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On-Going IP Chemotherapy Trials

On-Going IP Chemotherapy Trials

Cannot answer the questions by
themselves, but may be able to answer
when these trials are combined
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Based on the EORTC55791 trial
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= Does this mean that there will be less room for IP

chemotherapy?

Under the current concept of IP chemotherapy being

effective only for small residual disease?
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= What will be the
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Based on the EORTC55791 trial

»There will be a trend with more the

NACT + IDS

approach

Does this mean less room for IP chemotherapy,
based on the current concept that IP chemotherapy is
effective only for small residual disease?

* Role of IP chemotherapy upfront?

* Role of IP chemotherapy upfront? ~JGOG30198 and GOG252
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Some of the important unanswered questions can be
answered

+ Not perfectly, but reasonably for the role of IP
| chemotherapy
* in neoadjuvant chemotherapy area
* in weekly schedule area
* in bevacizumab area
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Japanese GOG and Korean GOG Meeting for iPocc Trial
Minutes
Minutes taker: Eriko Aotani

Date: January 27th, 2011
Time: 15:25-16:15

Venue: Gallery Room

Manchester Grand Hyatt Hotel San Diego

Participants: KGOG: Joo-Hyun Nam, Soon Beom Kang, Jae Hoon Kim, Sang Young

Ryu, Jae Weon Kim, Hyun Hoon Chung, Seon Hee Kim, and Jong Soon
Kim

JGOG: Keiichi Fujiwara, Eriko Aotani, Shoji Nagao, Kosei Hasegawa,
and Min Miyata

Minutes

Dr. Fujiwara welcomed all the participants, and Dr. Fujiwara presented the outline

of the iPocc trial. Following points were emphasized

The iPocc trial has been funded by Japanese government, but so far, no institution in
Japan has been financially supported for the operations.

Both weekly paclitaxel and IP carboplatin have not been approved for the health
insurance coverage in Japan, so that the investigational drugs were donated by
pharmaceutical companies including generic makers.

These agents can be shipped from Japan to Korea as investigational agents. However,
JGOG does not know what will be the issues to be encountered when we export the study
agents to Korea. Therefore, we would like to know the actions we have to take, at this
moment.

Weekly paclitaxel will be covered by the national health insurance in 2-3 month in

Japan.

After Dr. Fujiwara’s presentation, discussions were made mainly for logistics and

operational issues for KGOG.

Funding.
(@) Currently Japanese institutions are not funded at all, but we are currently working
hard to allocate the government research fund as per capita to the Japanese

institutions.
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(b) However, we are not sure whether Japanese government would allow us to send the
governmental research fund to a foreign country.

(¢) Itisexpected that we get feed-back from Japanese government in a couple of weeks.

Supply of IP port.

(2) In Japan, IP port is covered by insurance, so that it is not provided by the study PI,
but we will negotiate with the company whether they can provide the IP port for
Korean instifutions.

Supply of paclitaxel exceeding to the three weekly doses (65mg of paclitaxel per cycle).

(@) Currently, weekly paclitaxel is supplied with free of charge to the participating
institutions in Japan from the study PI.

(b) Those drugs are provided by the pharmaceutical companies specifically for this
study. v

() However, paclitaxel will become being covered by the national health insurance in a
few months, and there is a possibility those company will stop supplying further,
but Dr. Fujiwara will request the companies to continue to provide for the
international collaborators.

Randomization during surgery.

(a) It will not be an issue for Korean institutions. Either calling in or accessing the
web for randomization during surgery is possible.

Import/export of the investigational agents from Japan to Korea.

(@) In order to figure out the regulatory requirements in both countries for the

importation/exportation of the study agents, the coordinators of KGOG and JGOG

will further communicate.

To further precede this project with KGOG, the following investigator was nominated for the

study.
Yong-Man Kim, M.D.

Department of Obstetrics and Gynecology

University of Ulsan College of Medicine

Asan Medical Center

ymkim@ame.seoul kr
+82-2-3010-3640

It was confirmed that Dr. Fujiwara of JGOG will contact him and discuss further.

