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Impact of Blood Loss on Pancreatic Cancer Survival

In conclusion, excessive blood loss was found to be a

prognostic determinant for survival after surgery for pancreatic
cancer based on this analysis of patients at a large surgical center.
As a treatment strategy for pancreatic cancer, methods to reduce
blood loss should be considered an important focus and might
be accomplished with continued innovation in surgical methods.
There is no doubt that curative resection should be sought in all
cases. From the surgical point of view, it is very important o
successfully perform a curative resection and also reduce blood
loss. Because pancreatectomy is one of the most complicated
and challenging operations, there is still ample opportunity for
surgeons to play a role in improving outcomes by pursuing so-
phisticated surgical techniques.
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Abstract

Background A combination of fluorouracil and leucovorin
(5-FU/LV) with oxaliplatin (FOLFOX) is an established
first-line therapy for metastatic colorectal cancer (mCRC).
However, the cumulative neurotoxicity of oxaliplatin often
requires therapy to be discontinued while the patient is still
responding. A strategy to stop FOLFOX, deliver 5-FU/LV as
a maintenance therapy and reintroduce FOLFOX was found
to be equivalent in terms of efficacy while neurotoxicity was
substantially reduced. The aim of this study was to evaluate
feasibility of a stop-and-go strategy with S-1, an oral flu-
oropyrimidine derivative, as a maintenance therapy admin-
istered between modified FOLFOX6 (mFOLFOX6) as a
first-line treatment of mCRC.

Methods Thirty patients with untreated mCRC were
treated with six cycles of mFOLFOXG6 followed by main-
tenance therapy with oral S-1. Reintroduction of mFOL-
FOX6 was scheduled after four cycles of S-1 or upon tumeor
progression. The primary endpoint was duration of disease
control (DDC).

Results Twenty-one of the 30 patients who achieved
responses or stabilizations received S-1 maintenance ther-
apy. mFOLFOX6 was reintroduced in 15 patients. Median
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DDC and progression-free survival were 9.3 and 7.9 months,
respectively. The response rates and disease control rates
were 40.0 and 86.6% for the initial mFOLFOX®6, 23.8 and
57.1% for S-1 maintenance therapy and 20.0 and 73.3% for
mFOLFOX6 reintroduction, respectively. Twenty-eight
patients (93.3%) had peripheral neuropathy, but grade 3
neurotoxicity was observed in only 1 patient (3.3%).
Conclusion The planned oxaliplatin stop-and-go strategy
with oral S-1 maintenance therapy was feasible as a first-
line treatment for Japanese mCRC patients. Further pro-
spective randomized control study is warranted.

Keywords Metastatic colorectal cancer - First-line
chemotherapy - Oxaliplatin - Neurotoxicity - S-1

Introduction

The combination of fluorouracil and folinic acid (5-FU/LV)
with oxaliplatin (FOLFOX) has been established as one of
the standard first-line treatments for metastatic colorectal
cancer (mCRC) [1]. However, the sensory neurotoxicity,
which is an adverse event typically correlated to the cumu-
lative dose of oxaliplatin, often requires discontinuation of
oxaliplatin in patients who are still responding. Oxaliplatin-
induced cumulative neurotoxicity has been reported in the
range of 18-21% in the majority of trials [1-3].

Among various attempts to manage and prevent this
adverse reaction, the planned oxaliplatin stop-and-go strat-
egy with maintenance therapy by 5-FU/LV has been con-
sidered an appropriate option. Tournigand and de Gramont
[4] showed the efficacy of modified FOLFOX-7 with infu-
sional 5-FU/LV as a maintenance therapy in the OPTIMOX1
trial, and proceeded to give no maintenance therapy in
the OPTIMOX2 trial [5]. These studies suggested that
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oxaliplatin could be stopped after six cycles without com-
promising the efficacy on the condition that maintenance
therapy with 5-FU/LV was given.

Recently, some new oral fluoropyrimidine derivatives
that can be given on an outpatient basis and thus avoid
catheter-related problems have been introduced and their
non-inferiority when compared with infusional 5-FU has
been proven in numerous clinical trials [6-9]. S-1 is another
oral fluoropyrimidine consisting of tegafur, 5-chloro-2,4-
dihydroxypyridine (CDHP), and potassium oxonate, in
which tegafur is a pro-drug of fluorouracil, CDHP is a
dihydropyrimidine dehydrogenase (DPD) inhibitor main-
taining the serum concentration of fluorouracil, and potas-
sium oxonate is an inhibitor of orotate phosphoribosyl
transferase, reducing gastrointestinal toxicities [10, 11]. In
addition, DPD inhibition in tumor cells has been suggested
to contribute to anti-tumor effects since S-1 has been
effective against various solid tumours with high DPD
expression [11]. The response rate (RR) of S-1 as a single
agent was promising at around 35% for mCRC [11, 12].
These results suggested that the efficacy of S-1 as a main-
tenance therapy might be comparable to that of infusional
5-FU/LV and that S-1 might also be more convenient for
both patients and medical facilities.

The aim of this study was to evaluate modified
FOLFOX6 (mFOLFOX6) with maintenance therapy by
oral S-1 in patients with mCRC in the first-line setting.

Patients and methods
Patient selection

The study enroled patients with histologically confirmed
unresectable metastatic adenocarcinoma of the colon or
rectum, who had not previously received chemotherapy for
metastatic disease. Patients who had been treated with
adjuvant 5-FU-based chemotherapy were eligible provided
they had remained disease-free for at least 6 months after
the completion of adjuvant therapy. The other eligibility
criteria included age of 20-75 years, Eastern Cooperative
Oncology Group (ECOG) performance status of 0 or 1,
bidimensionally measurable disease, a life expectancy of at
least 3 months, adequate organ function (white blood cell
count 3,000-12,000 cells per pL, platelet >100,000 per pL,
aspartate aminotransferase (AST) <100 IU/L, alanine
aminotransferase (ALT) <100 IU/L, total bilirubin
<25.7 pmol/L (<15 mg/L), and creatinine <106.1 pmol/L
(<12 mg/L)). Exclusion criteria were pregnancy or lacta-
tion; second non-colorectal cancer; complications such as
ileus, uncontrolled diabetes mellitus, or hypertension;
severe diarrhea; clinically evident gastrointestinal hemor-
rhage; and ascites or pleural effusion needing treatment.

The protocol of this study was approved by the institutional
review board or ethics committee of the participating
institutions. The study was conducted in compliance with
the Declaration of Helsinki. Written informed consent was
obtained from all patients who were entered into the study.

