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Secondary de-bulking surgery in recurrent

ovarian cancer

Interview with Philipp Harter' and Nicoletta Colombo?
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Surgery perspective:
Philipp Harter!

Medical oncology perspective:
Nicoletta Colombo?

Introduction

The role of secondary cytoreductive surgery has been ex-
tensively debated, and the majority of data come from ret-
rospective series. The only randomized trial (DESKTOP
IIT) results on this topic were presented at the recent an-
nual meeting of the American Society of Clinical Oncol-
ogy (ASCO) [1].

The study was a phase III trial that tested the efficacy of
secondary cytoreductive surgery in recurrent ovarian can-
cer with overall survival (OS) being the primary endpoint.
Patients included into the study were affected by plati-
num-sensitive disease with a positive AGO (Arbeitsge-
meinschaft Gynékologische Onkologie) score (Eastern
Cooperative Oncology Group [ECOG] performance
status 0, ascites <500 mL and complete resection at ini-
tial surgery). Women were randomly assigned to receive
second-line chemotherapy alone or cytoreductive surgery
followed by chemotherapy.

The study found that the surgical approach followed by
chemotherapy resulted in a better progression-free surviv-
al (PFS) compared to chemotherapy administration alone
(14.0 vs 19.6 months, p<0.001) with a longer median
time to start of first subsequent treatment. However, the
benefit was statistically significant only for those patients
in whom a complete surgical removal of the disease had
been obtained, emphasizing the prognostic role of residual
tumor in secondary treatment, as in the frontline setting.
This study also suggests that adequate patient selection is
necessary in order to establish which patients might po-
tentially benefit from the surgical approach.

Data on the primary endpoint, OS, are still too immature
for a final analysis. However, the observed pooled 2-years
survival rate was 83%, which was much higher than the
55-66% estimated in the study protocol for the overall
trial population.
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In this interview, we asked for opinions about secondary
de-bulking surgery in platinum-sensitive disease from two
eminent experts in the field, Dr. Philipp Harter (principal
investigator of the DESKTOP III trial) and Prof. Nicoletta
Colombo (an expert on the medical treatment of gyneco-
logic malignancies).

1. Do you believe that secondary surgery
is superior to second-line chemotherapy
when ovarian recurrence occurs?

Surgery perspective

I think the question is not whether surgery is superior
to chemotherapy. Chemotherapy is clearly the standard
therapy in patients with relapsed disease. We have already
seen in the DESKTOP I trial [2] that platinum-based che-
motherapy after surgery is an independent prognostic fac-
tor for further survival. The question is whether we could
believe that surgery is an additional option comparable to
primary treatment for patients in whom a platinum-based
chemotherapy is planned. And now the answer is “Yes”.
Unfortunately, we cannot only speculate. Despite the posi-
tive result of the DESKTOP III trial regarding a significant
improvement in median PFS from 14.0 to 19.6 months,
we still have to wait for the data of the primary endpoint,
OS. This wait (and believe or not) will have to be for two
more years.
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Medical oncology perspective

I think that secondary surgery, when the disease is fully
de-bulkable, might represent an integrative approach to
be considered before a second line chemotherapy. Fur-
thermore, it may be hypothesized that recurrent ovarian
cancer, included platinum-sensitive disease, is character-
ized by a higher percentage of platinum-resistant clones.
As a consequence, the resection of most of the tumor
could potentially allow a better response to chemotherapy.
However, the most important prognostic factor for PFS in
secondary surgery is the achievement of complete resec-
tion as observed in the front-line approach. Thus, in my
opinion, the crucial question about the surgical approach,
besides patient selection, is the efficacy and the quality of
cytoreductive surgery.

The DESKTOP I1I trial was designed with OS as the prima-
ry endpoint and, despite the fact that long-term follow-up
data are still immature, a benefit in PFS has been observed
in patients who underwent the surgical approach in select-
ed centers. In conclusion, I strongly believe that de-bulk-
ing surgery should be considered, taking into account not
only several patient- and tumor-related factors, but also the
availability of highly specialized surgical expertise. For this
reason, [ think that inclusion criteria for secondary cytore-
ductive surgery should absolutely include the availability of
a tertiary level referral center specialized in gynecological-
oncological surgery.

Thus, waiting for final analysis of OS, the use of secondary
de-bulking surgery should be considered as an experimental
approach, particularly in those centers that are not able to
perform such highly specialized surgery.

2. Do you believe that the AGO score is
helpful in selecting those patients who
might benefit from secondary
cytoreductive surgery?

Surgery perspective

Absolutely. The AGO score is definitely a useful tool for
selecting patients in whom complete resection is feasible.
However, we have to keep in mind that we developed and
validated the AGO score only to provide an instrument for
selecting patients with a high chance for complete resection,
which could be included in a randomized trial to prove the
efficacy of surgery at relapse. It does not make any sense to
randomize all comers without selection for a surgical option.
You need a certain rate of complete resection to prove the
efficacy of surgery.

Medical oncology perspective
I believe that AGO score has been studied in complete
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agreement with those criteria that might influence the
real benefit of a secondary surgical approach. However, |
again stress that secondary surgery is not feasible in ev-
ery case. When highly specialized surgeons are lacking,
correct medical management should be preferred. How-
ever, new therapeutic approaches in second line medical
treatment open new scenarios that may potentially mod-
ify the outcome of platinum-sensitive recurrent disease
regardless of tumor resection. Moreover, according to the
2017 Gynecologic Cancer Intergroup (GCIG) consensus
conference, the old categorization of recurrent disease on
the basis of platinum-free interval will be probably aban-
doned. Thus, in the future, the selection criteria of pa-
tients who will benefit from secondary surgery is likely
to be revised.

3. Do you think that surgery beyond
secondary can be suitable for multiple
patients with recurrent ovarian cancer?

Surgery perspective

Yes. There are also some publications showing that patients
with complete resection at tertiary surgery also seem to
benefit from the surgery. However, the rate of patients who
are suitable for tertiary surgery is very low. Therefore, this
is a very individual decision.

Medical oncology perspective

I think that surgery beyond secondary should be consid-
ered in very selected patients. For example, in those pa-
tients with lower chances of response to chemotherapy
(i.e., low grade or mucinous tumors) or with high mo-
tivation to choose a surgical rather than a medical ap-
proach. By the way,

I observed that in DESKTOP III trial most of the patients
were affected by G2-3 serous ovarian cancer. I think that
a sub-analysis according to histotype should be consid-
ered.

4. Which criteria can be helpful in selecting
patients who might benefit from
secondary cytoreductive surgery?

Surgery perspective

There are multiple criteria we have to consider, even be-
yond the perhaps more obvious criteria like localization
of relapse, platinum-free interval, and the AGO score.
Further important factors are co-morbidities, course af-
ter the first surgery (major complications?), the extent of
first surgery, histologic subtype (low grade?) — and the
most important one is the wishes of the patient.
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Medical oncology perspective

Besides the AGO score criteria, other parameters should
be considered: the availability of surgical teams able to
achieve the complete resection of the tumor, as previously
noted, the age of patients, their wishes and, last but not
least, the accessible therapeutic options. Moreover, re-
gardless of the survival benefit achievable with surgery,
we must consider quality of life as one of our main out-
comes; this aspect should be further investigated.
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