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ARTICLE [INFO ABSTRACT

Article history: Background. To assess the safety and efficacy of neocadjuvant chemotherapy (NAC] followed by interval

Received 12 November 2008 debulking surgery (IDS) for miillerian carcinomas, such as ovarian, tubal, and peritoneal cancers, and to

Available online xxxx determine whether we can omit diagnostic laparoscopy before treatment initiation, a feasibility study was

performed.

; ) Merhods, Eligibie patients had presumed stage [I/IV millerian carcinomas clinically diagnosed by

Diagnostic laparoscopy . . . g ) ;

firterval debilking Aurger imaging studies, cytology. and tumor markers. All patients underwent diagnostic laparoscopy to confirm the

Neoadjuvant chemotherapy clinical diagnosis. Four cycles of paclitaxel and carboplatin were administered as NAC. followed by interval

Ovarian cancer debulking surgery and an additional 4 cycles of chemotherapy. The primary end point was the proportion of
patients achieving clinical complete remission (cCR) among all stage 1I/IV mullerian carcinomas confirmed
by diagnostic laparascopy. The major secondary end point was the positive predictive value (PPV) of clinical
diagnosis.

Results. Fifty-six patients were enrolled into the study. The PPV of overall clinical diagnosis for the tumor
origin, histology. and stage was 95% (53/56). Fifty-three patients received the protocol trearment starting
with NAC. IDS was performed in 89% (47/53) of patients. Complete resection without residual tumors was
achieved in 55% (29/53) and residual tumors became <1 cm in 17% (9/53) of patients. Twenty-two patients
(42%) achieved cCR after completion of the treatment. The median overall and progression-free survival was
45 and 14 months, respectively.

Conclusion. NAC without diagnostic laparoscopy for advanced miillerian carcinomas holds sufficient
promise to he compared with direct surgery in a phase Ill trial.

Keywords:

© 2009 Elsevier Inc. All rights reserved.

Introduction demonstrated that optimal debulking at the time of primary surgery
) e , improves patient survival [1-3]. Though optimal resection rates of
The standard treatment for advanced miillerian cancer (MC), such  experienced centers on gynecologic oncology reach up to 90%, optimal

as ovarian, tubal, and peritoneal cancer. is primary debulking surgery  debulking can be achieved in only 30-60% of stage NII/IV ovarian
(PDS) and postoperative chemotherapy. Previous studies have cancers in average institutions [1.2].

Retrospective analyses [4-7] have revealed that survival of the
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patients with apparently unresectable bulky tumors or poor PS
[NCCN guidelines).

European Organization for Research and Treatment of Cancer
(EORTC) started a phase 1ll study comparing NAC with the standard
treatment for advanced MC [8] and thereafter, Medical Research
Council Clinical Trials Unit (CTU-MRC) started similar phase IlI study
in 2004 [identification number in Clinicaltrials.gov: NCTO0075712]. In
2002, we also planned to conduct a phase [l trial to compare NAC and
direct PDS. At that time, we had little experience with NAC for
treatment of advanced MC, including the possibly resectable cases.
Thus, we planned to conduct a feasibility study of NAC before a phase
lil trial. The main purpose of the study was to assess the safety and
efficacy of NAC with paclitaxel and carboplatin for advanced MC. The
other purpose was to determine whether omission of the diagnostic
laparoscopy (DLS) before NAC for advanced MC is possible by the use
of imaging studies, cytological findings, and tumor markers. According
to the current treatment guidelines, DLS or laparotomy to confirm the
diagnosis and stage before NAC is mandatory. However, these
procedures lead to a delay in the initiation of treatment and nullify
the advantage of less invasiveness of NAC. Therefore, if ethically and
medically acceptable, it seems desirable to omit the diagnostic
procedure in the phase Il trial.

The study protocol was designed by the Gynecologic Cancer Study
Group of the Japan Clinical Oncology Group (JCOG) and was approved
by the Clinical Trial Review Committee of JCOG on 6 December 2002
and activated on 14 January 2003 [9].

