahead of the 

prestigious teams of MD Anderson and of the Memorial Sloan Kettering Cancer Center (MSKCC) in 

New York in its own House.  In fact Vergote et al had been invited to these two groups to be part 

of the study, but they declined to participate. At the same time the MSKCC, in a study led by 

Dennis Chi, began an experience using the same criteria for the inclusion of the EORTC-NCIC to 

compare with the Europeans the resectability rate 7. This experience published in Gynecologic 

Oncology in September 2011, showed that resectability and survival rates were significantly better 

than in the EORTC.  On this aspect it is necessary to annotate that resectability of Vergote and cols 

group rates in Belgium similar to the MSKCC, only that to be the EORTC-NCIC a multi-center study 

that rate was adjusted with the other centers with lower figures. Publication of MSKCC team 

finally recognized that neoadjuvant chemotherapy and surgery of interval is a valid alternative for 

very elderly patients and those unresectable.  

Since 2008 he lived an intense debate between the two existing trends, for that date is published 

in Gynecologic Oncology the debate/interview which held in the 39th Annual Meeting of the 

Society of Gynecologic Oncologists, Dennis Chi MSKCC and Peter Schwartz, head of the prestigious 

group of Yale University, Connecticut who are the most influential North American group that 

shares the idea of Vergote et al 8. A little later, in October 2010, Chi and Vergote discussed at the 

13th Biennial Meeting of the International Gynecologic Cancer Society in Prague, Czech Republic, 

intense and fruitful discussion which I had the opportunity to attend.  

To December 2011, in the midst of the controversy, Jorge Castillo and I traveled to the MD 

Anderson Cancer Center in Houston, to the 9th International Ovarian Cancer Conference, where a 

new meeting is scheduled. With a room full of specialists from all over the world, Vergote showed 

their casuistry, while Chi presented their arguments and their newly published study. But it was a 

surprise, when inexplicably, at the time of discussion, Dennis Chi left the room without 

participating, while Nadeem Abu-Rustum, head of service of the MSKCC sitting to debate with 

Vergote, the entire audience not knew how to interpret the incident. Hours later in a nice 

reception the experienced gynecologist oncologist of MSKCC Ginger Gardner explained to us, 

sharing with several assistants in the top floor of the luxurious bar of the Hotel Zaza in Houston, 

that Chi had had to travel to New York for work.  

After more than seven decades of evolution, we can today affirm that:  

1) The primary, complete cytoreduction, i.e. without macroscopic residual disease (R0) plus 

chemotherapy based on carboplatin and paclitaxel is still the best proposal for a patient with stage 

IIIC EOC.  

2) neoadjuvant chemotherapy plus interval surgery is an alternative for those patients with 

unresectable disease, with an interesting survival rate. 
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Then a question arises:  Can we predict if an optimal debulking will be achieved? That was the 

reason for the interesting debate that was held in the middle of March 2015 at the IOLR, having 

Gabriel Pérez and Rafael Barrios Fuentes as panelists, prominent residents of third year of the 

postgraduate course in oncologic surgery. It was a great opportunity to review the arguments in 

favour or against which it is possible to predict the resectability. Arose emblematic experiences of 

several centers, including the proposal by Cristina Fotopoulou et al as Intraoperative Mapping of 

Ovarian Cancer, experience that showed the presence of disease in 3 or more areas of the 

abdominal cavity or the exclusive involvement of the coloesplenic espace, was linked to a higher 

rate of irresectability9. But the highlight was the presentation of the smart proposal by Anna 

Fagotti et al published in August of 2013 10, dubbed algorithm CUSH, by the acronym at the 

Catholic University of the Sacred Heart in Rome.  In this work the authors propose the realization 

of a laparoscopy to all patients with advanced EOC and through the use of an index of prediction 

(predictive index value, PIV) which consists in assigning a score to findings of laparoscopy, showed 

that a count greater than or equal to 8 points are properly correlated with a high probability of not 

achieving an optimal cytoreduction, deriving these patients to a scheme of neoadjuvant and 

surgery of interval. This is the first published study that demonstrates the value of laparoscopy, 

using a standard methodology of punctuation, in the prediction of resectability in advanced EOC. 

