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cover page of the protocol.
The requirement of the IRB/IEC for review and approval will be in accordance with the
decisions made by the institution in accordance with their policies.

3) Memorandum
Not a change(s) to the protocol but a supplemental explanation(s) to be distributed from the study
chair to the trial-related personnel in order to reduce the differences in interpretation of the text
or to promote awareness. It requires no review by the IRB.

14.10 Conflicts of interest (COI)

With regards to “the conflicts of interest in this clinical trial” of the study chair and investigators at
each institution, the self-declaration forms submitted by investigators are reviewed and approved by
the COI Review Committee or the IRB/IEC. Moreover, any conflicts of interest of the iPocc Trial
Coordinating Center personnel and the statisticians will be reviewed and approved in compliance
with the rules established by each organization.

When publishing the results of this clinical trial, the self-declaration forms for “the conflicts of
interest in this clinical trial” of all investigators who will be listed as conference presenters and/or
authors will be submitted to the COI Review Committee of GOTIC/JGOG for review. The
publication of the clinical trial results will not be presented at domestic/international conferences or
in medical journals until the conflicts of interest of all presenters/authors are approved by the COI
Review Committee of the GOTIC/JGOG.

14.11 Financial support

the Ministry of Health, Labor and Welfare (MHLW). Some rearch funds from study grou;; also
partially support this trial. The Gynecologic Oncology Trial and Investigation Consortium of North
Kanto (GOTIC) are providing assistance in meeting the costs incurred in supporting the Clinical
Research Coordinator (CRC) and the meeting organization. In addition, the cost for on-site
monitoring and auditing are supported by the Japanese Gynecologic Oncology Group (JGOG).
Because part of the treatment to be used in this clinical trial involves a dosage and route of
administration not covered by public health insurance, the drugs to be used for that portion will be
provided by the pharmaceutical companies. Accordingly, treatment consisting of that covered by
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15 MONITORING AND AUDITING

*International institutions outside Japan may need to refer to their country specific appendix for
MONITORING AND AUDITING.

15.1 Monitoring of the study

Central monitoring will be performed by the iPocc Trial Coordinating Center in order to ensure that
the clinical trial is conducted safely and in accordance with the protocol, and that the clinical trial
data are accurately collected. On-site monitoring will be performed in accordance with the
monitoring plan for the trial separately specified.
Routine monitoring reports, as a general rule, will be prepared twice a year on the basis of the
reported data on eCRFs collected by the iPocc Trial Coordinating Center. The routine monitoring
reports prepared by iPocc Trial Coordinating Center will be submitted to the Monitoring Committees
and the Independent Data Monitoring Committees (IDMC) of both JGOG and GOTIC semi-annually,
and international IDMC annually.

15.1.1  Routine monitoring
15.1.1.1 Monitoring procedures
The Committees of JGOG/GOTIC will review the routine monitoring reports.

15.1.1.2 Monitoring items
1) Patient accrual
2) Patient eligibility
3) Background information on patients
4) Status of protocol execution with reasons for discontinuation
5) Adverse events, especially SAE (serious adverse events) and the reporting status of
such events
6) Protocol deviations (including cases of a possible deviation) and violations
7) Others, including the issues related to the progress and the safety of the clinical trial

15.1.1.3 Protocol deviations and violations

A protocol deviation occurs when drug administration, laboratory tests, or evaluation of toxicity
and efficacy are not performed as specified in the protocol.

Deviations that exceed the scope of certain acceptable deviations previously determined by the
iPocc Trial Coordinating Center and the study chair for each clinical trial will be listed on the
monitoring reports as “a case with a possible deviation” and classified as one of the following after
review by the monitoring committees.