Treatment plan

Patients received mFOLFOX6 (consisting of a 2-h infusion
of oxaliplatin at 85 mg/m? and 1-LV 200 mg/m? followed
by intravenous bolus of 5-FU at 400 mg/m? followed by a
46-h infusion of 5-FU at 2,400 mg/m?, every 2 weeks) for
six cycles. Treatment was continued until disease progres-
sion, unmanageable toxicity, withdrawal of consent, or until
six treatment cycles were completed. Oral S-1 maintenance
therapy was initiated for patients who were in a state of
persistent objective response or stable disease (SD) after the
six cycles of mFOLFOX6. S-1 (80 mg for patients with
body surface area (BSA) <1.25 m% 100 mg for patients
with BSA 1.25 < 1.5 m?; 120 mg for patients with BSA
>1.5 m?) was administered orally in two divided doses for
28 days, followed by a 14-day treatment-free interval. In
the event of disease progression or after a maximum of four
cycles of S-1 treatment, mFOLFOX6 could be reintroduced.
The reintroduced mFOLFOX6 was continued until pro-
gression, unacceptable toxicity, or patient’s wish to termi-
nate the treatment. Surgical treatment of the metastatic
lesions was allowed in patients with sufficient objective
response that rendered the lesions resectable.

Patient evaluation

Physical examination and laboratory tests were performed
at baseline and repeated at least biweekly during treatment.
Tumor size was assessed at the baseline (within 1 month
before enrolment), after every four cycles of mFOLFOX6
therapy, and after every two cycles of S-1 therapy. Objec-
tive tumor response was evaluated according to the
Response Evaluation Criteria in Solid Tumors (RECIST),
version 1.0.

National Cancer Institute Common Toxicity Criteria
(NCI-CTC) version 2.0 was used to assess toxicity. Treat-
ment was delayed until recovery when the white blood cell
count fell below 3,000 cells per pL, platelets fell below
100,000 per pL, AST or ALT were over 100 IU/L, total
bilirubin was higher than 25.7 pmol/L, creatinine was
higher than 106.1 pmol/L, and when the patient experi-
enced diarthea of grade 1 or greater, or other non-hemato-
logic toxicities greater than grade 2. If a patient experienced
either a grade 4 hematologic or a grade 3 or higher non-
hematologic toxicity, the dose was decreased by one level at
the subsequent treatment course.

@ Springer
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Statistical considerations

The primary endpoint was duration of disease control
(DDC), which was defined as progression-free survival
(PES), or, if mFOLFOX6 was reintroduced, addition of the
initial PFS and the PFS of the reintroduction, except in the
case of progression at the first evaluation after mFOLFOX6
reintroduction.

The secondary endpoint was PES, overall survival (OS),
RR (complete response (CR) and partial response (PR)) of
each therapy, disease control rate (DCR) (CR, PR and SD)
of each and safety.

The Kaplan—Meier method was used to calculate the
distribution of DDC, PFS, and OS, and the log-rank test
was used to compare the curves.

Results
Patient characteristics

Thirty patients were enrolled from November 2007 to
December 2009. Baseline characteristics of the patients are
presented in Table 1. The median age was 66 years (range
47-74 years). All patients had a performance status of 0
or 1.

Treatment diagram

Thirty patients were treated by initial mFOLFOX6 therapy.
The oral S-1 maintenance therapy was initiated in 21
patients and mFOLFOX6 was reintroduced in 15 patients.
A treatment diagram is presented in Fig. 1.

DDC, PFS and OS

After a median follow-up time of 26.9 months, 25 patients
(83.3%) had disease progression, and 5 patients (16.7%)
died of various causes. Median DDC, the primary endpoint,
was 9.3 months (Fig. 2), and median PFS was 7.9 months
(Fig. 3). Median survival time was not reached.

Initial mFOLFOX6 therapy

Thirty patients were treated by initial mFOLFOX6 therapy.
The median number of cycles administered was six (range
3-6) and the median relative dose intensity (RDI) of
oxaliplatin in initial mFOLFOX6 was 78%. The objective
response was CR in one patient, PR in 11 patients, SD in
14 patients, and PD in 4 patients. The RR and DCR were
40.0 and 86.6%, respectively (Table 2). Surgical removal
of the residual metastases could be performed after six
cycles of mFOLFOXG6 in 2 patients (6.7%).

@ Springer

Table 1 Patient characteristics

Characteristic No. %
Age (years)
Median 66
Range 4474
Sex
Male 20 66.7
Female 10 333
WHO PS
0 21 70.0
1 9 30.0
Primary site
Colon 10 333
Rectum 20 67.7
Metastases
Metachronous 22 73.3
Synchronous 8 26.7
Metastatic sites
Liver 11 36.7
Lung 10 333
Peritoneum 6 20.0
Lymph nodes 5 16.7
Adjuvant chemotherapy
Yes 16 533
No 14 46.7
Oxaliplatin 0 0
S-1 0 0

WHO World Health Organization, PS performance status

S-1 maintenance therapy

The oral S-1 maintenance therapy was initiated in 21
patients (70.0%). The median number of cycles and treat-
ment duration of S-1 maintenance therapy were 2 cycles
(range 1-4 cycles) and 3.6 months (range 1.4-6.3 months).
The median RDI of S-1 was 100% (range 77-100%). The
objective response was CR in one patient, PR in 4 patients,
SD in 7 patients, and PD in 9 patients. RR and DCR were
23.8 and 57.1%, respectively (Table 2).

mFOLFOX6 reintroduction

mFOLFOX6 was reintroduced in 15 patients (50.0%). The
median cycles of reintroduced mFOLFOX6 was 6 (range
2-6) and the median RDI of oxaliplatin was 77.4%. Rea-
sons for no reintroduction were early progression of disease
(1 patient), brain metastasis (1 patient), debasement of PS
(1 patient), patient’s preference for other treatment options
(2 patients), and surgical resection of residual metastasis (1
patient). One patient had CR, 2 patients had PR, and 8
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Fig. 1 Treatment diagram.
Thirty patients were treated by

initial mFOLFOX6 therapy. i

Twenty-one of the 30 patients
(70.0%) who achieved

responses or stabilizations

received S-1 maintenance
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Fig. 2 Duration of disease control (DDC). After a median follow-up
time of 26.9 months, 25 patients (83.3%) had disease progression.
Median DDC, the primary endpoint, was 9.3 months

patients had SD. RR and DCR in reintroduced mFOLFOX6
were 20.0 and 73.3%, respectively (Table 2).

Second-line and subsequent therapy

After the study, 21 patients (70.0%) had received second-
line chemotherapy; 16 patients (53.3%) had received an
irinotecan-based second-line chemotherapy regimen. None
of the patients had second-line therapy before progression;
6 patients (20.0%) received a second-line chemotherapy
regimen with the addition of bevacizumab.

Adverse events

The most frequent toxicities during initial mFOLFOX6
chemotherapy were neutropenia (73.3%), thrombocytopenia

Progression-free survival (months)

Fig. 3 Progression-free survival (PFS). Median PFS was 7.9 months

(23.3%), anorexia (46.7%), nausea/vomiting (30.0%), diar-
rhea (16.7%) and mucositis (16.7%) (Table 3). The inci-
dence of peripheral neuropathy during initial mFOLFOX6
chemotherapy was 86.7%; however, grade 3 neurotoxicity
was observed in only one patient (3.3%).

