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This is the first 
RCT to explore 
the management 
option of secondary 
cytoreduction 
in women with 
recurrent ovarian 
cancer

FAST 
TRACK

Should secondary cytoreduction 
be performed for platinum- 
sensitive recurrent ovarian  
cancer?

Such practice should be questioned, according 
to authors of a phase 3 randomized, controlled trial. In 
the study, 485 patients with platinum-sensitive recurrent 
resectable disease who had received 1 previous therapy 
and had a 6-month or more platinum-free interval (an 
interval during which no platinum-based chemotherapy 
was used) were randomly assigned to receive platinum-
based chemotherapy or to undergo surgical cytoreduction 
followed by platinum-based chemotherapy. There were 
no statistical differences in overall survival, with a trend 
favoring nonsurgical patients, or progression-free survival, 
with a trend favoring surgical patients. However, we would 
recommend using caution in applying the study data to 
patients with different platinum-free intervals or low-volume 
disease limited to the pelvis. 
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Ovarian cancer represents the most 
lethal gynecologic cancer, with an 
estimated 14,000 deaths in 2019.1 

While the incidence of this disease is low in 
comparison to uterine cancer, the advanced 
stage at diagnosis portends poor prognosis. 
While stage is an independent risk factor for 
death, it is also a risk for recurrence, with 
more than 80% of women developing recur-
rent disease.2-4 Secondary cytoreduction 
remains an option for patients in which dis-
ease recurs; up until now this management 
option was driven by retrospective data.5

Details of the study
Coleman and colleagues conducted the Gyne-
cologic Oncology Group (GOG) 0213 trial—a 
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phase 3, multicenter, randomized clinical trial 
that included 485 women with recurrent ovar-
ian cancer. The surgical objective of the trial 
was to determine whether secondary cytore-
duction in operable, platinum-sensitive (PS) 
patients improved overall survival (OS). 

Patients were eligible to participate in 
the surgical portion of the trial if they had PS 
measurable disease and had the intention to 
achieve complete gross resection. Women 
with ascites, evidence of extraabdominal 
disease, and “diffuse carcinomatosis” were 
excluded. The primary and secondary end 
points were OS and progression-free survival 
(PFS), respectively. 
Results. There were no statistical differences 
between the surgery and no surgery groups 
with regard to median OS (50.6 months vs 
64.7 months, respectively; hazard ratio [HR], 
1.29; 95% confidence interval [CI], 0.97–1.72) 
or median PFS (18.9 months vs 16.2 months; 
HR, 0.82; 95% CI, 0.66 to 1.01). When compar-
ing patients in which complete gross resec-
tion was achieved (150 patients vs 245 who 
did not receive surgery), there was only a sta-
tistical difference in PFS in favor of the surgi-
cal group (22.4 months vs 16.2 months; HR, 
0.62; 95% CI, 0.48–0.80). 

Of note, 67% of the patients who received 
surgery (63% intention-to-treat) were deb-
ulked to complete gross resection. There 
were 33% more patients with extraabdomi-
nal disease (10% vs 7% of total patients in 
each group) and 15% more patients with 
upper abdominal disease (40% vs 33%  
of total patients in each group) included  
in the surgical group. Finally, the median time 
to chemotherapy was 40 days in the surgery 
group versus 7 days in the no surgery group. 

Study strengths and weaknesses
The authors deserve to be commended for this 
well-designed and laborious trial, which is the 
first of its kind. The strength of the study is its 
randomized design producing level I data. 

Study weaknesses include lack of 
reporting of BRCA status and the impact of 
receiving targeted therapies after the trial 
was over. It is well established that BRCA-
mutated patients have an independent 

survival advantage, even when taking into 
account platinum sensitivity.6-8 BRCA status 
of the study population is not specifically 
addressed in this paper. The authors noted 
in the first GOG 0213 trial publication, which 
assessed bevacizumab in the recurrent set-
ting, that BRCA status has an impact on 
patient outcomes. Subsequently, they state 
that they do not report BRCA status because 
“…its independent effect on response to an 
anti-angiogenesis agent was unknown,” but 
it clearly would affect survival analysis if 
unbalanced between groups.9

Similarly, in the introduction to their 
study, Coleman and colleagues list avail-
ability of maintenance therapy, for instance 
poly ADP (adenosine diphosphate–ribose) 
polymerase (PARP) inhibitors, as rationale 
for conducting their trial. They subsequently 
cite this as a possible reason that the median 
overall survival was 3 times longer than 
expected. However, they provide no data 
on which patients received maintenance 
therapy, which again could have drasti-
cally affected survival outcomes.10 They do 
report in the supplementary information 
that, when stratifying those receiving beva-
cizumab adjuvantly during the trial, the 
median OS was comparable between the  
surgical and nonsurgical groups (58.5 
months vs 61.7 months).

WHAT THIS EVIDENCE MEANS FOR PRACTICE

This is the first randomized clinical trial conducted to assess 
whether secondary surgical cytoreduction is beneficial in PS 
recurrent ovarian cancer patients. It provides compelling evidence 
to critically evaluate whether surgical cytoreduction is appropriate 
in a similar patient population. However, we would recommend 
using caution applying these data to patients who have different 
platinum-free intervals or low-volume disease limited to the pelvis. 

The trial is not without flaws, as the authors point out in their 
discussion, but currently, it is the best evidence afforded to gyne-
cologic oncologists. There are multiple trials currently ongoing, in-
cluding DESTOP-III, which had similar PFS results as GOG 0213. 
If consensus is reached with these 2 trials, we believe that sec-
ondary cytoreduction will be utilized far less often in patients with 
recurrent ovarian cancer and a long platinum-free interval, thereby 
changing the current treatment paradigm for these patients.
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The authors discuss the presence of 
patient selection bias as a weakness in the 
study. Selection bias is evident in this trial (as 
in many surgical trials) because patients with 
a limited volume of disease were selected to 
participate over those with large-volume dis-
ease. It is reasonable to conclude that this 
study is likely selecting patients with less 
aggressive tumor biology, not only evident 
by low-volume disease at recurrence but also 
by the 20.4-month median platinum-free 
interval in the surgical group, which certainly 
affects the trial’s validity. Despite being con-
sidered PS, the disease biology in a patient 
with a platinum-free interval of 20.4 months 
is surely different from the disease biology 
in a patient with a 6.4-month platinum-free 
interval; therefore, it is difficult to generalize 
these data to all PS recurrent ovarian cancer 
patients. Similarly, other research has sug-
gested strict selection criteria, which was not 

apparent in this study’s methodology.11 While 
the number of metastatic sites were relatively 
equal between the surgery and no surgery 
groups, there were more patients in the surgi-
cal group with extraabdominal disease, which 
the authors used as an exclusion criterion.

Lastly, the time to treatment commence-
ment in each arm, which was 40 days for the 
surgical arm and 7 days in the nonsurgical arm, 
could represent a flaw in this trial. While we 
expect a difference in duration to account for 
recovery time, many centers start chemother-
apy as soon as 21 days after surgery, which is 
almost half of the median interval in the surgi-
cal group in this trial. While the authors address 
this by stating that they completed a landmark 
analysis, no data or information about what 
time points they used for the analysis are pro-
vided. They simply report an interquartile 
range of 28 to 51 days. It is hard to know what 
effect this may have had on the outcome. 
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