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Editorial Commentary

Secondary cytoreduction in platinum-sensitive recurrent ovarian 
cancer: are we missing something?
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Despite initial maximal surgical effort and successful 
response to medical treatment, recurrence is a common 
event in high-grade serous ovarian cancer (HGSOC), 
with 75% of women experiencing relapse within 2 years 
from diagnosis (1). At relapse, patients with platinum 
sensitive recurrent ovarian cancer (PSROC) are frequently 
retreated with platinum-based doublets (2). Furthermore, 
maintenance therapy should be offered, either with 
bevacizumab, or with Parp-inhibitors (PARPi) (3-5), if not 
previously administrated. 

While the benefits of secondary cytoreductive surgery 
(SCS) have been established for decades in retrospective 
studies (6), two recent RCTs have recently raised some 
concerns about the survival improvement suggested in 
previous series and meta-analyses (7-9). In both studies, 
randomization between surgery followed by chemotherapy 
or chemotherapy alone was performed. In the DESKTOP 
III trial PSROC patients with a positive Arbeitsgemeinschaft 
Gynäkologische Onkologie (AGO) score (Eastern 
Cooperative Oncology Group performance status 0, ascites 
≤500 mL, and optimal cytoreduction without residual 
tumor at initial surgery) were included (7). A 5.6-month 
increase in median progression-free survival (from 14.0 
to 19.6 months (P<0.01) was found in those patients who 
underwent optimal SCS. Results on the primary end-
point of the study, overall survival, are still pending. The 
GOG213 study was designed to assess the impact of both 

antiangiogenic target treatment (with bevacizumab) and 
SCS on overall survival in PSROC. GOG213 showed that 
although SCS can be safely performed in these patients, it 
does not improve overall survival (8,9).

In this unclear scenario, we read with great interest the 
paper form Gockley et al. (10), recently published on AJOG. 
This retrospective cohort study included 626 women from 
six National Cancer Institute referral centers, diagnosed 
with PSROC (2004–2011); among them, 146 (23%) 
underwent SCS and 480 (77%) received chemotherapy. 
They found that patients who underwent SCS were 
younger (P=0.001), with an earlier stage disease at diagnosis 
(P=0.002) and longer disease-free intervals (P<0.001), 
compared with those taking chemotherapy alone. 

In the propensity score-matched group, including 
244 patients, they also found a median overall survival of  
54 months in patients who received SCS, compared with 
33 months in those receiving chemotherapy (P<0.001). 
70% of women achieved no residual or optimal secondary 
cytoreduction, and no significant differences in complication 
rates were found between patients receiving SCS versus 
those having chemotherapy only. According to the 
sensitivity analysis, the survival benefit related to SCS could 
be explained by a lower incidence of multiple sites of relapse, 
ascites or carcinomatosis among women undergoing SCS. 

Overall, the Authors have to be congratulated for the 
great effort of analyzing one of the larger series ever 
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published on this topic. Nonetheless, some issues should be 
considered. First of all, as the Authors state, no pre-surgical 
criteria were established, suggesting that observed survival 
difference is more related with disease’s presentation, than 
with surgical or clinical factors. Furthermore, the use of 
defined pre-surgical selection criteria for SCS would have 
probably allowed to increase the 70% rate of no residual/
optimal cytoreduction, which is the only significant 
prognostic factor at time of SCS. We acknowledge this 
value is similar to previously reported studies (7-9), but 
lower than others (11,12). 

Interestingly, neither the correlation between SCS 
and BRCA mutation status, nor the impact of SCS in 
women receiving new emerging PARPi treatments have 
been analyzed in the study, probably due to the period of 
enrollment of patients (2004–2011). Similarly, these data 
are also missing in the 2 completed RCTs. Nonetheless, 
this information is now crucial to better understand ROC 
evolution and management. 

With this regard, in a recent multicentric retrospective 
study, SCS has shown to be extremely effective for BRCA 
wild type PSROC women, whereas BRCA ½ mutated 
patients’ prognosis seem to be related more with molecular 
tumor characteristics than with tumor resectability (11).  
Nonetheless,  in another retrospective study on a 
homogeneous population of PSROC BRCA mutated 
women who are supposed to receive Olaparib, survival 
is significantly increased when SCS is performed before 
PARPi administration with respect to PARPi alone. Indeed, 
as shown in the first line setting, tumor burden removal 
increases effectiveness of the drug, while decreasing the 
risks of resistance development (12). 

Finally, as upfront management of OC is rapidly 
changing, it is rather straightforward that our next patients 
will be even more different from those presented in the 
current published literature on SCS in PSROC. In fact, in 
the forthcoming future, an increasing number of women 
are supposed to receive PARPi in the first-line setting, 
as maintenance therapy (13,14). It is reasonable that first 
PSROC after PARPi treatment show different biological 
behavior, with unexpected metastatic sites and pattern 
of diffusion, which could preclude surgery. Results from 
currently ongoing randomized trials will probably clarify 
this issue (15). 

In conclusion, according to the study of Gockley  
et al., SCS might be a valid therapeutic option in PSROC 
management. The study limitations related to the 
retrospective design and risk of selection bias can be 

overcome in the light of new recently delivered data on the 
benefit of SCS in both BRCA wild type women, who are 
the majority of the cases, and BRCA mutated patients who 
receive PARPi after platinum-based chemotherapy (11,12). 
Nonetheless, as the landscape of treatment is changing, also 
our disease’s knowledge should evolve and we should take 
the challenge to precisely define the role of SCS in the era 
of personalized and molecular medicine. 
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