The most frequent toxicities during S-1 maintenance
therapy were neutropenia (42.9%), thrombocytopenia
(38.1%), diarrhea (28.6%), anorexia (23.8%), hand—foot
syndrome (19.0%) and mucositis (19.0%) (Table 3). The
incidence of peripheral neuropathy decreased to 28.6%,
with no patient suffering from grade 3 neurotoxicity after
initiation of maintenance therapy (Fig. 4).

The most frequent toxicities during mFOLFOX6 rein-
troduction were neutropenia (53.3%), thrombocytopenia
(15.0%), allergic reaction (33.3%), anorexia (20.0%), mu-
cositis (13.3%) and nausea/vomiting (6.7%) (Table 3).

@ Springer
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Table 2 Objective tumor response rates

Response Initial mFOLFOX6 (n = 30) S-1 maintenance (n = 21) Reintroduced mFOLFOX6 (n = 15)
No. % No. % No. %
CR 1 33 1 4.8 1 6.7
PR 11 36.7 4 19.0 2 13.3
SD 14 46.7 7 333 8 53.3
PD 4 13.3 9 30.0 4 26.7
RR 12 40.0 5 238 3 20.0
DCR 26 86.6 12 57.1 11 73.3

mFOLFOX6 modified FOLFOX6, CR complete response, PR partial response, SD stable disease, PD progressive disease, RR response rate
(CR + PR), DCR disease control rate (CR + PR + SD)

Table 3 Frequency of common toxicities

Toxicity Initial mFOLFOX6 (n = 30) S-1 maintenance (7 = 21) Reintroduced mFOLFOX6 (n = 15)
All grade (%) >Grade 3 (%) All grade (%) >Grade 3 (%) All grade (%) >Grade 3 (%)

Neutropenia 73.3 26.7 429 0 533 13.3

Thrombocytopenia 23.3 0 38.1 0 15.0 0

Anorexia 46.7 6.7 23.8 4.8 20.0 0

Nausea/vomiting 30.0 3.3 9.5 0 6.7 0

Diarrhea 16.7 33 28.6 9.5 0 0

Mucositis 22.3 0 19.0 0 13.3 0

Hand—foot syndrome 6.7 0 19.0 4.8 6.7 0

Allergy 33 0 0 0 333 20.0

Neurogenic 86.7 33 533 0 66.7 6.7

mFOLFOX6 modified FOLFOX6

Fig. 4 Neurologic toxicity.
The incidence of peripheral
neuropathy during initial
mFOLFOX6 chemotherapy
was 86.7%; however, grade 3
neurotoxicity was observed in
only one patient (3.3%). This
incidence decreased to 28.6%,
with no patients suffering from
grade 3 neurotoxicity after
initiation of S-1 maintenance
therapy. After mFOLFOX6
reintroduction, peripheral
neurotoxicity was observed in
66.7% of patients, but grade 3
neurotoxicity was observed

in only one patient and did
not require treatment
discontinuation

-8-1 maintenance iherapy -

100

ali grade

“i grade 2-3

Percentage of patients with neurotoxicity

Peripheral neurotoxicity was observed in 66.7% of patients  Discussion

after mFOLFOX®6 reintroduction, but grade 3 neurotoxicity

was observed in only one patient (6.7%) and did notrequire ~ In recent studies with the uninterrupted FOLFOX regimen,
treatment discontinuation. the median PFS was in the range of 8.2-9.0 months, and
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severe neurotoxicity was observed in 18-21% of patients
[1—4]. In the OPTIMOZX trial, which evaluated the efficacy
of oxaliplatin stop-and-go strategy, PFS and DDC were 8.7
and 10.9 months, respectively. Grade 3 sensory neuropathy
was observed in 13.3% of patients. Oxaliplatin was reintro-
duced in 40.1% of patients and objective response or disease
stabilization was observed in 69.4% of these patients [4].
With a median DDC of 9.3 months and a median PFS of
7.9 months, the current study showed that the stop-and-go
strategy with mFOLFOXG6, employing oral S-1 monotherapy
as a maintenance therapy, achieved efficacy comparable to
previous studies, while the incidence of severe neurotoxicity
was greatly reduced. Grade 3 peripheral neurotoxicity was
observed in only 3.3% during the initial mFOLFOX6 treat-
ment. This incidence was reduced to 0% during S-1 main-
tenance therapy. After mFOLFOX6 reintroduction, 66.7%
of patients had mild neurotoxicity, but grade 3 was observed
in only one patient (6.7%) and did not require treatment
discontinuation. The low incidence of severe neurotoxicity
in this study was apparently due to the stop-and-go strategy.
In search of a convenient and well-tolerated treatment, S-1
was chosen to be tested as a maintenance therapy since this
oral fluoropyrimidine is an effective alternative to intrave-
nous 5-FU/LV for mCRC as well as being a promising
alternative for use in the adjuvant setting in Japan. Median
duration of S-1 maintenance therapy was 3.6 months (range
1.4-6.3 months)in the present study and adverse events were
mild and typical of those observed with this agent. The RR
(23.8%) and DCR (57.1%) were comparable to infusional
5-FU/LV regimens. Furthermore, S-1 maintenance therapy
produced a 58.1% reduction in the incidence of peripheral
neuropathy with no patient suffering from grade 3 toxicity.
These results indicated that S-1 is useful in this setting.
mFOLFOX6 was reintroduced in 50% of patients and
achieved disease control in 73.3% of the patients in our
study. Only one patient developed grade 3 neurotoxicity
after mFOLFOX6 reintroduction. In previous studies, the
DCRs after reintroduction of oxaliplatin were similar and
in the range of 45-73%. These findings suggest that the
chemosensitivity to oxaliplatin is maintained despite an
interruption by S-1, and adequate disease control can be
expected after the reintroduction of FOLFOX.
Furthermore, the stop-and-go approach is not only a way
to decrease oxaliplatin-induced neurotoxicity, but is also a
new way to give chemotherapy with advantages in costs
without deterioration in survival. In our strategy, S-1
maintenance therapy over 6 months costs approximately
3,700 US dollars, while mFOLFOXG6 therapy for the same
duration costs approximately 28,400 US dollars in Japan.
In summary, this study suggests that the oxaliplatin stop-
and-go strategy with S-1 as a maintenance therapy is onco-
logically feasible and is associated with a very low incidence
of grade 3 neurotoxicity. Although the number enroled was

far too small for a definite conclusion, DDC and PFS were
comparable to those usually repoited in the treatment of
mCRC patients. This study adds to a growing body of evi-
dence showing the benefit of a ‘stop-and-go’ concept, and
demonstrates the feasibility of S-1 as an alternative to be
used as a maintenance therapy in this strategy.
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Owing to its peculiar pharmacological characteristics, paclitaxel attains substantial intra-per-
itoneal concentration for a prolonged period when delivered intra-peritoneally, and is active
against peritoneal metastasis of ovarian cancer. If is also considered promising against disse-
minated gastric cancer. However, the fact that the intra-peritoneal paclitaxel has not been
approved in Japan has rendered its evaluation by a formal clinical trial impossible. The
authors designed a randomized phase Il trial using the Kodo lryo Hyoka system, a new
system to legally test an yet unapproved mode of treatment. It is hoped that this trial will
result in a breakthrough in the treatment of peritoneal carcinomatosis from gastric cancer.

