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ABSTRACT

BACKGROUND
Treatment for patients with recurrent ovarian cancer has been mainly based on
systemic therapy. The role of secondary cytoreductive surgery is unclear.

METHODS

We randomly assigned patients with recurrent ovarian cancer who had a first re-
lapse after a platinum-free interval (an interval during which no platinum-based
chemotherapy was used) of 6 months or more to undergo secondary cytoreductive
surgery and then receive platinum-based chemotherapy or to receive platinum-
based chemotherapy alone. Patients were eligible if they presented with a positive
Arbeitsgemeinschaft Gynikologische Onkologie (AGO) score, defined as an East-
ern Cooperative Oncology Group performance-status score of 0 (on a 5-point scale,
with higher scores indicating greater disability), ascites of less than 500 ml, and
complete resection at initial surgery. A positive AGO score is used to identify pa-
tients in whom a complete resection might be achieved. The primary end point
was overall survival. We also assessed quality of life and prognostic factors for
survival.

RESULTS

A total of 407 patients underwent randomization: 206 were assigned to cytoreduc-
tive surgery and chemotherapy, and 201 to chemotherapy alone. A complete resec-
tion was achieved in 75.5% of the patients in the surgery group who underwent
the procedure. The median overall survival was 53.7 months in the surgery group
and 46.0 months in the no-surgery group (hazard ratio for death, 0.75; 95% con-
fidence interval, 0.59 to 0.96; P=0.02). Patients with a complete resection had the
most favorable outcome, with a median overall survival of 61.9 months. A benefit
from surgery was seen in all analyses in subgroups according to prognostic fac-
tors. Quality-of-life measures through 1 year of follow-up did not differ between
the two groups, and we observed no perioperative mortality within 30 days after
surgery.

CONCLUSIONS
In women with recurrent ovarian cancer, cytoreductive surgery followed by chemo-
therapy resulted in longer overall survival than chemotherapy alone. (Funded by
the AGO Study Group and others; DESKTOP III ClinicalTrials.gov number,
NCT01166737.)
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HE MAINSTAY OF TREATMENT FOR WOM-

en with advanced ovarian cancer has been

primary surgery with the goal of complete
macroscopic resection of all tumor, followed by
carboplatin and paclitaxel combination chemo-
therapy.! More recently, additional systemic ther-
apy with bevacizumab or a poly(adenosine diphos-
phate-ribose) polymerase (PARP) inhibitor has
been associated with superior progression-free
survival.>” The standard of care in relapsed ovar-
ian cancer has mainly been systemic treatment.
So far, only a few trials have shown level 1 evi-
dence of a significant overall survival benefit
with the use of systemic therapy in relapsed
ovarian cancer.®® Two other trials have shown a
clinically relevant survival benefit with systemic
therapy, but statistical significance was shown
only after adjustment or in subgroup analyses.'*!!
The role of surgery in relapsed ovarian cancer
has not been well defined.

We initiated the Descriptive Evaluation of Pre-
operative Selection Criteria for Operability in Re-
current Ovarian Cancer (DESKTOP) series when
the evidence consisted only of retrospective trials
in heterogeneous populations that suggested a
benefit of surgery in patients with platinum-
sensitive relapsed disease (i.e., patients with a
durable response to platinum therapy, defined as
>6 months without disease progression after the
end of platinum therapy).’? First, we defined the
surgical aim associated with a potential survival
benefit and determined a score that would indi-
cate predictive factors for complete resection.!®