Patients and methods
Patient selection

The study subjects were patients with presumed stage lII/1V MC
clinically diagnosed by imaging studies (CT [computed tomography]
or MRI [magnetic resonance imaging|) and cytological examination of
ascites, pleural effusions, or fluids obtained by tumor centesis. Stage IV
disease was diagnosed according to the routine FIGO staging.
Diagnosis of stage Ill disease based on retroperitoneal lymph node
metastasis was allowed only when swollen nodes were suspicious for
metastasis by imaging studies and »2 cm in diameter. Malignancies of
other origins, such as the breast and the digestive tract, when
suspected from symptoms, physical examinations, or imaging studies,
were ruled out by ultrasonography, endoscopy, or opaque enema. To
efficiently rule out malignancies originating from the digestive tract,
the criteria for the tumor markers were set as CA125 »200 U/ml and
CEA <20 ng/ml. The further inclusion criteria were as follows:
clinically deemed to be a candidate for debulking surgery without
evidence of brain, bone, bone marrow. or multiple lung or liver
metastases; presence of at least one measurable lesion; previously
untreated for these malignancies and no history of treatment with
chemotherapy or radiotherapy even for other diseases; aged between
20 and 75 years; Eastern Cooperative Oncology Group (ECOG) PS of O
to 3; adequate organ functions; and written informed consent.

The exclusion criteria include intestinal occlusion necessary for
surgical treatment; hypersensitivity to alcohol; and severe medical
complications. More details of eligibility criteria were described
previously {9].

Treatment plan

After enrollment, DLS was performed. Inspection of peritoneal
cavity and biopsy from the main tumor or metastatic tumors was
performed to confirm the clinical diagnosis of the origin, histology,
and stage.

Four cycles of a combination of intravenous paclitaxel [over 3 h:
day 1] and carboplatin [day 1], e, TC, were administered every
3 weeks as NAC. Before paclitaxel was administered, standard short

premedication was used to avoid anaphylactic reactions. The dose of
carboplatin was calculated from the formula of Calvert [10]. The
creatinine clearance by the Cockcroft-Gault [ 11] equation was used as
the glomerular filtration rate (GFR) in the formula. The creatinine
clearance, body weight, and body surface area on entry into the study
were used during all 4 cycles of NAC.

Interval debulking surgery (1DS) was performed after the fourth
cycle of NAC, unless there was evidence of disease progression. The
standard procedures in IDS comprised total abdominal hysterectomy,
bilateral salpingo-oophorectomy, omentectomy, and maximal debulk-
ing of the metastatic tumors. Systematic pelvic andfor paraaortic
lymphadenectomies were allowed, but not included in the standard
procedure.

After IDS, an additional 4 cycles of chemotherapy was adminis-
tered as postoperative chemotherapy (8 cycles in all). The creatinine
clearance, body weight, and body surface area between IDS and the
first cycle of postoperative chemotherapy were used during all 4
cycles of postoperative chemotherapy.

Modification of the treatment

Four dose levels were set for both paclitaxel and carboplatin, The
initial dose of paclitaxel was 175 mg/m” (level 0), and the dose was
reduced to 130 mg/m? (level -3) in decrements of 15 mg/m”. The dose
of carboplatin was reduced from the starting targeted area under the
curve (AUC) of 6 (level 0) to 5. 4.5, and 4 (level -3) in a step-by-step
manner. Even when the toxicities disappeared, the dose level was not
restored to the previous dose level. The level during NAC was carried
forward to postoperative chemotherapy.

Hematological toxicities that required a dose reduction of 1 level of
both agents were grade 4 neutropenia observed in an interval of
~3 days in the same cycle, neutropenic fever observed in an interval of
=1 day in the same cycle, and grade 3 thrombocytopenia. Neurotoxi-
city that required a dose reduction of 1 level of paclitaxel alone was
grade 2 sensory-neuropathy.