Key words: paclitaxel — clinical trial — gastric cancer

TRIAL BACKGROUNDS AND RATIONALE

Curatively resected gastric cancer patients often suffer from
recurrence as peritoneal carcinomatosis. This could be caused
by cancer cells that had already been shed from the serosal
surface at the time of surgery, sometimes detectable by exam-
ining the peritoneal washes, or those that were disseminated
during surgical procedures. In addition to extensive irrigation
of the peritoneal cavity (1), intra-peritoneal (IP) instillation of
effective anticancer drugs could eliminate these cells to the
extent that the recurrences could be prevented. Repeated IP
administration of paclitaxel (PTX) has been shown to be safe
and effective for disseminated ovarian cancer, another cancer
type where peritoneal disease often turns out to be a major
cause for disease failure (2). Since its efficacy when adminis-
tered intravenously (DIV) against gastric cancer has been
proved (3) and its potential advantage when given intra-
peritoneally has been robustly shown pharmacoclogically
(4,5), IP PTX has been considered promising also to elimin-
ate peritoneal metastasis from gastric cancer.

Formal clinical trials to prove the efficacy of this approach
have been hindered by the fact that the TP administration of
PTX has not been approved by the Ministry of Health,
Labour and Welfare in Japan. When using such drugs
outside of the medical insurance system, all other expenses
such as the cost of medical services at the outpatient clinic,
including drugs such as steroids, H2 blockers and
anti-emetics will have to be covered also by the individual
researcher or the patient. The authors attempted to overcome
this problem by making an official request to conduct a
multi-institutional trial by using a system known as the
‘Kodo Iryo Hyoka’ system. Using this system, unapproved or
experimental medical practice whose cost is covered by the
individuals can be delivered simultaneously with general
medical procedures that are covered by the insurance. To use
this system, the study protocol will have to be scrutinized
and approved by a committee appointed by the Ministry.
Furthermore, a trial thus performed is expected to be
designed so as to generate an evidence for future approval of

© The Author (2010). Published by Oxford University Press. All rights reserved.
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the treatment by the Ministry. A one-arm single-institutional
phase II trial to confirm the efficacy of a regimen that
includes IP PTX (6) has already been approved and is
ongoing using the ‘Kodo Iryo Hyoka’ system. To add further
evidence in support of the IP treatment and to ultimately
establish a basis for the future approval by the Ministry, a
head-to-head comparison of IP and DIV of the same drug
under the same schedule was considered mandatory. Since
the patients so allocated will then have to be treated by IP
PTX alone for a fixed period of time, patients who are
deemed eligible for the trial had to have a significant risk to
develop peritoneal carcinomatosis, while harbouring no
gross lesions that immediately call for systemic adminis-
tration of the anticancer drugs.

The authors held a few meetings to finally compile a pro-
tocol for a clinical trial to evaluate IP PTX, as described in
the following section. The study is called INPACT, in which
INPACT is an abbreviation for ‘IP administration of
chemotherapeutic agent’.

PROTOCOL DIGEST OF THE STUDY
PuRrPOSE

The purpose of this study is to show a prognostic impact of
repeated IP of PTX over the DIV on the identical treatment
schedule, among patients who are considered to have a high
risk of developing peritoneal carcinomatosis. In the event of
detecting a survival advantage, this study should be one of
valuable evidence based on which to request the Ministry of
Health, Labour and Welfare for approval of the IP adminis-
tration. The establishment of various combinations incorpor-
ating IP PTX to combat all types of metastatic gastric cancer
and a subsequent randomized trial to prove their survival
benefits would then be expected.

RESOURCES

Data centre services and statistical supervision are funded by
a non-profit organization, the Epidemiological and Clinical
Research Information Network (ECRIN), Kyoto, Japan. All
treatments with the exception of PTX-administered IP have
been approved as a general practice within the scope of
general medical insurance. IP administration of PTX has
been approved by the Ministry of Health, Labour and
Welfare as of July 2010, exclusively for the participants of
this trial, using the Kodo Iryo Hyoka system. Bristol- Myers
Squibb has kindly agreed to supply PTX to be given
intra-peritoneally.

ENDPOINTS

The primary endpoint is the 2-year overall survival (OS)
rate. The secondary endpoints are the incidence of adverse
events, progression-free survival time, and OS time.

ELIGIBILITY FOR PARTICIPATING IN THE TRIAL

Approval of the protocol by the institutional review board is
a prerequisite to participate in the trial. In addition, each par-
ticipating institution is requested to fill in and send an appli-
cation form to the Ministry of Health, Labour and Welfare
via Nagoya University to obtain final approval by the gov-
ernment to join the Kodo Iryo Hyoka system.

EviGiBiLITY CRITERIA FOR THE ENROLLMENT
Inclusion criteria for primary registration:

(i) Histologically confirmed adenocarcinoma of the
stomach.

(ii) Either macroscopically defined as Type 3 with a
diameter >8 cm or Type 4 (linitis plastica), or
defined as the other macroscopic type, but is
considered highly suspicious for serosal invasion or
peritoneal seeding.

(iii) Patients without the following findings on computer-
ized tomography: cervical or mediastinal lymphadeno-
pathy, bulky metastasis to suprapancreatic or
retroperitoneal lymph nodes, distant organ metastasis,
thoracic effusion, ascites spreading beyond the pelvic
cavity.

(iv) No previous history of chemotherapy or radiation.

(v) Eastern Cooperative Oncology Group performance
status of 0 or 1.

(vi) Age >20.

(vii) Adequate organ function is defined as follows: a white
blood cell count of 3000—12 000/m>, neutrophil count
of >1500/m>, platelet count of >100 000/m>, AST
and ALT <100 IU/L total bilirubin <1.5, serum creati-
nin level <1.5 mg/dl, serum albumin level >3.0 g/dl.

(viii) Surgery planned within 1 month of registration.

(ix) Written informed consent.

Exclusion criteria for primary registration:
(i) Serious comorbidities include the following:

(a) Ischemic heart disease and arrhythmia needing
treatment.

(b) Myocardial infarction within 6 months of onset.

(¢) Liver cirrhosis.

(d) Interstitial pneumonitis.

(e) Gastrointestinal bleeding in need of repeated
blood transfusion.

(f) Uncontrolled diabetes mellitus.

(i) Bowel obstruction rendering treatment with oral drugs
impractical.

(iii) Active synchronous cancer or disease-free metachro-
nous cancer within 5 years of onset.

