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ABSTRACT

Background: Even though primary
debulking surgery is the established
standard of care in advanced ovarian cancer
(EOC), optimal cytoreduction is not feasible
in all patients. The purpose of this study
was to audit our experience with reference
to primary cytoreduction vs. neoadjuvant
chemotherapy (NACT).

Design: Retrospective study

Methods: Case records of patients with EOC
operated between March 2004 to June 2006
at the department of Surgical Oncology
were reviewed. Analysis was done using
statistical software SPSS 11.0. Fischer’s
exact two-tailed test was used for analysis
of significance and Kaplan Meier Graph for
survival statistics.

Results: Eighty-five cases of EOC were
operated (mean age 53.6 years) during the
study period. Majority (84.7%) were
advanced stage (70.6% stage IIIC & 14%
stage IV). Of these 44.5% underwent
primary cytoreductive surgery while 55.5%
received NACT followed by interval
debulking. The probability of optimal
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cytoreduction was higher in the NACT
group than with primary surgery (88.6% vs.
50.0%; p < 0.0001). With a median follow up
of 399 days, there were 32 cases (44.4%) of
recurrence and nine (12.5%) with CA-125
rise only. In both the groups pattern and
rate of failure (distant, local and CA-125
rise) were similar (p = NS).

Conclusions: In our experience NACT
improves resectability in advanced ovarian
cancer and provides a basis for argument
for prospective randomized controlled
clinical trials to explore the role of NACT
in advanced ovarian cancer.

INTRODUCTION

Treatment of advanced EOC is a therapeutic
challenge.! Inverse correlation between survival
and the residual tumour after primary surgery
was suggested in 1975 in a seminal report by
Griffiths in 1975.2 However, there are no
randomized trials to establish primary
cytoreduction as the standard of care for
patients of ovarian cancer.? Still primary
cytoreductive surgery followed by platinum and
paclitaxel based chemotherapy is currently
standard treatment for advanced ovarian
cancer.*

The aim of our review was to audit our
own experience and to add our data to the
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published literature in an attempt to search for
some answers to the vexing issue of timing of
surgery and chemotherapy in ovarian cancer.

METHODS

In this retrospective analysis, we reviewed case
records of all patients operated for carcinoma of
ovary between March, 2004 to June, 2006 to
evaluate the outcome of surgical effort in terms
of optimal cytoreduction and recurrence rates.

The diagnosis of carcinoma of ovary was
established using a combination of ascitic
cytology, CA-125 estimation, and histology
(FNAC or Core biopsy) and imaging.

All patients who received both
chemotherapy and cytoreductive surgery were
included. Criterias for administering NACT
were: Stage IV disease at presentation; Co-
morbid conditions or general condition of the
patient precluding any immediate surgical
intervention; Patient refusal for surgery at
presentation (patients who refused surgical
cytoreduction even after NACT were excluded)
and Bulky disease deemed inoperable at
presentation by the treating surgeon (due to

clinical or imaging features like fixed pelvic
mass with parametrial infiltration, plaque like
peritoneal deposits on undersurface of
diaphragm, bulky supra-renal adenopathy or
infiltration of hollow or solid viscera).

STATISTICAL ANALYSIS

Information was captured and analyzed using
SPSS 11.0 statistical tool. Fischer’s exact two-
tailed test and Kaplan Meier Survival graph
were the statistical models used.

RESULTS

A total of 85 patients were identified who
underwent surgery during the study period. Of
these 72 (84.7%) had advanced stage and were
included in the final analysis. Patient
characteristics are shown in table 1.

The most common symptom at the time of
presentation was abdominal discomfort (98%)
mainly in the lower abdomen followed by
abdominal distention (86%).

Forty patients (65.5%) received NACT
while 32 patients (44.5%) underwent primary
cytoreductive surgery. Chemotherapy details
are given in table 1.

Table 1: Patient Characteristics

Characteristic

Age in years: mean (range)

53.62 (19 - 78)

Duration of symptoms in months: median (range) 6 (1-24)
FIGO Stage

Early (I-I) 13 (8.2%)
Advanced (III-IV) 72 (84.7%)

Pre-treatment (Median) CA-125 U/ml

631 (7.31 - 13500) U/ml

Chemotherapy regimen

Platinum + Taxane

Single agent platinum
Platinum with other drug
NACT cycles (range & mean)

Refused / Interrupted chemotherapy after surgery

5 (5.8%)
49 (57.6)
12 (14%)
19 (22.4%)
2-6 (2)
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The main reasons to choose single agent
chemotherapy or other drugs with platinum
were-poor general condition or financial cons-
traints of the patient. The overall rate of
optimal cytoreduction in advanced ovarian
cancer was 71.7% (50.0% for primary surgery
vs. 88.6% for NACT; p < 0.0001). This assumes
more significance due to the fact that there may
have been an inherent bias to give NACT to
patients with bulky disease or patients with
poor general condition who may not have
tolerated an initial optimal debulking attempt
at the time of presentation.