The meeting was adjourned.
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2nd Japanese GOG and Korean GOG Meeting for iPocc Trial
Minutes

Minutes taker: Keiichi Fujiwara

Date: March 7th, 2011
Time: 11:25-12:00
Venue: Floridian Room Foyer
Astoria Wardolf Hotel Convention Center, Orlando, F1
Parficipants! KGOG: Joo-Hyun Nam, Sang-Wun Kim, Jae-Hoon Kim.
JGOG: Keiichi Fyujiwara

Minutes

Based on the minutes of January 27tk meeting, the following discussion was made.

1. The Korean institution will be funded 100,000 Japanese Yen per patient for iPocc trial.
This was approved by Ministry of Welfare Health and Labor.

2. The drug information confirming biological equivalency of the generic drugs for weekly
paclitaxel and IP carboplatin should be submitted to Korean FDA. Dr. Fujiwara will
ask Sandz, Nippon Kayaku, and Sawai Seiyaku, to supply the information as soon as
possible.

3. Labeling of investigational drug will be done in Korea.

4. Supply of IP port was not confirmed, but it has been under the negotiation with port
supply company (Japanese vendor).

5. Experience of IP therapy is low (10%) among Korean Gynecologic Oncologist. The most
experienced physician, Dr. Young-Tae Kim of Yonsei University Severance Hospital, will
help Dr. Fujiwara.

6. Dr. Fuyjiwara will attend the KGOG Annual Meeting that will be held in Kyung Ju on
April 28th, 2011 and present about iPocc Trial.

The meeting was adjourned.
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doi:10.1093/jjco/hyq182

Clinical Trial Note

A Randomized Phase Il/lll Trial of 3 Weekly Intraperitoneal versus
Intravenous Carboplatin in Combination with Intravenous Weekly

Dose-Dense Paclitaxel for Newly Diagnosed Ovarian, Fallopian
Tube and Primary Peritoneal Cancer

Keiichi Fujiwara'.", Eriko Aotani?, Tetsutaro Hamano?, Shoji Nagao', Hiroyuki Yoshikawa3, Toru Sugiyama®,
Junzo Kigawa5, Daisuke Aoki®, Noriyuki Katsumata’, Masahiro Takeuchi? and Mitsuaki Suzuki®

'Department of Gynecologic Oncology, Saitama Medical University Intemational Medical Center, Hidaka-City,
Saitama, 2Clinical Trial Coordinating Center, Kitasato University Research Center for Clinical Pharmacology, Tokyo,
SDepartment of Obstetrics and Gynecology, Tsukuba University, Tsukuba, Ibaraki, “Department of Obstetrics and
Gynecology, Iwate Medical University, Iwate, >Department of Gynecologic. Oncology, Tottori.University Cancer
Center, Yonago, Tottori, *Department of Obstetrics and Gynecology, Keio University, Shinjuku-ku, "Division of
Medical Oncology, National Cancer Center Hospital, Tokyo and ®Department of Obstetrics and Gynecology, Jichi
Medical University, Shimono, Tochigi, Japan

*For reprints and all correspondence: Keiichi Fujiwara, Department of Gynecologic Oncology, Saitama Medical
University International Medical Center, 1397-1 Yamane, Hidaka-City, Saitama 350-1298, Japan. E-mail: fujiwara@
saitama-med.ac.jp

Received July 21, 2010; accepted August 29, 2010

Retrospective studies and a Phase Il trial demonstrated the promising efficacy and safety of
intraperitoneal administration of carboplatin in ovarian, fallopian tube and primary peritoneal
cancer. A Japanese Gynecologic Oncology Group 3016 randomized Phase lll trial for these
cancers showed dose-dense weekly administration of paclitaxel significant improvement of
progression-free survival and overall survival over every 3-week administration. From June
2010, we have been conducting a randomized Phase Il/Ill trial of intravenous versus intraperi-
toneal administration of carboplatin every 3 week in combination with dose-dense weekly
administration of paclitaxel. The purpose of this trial is to prove the superiority of intraperito-
neal administration of carboplatin over intravenous administration. Primary endpoint is pro-
gression-free survival and secondary endpoints include overall survival, quality of life
assessment and cost—benefit. The first 120 patients will be evaluated for the feasibility of
intraperitoneal arm and a total of 746 patients will be enrolled in a Phase |1l study.

