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Ulcerative colitis is an inflammatory disease of the colon where erosion or ulceration occurs in the
mucosa of the large intestine. Characteristic symptoms are bloody stool, diarrhea, and abdominal
pain. It has become designated intractable disease by The Ministry of Health, Labor and Welfare,
and more than 180,000 patients are accredited nationwide in 2014. Although the cause has not been
clarified yet, it is said that the genetic factors are accompanied by environmental factors such as
meals, and intestinal bacteria, and immune abnormality is caused, and it persists.

This disease has recurred and remitted progressively, and there is no curative treatment yet. The
current therapies are 5-aminosalicylic acid (5-ASA) as an anti-inflammatory drug, and
steroid/immunomodulator/anti TNF-alpha antibody as an immunoregulator. These treatments
include those that are rather expensive, and side effects are also a problem, and the emergence of
new treatments is expected.

Intestinal bacteria have been attracting attention as an onset and exacerbating factor of ulcerative
colitis in recent years, and antibiotics has been attempted for the purpose of controlling the disease
activity of ulcerative colitis. Ohkusa et al have developed an ATM therapy was a combination of
three types of antibiotics amoxicillin (A), tetracycline (T), and metronidazole (M). In this clinical
trial, the response rate after 3 months was 22.8% in the placebo group and 44.8% in the ATM
therapy group (P = 0.0011). After that, ATM therapy has been enforced at many facilities although
Iinsurance adaptation has not been obtained.

In 2015, we prepared PMDA's advance counseling, face-to-face advice, preparation of protocols and
various procedural documents, construction of Electronic Data Capture (EDC), preparation of
investigational drugs, etc. In 2016, completion of investigational drug manufacture, confirmation of
protocol and procedure manual, acquisition of IRB approval on October 18, 2016 at Hokkaido
University Hospital, submission of a report of examination on 20th October, finished. Based on that,
we applied for IRB at each medical institution and started doctor-initiated clinical trial at a medical
institution that was approved by IRB.

In addition, as an exploratory study, we also conduct genetic analysis of intestinal bacteria in order
to examine the relationship between changes in intestinal flora and the efficacy and safety of the
investigational drugs. Preliminary analysis was carried out using a part of intestinal fluid collected

from participants.
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