When the toxicities that required dose reduction were observed at
the lowest level, or grade 3 sensory-neuropathy was observed at any
dose level, the treatment protocol was discontinued. The other
discontinuation criteria were progression of the disease, delay of
chemotherapy for > 2 weeks, delay of surgery from the planned time
period, grade 3 allergic-reaction/hypersensitivity, grade 4 non-
hematological toxicities, and misdiagnosis confirmed by DLS.

End points

The primary end point was the proportion of clinical complete
remission (%cCR) among all patients with stage IIl/IV MC, whose
diagnosis was confirmed by DLS. Clinical complete remission was
defined as the disappearance of all lesions on CT or MRI, no pleural
effusion on chest radiography, and a serum CA125 level of <20 U/ml
upon completion of the treatment,

The secondary end points were positive predictive value (PPV) of
the clinical diagnosis with regard to the origin and histology, FIGO
stage, and overall clinical diagnosis among all the participants. The
PPV of overall clinical diagnosis was the end point to decide whether
we could omit DLS in the subsequent phase Il study. Because
laparoscopy was performed only in patients diagnosed as stage I1/IV
MC by clinical findings, it was not possible to use sensitivity or
specificity to evaluate the accuracy of clinical diagnoses, therefore we
adopted PPV. With regard to the histology. the histological diagnosis
compatible with any of the epithelial ovarian carcinomas was
considered as correct diagnosis. Concerning the diagnosis of stage,
surgical stage Ill was considered as correct even if substage was
different from prelaparoscopic stage Ill substage. Regarding prela-
paroscopic stage IV disease, the diagnosis of the stage was correct
irrespective of the peritoneal findings on DLS.

Please cite this article as: Onda T, et al., Feasibility study of necadjuvant chemotherapy followed by interval debulking surgery for stage [1/1V
ovarian, tubal, and peritoneal..., Gynecol Oncol (2009), doi:10.1016/].ygyno.2008.12.027
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The other secondary end points were the response rate to NAC, the
proportion of patients who underwent IDS, progression-free survival
(PFS) among patients whose clinical diagnosis was confirmed by
laparoscopy, the operative morbidity, the adverse events, and the
overall survival (0S) among all the enrolled patients. The response to
NAC was assessed according to the RECIST (Response Evaluation
Criteria In Solid Tumor) [12]. CGrading of the adverse events was
performed based on NCI-CTC (National Cancer Institute-common
toxicity criteria) ver. 2.0.

Study design and statistical methods

The study was planned as a single-stage safety and efficacy study.
Sample size calculation was primarily based on the binominal test for
the primary end point. Forty-four patients were required when
expected %cCR of 40% and an acceptable lowest %cCR of 20% with a
ane-sided alpha error of 0.05 and a beta error of 0.1. Additionally, the
PPV of overall prelaparoscopic diagnoses was to be sufficiently
confident to enable the omission of laparoscopy in the subsequent
phase 11l study. Thus, Bayesian monitoring of PPV was planned, and it
required 56 patients to have a 10% or lower Bayesian posterior
probability that PPV is less than 90% in case of 3 false-positive patients
assuming the prior distribution of Beta (9,1). The target sample size
was determined to be 56, which is also sufficient for the primary end
point. The planned accrual period was 1 year, and the follow-up period
was 3 years. All analyses were performed using the SAS software
release 9.1 {SAS Institute, Cary, NC).

Results
Patient characteristics

Fifty-six women were entered between January 2003 and
February 2004. All but one patient were eligible for the study. The
ineligible patient once fulfilled the eligibility 1 week before
enrollment. However, the blood examination just before enroliment
showed a slightly lower WBC and ANC than the eligibility. This
patient was included in the following analysis, though this patient
dropped out of the study during NAC due to myelo-suppression. The
PS of all 56 patients at enrollment was 0 in 28 patients, 1 in 18
patients, 2 in 7 patients, and 3 in 3 patients. The median age at
enrollment was 55 (range, 33-73) years. The median follow-up
period of the living patients was 39 (range. 34-46) months at the
data cutoff in February 2007.