Key words: ovarian cancer — intraperitoneal chemotherapy — carboplatin — paclitaxel — dose-dense
chemotherapy

INTRODUCTION of 5—6 and paclitaxel at 175 mg/m? given intravenously
every 3 weeks (1). This regimen has been utilized as standard
since 1999, yet the prognosis of advanced ovarian cancer is
poor. Numerous efforts have been made to improve the survi-
val, and two distinct innovations on the chemotherapy were

In Japan, it is estimated that incidence of epithelial ovarian
cancer is approximately 8000 per year and almost half of the
patients died of this disease. There is no established screening
method; therefore, 60—~70% of the patients are at Stages I or  ,cpieved recently, which are intraperitoneal chemotherapy
IV when newly diagnosed. A standard treatment strategy for  and weekly dose-dense administration of paclitaxel.

the advanced ovarian cancer is a maximum debulking Three large randomized trials have been conducted in the
surgery followed by chemotherapy. The standard chemother- ~ USA and all of them showed improvement of overall survi-
apy regimen has been a combination of carboplatin at AUC  val (OS) and/or progression-free survival (PFS) (2—4). US

© The Author (2010). Published by Oxford University Press. All rights reserved.
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Page 2 of 5

National Cancer Institute and Gynecology Oncology Group
(GOG) conducted a metanalysis and found that intraperito-
neal (IP) chemotherapy improved OS at the hazard ratio of
0.78 (5). In response to this result, US NCI has issued a
clinical announcement in 2006 to recommend IP cisplatin-
based chemotherapy for optimally debulked Stage III
ovarian cancer patients. In spite of these efforts, IP che-
motherapy has not been accepted in the gynecologic cancer
community, mainly because of the toxicity. It is expected
that replacement of cisplatin to carboplatin may reduce the
toxicity without sacrificing the efficacy (6).

Another innovation was the application of dose-dense
weekly paclitaxel. Japanese Gynecologic Oncology Group
(JGOG) has conducted a large-scale randomized trial and
demonstrated significant improvement in PFS and OS (7).

Therefore, it is of great expectation that the combination of
dose-dense weekly administration of paclitaxel with IP admin-
istration of carboplatin will improve the prognosis further.

This protocol was designed by the Protocol Committee of
Gynecologic Oncology Trial and Investigation Consortium
(GOTIC) and Ovarian Committee member of JGOG. The
protocol was approved by Clinical Trial Review Committee
of GOTIC as GOTIC-001 on 9 September 2009, and that of
JGOG as JGOG-3019 on 26 April 2010. The protocol was
submitted for the Evaluation System of Investigational
Medical Care of Ministry of Health, Labor and Welfare,
Japan, and was approved to conduct under the Japanese gov-
ernmental health insurance system on 16 April 2010. This
trial was registered at the UMIN Clinical Trials Registry as
UMIN000003670 (http:/www.umin.ac.jp/ctr/index.htm).

PROTOCOL DIGEST OF GOTIC-001/JGOG-3019
PURPOSE

This study was designed to prove superiority of IP adminis-
tration of carboplatin over IV administration in newly diag-
nosed carcinoma of the ovary, fallopian tube and primary
peritoneum. The combination of paclitaxel is the dose-dense
weekly fashion based on the JGOG-3016 trial result.

STUDY SETTING

This is a multi-institutional randomized Phase II/III trial.

RESOURCE

Grants-in Aid for Cancer Research (H21-014), from the
Ministry of Health, Labor and Welfare, Japan. Gynecologic
Oncology Trial and Investigation Consortium and JGOG
support this trial.

ENDPOINTS

The primary endpoint of this study is PFS. Secondary end-
points are OS, response rate in patients with measurable
disease, quality of life assessment and cost—benefit.

Intraperitoneal chemotherapy with carboplatin

ELiGBILITY CRITERIA

(i) The patient must be planned to undergo laparotomy
surgery for formal registration. Since this trial
includes patents with both optimal and suboptimal
residual disease, the patients with exploratory laparot-
omy are also eligible.

(ii) Patient who is preoperatively anticipated to be FIGO
II to IV epithelial ovarian, fallopian tube or primary
peritoneal cancer is eligible for pre-registration. And
the patient must be clinically at Stages II-IV at the
time of formal registration.