The DESKTOP I trial confirmed the beneficial
role of complete resection, which surpassed the
effect of cytoreduction in upfront surgery.* Only
complete resection was associated with any long-
term benefit in recurrent ovarian cancer. There-
fore, a predictive score (the Arbeitsgemeinschaft
Gynikologische Onkologie [AGQO] score) that
would identify patients in whom a complete re-
section might be achieved was deemed necessary
to select patients for a prospective trial of cyto-
reductive surgery. These selection criteria should
fulfill two goals: the proportion of patients who
are exposed to a potentially harmful interven-
tion but do not gain any benefit must be mini-
mized, and the trial evaluating surgery as the
method of treatment should not be diluted by a
high number of patients in whom complete
macroscopic tumor clearance is not successful.
Independent predictive factors in multivariate
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analysis for complete resection in the DESKTOP I
trial were complete resection at primary surgery,
an Eastern Cooperative Oncology Group perfor-
mance-status score of 0 (on a 5-point scale, with
higher scores indicating greater disability), and
ascites of 500 ml or less. The AGO score was de-
fined as positive if all three factors were present.

In the subsequent multicenter, prospective
DESKTOP 1I trial, which consecutively enrolled
516 patients who had had a platinum-sensitive
relapse, complete resection was achieved in 76%
of 129 patients who had a positive AGO score
and underwent surgery for a first relapse. This
finding confirmed the value of the AGO score in
predicting complete resectability of a tumor.
Thereafter, we conducted the prospectively ran-
domized DESKTOP III trial, the results of which
are reported here.

METHODS

TRIAL DESIGN
Patients who met the eligibility criteria were
randomly assigned in a 1:1 ratio to undergo cyto-
reductive surgery and then receive the physi-
cian’s choice of platinum-based chemotherapy or
to receive the physician’s choice of platinum-
based chemotherapy alone. The protocol strongly
recommended combination therapy, but a single
agent was allowed. Randomization was stratified
according to center and platinum-free interval
(the interval during which no platinum-based
chemotherapy was used: no previous chemo-
therapy, an interval of 6 to 12 months, or an
interval of >12 months). We applied a covariate-
adaptive randomization procedure according to
Rosenberger and Lachin, which combines ele-
ments of the minimization approach with a
biased coin technique.®

The trial was performed according to the
European Network for Gynaecological Oncologi-
cal Trial Groups model A.Y Trial centers were
selected on the basis of experience in ovarian
cancer studies and participation in previous sur-
gical trials in this field. Ethical approval was
obtained at each participating center, and all
patients provided written informed consent. The
trial protocol and statistical analysis plan are
available with the full text of this article at
NEJM.org. The authors vouch for the accuracy
and completeness of the data and for the fidelity
of the trial to the protocol. GlaxoSmithKline and
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Medac (two of the sponsors of the trial) had no
role in the conduct of the trial, the handling of
data, or the preparation of the manuscript.

ELIGIBILITY

Patients were eligible if they had relapsed histo-
logically diagnosed epithelial ovarian cancer
(clinically defined as a lesion that is palpable or
visible or that is visible on ultrasonographic im-
aging) or relapsed disease radiologically diagnosed
at least 6 months after the last course of initial
platinum-based chemotherapy (i.e., platinum-
sensitive disease) and had a positive AGO score.
An elevated cancer antigen 125 level alone was
not deemed to be an acceptable entry criterion.

END POINTS AND ASSESSMENTS

The primary end point of overall survival was
defined as the time from randomization to death.
We also report the following planned secondary
end points: quality of life at baseline, 6 months,
and 12 months after randomization, as assessed
with the use of the European Organization for
Research and Treatment of Cancer Quality-of-
Life Questionnaire (QLQ-C30) and the National
Comprehensive Cancer Network Functional As-
sessment of Cancer Therapy (FACT)-General
and FACT-Ovarian and its corresponding FACT-
Ovarian Symptom Index; progression-free sur-
vival (defined as the time from randomization
to investigator-assessed disease progression or
death, whichever came first); complete resection
as a prognostic factor; complications associated
with surgery up to 60 days after surgery; and an
exploratory analysis of surgical characteristics
and applied chemotherapy.