Relapse: 32 (44.6%) patients had evidence of
recurrence on clinical and radiological
examination and 9 (12.5%) had CA-125 rise
alone (biochemical relapse) while four patients
(5.5%) were lost to follow up. Sites of relapse
were: peritoneal disease-18 patients, retro
peritoneal lymph nodes-5, pulmonary-6, liver/
spleen-4 patients each and intracranial in one
patient.

Recurrence rate in the two arms was
similar (50.0% for primary surgery vs. 42.5% for
NACT; p = NS).

Survival: The median overall up follow was 399
days (range 26 to 1014 days). The disease free
survival was 40.6% for primary surgery and
57.5% for NACT; p = NS. All the four patients
lost to follow-up were in advanced stage disease
and had undergone primary surgery and
subsequently had refused chemotherapy:.

Kaplan Meier survival curve (Fig. 1)
shows trend towards better survival in patients
who received NACT (p = NS). However the
difference as well as the duration of follow up is
insufficient to make any difinite conclusions.

Initial treatment
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Fig 1: Kaplan Meier Survival graph for patients with
advanced ovarian cancer undergoing either NACT or
primary surgery.

DISCUSSION

Despite controversies in the definition of
optimal cytoreduction, all investigators agree
that patients who fail to undergo optimal
debulking at the first attempt have a much
poorer prognosis.’ Not only the volume of
residual disease, but also the initial metastatic
tumour load is of prognostic significance.

Even though aggressive surgery is
important in the treatment of ovarian cancer,
tumour biology also co-determines the success
of surgery as is shown by several observers.%®
Advanced stage at presentation and biology of
the tumour co-determine the abysmal 5-year
survival figures of about only 25% in these
patients.

The primary aim of our audit was not to
debate on the role of primary surgery, which
remains the gold standard of care, but to
establish better resectability (and the
equivalent overall survival) with use of NACT
in advanced ovarian cancer. An approach that
provides equivalent survival with better (lesser)
treatment related morbidity should ideally be
the treatment of choice (Primum non nocerum).
Essentially our observations are similar to those
made by Kuhn et al” in the first prospective
study on NACT in ovarian cancer.

NACT followed by interval debulking
surgery has been proposed as an alternative
approach for the initial management of bulky
ovarian cancer, aiming at the improvement of
surgical efficacy and patients’ quality of life.
The interest in NACT in advanced ovarian
cancer grew out of observation of good overall
response rate using platinum and taxane based
chemotherapy in sub optimally cytoreduced
patient. Published literature (Table-3) consists
predominantly of retrospective observations
and it appears that NACT followed by interval
cytoreduction improves the prognosis and
quality of life in selected groups of patients.*?
It is significant to note that these studies have
been limited to patients bearing medical
conditions that precluded an immediate surgical
intervention. Out of the studies quoted here only
2 have compared the use of NACT as the primary
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Table 2: Review of Literature

Investigator n Survival (months) Conclusions of authors / Remarks
Vergote et al [4] 75 NA Crude survival higher when selecting about half of the patients for NACT
Kuhn et al [9] 37 42 (IDS+); 23 (IDS-) Better median survival for patients treated with NACT vs.
primary debulked group
Wils et al [10] 50 3 years: 25% NACT appears to enhance the cure rate in advanced ovarian carcinoma
Neijt et al [11] 47 3 years: 30% Survival not prolonged after optimal interval cytoreduction following
induction chemotherapy / Study criticized due to non comparable groups
Lawton et al [12] 36 NR Resection rates better with NACT / No survival data offered
Ng et al [13] 27 NR NACT is a feasible option / No survival data offered
Jacob et al [14] 22 16 Same survival with NACT as with 18 matched controls
Lim et al [15] 30 10.2 NACT can make patients operable
Redman et al [16] 79 15 (IDS+); 12 IDS -) Interval debulking surgery may not improve survival in patients
with advanced ovarian cancer.
van der Burg
et al [17] 278 26 (IDS+); 20 (IDS -) Patients with good response to NACT had better survival compared to
those with partial response
Surwit et al [18] 29 21 Median survival after NACT was 21 months
Schwartz et al [19] 59 17.5 (IDS+); 8 (IDS -) Similar survival compared with those treated during same period
with primary surgery
Huober et al [20] 38 NR NACT improves the resection rates with lesser morbidity /
No survival data offered
Kayikc¢ioglu et al [21] 45 27 NACT followed by interval debulking surgery does not
appear to worsen prognosis
Ansquer et al [22] 54 22 Better survival for patients treated with NACT vs. nondebulked tumour
Vrscaj et al [23] 20 24.7 NACT does not have unfavourable effect on prognosis
Ushijima et al [24] 65 NA Survival similar in NACT group compared with primary debulking
group with potential benefits for the patients with clinically aggressive
ovarian cancer who are unable to receive standard treatment.
Fanfani et al [25] 73 40 (IDS+)**; other DNS NACT followed by successful interval debulking surgery
can achieve good results in terms of survival outcomes
Shibita et al [26] 29 NR# Long term outcome was not statistically different in patients given NACT
Morice et al [27] 57 NR® Survival rates were similar in patients with advanced stage ovarian
cancer who underwent interval debulking surgery or primary debulking
surgery but interval debulking surgery patients had lesser morbidity
Mazzeo et al [28] 45 44 (CR); 27 (PR) NACT followed by optimal interval debulking surgery may be a safe