(iii) Patient who signed the consent for the placement of
IP port system when she is assigned to the IP arm.

(iv) The patients who are planned to receive chemotherapy
within 8 weeks after initial surgery.

(v) ECOG performance status must be 0—2.

(vi) Patient must have adequate organ functions.

(vii) Survival can be expected 3 month or more.
(viii) Age 20 or older.

Written informed consent must be obtained from the patient
or legal guardian.

ExcrLusioN CRITERIA

(i) Patients with borderline malignancies.

(ii) Patients who have received chemotherapy or radiation
therapy for the current disease before enrolment.

(iii) Patients with any of the active concurrent malignan-
cies or past history of malignancies of which the
follow-up is within 5 years.

(iv) Patients with severe complications: patients with
severe heart disease or cerebrovascular disease, or
uncontrolled diabetes or hypertension, pulmonary
fibrosis, interstitial pneumonitis, active bleeding,
active gastrointestinal ulcer or sever neuropathy.

(v) Patients with history of hypersensitivity polyoxyethy-
lene castor oil.

(vi) Patients with pleural effusion that need continuous
drainage.

(vii) Patients with active infectious disease.

(viii) Patients with possibility of pregnancy or under
breast-feeding.

(ix) Patients with symptomatic brain metastasis.

(x) Patients whose circumstances at the time of entry onto
the study would not permit completion of study or
required follow-up.

Stupy FLow

The patient who is anticipated to have Stage II, III or IV car-
cinoma of the ovary, fallopian tube or primary peritoneum
will be pre-registered through Web Registration System of
Kitasato University Clinical Trial Coordinating Center
(CTCC), after written informed consent was obtained. At the
time of surgery, the physician will call to the Kitasato CTCC
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before closure of the abdominal wall. The coordinator will
ask the stratification factors, clinical stages and the size of
residual disease, then randomization result will be informed.
This is considered as a formal registration. When the patient
is randomized to IP arm, the Bard IP Port (#14 Fr) will be
placed according to the surgical manual. For patient who
randomized to the IV arm, IP port will not be placed. The
protocol chemotherapy will be started within 8 weeks after
confirmation of histology as epithelial cancer.

CoNTROL ARM TREATMENT

For patients randomized to IV arm will receive paclitaxel at
80 mg/m? as 1 h intravenous (IV) infusion followed by carbo-
platin at AUC 6 as a 30—120 min IV infusion on Day 1. IV
administration of paclitaxel will be repeated at 80 mg/m? on
days 8 and 15. This regimen is considered as one cycle.

EXPERIMENTAL ARM TREATMENT

For patients randomized to IP arm will receive paclitaxel at
80 mg/m? as 1 h IV infusion. During the paclitaxel infusion,
1000—1500 ml physiological saline or 5% glucose will be
administered through IP port. This will allow the confir-
mation that IP port is not obstructed and dense adhesion
does not occur surrounding the catheter. After completion of
the hydroperitoneum, carboplatin at AUC 6 will be infused.
To confirm that the hypersensitivity of carboplatin does not
occur, 10 ml will be administered and after waiting for
10 min, the rest of the amount will be infused. These pro-
cedures will be done on day 1. IV administration of pacli-
taxel will be repeated at 80 mg/m? on days 8 and 15. This
regimen is considered as one cycle.

NuMBER oF CYCLES

The protocol treatment will be repeated for six cycles for
patients with chemotherapy only after primary surgery.
However, in patient, who will undergo interval debulking
surgery after response to the suboptimal residual disease,
they may receive up to eight cycles. Interval debulking
surgery can be performed after three to five cycles of proto-
col chemotherapy, and then patient can receive three more
cycles of chemotherapy.

StupY DESIGN AND STATISTICAL CONSIDERATIONS

This study was designed as a randomized Phase II/III trial.
Target sample sizes and event were as follows.

Phase A: 60 patients/arm
Phase B: 510 events (target sample size: 746 patients,
including Phase A patients)

Planned patient accrual duration is 3 year and planned
follow-up duration will be either 3 year or until the time
when the 510 events are observed, whichever it comes first.
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Sample sizes were determined based on the following
considerations.