STATISTICAL ANALYSIS

For the primary efficacy comparison, we used
a two-sided Wald test from a Cox regression
model of overall survival stratified according to
platinum-free interval (no previous platinum che-
motherapy, an interval of 6 to 12 months, or an
interval of >12 months). For all between-group
comparisons of overall survival and progression-
free survival, we checked the proportional-hazards
assumptions by performing Grambsch-Therneau
tests, and we omitted hazard ratios if the tests
showed evidence of nonproportionality.® On the
basis of data from the DESKTOP I trial, we as-
sumed that 2-year overall survival would be ap-
proximately 66% in the surgery group and 55%

in the no-surgery group, and we planned the
trial to show a hazard ratio for death of 0.70. A
two-stage group sequential design according to
the O’Brien—Fleming procedure was applied,
which would have allowed the trial to finish
earlier with 80% power if the hazard ratio was
0.50. The interim analysis was scheduled after
122 deaths had been reported, testing against a
one-sided significance level of 0.003, and the
final analysis was scheduled to be performed
after 244 deaths had been reported, testing
against a one-sided significance level of 0.024.

With a planned accrual period of 3 years and
a 3-year follow-up period, and accounting for a
potential dropout rate of 10%, we determined
that 408 patients would be needed to observe
244 deaths, which would give the trial a power
of 80%. At the interim analysis, the between-
group difference in overall survival was not sig-
nificant at the local 0.003 significance level, so
follow-up continued. The final primary efficacy
analysis was performed on an intention-to-treat
basis after 254 deaths had occurred. Analysis
of surgical characteristics was performed in pa-
tients assigned to the surgery group who under-
went the procedure. Quality-of-life questionnaires
were scored according to relevant manuals and
analyzed with the use of a model-based ap-
proach, assuming missingness at random. De-
tailed methods and results are provided in Fig.
S1 in the Supplementary Appendix, available at
NEJM.org. Confidence intervals were not adjusted
for multiplicity, so inferences drawn may not be
reproducible.

RESULTS

PATIENTS AND TREATMENT

A total of 407 patients (206 in the surgery group
and 201 in the no-surgery group) were enrolled
from September 2010 through March 2015 and
were included in the analyses (Fig. 1). The base-
line characteristics were well balanced between
the two groups. Nearly all the patients had re-
ceived previous platinum-based chemotherapy at
first diagnosis, and 75% of the patients in each
group had a platinum-free interval of more than
12 months (Table 1). The median time from
randomization to the start of chemotherapy in
the no-surgery group was 15 days (interquartile
range, 8 to 22). The median time from random-
ization to surgery in the surgery group was 16
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407 Patients were enrolled in the trial
and underwent randomization

Y

206 Were assigned to cytoreductive

surgery followed by platinum-based

chemotherapy and were included in
the intention-to-treat analysis

201 Were assigned to platinum-
based chemotherapy alone
and were included in the
intention-to-treat analysis

Y

192 Underwent cytoreductive surgery
145 Had complete resection
47 Had macroscopic residual disease
14 Did not undergo surgery
8 Withdrew or had intercurrent
iliness diagnosed after
randomization
4 Had findings after randomization
that suggested unresectability
1 Had erroneous communication
1 Was lost to follow-up

201 Received platinum-based chemo-
therapy
187 Completed the trial per protocol
8 Underwent cytoreductive surgery
6 Withdrew consent or declined
further treatment

Figure 1. Enroliment, Randomization, and Treatment.

days (interquartile range, 9 to 23), and chemo-
therapy was started a median of 35 days (inter-
quartile range, 25 to 45 days) after surgery in
this group. Of the 206 patients assigned to sur-
gery, 192 (93.2%) underwent the procedure.
Reasons for not undergoing the operation were
an intercurrent illness that was diagnosed after
randomization (8 patients), findings after ran-
domization that suggested unresectability (4 pa-
tients), loss to follow-up shortly after randomiza-
tion (1 patient), and erroneous communication
of a randomization result (1 patient) (Fig. 1). A
total of 8 patients in the no-surgery group under-
went surgery, and another 6 patients withdrew
consent or declined further treatment. A total of
32 of 201 patients (15.9%) in the no-surgery
group crossed over to surgery because of subse-

quent relapse.

