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Annual Report

Title : Study for Establishment of Standard Treatment for Elderly Patients with Unresectable or
Recurrent Metastatic Colorectal Cancer in the Super-aged Society
Principle Investigator : Tetsuya Hamaguchi, Medical director, Gastrointestinal Medical Oncology

Division, National Cancer Center Hospital

Explanation of achievement of research
1. Enrollment, treatment, and evaluation of eligible patients

Enrollment of patients in a randomized phase 3 trial (JCOG1018) at 55 sites of the Japan
Clinical Oncology Group (JCOG) Colorectal Cancer Study Group (CCSG) began in September 2012.
Enrollment reached 180 patients by April 2017. However, this was not enough to reach the target of
390 patients as initially planned. Thus, the JCOG CCSG amended the enrollment target from 390 to
250, and created revised protocolverl.2 on October 17, 2016. Enrollment will be completed within 2
years.

Of enrolled patients 7.4% were 70 to 74 years old with Performance Status (PS) 2, and 55%
were over 80 years old (13.6%, over 85 years). The population of this study comprised vulnerable PS
2 patients accounting for a higher percentage, that is, 10.6%, in comparison with some other trials.,
For example, clinical trials NO16966 and FIRE-3 conducted in patients with unresectable advanced
or recurrent colorectal cancer were comprised of only 1% PS 2 patients. Incidence of adverse events
during the course of treatment was comparable with other clinical trials conducted in non-elderly
patients; moreover, a breakdown of reasons for discontinuation showed treatment failure and adverse
events at ratios of 3:1 among 30 patients, though the sample size is small at present. These results
suggest that the protocol treatment was tolerable for the target population. In the evaluation of
efficacy combining both treatment and control groups, median progression-free survival (PFS) as the
primary endpoint was 9.7 months, which was comparable to the 9.4 months demonstrated by the
NO169966 study. Furthermore, median overall survival (OS) time was 20.8 months, a result
comparable to those in a non-elderly study population. It is desirable to complete this study while
ensuring safety. Incidences of adverse events and serious adverse events especially were within

expectations.

2. Promotion of enrollment of eligible patients and completion of case report forms (CRFs)

Informed consent for participation in the trial has been obtained from eligible patients by
adequately explaining the details of the study and the risks and benefits of participation in a written
informed consent form in order to obtain enrollment of 5-6 patients per month by March 2017.
However, as mentioned above, enrollment of elderly patients had been difficult; therefore, we decided
to revise the protocol. In the meantime, data on the clinical course after treatment has been collected
with CRFs. The periodic biannual monitoring has confirmed that there is no problem in conducting

the clinical trial.



3. Evaluation of geriatric assessments (GAs) and quality of life (QOL)

We aimed to select a geriatric assessment screening tool that applies to individualized
chemotherapy for elderly patients with colorectal cancer. We have continued the ancillary research
using VES-13 as a screening tool for this study. In cancer treatments for elderly patients, in
comparison with younger adults, incidence and severity of adverse events become higher, while an
effect size for extending survival time generally becomes smaller. Thus the risk-benefit balance in
elderly patients is considered to be smaller. Therefore, QOL may be considered more important in
selecting cancer treatments for elderly patients than for young adults. EQ-5D is used in this study
for the evaluation of QOL, and QOL assessment is performed before and 3, 6, and 12 months after
the initiation of treatment. The QOL questionnaires are sent to and collected from the participating
sites at the same time as reports on the progress of the study treatment in the enrolled patients by
Dr. Ando from the QOL research bureau. He reminds the participating sites to submit the completed

QOL questionnaires when they have failed to do so and attempts to minimize missing data.

4. Follow-up of patients who completed the study

While the primary endpoint of this study should have been OS in order to determine the
standard therapy for elderly patients, it was difficult to demonstrate superiority of OS with sufficient
detection power only in Japan because the number of eligible elderly mCRC patients is not necessarily
large. Therefore, we decided to keep PFS as the primary endpoint, though accuracy may be slightly
decreased. We judged that it is possible to apply the evidence from non-elderly patients to elderly
patients if OS is confirmed to be superior above a given level during the long-term follow-up. The
standard level to consider that OS is superior above the given level is a hazard ratio (HR) of <0.8. This
is because an article in the Journal of Clinical Oncology published by the working group of ASCO
specified a HR <0.8 as clinically meaningful standard difference. Therefore, it is extremely important
to follow-up patients after the study treatment is completed. We have informed the participating sites

of the importance of this and made efforts to reduce patients lost to follow-up.
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