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J-FAPP study III

Five years intervention trial: Subtotal colectomy protects against colorectal cancer in
familial adenomatous polyposis (FAP) patients, but the potential for endoscopic polypectomy
to prevent cancer remains uncertain. To evaluate the usefulness of thorough endoscopic
polypectomy in multi - institutional joint research (22 hospitals). FAP patients who
declined surgery were given the option of undergoing colonoscopic polypectomy surveillance,
and 222 chose this option (5 refused or stopped). We further enrolled 56 subjects for the
J-FAPP IV study. To date, one submucosal invasive colorectal cancer has been observed, and
the patient has undergone surgical procedures

Assessment for difficult cases of endoscopic polypectomy: Cold snare polypectomy (CSP)
may be an effective alternative to hot snare polypectomy. Thus, we planned a Phase II
trial to show its safety and usefulness. We are trying to make guidelines regarding

endoscopic polypectomy for FAP, and trying to get a consensus in several associations

. J-FAPP study IV

Subject recruitment : In the J-FAPP Study IV (aspirin and 5-ASA treatment) , we successfully
enrolled 106 subjects until September 2016. During the recruitment, we contacted the FAP
patients’ association for subject recruitment.
Medication administration period: Aspirin was imported and PTP packaged. In order to
maintain compliance of the trial subjects, we collected un—-used tablets and compiled a
“drug use diary,” every month in cooperation with the data center. In addition, adverse
events were always checked. We have not admitted adverse events so far.
Small intestinal lesion observed in gastrointestinal polyposis syndrome
Capsule endoscopy / double balloon endoscopy: We performed anal intestinal examinations
in gastrointestinal polyposis syndrome patients, and found that the number and size of
small intestinal adenomas did not correlate with the conventional Spigelman classification
based on observation of duodenal adenomas, suggesting the importance of capsule endoscopy
in FAP patients
Frequency analysis of small intestinal polyps / Evaluation of usefulness of small
intestinal examination: When capsule endoscopy was performed on 88 FAP patients, an average
of 60 adenomas was found in the small intestine. Double balloon endoscopic examination for
adenomas of 15 mm or more in size revealed that 2 patient possessed severe atypical
appearance. The data imply that small intestinal polyps in FAP patient possess the
potential of cancer risks. Based on these results, we planned a new trial to verify the
usefulness of cold polypectomy for FAP duodenal polyp countermeasures. This prospective
Phase I / II study started registration of phase I in June 2016, and terminated the

registration (10 cases 332 lesions) in January 2017



4. Extraction of colon cancer preventive agents
Extraction of the preventive agents from non—clinical data: To select the next candidate
drugs for colon cancer prevention clinical trials, we used a reporter gene assay system
and evaluated the effect of agents on promoter transcriptional activity. We chose 3
transcriptional factors, Nrf2, NF-[]B and TCF/LEF to represent the status of oxidative
stress, inflammation and differentiation, respectively. These factors play an important
role in the early stages of adenoma—carcinoma sequence. We also aimed to establish an “in
vitro colon carcinogenesis model” , which enables us to validate the effect of candidate
drugs extracted from the above screening and explore the mechanisms of those in detail.
For this aim, we established primary cell lines from the polyps of Apc"™* mice.
Extraction of preventive agents from clinical data: We are summarizing data of the pilot
study of J-FAPP 1V, and also extracting combinations of drug candidates that suppress
colon carcinogenesis and/or side effects of aspirin. To this end, we are using clinical
receipt data. Specifically, we obtained medical information databases, such as receipt
data from the Japan Medical Data Center (JMDC), and we are establishing an algorithm to
extract accurate cancer diagnosis among them. Meanwhile, to explore the drug candidates
against preneoplastic lesions, microarray analysis and in silico analysis were performed
using tissues of colon adenomas and serrated polyps (SSA/P) biopsied under colonoscopy.

Twenty drugs each were chosen for colon adenomas and SSA/P by in silico analysis, and they

are under evaluation for suppressive effects in vitro.
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