Macroscopic complete resection was achieved
in 75.5% (145 of 192) of the patients who were
assigned to surgery and underwent the proce-
dure and in 70.4% (145 of 206) of all patients in
the surgery group. There were no deaths within
30 days after surgery, and reoperation was per-
formed in 3.7% (7 of 191 patients). The median
operation time was 222 minutes (range, 150 to
300). Additional details regarding surgery and
perioperative complications are provided in

Table S1.
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OVERALL SURVIVAL AND PROGRESSION-FREE
SURVIVAL

The median follow-up was 69.8 months (inter-
quartile range, 59.8 to 80.4). The median overall
survival was 53.7 months (95% confidence inter-
val [CI], 46.8 to 61.6) in the surgery group and
46.0 months (95% CI, 39.5 to 52.6) in the no-
surgery group (hazard ratio for death, 0.75; 95%
Cl, 0.59 to 0.96; P=0.02). The median progres-
sion-free survival was 18.4 months (95% CI, 15.7
to 20.8) in the surgery group and 14.0 months
(95% CI, 12.7 to 15.4) in the no-surgery group
(hazard ratio for progression or death, 0.66;
95% CI, 0.54 to 0.82) (Fig. 2). Among the pa-
tients who were assigned to and underwent
surgery, the median progression-free survival
was 18.5 months (95% CI, 15.9 to 21.0), and the
median overall survival was 55.5 months (95%
Cl, 48.2 to 62.0). Analyses of potential prognos-
tic baseline factors such as age, International
Federation of Gynecology and Obstetrics stage at
first diagnosis, histologic subtype, treatment his-
tory that included previous maintenance therapy,
and platinum-free interval (6 to 12 months or
>12 months) did not identify a subgroup of pa-
tients who did not benefit from surgery (Fig. 3).

OTHER ASSESSMENTS

The role of complete resection as a prognostic
factor was analyzed as a secondary end point in
the surgery group. Among patients in the sur-
gery group who had complete resection, the
median overall survival was 61.9 months (95%
CI, 55.3 to 78.9), as compared with 27.7 months
(95% CI, 23.5 to 38.7) among patients who did
not have complete resection (Fig. S3). This dif-
ference remained similar in magnitude when 14
patients who were assigned to surgery but did
not undergo the procedure were excluded (data
not shown).

The majority of patients in both groups re-
ceived at least five cycles of a platinum-contain-
ing second-line therapy: 76.7% of the patients in
the surgery group and 79.6% in the no-surgery
group. A total of 94 patients (47 in each group)
received bevacizumab as part of second-line
therapy, and only a few patients received a PARP
inhibitor during the trial (8 in the surgery group
and 12 in the no-surgery group, with some
patients participating in double-blind, placebo-
controlled trials of PARP inhibition). Kaplan—
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Table 1. Baseline Characteristics of the Patients.*

Characteristic

Median age (IQR) —yr

|
1l
11
\
Missing data
Tumor histologic type — no. (%)
High-grade serous
Low-grade serous
Clear cell
Endometrioid
Mucinous
Other or mixed
Previous first-line therapy — no. (%)
Platinum-based
Taxane-based
Antiangiogenic drugsi:
No previous chemotherapy
Platinum-free intervalf
6-12 mo — no./total no. (%)
>12 mo — no./total no. (%)
Median (IQR) — mo
Tumor marker at baseline
Median CA-125 level (IQR) — U/ml
Site of relapse — no. (%)
Pelvis
Intraabdominal, above pelvis
Retroperitoneal
Parenchymal
Spleen
Liver
Pancreas
Other
Abdominal wall

Thoracic

FIGO stage at first diagnosis — no. (%)

Cytoreductive Surgery

(N=206)

