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Neoadjuvant chemotherapy for advanced ovarian cancer was initially administered as an
alternative treatment for patients not suitable for primary debulking surgery (PDS) because of
unresectable tumor or poor performance status. Accumulation of favorable outcomes of this
treatment compared with standard treatment starting with PDS made this strategy a candidate
for prospective, randomized Phase IIl studies without limiting the subjects to patients who
were unsuitable for PDS. Among the four Phase Ill studies to date, the earliest study from the
European Organization for Research and Treatment of Cancer (EORTC) has revealed noninferior
survival with less-serious morbidity in the neoadjuvant chemotherapy arm. These data suggest
that neoadjuvant chematherapy followed by surgical cytoreduction is an acceptable
management strategy for patients with advanced ovarian cancer. In this article, we review the
treatment outcomes and discuss some unanswered questions, as well as possible future

research in this area.

Primary debulking surgery (PDS) followed by
chemotherapy (PDS-CT) has been considered
a standard treatment procedure for patients
with advanced ovarian cancer. Griffiths first
demonstrated that survival time was inversely
proportional to residual mass size after PDS,
and the observation was reproduced and con-
firmed by many succeeding studies [1]. The goal
of debulking surgery is to remove as much of
the bulky tumor as possible. According to a
recent definition, an optimal surgery achieves
a maximum residual tumor size of <1 cm in
diameter, which leads to much better survival
compared with suboptimal debulking (i.e., non-
optimal debulking). Disappointingly, optimal
debulking can be achieved in only 30-60% of
stage III/IV ovarian cancers at average institu-
tions [2,3], and physicians often hesitate to per-
form aggressive debulking surgery in patients
with impaired performance status (PS) owing
to highly advanced disease.

Another treatment strategy, consisting of
neoadjuvant chemotherapy (NAC) and inter-
val debulking surgery (IDS) followed by

postsurgical chemotherapy (NAC-setting treat-
ment or NACT), emerged as an alternative
approach to PDS-CT in patients with appar-
ently unresectable, bulky tumeors or poor PS.
The strategy arose from an adoption of IDS
as secondary debulking after suboptimal PDS
and later an omission of PDS in patients who
supposedly would have little benefit from PDS.

Many retrospective studies revealed that sur-
vival of patients treated by NACT was compa-
rable with that of patients treated by PDS-CT,
although the NACT group had more advanced
disease and/or poorer PS. Based on these favor-
able results for NACT, several prospective studies
to assess the efficacy of NACT were conducted.
Furthermore, prospective Phase III randomized
studies have been conducted without limiting
the subjects to patients with apparently unresect-
able tumors and/or poor PS, and extended target
diseases to not only ovarian cancer but also tubal
and peritoneal cancers.

The results of the first Phase III NAC trial
by the European Organization for Research

and Treatment of Cancer (EORTC) have been
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