Accuracy of the clinical diagnosis

DLS was performed in all enrolled patients. Laparoscopic findings
and histological findings revealed all 56 patients had MC with a
histology corresponding to epithelial ovarian carcinoma. Concerning
the stage of the disease, the diagnosis was stage Il1/IV in 53 patients by
laparoscopic findings in combination with prelaparoscopic findings of
the presence of distant metastases, malignant pleural effusion, and
lymph node metastases. The PPV of prelaparoscopic diagnosis
concerning the origin and histology was 100% (56/56), and both the
PPVs of prelaparoscopic diagnosis concerning the stage and overall
diagnosis were 95% (53/56). The histology of the diseases misdiag-
nosed in stage were endometrioid adenocarcinoma in 2 and serous
adenocarcinoma in 1. Table 1 shows the prelaparoscopic and
laparoscopic diagnoses of the disease.

Compliance to the treatment
The compliance to the treatment protocol is depicted in Fig. 1. Six

patients successfully completed the treatment algorithm once they
were off protocol due to toxicities. In one patient, after the

Table 1
Prelaparoscopic and laparascopic diagnosis of the disease

Prelaparoscepic diagnosis Laparoscopic diagnosis

Origin® Ovary 48 Ovary 47

Tube 4 Tube 7

Peritoneum 10 Peritoneum 12

Histology” Adenocarcinoma 56 Adenocarcinoma 18
(not specified) (not specified)

Serous 29

Mucinous 2

Endometrioid 5

Undifferentiated 2

T classification Tic 0 Tic 1

T2c 4 T2¢ 5

3 52 T3a 0

T3b 12

T3¢ 38

Stage ] 38 IC 1

v 18 I 2

A G

1B 4

mc 3

v 18

' Selection of 2 or 3 sites from among the ovary, fallopian tube, and peritoneum was
allowed n both prelaparoscopic and laparoscopic diagnosis

" Histology by prelaparoscopic diagnosis has been estimated from cytological
findings.

discontinuation criteria were fulfilled during NAC, a similar treatment
consisting of 3 cycles of chemotherapy as NAC, IDS and 6 cycles of
postoperative chemotherapy was performed. In the other 5 patients,
the same treatiment was administered at a reduced dose and/or a
delayed schedule.

Safety of the treatment

The mean number of cycles of chemotherapy was 7.0 (range, 1-
9) cycles. Dose reductions of chemotherapy were performed in 42%
(22/53) of patients and 11% (39/371) of cycles. Discontinuation of
treatment due to toxicities or patients' refusal in relation ta
toxicities occurred in 9 patients except 6 patients who continuously
received the treatment by deviation. Table 2 shows the major
toxicities of the chemotherapy. Grade 4 hematological toxicities,
particularly neutropenia (-70%) and anemia (215%), were fre-
quently observed during both neoadjuvant and postoperative
chemotherapy. Concerning neutropenia, 74% (39/53) of patients
and 49% (182/371) of cycles required G-CSF support. Although more
than 10% of patients experienced grade 3 neutropenic fever, grade
4 was not observed. Other grade 3 non-hematological toxicities
were rarely observed except for gastrointestinal toxicities. As a
non-typical adverse event, grade 4 cerebral infarction was observed
in 1 patient.

In 47 patients who underwent 1DS, the median duration of the
surgery and median blood loss were 330 (130-735) min and 1284
(280-4565) ml, respectively. Gastrointestinal resection excluding
appendectomy was performed in 9% (4/47) of patients, and splenect-
omy was performed in 6% (3/47) of patients. Repair of the ureter or the
colon because of operative injury was performed in 6% (3/47) of
patients. Grade 3 or 4 toxicities observed during and/or after surgery
were grade 3 hypotension in 19% (9/47), grade 3 bleeding without
thrombocytopenia in 77% {36/47), and grade 3 ileus in 4% (2/47). Blood
transfusion other than autotransfusion was required in 72% (34/47);
only autotransfusion was perfarmed in 4% (2/47).