60.8 (54.2-67.3)

204 (99.0)

193 (93.7)
3 (16.0)
3 (15)

48/203 (23.6)
155/203 (76.4)
21.1 (12.9-33.6)

61 (28-116)

No Surgery
(N=201)

62.2 (54.2-69.9)

19 (9.5)
26 (12.9)
143 (71.1)
13 (6.5)
0
155 (77.1)
6 (3.0)

9 (4.5)
16 (8.0)
1(0.5)
14 (7.0)
199 (99.0)
180 (89.6)
31 (15.4)
3 (1.5)

47/198 (23.7)
151/198 (76.3)
18.7 (12.8-32.1)

73 (33-166)

* Percentages may not total 100 because of rounding. CA-125 denotes cancer antigen 125, and IQR interquartile range.
7 International Federation of Gynecology and Obstetrics (FIGO) stages range from | to IV, with higher stages indicating

more advanced cancer.

I Patients had received the following antiangiogenic drugs as part of their care or because of participation in a previous
trial (some participants may have received placebo rather than the drug): bevacizumab (16 patients in the surgery
group and 15 in the no-surgery group), nintedanib or placebo (9 patients in the surgery group and 6 in the no-surgery
group), pazopanib (1 patient in the surgery group and 2 in the no-surgery group), pazopanib or placebo (6 patients in
the surgery group and 3 in the no-surgery group), sorafenib or placebo (1 patient in the no-surgery group), and treba-
nanib or placebo (1 patient in the surgery group and 4 in the no-surgery group). The drugs had been administered with
chemotherapy or as maintenance therapy or both.

§ Data are shown for 203 patients in the surgery group and 198 patients in the no-surgery group who had received previ-

ous platinum-based chemotherapy.
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A Overall Survival

0.75+

Z
E 0.504 Cytoreductive surgery
S
o
0.25+
No surgery
0.00 T T T T T T T
0 12 24 36 48 60 72 84
Months
No. at Risk
Cytoreductive surgery 206 182 156 133 102 70 35 14
No surgery 201 180 154 115 87 50 20 7

B Progression-free Survival

1.00+
0.75+
=
® 050
<
[y
0.25+ Cytoreductive surgery
No surgery
0.00 T T T T T T T
0 12 24 36 48 60 72 84
Months
No. at Risk
Cytoreductive surgery 206 140 68 46 36 28 13 5
No surgery 201 118 40 24 14 8 4 3

Figure 2. Kaplan—Meier Estimates of Overall Survival and Progression-free
Survival.

Tick marks indicate censored data.

Meier curves of progression-free and overall
survival in the subgroup of patients who did not
receive bevacizumab as part of second-line ther-
apy are shown in Figure S2. The results of this
exploratory subgroup analysis did not indicate
any influence of bevacizumab maintenance ther-
apy on survival or on the effect of surgery. The
subgroup of patients who received bevacizumab
therapy was too small for meaningful analysis.
Results of quality-of-life analyses did not
show any between-group differences with re-
spect to global health status, quality of life, or
any functional subscale at baseline, visit 1 (at
6 months), or visit 2 (at 12 months). Model-based
estimates of the between-group difference in the

changes from baseline to 6 months were 9.0
points (95% CI, 1.1 to 17.0) on the insomnia
scale and 12.2 points (95% CI, 3.5 to 20.9) on
the constipation scale of the QLQ-C30, favoring
the no-surgery group (scores on each scale range
from 0 to 100, with higher scores indicating
worse symptoms). However, at the 6-month
evaluation, only 11 of 99 patients (11%) in the
no-surgery group, as compared with 32 of 85
patients (38%) in the surgery group, were still
receiving chemotherapy. We did not observe any
differences regarding these symptoms after the
end of chemotherapy treatment at the 12-month
evaluation (Fig. S1).

