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The objective of this study is to evaluate the colorectal cancer preventive effect of aspirin enteric-
coated tablets (100 mg, one tablet daily for 4 years) in a single arm study (J-CAPP Study II) . History
of smoking, drinking, medicines and clinical data are recorded at the entry points. Moreover, samples
for blood examination and SNP determination are collected. The primary endpoint is set as the
incidence of newly diagnosed colorectal Index Lesion (adenomas >10 mm in diameter, adenomas with
high-grade dysplasia, or invasive cancer) during 4 years observation, excluding the first year
observation. The data obtained from the Japan Polyp Study (JPS) were used for the reference control
of this trial. SNP will be also examined in the JPS.

Low-dose aspirin enteric-coated tablets are provided by a company (Bayer Yakuhin, Ltd.) 1 or 2 times
a year as a social contribution. The investigational drugs were placed in blister packages (calendar
sheets of 31 tablets), both sides of which were aluminum-laminated, and sent to each hospital by the
data center. The trial protocol planned by our group includes a statistician and has been approved by
research ethics committees at 22 hospitals, and has been registered in UMIN. Consent interviews
were performed individually and written informed consent was obtained from all patients.

An IT communication system (tablet devices were used) was also developed in our trial. This system
1s useful to collect data from the hospitals to the data center. Moreover, a poster and notes introducing
our trial were made, and provided to each hospital. Using this IT communication system, the cancer
risk for submucosal invasive colorectal cancer and carcinoid tumors will be clarified easily. Thus, we
are working to establish a working group for the prospective registration for these diseases.

Subject recruitment was started on September 24th, 2015. At the time point of March 31st, 2017,
2,052 patients provided informed consent. During the trial, the data center sent out a newsletter,
collected un-used tablets and compiled a “drug use diary,” every month. In addition, adverse events
were always checked. To date, 4 cerebral hemorrhages have been observed. However, the ethical
monitoring committee concluded that there were no correlations with our trial.

At the time point of January 2017, we decided to prolong the end point of subject recruitment, and
also added ten hospitals to increase the number of subjects. We further rechecked and modified the
sampling for blood examination to be a simple one. The changed protocol has been approved by the
ethical committee of Kyoto Prefectural University of Medicine, and so accepted by other hospitals.
We have just started preliminary examination to detect SNPs for ALDH2, ADH1B, and CYP2A6
genes in the sporadic colorectal tumor patients and familial adenomatous polyposis patients.

In addition, we are trying to clarify the contribution of environmental factors such as drinking and
smoking on colorectal carcinogenesis. Our approach is using the techniques of nano-bead based
binding-protein detection, LC/MS for detecting DNA adducts and a Connectivity Map. These

examinations will be useful for establishing proof of concept of this clinical trial by low-dose aspirin.
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Research for “Chemoprevention trials for colorectal cancer in Japan” ,Oral (Invited
speaker), Mutoh M. International Symposium of Tokyo University of Science,
Translational Research Center, 2016/6/25, [EA.
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Inhibitory effect of citrus peel on colon carcinogenesis with suppression of oxidative
stress, HUH, Wakabayashi K, Tomono S, Mutoh M, 20th International Conference of FFC
- 8th International Symposium of ASFFBC, The Joseph B. Martin Conference Center at
Harvard Medical School, Boston, MA, U.S, 2016/9/22-23, ¥g4t.
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Matsuda T. Colorectal Cancer Screening and Surveillance in Japan (Japan Polyp Study),
2016/4/9, Yangzhou, China (Invited speaker)

Matsuda T. Surveillance after suboptimal colonoscopy: Art or science? The Ist
International Meeting on Intestinal Diseases in Conjunction with the Annual Congress
of KASID, 2016/4/16, Seoul, Republic of Korea (Invited speaker)

Matsuda T. Advanced imaging for evaluation of the target lesion. DDW 2016/5/22, San
Diego, USA (Oral presentation)

Matsuda T. National Cancer Screening Program in Japan, 1st Korea—Japan National Cancer
Center Seminar, 2016/5/30, Seoul, Republic of Korea (Invited speaker)

Matsuda T. How to detect more lesions and how to take good pictures at colonoscopy.
Colon camp, 2016/7/2, Taipei, Taiwan (Invited speaker)

Matsuda T. Screening for GI Cancer in Japan. 2016/9/10, SIED-JGES Joint Symposium,
Cartagena, Colombia (Invited speaker)

Matsuda T. An Update in Screening Colonoscopy: Advances in Handling and Visualization.

SIED-JGES Joint Symposium, 2016/9/12, Cartagena, Colombia (Invited speaker)
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Matsuda T. Post—polypectomy surveillance: Lessons from the Asia-Pacific region. WEO
Colorectal Cancer Screening Meeting, 2016/10/14, Vienna, Wien, Austria (Invited
speaker)

Matsuda T. Post—polypectomy surveillance colonoscopy: Which is the most frequent lesion
to develop Interval cancer? 2016/11/2, WEO CRC Screening Meeting, Kobe, Japan (Invited

speaker)
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