There was no treatment-related mortality. There were 2 unex-
pected events: a primary aldosteronism and a metachronous lung
cancer after the treatment protocol. Both events were judged as
unlikely to be related with the treatment protocol by the Data and
Safety Monitoring Committee of JCOG.
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56 patients were
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e
1DS was

Progression a1,

I not performed in 2 Refusal in 1
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Postoperative chemotherapy was | Postoperative chemotherapy was Refusal in |

started in 46%% [

not started in |

—

T
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Puostoperative chemotherapy was
completed in 37%%%

Postoperative chematherapy was
not completed in 9

Progression in 3 fafler 5.6 and 7 courses)
Toxicities in d tafter 5.5, 7 and 7 coursesy

Refusal in 2 (aler b and 7 courses)

Flg. 1. Compliance of protocol treatment. Including 1 patients (*), 2 patients (**} and 6 patients (***) who deviated fram the criteria for discontinuation. NAC, neoadjuvant

chemotherapy; IDS, interval debulking surgery.

Ffficacy of the treatment

Responses to chemotherapy after 4 cycles of NAC were evaluated
in 48 patients who completed NAC. Partial response or CR was
obtained in 41 patients (77% of 53 patients), SD was observed in 6
patients (11%), and PD was observed in 1 patient (2%) according to
RECIST criteria.

IDS was performed in 47 patients (89% of 53 patients), including a
patient who underwent 1DS after 3 cycles of NAC. Complete resection
of all tumors was obtained in 29 patients {55% of 53 patients), residual
disease became <1 c¢m in 9 patients (17%) and 21 cm was left in 9
patients (17%).

The entire treatment protocol was completed by 37 patients and
cCR was obtained in 22 patients (42% of 53 patients), including 6 and 3
patients who deviated from the discontinuation criteria. The primary
end point of %cCR was 42% [95% Cl: 28%-56%).

Table 2
Drug-induced toxicities

The median and 3-year PFS of 53 patients was 14 months and 19%
(Fig. 2). The median and 3-year OS of 53 patients was 45 months and
60% (Fig. 3).

Discussion

The purpose of this study was to assess the safety and efficacy of
NAC and to determine whether advanced MC can be accurately
diagnosed on the basis of imaging studies, cytological findings, and
tumor markers.

As far as the safety is concerned, treatment initiation with NAC
is well known as a safe treatment [4-713,14]. There was no
treatment-related mortality, the drug-induced toxicities were easily
manageable, and surgical toxicities or severe complications were
rare. In this study, the safety of NAC was reconfirmed by a
prospective study.

Toxicities Neoadjuvant chemotherapy (n=53) Postoperative chemotherapy (n=46)
Grade 1 Grade 2 Grade 3 Grade 4 Grade 1 Grade 2 Grade 3 Grade 4
Hematological
Leukopenia 4% 34% 53% 9% 2% 17% 72% 9%
Neutropenia 0% 6% 19% 75% 2% 0% 24% 73%
Thrombocytopenia 13% 263 23% 2% 17% 22% 43% 2%
Anemia 9% 49% 26% 15% 1% 52% 20% 17%
Non-hematological
Neutropenic fever - - 15% 0% - - ng 41
Allergy/Hypersensitivity 9% 2% 0% 0% 4% 0% 0% 0%
Fatigue 42% 9% 4% 0% 1% 9% 0% 0%
Alopecia nx B89% - - 1% 84% - -
Arthralgia 32% 1% o 0% 37% 2% 2% 0%
Neuropathy (sensory) 55% 9% 0% 0% 52% 15% 0% o5
Myalgia 38% 13% 2% 0% 26% 2% 2% o
Nausea 43% 23% 1% - 46% 13% 2% =
Vomiting 13% 6% 9% ox 9% 9% 2% 0%
Diarrhea 15% 4% 6% 0% 1% 2% * 0%