1) Protocol violation
In principle, “a protocol violation” is a deviation from the protocol described below:
(D That has an impact on the evaluation of the primary endpoint of the clinical trial
(@ That is caused by investigators or institutions without consultation with the study chair in
advance.
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(@ That is intentional or systematic
@ That poses a risk or departs from the protocol significantly

Protocol violations will be disclosed upon publication of the study results.
(Examples of violations)
e Giving other types of chemotherapy or excluded concomitant medications
during the protocol treatment
e Giving excess overdoses
2) Protocol deviations
A deviation that does not fall under either 1) Protocol violation or 3) Acceptable deviation.
A specific deviation observed in many cases may be stated when publishing the study results.
3) Acceptable deviation
A deviation within the scope of the acceptable deviations from the protocol previously or
subsequently established by the iPocc Trial Coordinating Center and the study chair for each
clinical trial.
They will not appear on the monitoring reports.

15.1.1.4 Review by the Independent Data Monitoring Committee (IDMC)

An IDMC will meet semi-annually to assess the progress of the clinical trial and the safety (and
efficacy data for interim analysis) during the course of the clinical trial with the aim of
recommending whether to continue, modify, or stop the clinical trial.

When the results from the phase A trial are available, the IDMC will review this data and decide
whether to continue or discontinue the clinical trial. A decision to continue or discontinue the
clinical trial will be made in a comprehensive manner that includes a review of the feasibility,
together with possible efficacy, and on the basis of the result of the review, the IDMC will make a
recommendation to the study chair regarding whether to continue or stop the clinical trial. If a
decision is made to continue the clinical trial, the efficacy data in phase A will not be published. If it
is decided to stop the clinical trial, all the data will be published.

An international IDMC will conduct the same review as described above on an annual basis. The
international IDMC will operate in accordance with the following guidelines.

e  The membership of the IDMC will include at least one inter-group statistician and at least one
clinician experienced in clinical trials. Additional membership will reflect the specialties
involved in the trial. All members of the IDMC will be independent of the trial. If
non-independent members are to be included this will be justified and agreed to by the
participating GCIG groups.

e  The deliberations of the IDMC when considering outcome data by treatment arm are
confidential. These data will not to be shared with anyone who is not a member of the IDMC,
unless agreed by the IDMC itself.

e  The IDMC will act in an advisory role and report its recommendations in writing to the study
chair.

e A recognized formal statistical approach for the conduct of interim analyses will be employed
and in general the final recommendation from the IDMC on the continuation of the study will
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be based on all available evidence. The formal statistical criteria for stopping on basis of
efficacy in this study are described in section 13. STATISTICAL ANALYSIS.

e  The IDMC must formally approve any proposed publication of any trial data prior to the
publication of the protocol-specified definitive analysis based on the primary endpoint.

15.2 Audit

For JGOG institutions, this study is the subject of an audit by the JGOG/GTOIC Audit Committees.
Auditors appointed by the audit committee will visit the participating institutions, and verify the
essential documents such as IRB/IEC approval and signed consent form. The auditors also verify the
accuracy of the reported data in the eCRFs against original patient medical records as necessary in
accordance with the procedures specified by the GOTIC/JGOG.
The audit results of each institution will be reported only to the investigator at the institution
concerned and the GOTIC/JGOG audit committees. If published to any third party, the name of the
institution will not be disclosed.
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16 SPECIAL INSTRUCTIONS

16.1 Central evaluation of tumor response
In this study, central evaluation of tumor response will not be performed.

16.2 Central pathology review

A Central Pathology Review Committee will be convened once a year to review up to three
representative slides per patient. These prepared slides will be reviewed to confirm if the
pathological diagnosis is being properly conducted and to ensure that eligibility criteria are being
met. The review may be performed using a web-based imaging system. The Central Pathology
Review Committee for this trial will consist of the members of the GOTIC/JGOG Central Pathology
Committee, as well as pathologists who belong to other study groups. As a general rule, prepared
slides reviewed by the Central Pathology Committee will not be returned.

17 STUDY REGISTRATION AND PUBLICATION OF FINDINGS

This clinical trial will be registered through the University hospital Medical Information Network
Clinical Trials Registry (UMIN-CTR) in Japanese with the URL
http://www.umin.ac.jp/ctr/index-i.htm and Clinical Trials.gov in English with the URL

http:/clinicaltrials.gov/ to disclose information regarding the design, conduct, and publication of

results of the clinical trial. The study results will be presented at a medical meeting after the
completion of the final analysis and published in an appropriate medical journal.