PHASE IT PART (PHASE A)

In the previous JGOG-3016 study, treatment completion rate
for dose-dense pacliaxel plus carboplatin (dd-TC) was
47.0%, and hematologic adverse event (more than or equal
to grade 3) rate for dd-TC was the following, neutropenia:
91.7%, leukocytes: 80.4%, hemoglobin: 68.6%, platelets:
43.6%. Furthermore, the response rate for dd-TC was 55.8%.
According to above evidence, we performed statistical simu-
lations for these factors to find a sample size which would
be necessary to obtain 95% confidence intervals of these
estimates with 15% precisions in the IV arm, and we calcu-
lated that 46 patients is needed. We also assumed that treat-
ment completion rate in the IP arm is expected to be lower
than the IV arm and hematologic adverse event rates defined
above are expected to be higher, thereby the required sample
size in the IP arm would be larger than those of the IV arm.
Furthermore, we also assumed that some patients would not
have a measurable site. Thus, we plan the sample size of
120 patients (60 patients for each arm) to be targeted. Phase
II patients will be included in the Phase III analysis.

Pr4SE ITT PART (PHASE A + PHASE B)

The primary endpoint of this study is PFS. In the previous
JGOG3016 study, the median PFS was approximately
28 months for dd-TC. Furthermore, in a meta-analysis con-
ducted by the National Cancer Institute (NCI) and the
Gynecologic Oncology Group, the hazard ratio for PFS in
the IP as compared with the IV was 0.784, indicating the
21.6% hazard reduction in the IP treatment).

According to above evidence, we assumed that the median
PFS was 28 months for the IV arm and the hazard ratio for
PFS in the IP arm as compared with the IV arm was 0.78. The
22% hazard reduction would be acceptable as a new standard
treatment regimen. With an accrual period of 3 years and a
minimum follow-up period of 3 years, 746 patients (373
patients for each arm) and 510 events (239 in IP arm) are
required in order to detect this hazard ratio using the log-rank
test with an overall two-sided type I error of 0.05 and a power
of 80%. The final analysis will be performed either after the
required events will be observed or after the minimum
follow-up period will be completed, whichever comes first. If
the required events will not be observed after the minimum
follow-up period will be completed, extension of the
follow-up duration will be considered.

RANDOMIZATION AND STRATIFICATIONS

Patients will be centrally randomized. A minimization tech-
nique will be used for random treatment allocation stratifying
by the enrolling institutions, initial FIGO stage of disease
(IL, IIT or IV) and the size of residual disease (complete, less
than 1 cm, between 1 and 2 cm and more than 2 cm).
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ANALYsIS METHOD

PHase III pArT: 4naLysis SET. Efficacy analyses will be
performed on all randomly assigned patients based on the
intent-to-treat principle. Patients receiving at least one partial
infusion of the study drug will be qualified for safety
analysis.

Primary EFFicacy anALysis. The PFS curves will be estimated
using Kaplan—Meier method. Non-parametric 95%
confidence intervals will be calculated for the median PFS,
and the curves will be compared in the two treatment groups
based on the two-sided log-rank test with an overall
significance level of 5%. Multiplicity adjustments in regard
to interim analysis will be noted in the section of the interim
analysis.

SECONDARY EFFICACY aNALYSIS. The OS curves will be also
estimated using Kaplan—Meier technique and compared
using log-rank test. The response rates in the case with
measurable site, and the treatment completion rates will be
estimated by arms. We define the treatment completion case
as the patient who receives treatment to the sixth cycle.
Exact 95% confidence intervals will be calculated for each
response rate and treatment completion rate. The rates for
the two treatment groups will be compared using Fisher’s
exact test and a normally approximated 95% confidence
interval for the odds ratio.

INTERIM N4LYsiS. Under the proportional hazard assumption,
alternative hypothesis and uniformly patients’ enrollment,
the half of the required events (255 events) would be
observed when approximately 3.2 years go by from a
starting point of this trial. One interim analysis will be
carried out either when 3.5 years go by from a starting point
of this trial or when the required events will be observed,
whichever comes first. In order to maintain an overall
significance level of 5%, the PFS curves would be compared
with Type I error of 0.3% in the interim analysis and of
4.7% in the final analysis calculated by the O’Brien and
Fleming-type alpha spending function.