treatment alternative in patients with primarily unresectable

advanced ovarian cancer

CR = Complete response to chemotherapy; DNS = data not shown; IDS = Interval debulking surgery; NA = full article access was not
available; NACT = Neoadjuvant chemotherapy; NR = not reported; PR = Partial response to chemotherapy

** - this is the reported median survival for patients who had an optimal cytoreduction at time of IDS

$ - this study reports comparable survival based on survival graphs with maximum follow up for >2800 days

@ - this study reports comparable survival based on survival graphs with a range of follow up of 6-64 months (median 20 months).
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modality prior to any surgical intervention!®*'® as
against the use of chemotherapy after an initial
unsuccessful surgical attempt (in which case the
chemotherapy is better termed as induction
chemotherapy).

Our study, although retrospective in
nature, includes patients who could have been
eligible candidates for surgery upfront but
received NACT due to refusal for surgery or
treating oncologist’s assessment.

Taken together these studies have shown
that use of NACT followed by interval debulking
reduces perioperative morbidity?- in terms of
significant reduction in estimated blood loss,
duration of postoperative intensive care unit
stay and overall hospitalization, does not worsen
the prognosis, and more importantly improves
the quality of life.!

These studies have been reviewed?3? and
except for one study™ have shown to clearly
establish the safety and feasibility of NACT in
advanced ovarian cancer. Not only is this
approach safe in terms of treatment related
morbidity but also, more importantly, it does not
adversely affect the survival (overall or disease
free). The lone differing study! has been
criticized for biased results due to non-
comparable groups (primarily optimally
cytoreduced vs. primarily sub optimally
cytoreduced) and a small size of study
population.

The argument in favour of NACT is
multifactorial. First, given the advanced stage
at diagnosis (84.7% in our study), patients are
usually nutritionally depleted and in poor
general condition. Following NACT, patient’s
performance status is improved prior to surgery,
owing to the reduction in tumour volume,
ascites and pleural effusion. With the disease
under control and relief of distressing symptoms
of abdominal distension and discomfort,
nutritional improvement ensues resulting in
improved perioperative outcome as also the
need for a less extensive surgery due to reduced
tumour bulk. Finally, surgical cytoreduction may
be improved, which in turn leads to a better
prognosis and survival. An additional advantage
of NACT is that it allows the in vivo assessment

of tumour chemo sensitivity, which permits the
clinician to choose appropriate therapeutic
options.

Kuhn et al’ in 2001 showed a significantly
higher rate of optimal cytoreduction (p = 0.04)
and a longer median survival time (42 vs. 23
months; p = 0.007) in patients receiving NACT
in the first non-randomized prospective series
evaluating NACT (3 cycles of carboplatin plus
paclitaxel) followed by interval debulking vs.
primary debulking followed by cisplatin (with or
without paclitaxel) based chemotherapy in stage
IIT C ovarian cancer (n = 63). The only other
prospective (but non-randomized) trial by Chan
et al®*! focused on the impact of NACT on
patients’ quality of life.

More recently Bristow et al®3® have
published a systematic review of neoadjuvant
chemotherapy and interval cytoreduction in
which they conclude that the survival outcome
achievable with initial chemotherapy is inferior
to successful upfront cytoreductive surgery and
also that survival outcome was inversely
proportional to an increasing number of pre-
operative chemotherapy cycles with each
additional cycle associated with a 4.1 month
reduction in median survival time. However
whether the two groups are really comparable is
a matter of debate. Most patients taken for
neoadjuvant chemotherapy have a poorer
general condition, more volume disease and
possibly poorer tumour biology and hence one
would expect a poorer result in this group. A
true comparison would be made if all the
inoperable patients (by whatever criteria used)
were randomized separately into the two arms
and then analyzed for outcome.

Our observations are similar to those of
Deo et al who reported 73% optimal debulking
rate following NACT.** In our experience,
neoadjuvant chemotherapy followed by followed
by interval debulking surgery resulted in
significant subjective and objective
improvement with outcome similar to that
achieved with standard approach ie. primary
surgery followed by chemotherapy.

There are certain limitations of our study,
major ones being-retrospective nature and small
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sample size. Other limitations include short
follow up, incomplete data with reference to
quality of life and disease free progression.
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