17.1  Publication of the results of the phase A trial
At the completion of the data analysis of the phase A trial, data other than the efficacy data will be
presented at a medical meeting and the results will be published in an appropriate medical journal.

However, if the clinical trial is discontinued, all results including the efficacy results will be
published.

17.2 Guidelines on authorship of research papers

Authorship of research papers will be as follows: The first and second authors of the research paper
will be either the study chair or the investigator/sub-investigator who belongs to the institution with
the highest number of registered subjects. The selection of the first author at such an institution will
be determined by the institution. However, the first author should be the person who most directly
contributed to this clinical trial.

If the representative at such an institution with the highest number of registered subjects declines to
be the first author, the study chair will be the first author and the representative at the institution with
the highest number of registered subjects will be the second author. The third and other authors will
be determined through consultation among the participating investigators/ sub-investigators with
high accrual. Other authors can include the international study co-chairs, a statistician, and/or
appropriate representative from the iPocc Trial Coordinating Center. Since this is an international
co-operative trial, the international study co-chairs who are actively involved will be included as
authors. To be the co-author from international collaborators, the minimum number of accrual should
be 10 registered patients from each collaborative group or a certain institution based on the contract.
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18 RESEARCH ORGANIZATION

This is a Gynecologic Cancer Intergroup (GCIG) study.

18.1

18.2

18.3

Study chair
Keiichi Fujiwara, MD, PhD
Saitama Medical University International Medical Center Comprehensive Cancer Center,
Department of Gynecologic Oncology
Address:  1397-1 Yamane Hidaka-shi, Saitama, 350-1298 Japan

Tel: +81-42-984-4531 or -4115 (after office hour: +81-42-984-4473)
Fax: +81-42-984-4741
E-mail: fujiwara(@saitama-med.ac.ip

Physician coordinator
Shoji Nagao, MD, PhD
Hyogo Cancer Center
Department of Gynecologic Oncology
Address:  13-70 Kitaoji-cho, Akashi-shi, Hyogo-ken 673-0021 Japan
Tel: +81-78-929-1151
Fax: +81-78-929-2380
E-mail: nagao@hp.pref-hyogo.jp

Statisticians
Tetsutaro Hamano
Kitasato Academic Research Organization, Kitasato University
Clinical Trials Coordinating Center
Address : 5-9-1 Shirokane, Minato-ku, Tokyo 108-8642, Japan

Tel : +81-3-5791-6400

Fax : +81-3-5791-6407
E-mail : hamano@insti.kitasato-u.ac.jp
Masahiro Takeuchi

Kitasato University, Department of Clinical Pharmacy,

Research and Education Center for Clinical Pharmacy,

Clinical Medicine (Clinical Statistics)

Address : 5-9-1 Shirokane, Minato-ku, Tokyo 108-8641, Japan

Tel 1 +81-3-5791-6322
Fax 1 +81-3-3444-2546
E-mail : takeuchi@pharm.kitasato-u.ac.ip
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18.4  iPocc Trial Coordinating Center
(Project management, data management)
Kitasato Academic Research Organization, Kitasato University
Clinical Trial Coordinating Center
Address : 5-9-1 Shirokane, Minato-ku, Tokyo 108-8642, Japan

Tel : +81-3-5791-6419 or -6398
Fax : +81-3-5791-6399
E-mail : iPocc@insti.kitasato-u.ac.jp

18.5  Study group administration office
Japanese Gynecologic Oncology Group (JGOG)
Address  : Komatsu Bldg. 4F, 6-22 Kagurazaka, Shinjuku-ku, Tokyo 162-0825, Japan

Tel 1 +81-5206-1982
Fax 1 +81-5206-1983
E-mail : info@igog.gr.jp

Gynecologic Oncology Trial and Investigation Consortium (GOTIC)
Address  :#401 Granville II, 5 Moro-Hongo, Moroyama-cho, [ruma-gun,
Saitama 350-0451, Japan

Tel : +81-49-292-9043
Fax : +81-49-292-9048
E-mail : gotic@gotic.jp

18.6  Research support organization [See Attachment1]
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