SuBGROUP 4NALysis. In order to support analyses of
primary and secondary endpoints, all comparisons and
estimates will be stratified by randomization factors and
other demographic data.

ExPLORATORY 4N4Lysis. Statistical models (e.g. Cox’s
proportional hazard model and logistic regression model)
will be used for further explorations.

SAFETY ANALYSIS. 'The number of patients for each adverse
event will be summarized for each treatment group. The
rates of adverse events will be estimated for each group and
compared using an approximate 95% confidence interval for
the odds ratio.

QuaLITY OF LIFE AND COST-EFFECTIVENESS ANALYSES. ~ Quality of
life (QOL) and cost-effectiveness (CE) of IP arm and IV
arm will be analyzed when 2 years go by from a starting

Intraperitoneal chemotherapy with carboplatin

point of this trial, assuming that 300 qualified patients would
be observed at that time. CE data are also analyzed at the
same time of QOL analysis. These endpoints will also be
analyzed after the study completion (or study termination)
with efficacy endpoints. Baseline QOL score will be
analyzed using linear model adjusting for age and baseline
ECOG performance status (PS). Other QOL scores will be
analyzed using linear mixed model with age, PS and
baseline QOL scores. Further details of QOL and CE
analysis will be specified in the statistical analysis plan.

Analysis results of QOL evaluation will be published after
2 years go by from a starting point of this trial, assuming
that 300 qualified patients would be observed at that time.
For CE analysis, we define the analysis set of all patients
who will be registered and agreed with informed consents of
CE analysis. Analysis and report of cost-effectiveness with
primary endpoints will be reviewed.

FEasiBILTy AnaLysis.  In the Phase II period, the feasibility of
combination of IV dose-dense paclitaxel and IP carboplatin
will be evaluated. The number of patients for treatment
completion, hematologic and non-hematologic toxic effects
will be summarized for each treatment group. The rates of
toxic effects will be estimated for each group. Furthermore,
the rates at the end of the treatment will be estimated for each
treatment group. Exact 95% confidence intervals will be
calculated for each rate. These rates for the two treatment
groups will be compared using Fisher’s exact test and an
approximate 95% confidence interval for the odds ratio to aid
the IDMC in reaching decisions about study continuation.

StuDY MONITORING

Study monitoring will be performed by the Kitasato
University Clinical Trial Coordinating Center, to ensure data
submission, patient eligibility, protocol compliance, safety
and on-schedule study progress. On-site monitoring on the
selective institution will be performed once a year. The
monitoring reports will be submitted to the Independent
Data and Safety Monitoring Committee every 6 months.

PARTICIPATING INSTITUTIONS

Leading institution as the study under the Evaluation System
of Investigational Medical Care (ESIMeC) is Saitama
Medical University International Medical Center. Other insti-
tutions waiting for the governmental approval for the
ESIMeC as of 15 July 2010 are as follows. Iwate University,
Jichi Medical University, Keio University, National Cancer
Center Hospital, Tottori University, Tsukuba University,
Gunma University and Saitama Medical University Medical
Center. Other institutions are under the process of ESIMeC
submission.
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First Attempt of Large Phase Il Oncology Trial Using Japanese New Trial
Evaluation System, the Evaluation System of Investigational Medical Care

EAENTY ZABHLOSY Hh EMY
ER BZ? BHE &2

ABSTRACT
Background This is the first attempt to conduct a large—scale phaselll oncology trial using
the Evaluation System of Investigational Medical Care (ESIMeC).
Methods The study design is a randomized phasell /Il trial comparing administration
routes of carboplatin either intravenously (IV) or intraperitoneally (IP) in combination with
weekly administration of paclitaxel for ovarian cancer patients. Target accrual is 746. Both IP
carboplatin and weekly paclitaxel have not been approved for national insurance coverage in
Japan.
Results Because of the expensive drug cost, it was first assumed impossible to conduct the
trial if the study chair is responsible for purchasing the investigational drugs from the limited
research grant or the patients have to pay for the investigational drugs without insurance
coverage. Therefore, we negotiated with the pharmaceutical companies including generic
makers to supply the investigational drugs with free of charge. The duration from initial con-
sultation to the Ministry of Health, Labor, and Welfare to the finial approval to conduct the
trial using ESIMeC was 8 months.
Conclusion The ESIMeC appears to be an efficient system as the official evaluation proc-
ess of investigator—initiated, non-indication directed clinical trials, which manifestly require
quality control of the trials. However, cost coverage for the investigational medicine or tech-
nique remains as an important issue to be resolved in the future, especially in large phaselll
oncology trials.
(Jpn Pharmacol Ther 2010 ; 38 suppl 1 : $59-64)