DISCUSSION

Cytoreductive surgery in addition to platinum-
based chemotherapy in patients with relapsed
ovarian cancer resulted in a benefit with respect
to overall survival. Appropriate selection of pa-
tients and trial centers was crucial for the suc-
cess of this trial, and the importance of these
selections is reflected in both the high efficacy
and low morbidity in the trial. The observed in-
cidence of perioperative complications was lower
than the incidence that has been reported
among patients with primary ovarian cancer.”
In the DESKTOP III trial, the number of patients
in whom complete resection was achieved was
high; therefore, many patients were not exposed
to a surgical burden unnecessarily without hav-
ing any potential benefit, and the power of the
trial was not diluted because of a large propor-
tion of patients who did not undergo successful
surgery. We anticipated that only complete re-
section could provide any benefit, and, conse-
quently, a surgical trial could be successful only
with a sufficiently large number of patients in
whom complete resection is achieved. To enrich
the trial population, we had developed a predic-
tive selection tool — the AGO score. This trial
confirmed the usefulness of the score, which
predicted complete resection in 76% of the pa-
tients, a figure much higher than that reported
in unselected patients in multicenter trials of sys-
temic therapy in women with primary advanced
ovarian cancer (usually 50% or even lower).?*
Four additional randomized trials evaluating
the role of surgery in recurrent ovarian cancer
are under way worldwide. Unfortunately, two of
them (EORTC 55963; ClinicalTrials.gov number,
NCT00006356; and Surgery for Ovarian Cancer
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0.75 (0.59-0.96)

0.84 (0.62-1.16)
0.62 (0.41-0.94)

0.87 (0.49-1.53)
0.72 (0.54-0.96)

0.74 (0.56-0.97)
0.80 (0.43-1.50)

0.75 (0.39-1.43)
0.74 (0.56-0.97)

0.59 (0.37-0.94)
0.83 (0.62-1.11)

Cytoreductive
Subgroup Surgery No Surgery Hazard Ratio for Death (95% Cl)
deaths/no. of patients
Overall 120/206 134/201 — .
Age i
<65 yr 78/132 81/124 ' =
265 yr 42/74 53/77 = :
FIGO stage at first diagnosis i
lorll 25/44 28/45 —=
Il or IV 94/161 106/156 —_——
Tumor histologic type i
High-grade serous 102/173 105/155 ——
Other 18/33 29/46 —o
Previous antiangiogenic therapy i
Yes 25/33 19/31 =
No 95/173 115/170 —.
Platinum-free interval i
6-12 mo 33/48 39/47 = ;
>12 mo 86/155 94/151 —0
0.40 O.ISO 0.I75 1.00 1.150 2.I00
Cytoreductive Surgery Better No Surgery Better
Figure 3. Analyses of Overall Survival According to Prognostic Baseline Factors.
International Federation of Gynecology and Obstetrics (FIGO) stages range from | to IV, with higher stages indicating more advanced
cancer; the FIGO stage was missing for one patient in the surgery group. The dashed line indicates a hazard ratio of 0.75.

Recurrence [SOCCER]; Netherlands Trial Regis-
ter number, NTR3337) were stopped because of
low recruitment. The surgical part of the Gyne-
cologic Oncology Group (GOG)-0213 trial com-
pleted recruitment, and the results have been
published.* A total of 485 patients in whom
complete resection was deemed feasible by the
investigator underwent randomization in that
trial. Complete resection was achieved in 67% of
the patients assigned to surgery who underwent
the procedure. After a futility analysis indicated
a low chance of showing a positive trial, the data
were locked and analyzed and were published
with an updated follow-up. The trial failed to
show a survival benefit of adding surgery to sys-
temic treatment.