(iv) Signs of acute infection or inflammatory disease

(v) Systemic treatment with corticosteroids

(vi) Hypersensitivity to Cremophor EL.
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(vil) Women who are pregnant, contemplating pregnancy
or amid breast-feeding.
(viii) Mental disorders which may affect ability or willing-
ness to provide informed consent.
(ix) History of severe hypersensitivity to any drugs.
(x) History of alcoholic anaphylaxis.
(xi) Peripheral neuropathy.
(xii) Patients otherwise considered inappropriate for
inclusion in the study.

Inclusion criteria for secondary registration:

(i) Considered resectable either at laparotomy or
laparoscopy.

(ii) If the macroscopic type was not Type 3 with a diam-
eter >8 cm or Type 4 (linitis plastica), peritoneal
seeding or positive cytology of the peritoneal washes
need to be confirmed during surgery.

(iii) Placement of the IP reservoir is possible.

REGISTRATION

Participating investigators are instructed to send an eligibility
criteria report to the data centre at the non-profit organization
ECRIN for the primary registration within 1 month of the
scheduled surgery. Investigators are then requested to
proceed to the secondary registration by telephone upon
laparotomy or laparoscopy, when the eligibility criteria such
as resectability, peritoneal metastasis and peritoneal washing
cytology findings were confirmed. Patients are randomized
during surgery to one of the two treatment groups by a cen-
tralized dynamic method using the following factors as bal-
ancing variables: macroscopical Type (Types 3 and 4/
others), curability of surgery (RO and R1/R2), age (<75
years/ >75 years) and institution. Follow-up data including
compliance to the treatment, adverse reactions and survival
are to be reported to the data centre through clinical report
forms.

The first 10 cases are to receive the IP PTX exclusively as
a feasibility test, which will be evaluated only for toxicity
and will be not included in the survival analysis. If more
than four successful IP deliveries are conducted in less than
5 of the 10 patients, the study will either be terminated or
modified appropriately.

The study has been registered in the University hospital
Medical Information Network (UMIN) as No. 000002957.

TREATMENT METHODS

Patients enrolled in this study are randomized to receive
one of the following regimens of chemotherapy after
gastrectomy.

Group A: IP administration group:

PTX: 60 mg/m2 IP on the day of surgery (day 1) and on
days 15, 22, 29, 43, 50 and 57. The dose of IP PTX is based
on a phase I trial performed in the USA for ovarian cancer

Jpn J Clin Oncol 2011;41(2) 285

patients, and its safety when given weekly has been con-
firmed by a phase II trial (2).

Group B: Intravenous administration group:

PTX: 80 mg/m” DIV on the day of surgery (day 1) and on
days 15, 22, 29, 43, 50, and 57.

These regimens of treatment are to be followed after 23
weeks by a standard systemic chemotherapy for advanced
gastric cancer which, at the time the trial started, would be
either S-1 monotherapy or a combination of S-1 and cisplatin
(CDDP) (7). S-1 is generally recommended after RO/R1 resec-
tion and S-1/CDDP after R2 resection, but the selection is left
to the discretion of the physician in charge. When patients ran-
domized into Group A failed to receive IP chemotherapy for
reasons other than allergic reaction to PTX, they are expected
to continue with intravenous PTX according to the predeter-
mined schedule, so that the subsequent systemic chemotherapy
will be started at the same time as in other patients.

STupY DESIGN AND STATISTICAL METHODS

The current study is a randomized phase II trial applying
selection design as proposed by Simon et al. with selection
probability of around 80% (8). The primary analysis in this
study is aimed to select an appropriate treatment arm for
further evaluation, and the sample size was calculated on the
hypothesis that the 2-year OS rate of the DIV arm, estimated
to be 30—40%, could be improved by 10% in the IP arm.
The selection probability is estimated to be 82—83% when a
total sample size is 80 and 84—85% when a sample size is
100. Since the first 10 cases will be treated by IP therapy as
a feasibility phase and will be excluded from the survival
analysis, the total sample size will be 90—110 and 50—-60
patients will receive IP therapy.

INTERIM ANALYSIS AND MONITORING

The Data and Safety Monitoring Committee (DSMC) inde-
pendently review the report of trial monitoring regarding
efficacy and safety data. The first interim analysis will be
performed at | year after registration of the last patient and
DSMC will decide whether or not to publish the results
based on futility analysis and safety data.
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Group(JCOG) MStage & 14 &5 5 HAEMR
BT, 08601 30— AH%CDDPIE& T
TV, 23— AH»HS1/CDDPFEICASLZ L
TIAXTITAT Y ARPOPIZYET B &
DFLDHLNTEY, 5 LAEKImA, 7
TVLES Y MEDOFHRHR A ERT A LT,
WRIE VI AV 2 RATAENEINTHS
WREMERTETE R, L L, BHEBTHE
IZS-1/CDDPf#ikz Lo NAT) T & &HifEL L
TWREII N TR DD HETH L. LB, S1/
docetaxel#EETHIUL, BRIV,
I FSNAFEEITRESRTVS, 2721,
H#T HREEBICBUAZEFT VAL W) ET,
S-1/docetaxel¥tS-10 5 » & 4 {L H G B,
STARTIRERDHER 2 H AT L 5 2 WIRRIC S
52 BRI A B LR TS 1B &8

AL B R 52 15

Z5BEFEEPES N2 VEEITE, optimally
debulked % &%, Stage %8z 2ETHEMICLH
7 AIEEEHRILS-1/CDDPR I L kv 5 £51FE
ERORFE IS & BRI LR RS RBAT L,
FRRALFERRE T E 2 B & v ) BRI IERE A
LRV BENLITWEEELD L. bbArA, Zo
7ok, BRI - 4 IR EWRIZICOG
TN TWE &9 2, WRIWBI{LEREDCE
EE T ¥ ABIBET ARSI 2 Y5
VABWETHA.

BRHEHENSELR
PUEA E v oAb SEREIC BT, —

WHA L D SEEE ORISR
7%, HIIRCEHBMLERREIC B VT 25,
3HIOERSEH OFMEPZ . FEFFHEICBIT 5
HAOFGRIZOVWTHE, BRAN BT 2 HA)
TDdose intensity # 7 D F F #3520 HAR
THY, FOLROICHRHREENEEL 2V
HWAGDHLEREIRT AL EDLRMPLEL SN
5, Lal, EECIERS 2EHO—I,
PAETRTERRE LS, B53&EELER
WHETH 5 (HTERTIEE S OR Y TIZhW).
B CZFGEH T L BEREBOBAIIR, %3
ENEFROYM, full dose TIHRERETH 5.
Kobayashi® 13, S1EHAAHMAD—DL LT,
JZREA~DRATH RIFCIEBIRE OIGHRIZERT
BH Y, HIbEREEOL % v paclitaxe A &
BT RIS, 3HABLLSUIMYER
HEIGAFEE2) 2EE L, FOERUN
BIFChHZ & whfiad LW, S-LICIE HREySH
WiHILEBREMA S Y, ACTSGCIZB W THA#
3 A DR THEBR T TE TWAEMILEME
D8I%Tdh - 72978, paclitaxel BHATEEDL T &
TLOENT L TIA4T v APHFINTH .
RO BFFEICS 1A 2 8 2 % IR A A7
BoNIILERIETHIELEE2HMET
HSAMITHER (K 3) 3, 9 TIC1,5000) O4aft %
#R, BEBHFHERTHLY.