KEY WORDS Evaluation System of Investigational Medical Care, Cancer, Weekly paclitax-
el, Intraperitoneal carboplatin, Phaselll oncology trial
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Epithelial Ovarian, Fallopian Tube, and
Peritoneal Cancer
Stages II-IV

i

Paclitaxel 80 mg/m2 IV, days 1, 8, 15
Carboplatin AUC6 [V, day 1

Paclitaxel 80 mg/m2 IV, days 1, 8, 15
Carboplatin AUC6 IP, day 1

1 iPocc HERT Y«

U &I

BABREICBVLTIE, T TICEENSEE I L a8
SRR 2B ABARZHT, SHIGERALE
BECFM - BHBIAE L 0EERERZTI L
BE, L7zhioT, BARBEEERO—mE, o
REDVEBRCERT 2 BRABROBREMH- TV
3LEZ5,

HRERBOWTRARE ZECH O AH
(R - HEOEE2 &) AW/ BRAB LTS
B, ROEBEEL L2201, HENR L2 HHEE
EfivEARBRERINT, SocfEeELE
BOVWODRREZERVPELONTVRBIETH
2, CORERET S0, 20084 3 H31 HICE
£5EE L) TEREERFEEE BT 28, 2
HHEN, ZoFEZAVWEEKRRBR® 4L E
WErTRE & 2o 7z, AAIE T, RBREMIEEL2E
EERHMOSHETEE L, B - MEAZ Y
FHiic s, 208, BEEBRFEMFRSHEICESN,
FRHIC BRI O TR CTHBRES S & RBR2ERS
WY Ehid 2T, BEEFHEARELTERRR
NBRICHATREERICEESIN, PHEERCORR
FAEADSHIRE & &2 B,

AHE I ED BRI T8 3 HGEERREN, &
LTARINBY, 2010 £ 6 A 1 HEE 23 0ERE
PEREINT 5D, ZDIF LA L DHHEREN
WKNTE2HLDTH Y, FiMAF % B\ 7= B KRB &
LT, R KEEZT M ERbEASEE L 7 pacli-
taxel BEENI 5 0B AN 2R 28 THRED
ATH DT,

bbbz SE, EEERMGHIEZ M T4
AAEFIEMAALEFEBE 2T 2 L2 BRI KR 2 &

S-60

&, TEERL L TOEBARICZ T2, b
EWL#%s ORBRPHRETEEL LI, AHED
BHEBLIUBESICOOLTEE L\,

[ ®WREFE

1 HEBNE
ARERIZ, P 21 EEREF BRI B
& (BSABRRITEEE), ETINE - BREc T 3
RERENAL SRR RESZ O 1= b OB % (H21- 23 A B R —
f-014) & U TFRL 21 4 4 A o ¥R 2BR L 7,
FERE I, BYEREEER %A DB - BEEE
W& NEEICN LT, REDEEREELETH 58T
(IV) paclitaxel+1IV carboplatin O fFligEE & HRT,
carboplatin ZEfEA (IP) #E5FT 22 Lick->TF
BERETEZLLEIDPERITZ2HbDTH 3
(iPocc #BR), EAHIZLHERT A~ ZDLTF @D
Ths (B1).
IV # (FREERER) -
paclitaxel : 80 mg/m?* 1 W[ s &  days
1, 8 15
carboplatin : AUC=6.0 1 Rl S&E dayl
38 (21H) 219470 ELT6~8H4 7
WARDIERT,
IP B (GRERIGHEY) :
paclitaxel : 80 mg/m? 1 Wifif] & & 1  days
1, 8, 15
carboplatin : AUC=6.0 one shot %5
day 1
38 (21H) 219470 T6~8H47
NEDIET,
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