Please cite this article as: Onda T, et al., Feasibility study of neoadjuvant chemotherapy followed by interval debulking surgery for stage llI/IV
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Regarding the efficacy of NAC, cCR according to our definition was
achieved in 22 patients (42%). It is difficult to compare our results with
those of the previous studies targeting surgical stage II/IV ovarian
cancer because our target was clinically diagnosed stage I1I/IV disease.
In addition, our definition of cCR is stricter than general definition. We
set the CA125 titer at <20 U/ml rather than <35 U/ml. Taking into
account these differences, we set, at the beginning of the study, the
expected %cCR as 40% and an acceptable lowest %cCR of 20% for the
statistical analysis of the primary end point, based on the results of
previous studies [15-19). According to the calculation of the exact
binominal distribution, the 95% confidence interval of the %cCR of the
target population was 28%-56%. Even if we omit 3 patients with
deviation from the discontinuation criteria, the 95% confidence
interval of %cCR of the target population would be 23% to 50%. In
either case, the null hypothesis “the true proportion of cCR is <20%"
was rejected. Furthermore, the median PFS and OS of 53 patients with
stage lII/IV disease (14 and 45 months, respectively) in the present
study also represent promising results comparable with the results of
treatments consisting of PDS and postoperative chemotherapy in the
previous reports [15,16.20|. Although two Gynecologic Oncology
Group studies showed much better PFS and OS with PDS and
postoperative intravenous chemotherapy (21 and 57 months) [21]
and with PDS and posteperative intra-peritoneal chemotherapy (23
and 66 months) [22], the subjects of both studies were only patients
who had undergone optimal surgery. Thus, our results may be
comparable to those of the other reports. From the analysis, we
confirmed that NAC for advanced MC is sufficiently effective to be
compared with current standard treatment.

With regard to the accuracy of clinical diagnosis, the overall
diagnosis of the tumor origin, histology, and stage was confirmed by
DLS in 53/56 patients (95%). According to the Bayesian method, the
Bayesian posterior probability that PPV is <90% was 9.96%, indicating
that the appropriate target diseases for NAC can be diagnosed with
-90% accuracy without the need for DLS. Although misdiagnosis may
occur in < 10% cases, the most probable misdiagnosis is the stage of
disease. Misdiagnosis of the stage is acceptable rather than the
misdiagnosis of the origin or histology because the treatment strategy
for stage 1C/11IC MC is primarily the same as that for stage III/IV MC.
Thus, we concluded that we could omit the staging procedure in a
phase Il study. Owing to this omission, both treatment arms of the
phase I trial would become more practical.

Based on our promising results, we have already started the phase
111 study, JCOGO602 | 23], for comparing NAC followed by IDS with PDS
followed by postoperative chemotherapy, on the same subjects of this
study. A similar phase Ill study has already been conducted by EORTC
and CTU-MRC. Our study and EORTC study have been designed to
prove the non-inferiority of NAC as compared to the standard
treatment. Because of the expected lower surgical morbidity and
mortality associated with NAC, NAC should become the new standard
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Fig. 3. Qverall survival of patients who received protocol treatment (n=53).