B LEREOMRTFALATRED, ?

WA DREN T EGTADTFANALE
LT, 1208 BANE L DRFPEEEER
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[}1 8 22 29 36 50 57 64 78~91 99~112 120~133 141~154
ay
. Paclitaxel 80mg/m? 1 TS-1 BSA<IZS 40mgX2
! v 1.25=BSA<1.50 50mg X2
BSA=21.50 80mgX2
2 Paclitaxel/7 1 — T X7 LBRHERBIC & BEBHLEHE
SEIERIINE B 1 4800l E TRED 4 BT A LB T B
== B Bmem oa mEm g B f GeEEp AP DER R SRS QREE B DEems o ot W R
a k]
[} i
oA B3 .
UFT  287mg/me/ida S-1  80mg/me/da
3 118 g y 1198 9 y tegafur alone
o #
i i
a B
Somw mmms mEms mama mmmu Amid mmma wmmE mmmn mAms mmme| e VO
P o D . s
: gvg?gly paclitaxel g\fg?giy paciitaxel
! UFT 267mg/me/day S-1  80mg/m2day I
1| 8»A 8 7R ;
' i
|UFT |- vs. ] &1

R 3 SAMIT trialDFRZE 7 1 > (2X2 tactorial design)

% EE37060C, ABHE(74060) vs. CDEE(7400)) DI 1TV,
Al A = &£ T48. 1~57 4% 1 LY 5 & ORFE IRTE

SRR A0~50%, paclitaxel %8

T I DAD I

T5. 8617, BDEF(SDAFACHUFTNIIESSHTH A LN H I EAFTHETH 5.

BEEETHMICHRTALEZ LN, 5 TS
BRED L) I - TORBRRPUETFER
DRFTHRTFUMETION, EfEEEILR
T, FRAIREHREE A & & i
T THLBHD BREEAR A & 7R v LA
faesde L, ZOMEOMHIREL S - THRE
WEEMET 2 b0OTHA, HMMYEHETHY,
BiTH B LICHATIC b BELR b OATERS
na# BEMEEONPESEBHSTFAA=Z XAL
owcinﬁ’am BohTni {THHENPTEE
HEENFEFEVZ S, BT Tldcollagen gel
droplet embedded culture drug sensitivity test
(CD-DSTi%:) 19, histoculture drug response as-
say (HDRAE) 197 EDFFIEMIHETRETH Y,
Stage IVEHVIERGI 2 M5 & 5 2 B—EIOFEHIC

DWTHDARRFHE o T, L2721, 5
Bt 21 84 4%20,0005 T, SEBEOMEMBED 1/3 LA
TThAHIW, ZDHEIGTHFE LRI KRS
H5.

Kubota & {£Stage IN B R (B LEBEE T
7-8y8, HDRAZETREESD D LHESWGE
ERRE MR L EPHE SN, SEEFERIC
BOTAOUREDENH S Z L HEL TN,
IOF—FES E, FHLIZ, AEEOSAMIT
ERIZ BV C5FU & paclitaxel D RS ER % CD-
DSTHETATVY, Z DR L EFHEOHE % »
BEIFE 2 BT, 2EheL7s. TXLEfER LoE
Bl 2 60MEfEL, BMF3ETEREES ] &
[7 L) ORHIS7%DEZMIBT 2 71 » Tho
2. MEOBRESOMET, BREERGRE0Y
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DDREIYERLT8% &, BYLELEZ/-80%%
TR A, 166(AMER S 1, SAMITICE
FHEFHEOT -5 B NRERITTFET
BB, TOREEEITIOE, FTFENET-
THHERTESEZHEL, CV)a R
{L#FEICEE S 85 2 é: Iz . optimal
debulking (S H A H AR 6, C@f’ﬁ'@‘f‘“ﬁ?ﬁf‘i‘
DPEIZEL, —D2OBIRFE LY 5 BHE
Hh, —:f&@f’}?ﬁz‘?ﬁ‘{#tﬂ%.

PR EICRRIEH B P

MENRIRRE DB E 4T ) I a2 6i:H &
TVBONNEIERTRS-(IP) TH 5. BEEHTIPO
TRIE F 253 5 34 mitomycin *Pcyclophospha-
mideZz &, 4 FMICIIMHEH SN WIERICR
LNLTWw5b, F7z, 0EMICIZJCOGHFATHLIA
HAMERE L5 > 7 4{L3ERCCDDPOIP %
EUMBHBMLSERERIE S oA, o4
CIEITH LI EARSNA. Ll, Jo
2T ORMOI3RE i&i&'ﬂiﬁ?ﬁ’“
TR AR 8 LA taxane lIEE A E o T
W5, taxaneld, CDDP& R4 Y, 1P HILFF
WEBATLICCL, BRPHD5EICEEWIEK
AR RIS X B T LA SN TN A,
—%, IPE MBIV NIRRT 2 & S i
ZETHHMECER D X B, Ohashibid~
A OFEIEIEIE 5F 7 )V % B\ Tpaclitaxel DIPIC

BRSOV 2 k& LEAHE DS Z

EERRTELEDI, VWZ@E&WL%%%%
oMk EA LERE, —ERBNESE
UNEEAHR LB T, IPOREIKE < §i‘
BAIEEDREDTY, HHOFEE £ Hioks
KUBRICEMETENRETEBY, bE®
DIV TR UIZEA OB~ DBATH B o h
BN THAB.

Z 9 L%, optimally debulkedZ: {RTED FH
BRILBIT A T 7 ALIEGESR T, paclitaxel &
CDDPOIPR &L LY A 3, JAHTRTDIV
TG ENB VLY A % LRIAHEBREGERL
7220 BRI BT Soptimally debulked D IREEAS
e ZIECYIEEHTEL TN, AFRT 58
I TH B0, I THIPICHIEIRETE
3 CHAH, B, paclitaxel DIPHS-H355s% F

i & PR B2 B E

TRz, BFERBETIZLdbEE

BOWETHD., DD ,ﬁ%%&&bé#ﬂf
HBHIPE FOMDBRE —HIIT-oThH, 20l
DB ORISR TE 5 L9 12,

EREERREN > A 7 A 2 BV CIERMERE17T9 =
L& L, 2000480 HEAEGEOELE L HHE
BOBELTZ FHEZHVLEE, ZALDION
TIET Y AL LR L L TO@MEASK
HHNTW, Z I Tpaclitaxel DIP & DIV & [ i
i‘{:i’}’? L IPATA Z L BRT I ETIOHEED
RUEZZTH LI OVBBROEN L o7z,
% %JA} BEHEETH, HOLVEETDY X7
VEFl & T AT LR AN, IS ILEEEET

B A S0 OT, LY KA Y MIEEH
HTLAdDEEn. T0he, 75 A{kRE
DIFETLD, IPOAY) v PRELETHLIEETE
BNEW) T &I ol, —F, IPIDWTIEY
WL DHUHEA G & OB FFREATEL SN TBS
T, Lo, REESRAETIHE THERBRZIT)
TrkbEEL ﬁ:ﬂ“*«‘ 2T, W T
FEF O B YRR I TXLE A TOIPHE LIS
I exBBaHRe L, I—RA7¥a2—-17T
paclitaxel DIVIX 5.2 17 ) B L D LK Z175 7 »
7 LACEEIAREUER & L 72 (INPACT study, X 4)20.