While its authors acknowledge the limited power of evidence because of its retrospective nature 

and being an experience at a single institution, is considered one of the most significant 

contributions for the best use of the tools available in the prediction of resectability. Additionally 

in the manuscript mentioned the publication of the parallel study, on this same cohort in 

predicting by the use of CT.11  

Finally an article published in February 2015 by the task force from MD Anderson Cancer Center12 

was discussed, which consists of an evaluation Protocol by laparoscopic surgery based on the 

proposal of the CUSH algorithm using the PIV, but with an ingenious system of quality control in 

the intraoperative assessment. This Protocol envisages, during diagnostic laparoscopy, the opinion 

of two specialists. If there is an agreement that the PIV is less than 8 or greater than or equal of 8 

points, is will make the decision to continue cytoreductive surgery or indicate the neoadjuvant 

chemotherapy for 3-4 cycles. On the other hand where the views of the two parties do not 

coincide is called to a third party or tiebreaker, whose opinion will break the tie and will make the 

decision based on the latter.  

Although it is still many points to be solved, the publication of the last two mentioned articles will 

stimulate research in this field and their proposal will enable accurate way to predict which 

patients might be susceptible to a complete cytoreduction (R0). As it was seen in the Congress of 

the Society of Gynecology Oncology, performed in Chicago between 28 and 31 March 2015, 

laparoscopy could become very quickly in the most reliable method of prediction of resectability in 

EOC. It impresses the dreaded open and close, fruitless laparotomy, which marked a bold and 

wonderful time that did not have current diagnostic and therapeutic advances, moves away 

gradually from the horizon of the patients. This, ultimately, is good news.  

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

http://www.intervalolibre.wordpress.com/


Intervalolibre 
 

www.intervalolibre.wordpress.com 
April 5th, 2015 

  References: 

1. Chang SJ, Bristow  RE. Evolution of surgical treatment paradigms for advanced-stage ovarian cancer: 

Redefining ‘optimal’ residual disease. Gynecologic Oncology 2012;125: 483–492. 

2. Hoskins WJ, Bundy BN, Thigpen JT, Omura GA. The influence of cytoreductive surgery on recurrence-free 

interval and survival in small-volume stage III epithelial ovarian cancer: a Gynecologic Oncology Group study. 

Gynecol Oncol 1992;47:159–66. 

3. Hoskins WJ, McGuire WP, Brady MF, Homesley HD, Creasman WT, Berman M, et al. The effect of diameter of 

largest residual disease on survival after primary cytoreductive surgery in patients with suboptimal residual 

epithelial ovarian carcinoma. Am J Obstet Gynecol 1994;170:974–9 discussion 9–80. 

4. Van der Burg M et al. The effect of debulking Surgery after induction chemotherapy on the  prognosis in 

advanced epithelial ovarian cancer N Engl J Med 1995;332:629-34 

5. Zénzola V, Sánchez-Lander J, Hidalgo F, Soto G, Castillo J, Andrade A, et al. Cirugía citorreductora posterior a 

quimioterapia adyuvante en cáncer epitelial de ovario avanzado. Rev Venez Oncol 20015;17 (3):122-28. 

6. Vergote, I. et al. Neoadjuvant chemotherapy or primary surgery in stage IIIC or IV ovarian cancer. N. Engl. J. 

Med 2010; 363: 943–953. 

7. Chi, D. S. et al. An analysis of patients with bulky advanced stage ovarian, tubal, and peritoneal carcinoma 

treated with primary debulking surgery (PDS) during an identical time period as the randomized EORTC–NCIC 

trial of PDS vs neoadjuvant chemotherapy (NACT). Gynecol. Oncol 2012;124: 10–14. 

8. Chi D, Schwartz P. Cytoreduction vs. neoadjuvant chemotherapy for ovarian cancer. Gynecol Oncol 

2008;111:391-399. 

9. Fotopoulou C, Richter R, Braicu EI, Schmidt SC, Licthtenegger W, Sehouli J et al. Can complete tumor resection 

be predicted in advanced primary epithelial ovarian cancer? A systematic evaluation of 360 consecutive 

patients. EJSO2010; 36: e1202 -e1210. 

10.  Fagotti A, et al. Introduction of staging laparoscopy in the management of advanced epithelial ovarian, tubal 

and peritoneal cancer: Impact on prognosis in a single institution experience. Gynecologic Oncology 2013; 131: 

341–346 

11. Ferrandina G, Sallustio G, Fagotti A, Vizzielli G, Paglia A, Cucci E, Margariti A, Aquilani L, Garganese G, Scambia 

G. Role of CT scan-based and clinical evaluation in the preoperative prediction of optimal cytoreduction in 

advanced ovarian cancer: a prospective trial. Br J Cancer Oct 6 2009;101(7):1066–73. 

12. Nick AM, Coleman RL, Ramirez PT, Sood AK. A framework for a personalized surgical approach to ovarian 

cancer. Nat. Rev. Clin. Oncol. advance online publication 24 February 2015; doi:10.1038/nrclinonc.2015.26 

http://www.intervalolibre.wordpress.com/