treatment for patients with advanced MC if the non-inferior OS and
lower treatment related morbidity and mortality are proven. The
distinctiveness of our new study 1s that it omits the staging
procedures, such as DLS, required in this feasibility study, implying
the deletion of an extra procedure in both treatment regimens; thus,
our new study highlights the advantage of NAC. Qur ongoing phase 11I
study should make it possible to compare both treatunents in a more
practical setting. From the results of ongoing phase Il studies
including our study, it is hoped that a new standard treatment
regimen is established.
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On the basis of promising results of neoadjuvant chemotherapy (NAC) in our previous study
(JCOGO0206), we have been performing a Phase |l study of treatment starting with NAC
versus standard treatment starting with primary debulking surgery (PDS) for Stage I11/IV
miillerian carcinomas (ovarian, tubal and peritoneal carcinomas) since November 2006. The
purposes are to prove the non-inferiority of the efficacy and to show the decrease in adverse
effects resulting from reduced surgical invasiveness of treatment starting with NAC. Three
hundred patients with advanced miillerian carcinomas will be randomized during 3 years.
NAC arm patients undergo four cycles of NAC with paclitaxel plus carboplatin followed by
interval debulking surgery and an additional four cycles of postsurgical chemotherapy.
Standard arm patients undergo PDS and eight cycles of postsurgical chemotherapy with
or without interval debulking surgery. The primary endpoint is overall survival. The major
secondary endpoints are the incidence of adverse events and parameters representing

surgical invasiveness.

Key words: ovarian neoplasms — neoadjuvant therapy — interval debulking surgery — primary

debulking surgery

INTRODUCTION

The current standard treatment for advanced miillerian
cancer is primary debulking surgery (PDS) followed by post-
surgical chemotherapy. Better prognosis can be expected in
cases in which optimal debulking can be achieved.
Unfortunately, optimal debulking in the primary surgery can
be achieved in only 30—60% of Stage I11/IV miillerian

cancers in average institutions (1,2), and the prognosis of

patients with advanced miillerian cancers is poor.
Neoadjuvant chemotherapy (NAC) has been recognized as a
possible approach to improve the prognosis of these patients.
In initial studies, NAC was chosen for patients with appar-
ently unresectable bulky tumors or poor performance status

For reprints and all correspondence: Takashi Onda, Division of Gynecologic
Oncology, National Cancer Center Hospital, 5-1-1 Tsukiji, Chuo-ku, Tokyo
104-0045, Japan. E-mail: taondaf@nce.go.jp

as an alternative treatment to primary surgical debulking.
Retrospective analyses (3—7) revealed that progression-free
and overall survival were comparable between patients
treated with NAC followed by interval debulking surgery
(IDS) and those treated with PDS, though the former group
had more advanced discase and poorer performance status.
On the basis of these favorable results of NAC for patients
with advanced disease or poor performance status, the target
disease was extended to all cases of advanced disease,
including patients without apparently unresectable tumors
and good performance status in prospective studies. The
European Organization for Research and Treatment of
Cancer (EORTC) is conducting a Phase III study comparing
neoadjuvant setting treatment with standard treatment for
advanced miillerian cancers (8). We conducted a Phase 11
study of NAC with paclitaxel plus carboplatin followed by
IDS and postsurgical chemotherapy as the study of the Japan
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Clinical Oncology Group (JCOGO0206) (9). In the study, we
assessed the safety and efficacy of NAC treatment, and also
assessed whether we can accurately diagnose advanced
miillerian cancer based on clinical findings, including
imaging studies, cytologic findings and tumor markers.
Although the final survival results of this Phase II study are
awaited, we have started the Phase III trial on the basis of
the efficacy and diagnostic accuracy shown in the study (10).
Qur study is basically similar to the EORTC study, with the
aim of comparing NAC treatment with standard treatment for
advanced miillerian cancer. One of the distinct points of our
study is omitting the diagnostic surgical procedure, such as
laparoscopy or laparotomy, based on the results of our above-
mentioned previous study. This means the elimination of an
extra procedure for the purpose of the clinical trial in both
treatment arms and it has the advantage of making it possible
to start NAC treatment earlier. In our study, it is possible to
compare the two treatment protocols under clinically relevant
conditions. Another distinct point is the number of cycles of
chemotherapy. Since the study subjects are patients with evi-
dently advanced disease according to clinical findings, we
administer a total of eight cycles of chemotherapy in both
treatment arms instead of the standard of six cycles.