2 SEEAFERIC BV CIPEEAN10% LE A L v 5 REL
ZEEAT A7 o900 R BT L E L
FRIEG AT 2 A REIZIPHHED 720 12
RO EEHEENTELTIFHEFIND LI 7%,
JEBUERS AR OV AFE B WEPNI R 2
BAHY, T, FOLDICSEREOYBRIES
HEeEZ LN CYUER, 35 RolE
HHENDH Y TR 2 AR L/EN (T2bb,
optimally debulked gastric cancer) = HAB N % 1)
REREEZ TS, o, IPHLDIVEL
paclitaxel#& T #1517 LIZS1/CDDP#47H &
L EhoTEY, DIVEHCDWTE, LlOSAMIT
BRI BT B BRI AR GEM L EE L &
5. Tih, INPACT studyliB\WTid, [P
i & [FiF I paclitaxel DIV & S-1/CDDP D
WEEHBTLI LIRS

INPACT studyld & 5 % { A ¥ — b DUEfEAST

ELLIATHY, FEL DGR TIIBIRTH
THhab. LaL, WHIRECEHEEL, £l
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BIREBEEE = BEREES ) X 7 EH)

Y.
— KBS
? S
| PTXBERIST X +30mg/body F__ﬂ.@ﬁﬁﬁg?mgz
¥
1 WETHRERRT 5 |
v

MR RBTH T 4 LT
KEIZE -4 B ornot, HEER, RO, 1/R2

[

v

AR
Paclitaxel (PTX) BEHEARESHE
PTX60mg/m2 Day1 dip
glewks (Day1{3FEL#)
PTX60mg/m?2 Day1, 8, 15 dip
qdwks X2 courses
|

v

B &
Paclitaxel (PTX) 8RS FE
PTX80mg/m2Dayl div
q2wks (Dayl IZIFER)
PTX80mg/meDay1, 8, 15 div
qdwks X2 courses

¥

| E8lE LTS 18AI5% % £ 1S /CODPHABEV BRI 15 |

4 INPACT study

ALE TR T D LA, Btk
IRBHAEADIFE & & b1, EANHE ICHEE
AP IS BT B I ERBRE & L TO R
LB NER S v, BEMER S Ll
TR LM ESHR SWA LD, BINFEE
DBENFEL & s, BEERTY A7
AEFIH L TEHHiR CHRERREZT Y HEOR
KOBMEHETH 5.

E: N )

RKEETE, BP0 [EFFURLTHLERL
HlEn)are7 FCHERET A0, B
FEOFES LB SE 2R L7, optimally debulked
gastric cancerz 7% 5 L CCYLEMZEF NV E L
R L, BEREROREFEEORLE RS
7o. Lal, MIRBYZRIRR & FFUBRTIY & -
72 & optimally debulked & v 2 5 W EN:
b, FOgEE, HIRPEETESLER
LOWHADOMANERPRROENE 2 5. 40
& ZASTHANS & AT LAREEIC K BT
EREROMHI RIS DV TRRREEN R
FHH Y, FEZ RG] % optimally debulked
NIRRT DITEDERL VA Y PLEPD L
v, wFic LTy, (LFEFEORTEN

WEE T HEAASES T TIE, BYIRMF IS
BHREOBENEROBEELR/— I TH VTS,
INFFIRBL A I V20T, Lo
Y FHA v SR RRRE R A B R THRE
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V. JEERMEIE S 8 03 20k
A A
(Zh B RFERFERESRMER HRED

& Ui

IR BRI 5 & BT EDE
e BEBBRATHY, LIELIEYUBRAERORRE 25,
F 7, ETERORBENZOBERRE LT L b
EOEWLOTLHA . L L, BEEBEICHT %G
BRI, REEND ), BV —XIlhE-
PIEF VARV A Y MIBONTELEEZEE VW
Vo [bFREORESEEELEHE LT, E4 QWIS
AE CHETH S 210 KB RRRZE & A% Ehz v
78, BREA LY FEAL Y P ETHE THRBEORNE
LhRLEVENDITOND, ERICENEZERTLO
HEEETDH B0, BEED B RGO 7 1 i
Thhb, FHFb, YA E LHRBROMREEZ S LI
FRH SR TOWRZEICIE, BRRABROS R IEFEE, Y
v HER L CMETRRELET ARECTH 7213 T
THY, T THUMES D SR MEEIEELZ D
WM EEZBLDIE, FEBEREI LTl &g
EBERI LT WEFRIBOBEZEZ RO L v ) Fif
ALEE BB ERICIE, FFER & EREER O 2 52
DLERLELTELLERZVLOD, FiEBE &L
RFVEH L ERES Y &2 LTV EETIHEDFN
SRR TEEED D, T2, B0 - BERRS
7= 354 DN~ OBATHE b IR O BROME 2
FAEFETHLEEZONS, WTRIZLTS, #E
AT i B E O BRI B W T IEIREREL S o
T AR FIEIIENR IS DL THoszs T Lo
T MTX/5FU BRAS Y, & 54 v Rauia 2 &
BRI EEBRBEICMNTnE EEZ LN, S
NTEBREREET 5. Lo L, BB S
Wt LS EET L EF Y AE TV T Y 512
i, SIS R R IR ET 5 LEND S
F2T, bHRETVWL 2 OREN R BRIREBRSTHh I
L7, S0LIARELREREIBOLA TR,
B2, MEBEEIC AR & S Twis MTX/5FU
BEmREE L, R EYE R 237 e ML v Y
AE kbl ER TCOG0106 ¢, 5FU FeseaiEllxf § 5 4
WP RRT ZEDNTE LD ol V= FEH0.94),

{Jpn J Cancer Chemother 38(9): 1433-1437, September, 2011]

Wz CEEEOM/NDOHRPEL TH L7, {LFHi
EOHMREAERTLIBECHINLIE LSV, F72,
WIS Z o TEBEZ OB LLEAICE, —E0BET
BREAEOTEY, RIS LT, BEEROBEIZE.
MEPEBE I X - THERRE NG L9 RN R
W b3 e Vo TEWIE LRIEIER A ERET 57
H, PLIEF L CYLEMOFHIZFSIIRR EME SN
TEIETH D, 29 LABEBEEFURIC L - THRE
B LI ETHNOEBEENTERL, MATEBERRIC
T BALEBREO RN BEICOVT A EBIICE LS
MHHETHolze LrL, WEDOERKREERDR R &
ICEONBHMAEAL L, L3 L OHRENRMEHL,
DTl LRI, EN5E,