The Surgery or Chemotherapy in Recurrent
Ovarian Cancer (SOC-1) trial also completed re-
cruitment: 357 patients were randomly assigned
to undergo surgery and then receive chemother-
apy or to receive chemotherapy alone.” Patients
were selected for enrollment if they had poten-
tially resectable disease as predicted with the
use of the international model (iIMODEL) or if
the surgeon determined that resection was pos-
sible on the basis of positron-emission tomogra-
phy and computed tomography. The primary end
points were progression-free survival and overall

N ENGL J MED 385;23
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survival. Complete resection was achieved in 77%
of patients. The results of progression-free sur-
vival, which were reported recently, showed a
significant benefit of adding cytoreductive sur-
gery to chemotherapy.” As in our trial, the effect
was limited to patients in whom a macroscopic
complete resection was achieved. Mature data re-
garding overall survival in this trial are awaited.

Do we have any explanation for the inconsis-
tent results of the DESKTOP III and SOC-1 trials
on the one hand and the GOG-0213 trial on the
other hand? One observed difference among the
trials was that 84% of the patients in the GOG-
0213 trial received bevacizumab, whereas 23% in
the DESKTOP III trial and 1% in the SOC-1 trial
received bevacizumab. Could the activity of beva-
cizumab have modified the effect of surgery?
This question should be discussed cautiously,
since DESKTOP III is a pure surgical trial and
GOG-0213 used a mixture of chemotherapy and
surgery. In the subgroup of patients in the GOG-
0213 trial who did not receive maintenance
treatment with bevacizumab, the median overall
survival was 32.4 months among patients who
underwent surgery and 67.0 months among those
who did not undergo surgery, suggesting a detri-
mental effect of performing surgery before che-
motherapy is administered.?” However, this post
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hoc observation is based on the results in only
a small subgroup that was not prospectively de-
fined. Furthermore, this finding contradicts other
clinical studies about the effect of successful sur-
gery when added to chemotherapy in ovarian can-
cer.”>” Although the subgroup of patients who
did not receive bevacizumab in the DESKTOP III
trial (77% of the trial population) was larger
than that in the GOG-0213 trial, our data indi-
cated that there was a benefit in these patients
that was similar to that in the analysis of the
primary end point in the intention-to-treat pop-
ulation. However, such an analysis in a trial that
is not conducted in a blinded manner and not
placebo-controlled has substantial bias. Subse-
quent therapy was not standardized, and the
choice of therapy might have been influenced by
randomization outcome, residual disease after
surgery for relapse, postoperative complications,
the patients’ wishes, or the preferences of the
investigators. Therefore, it is not adequate to
conclude that subsequent systemic therapy could
compensate for incomplete surgery or no sur-
gery for relapsed disease or that systemic ther-
apy could make successful surgery unnecessary.

Another relevant difference between the
DESKTOP II and SOC-1 trials and the GOG-
0213 trial is the process of selecting patients and
centers. The strict selection process in the cur-
rent trial was intended to identify a subgroup of
patients in whom surgical resection would most
likely be successful. Finally, another potential
factor is the different selection of centers in the
three trials. It is not easy to quantify these fac-
tors. A meta-analysis of the DESKTOP III and
GOG-0213 trials to better understand the differ-
ences is under way.

The results of the current trial showed a bene-
fit of surgery with respect to progression-free

and overall survival, with an acceptable inci-
dence of complications and without a detrimen-
tal effect on quality of life in patients selected
for inclusion on the basis of the AGO score. All
patients with a first relapse after a platinum-free
interval of at least 6 months may be evaluated to
assess whether surgery is an option, and the AGO
score may be incorporated into this process.
Eligible patients could receive counseling about
the options for cytoreductive surgery in centers
of gynecologic oncology that have experience in
surgery for relapsed ovarian cancer. In contrast,
patients who have a high probability of incom-
plete resection on the basis of disease or clinical
characteristics should not be exposed to a poten-
tially harmful surgical treatment.

The results of this trial cannot be extrapo-
lated to interval debulking after chemotherapy
or to the treatment of relapse after later lines of
treatment. These scenarios deserve further study
that should also focus on the potential interac-
tion of surgery with new drugs such as PARP
inhibitors or further targeted therapies.
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