The study protocol was designed by the Gynecologic
Cancer Study Group (GCSG) of the Japan Clinical
Oncology Group (JCOG), approved by the Protocol Review
Committee of JCOG on 18 October 2006 and activated on
17 November 2006. This trial was registered at the UMIN
Clinical Trials Registry as UMIN000000523 (http:/www.
umin.ac.jp/ctr/index.htm).

PROTOCOL DIGEST OF THE JCOG0602
Purrose

The purposes are to prove the non-inferiority of the efficacy
and to show the decrease in adverse effects due to reduced
surgical invasiveness of treatment starting with NAC with
paclitaxel plus carboplatin compared with standard treatment
starting with PDS for stage 1II/IV miillerian carcinomas.

STUDY SETTING

A multi-institutional (30 centers) randomized Phase 111 trial.

RESOURCES

Health Sciences Research Grants for the Third Term
Comprehensive Control Research for Cancer (Nos. h16-035,
h19-028) and Grants-in Aid for Cancer Research (Nos.
178-1, 17S-5, 17-12), from the Ministry of Health, Labor
and Welfare, Japan.

ENDPOINTS

The primary endpoint is overall survival among all eligible
patients, Secondary endpoints concerning the efficacy of
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the treatments are as follows: (i) proportion of clinical
complete remission (%cCR) among all eligible patients,
(i1) progression-free survival among all eligible patients,
(iii) response rate to NAC among patients assigned to the
NAC arm. Clinical complete remission is defined as the
disappearance of all lesions by computed tomography (CT)
or magnetic resonance imaging (MRI), no pleural effusions
by chest radiography and normal serum CAI25 level
(<20 U/ml) after completion of the protocol treatment.
Secondary endpoints concerning the safety and surgical
invasiveness of the treatments are as follows: (i) adverse
events, (i) number of times of surgery, (iii) total duration
of the surgery, (iv) total amount of blood loss, (v)
amount of blood transfusion during protocol treatment, (vi)
amount of blood plasma, plasma expander and albumin
infusion during protocol treatment, among all treated
patients.

ELiGIBILITY CRITERIA
IncLusioN CRITERIA

The study subjects are patients diagnosed with Stage III or
IV ovarian, tubal or peritoneal carcinoma. The diagnosis is
based on both imaging studies (CT or MRI, and chest radio-
graphy) and cytology/histology of ascites, pleural effusion or
fluid/tissue obtained by tumor centesis. Malignancies of
other origins, such as breast and digestive tract, should be
excluded by endoscopy, opaque enema, or ultrasonography
when these malignancies are suspected from symptoms,
physical examination or imaging diagnosis. To rule out
malignancies of digestive tract origin, the criteria for
tumor markers are set to be CA125 =200 U/ml and CEA
<20 ng/ml.

Further inclusion criteria are (i) the patient is clinically
deemed to be a candidate for debulking surgery without evi-
dence of brain, bone or bone marrow metastases, (i) pre-
viously untreated for these malignancies and have no history
of treatment with chemotherapy or radiotherapy for other
diseases, (iii) age 2075 years, (iv) Eastern Cooperative
Oncology Group (ECOG) performance status of 0-3,
(v) adequate bone marrow, hepatic, renal, cardiac and respir-
atory functions and (vi) written informed consent.

ExcLusioN CRITERIA

Exclusion criteria are (i) synchronous or metachronous
(within 5 years) malignancy other than carcinoma in sifu,
(ii) pregnant or nursing, (iii) severe mental disorder, (iv)
systemic and continuous use of steroidal drugs, (v) positive
for serum hepatitis B surface antigen, (vi) active infections,
(vii) uncontrolled hypertension, (viii) diabetes mellitus,
uncontrolled or controlled with insulin, (ix) history of
cardiac failure, unstable angina, myocardial infarction
within 6 months prior to registration, (x) intestinal occlu-
sion requiring surgical treatment, (xi) hypersensitivity to
polyoxyethylated castor oil and (xii) hypersensitivity to
alcohol.