9, HHM B LEREOR R L R ACTS-GC
SHERAH DY, TORBONEIE Stage I, MOHETHE
FE, Thbb CY0 THol. FNTHERICEMEDNE
JEPY i BRI S AE L ) A 2 EIE RT-PCR 2 EDF
FICX OS2Ik TEDY, ACTS-GC BB &
D, S Y, BEEEBEENIIZEAORTYS, 22
THEAITNEHIZ, BEEBEREET A —2 A7 ¥
(S-1) BETPRMEMEBEL W Doz TH D (1),
B CAiB kst T e B R oW I3 F 5 L ¢
Whho O EFHBETH Y, S-LISIEA R DIERENE
HERAIIZS L C— DR ENH S L 2RET L7 —
Y THbH, 8512, CYL #M—DIEEHERT &3 2 IEH
RSB S-1 BAREDF— ¥ EIET 57, 2 FEEE
EATL6% &, JELAILFIICILE L Tl B 2 I R W iR K
HCThHy, Z20B5EDLOBMEFEALEATETY
5 (1), ZOWOWESHE2 L, AR LA HHE
RI2BUETIE, CY1PO DRFEEHNIE PLIZIZME 5 W aE:
BE 2O, EHEEND R WEBERE TH U L 2]
AT B R AR L7 iddh 5o

1. BRRBEREERICHY 2RERTORELR

R T B LR, AR ABY LS, AT
B, AT - TS B B LR V) 3
DOHFTY — G NE, SO b, WEMEILERE

— 218 —



1434

BACSHEEE

F 1 ACTS-GC BT 2 W EEREY
-1 I X AR E LSRR CHEBEEREES A S,

REr 13

3 (25.1

R 7 (1.3%
7 (
(
(

3
DAY ) 1%
NEE 59

54

2
1.
5.
1
A7 1

%) 188 (35.5%)
o) 15 {(2.8%)
6) 46 (8.7%)
1.2%) 84 (15.8%) 0.64 (0.46~0.89) 0.009
0.2%) 60 (11.3%) 0.84 (0.58~1.21) 0.3

0.42 (0.16~1.00) 0.05
0.54 (0.33~0.87) 0.0l

EIZBWTIE, HURMEE YD QOLOFLLETT
LT BETH L BOBENLETH S, HeiH
Bk EICBWTIE, BEREBEEGENIE RO R
Bo BIT - BRERICNT HLEHEE, 29 L2HIR
WCHELNL LD, EROSEFHHAFAESNS
BRETHLILARDODONE, Z T AT,
JCOG9912 #ExY & SPIRITS #ERY Dk F, HAE DEST -
S EWICHT BB #EEREIL S-1 & cisplatin (CDDP)
DURBETH D, CODP * EHTE L WEEIE S-1
FIFRE A ERERIR & B b0 JIUEHETT - EREHSRIC
HTHLOTHY, JERHREEES IR L 7S
BITHBBCEFEEL R, Lo L, SPIRITS HEoH
Ty MENERASBRY, ENHEERESLWERN, b
B WIEEFEERHIC LT S-1/CDDP #FE 2R 72 3
Fidw, Tz, WES, FAIEMESIC X O DIATIZRB L
RITITIIBTE 22272 P1, CYL1 SBHERTICEZT
BB LN hot. FLT, ZD&I)BEEICHBREIT
7§ S-1/CDDP ##: % 47 o 72 |k C second look @ #4
B W LIEREZATY &, BEEEBIEELRED
CY D&t 5 7% & L TRBYWBRAIT 2 5 7 — 2 0%
LoFHHILWbhPoTELY, I Lz basEl
BUR S TR L ARE L IZFE LB RETIERL,
HL EFTHEST - BEEEIHT AEREIEY L
R, ULV BEREVBONIEEZ 208FLE
Bbhs, YkLAEEORMOEERES, URED
{EBEBEORIEEIZOWTE, MoFERITBLOA TR

o MEXY, BEEEEBEERICT2HBETOE
H#BFIE, S-1/CDDP #ik & F# & fift & &35 12/,
EMEAHETIETHHLEEAL I, B, BIEIR
RERBE I 5FU/a A a R ) Y EED 5SFU Hstigie
BEERTI LR DA, TN 5T paclitaxel & FEH T
AHELREIN TS,

Sef%, HERZ BB REITB VT, trastuzumab 27 v
{b¥Y 32 L CDDP KT AEHE L LREEHEND
BIrpgESAE Y, ChEEO TEELHR TS
»%, HER2 iP5 bR ORI { | B
HEEEOZEFYE L EBbh b, —F, START

HAEBRIZB VT, S-1 & docetaxel D BFHEED S-1 #
AT B ERIEIR SN Ao LrL, 471y
MEWEAD L, BEIRERE 3R WIEF T S-1/do-
cetaxel JEEABEHRTH Y, Z O I3 GRS G
bECEENDLEZOND, S-1/CDDP #ik L DIk
T S-1/docetaxel FEHENEN TV B 5L, EHBEIIBW
THRISOMEEFHOETH Y, BRE BBEOKRT
U7, K ARk 2 5E Bl 2 21213 S-1/doce-
taxel WEO B LRI 22 6015,

2. BEBBRESEICHT 3 IREE

DAETE BRI ZRERIAEZ 1T OIEi#kE 2o

TETWAEY, MEEROFEYMHhT kGRS S

BICHHTH D089 DERT VAV OECRIIE T
L &9 Lo, JEEERICIE S F9 0 REAH»H
MeahT&7z, LELERAVSRTWS weekly pa-
clitaxel FEHEIC DWW TS, WSROI BIT B weekly
SOHBEL Y PvE, REBGEIGE 2o - Hite
Beb i THHANZRBLH D0, KFEECIBTS
paclitaxel DIEFBHE 2 AR Y ClaA R 2 e o
ELTWBEITHEY, 2L T, ZoREREMIC
DWTOEMA 5% C DBRKRRICTHENDLICESTE
D" community standard DT EDEEZ BNL, 25
L7FRENOEBIND IV o7 JCOGHOT 1X, —ik
BEAIGEEEERZ IO WT, bolus & #HfEHED S
L —REFETHH L&A 57275 ? 5FU based DiEHE &
weekly paclitaxel FEZ LT 5 5 » ¥ ALHLERET
H Y, weekly paclitaxel HiEZ L THELBFR LME
5 Cnd,

3. RERBERESEICHT BIENES

TR LS 12, BENNOFEHOBITIZEE S
RA Y M THB, £IC, BEEMCESEEN &S T
BHENERS N/, & { & mitomycin C DIEIERE S
BHY, INEOWTIIRERES L 07 & 2Lk
REMfThI, BIERES O STEREY) F— N —1F
AFHLBEBER L 2> Twd, LA L, EERNES %
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