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In recent years, immune checkpoint inhibitors (ICIs) such as anti-PD-1/PD-L1 antibodies and anti-
CTLA-4 antibodies have shown to be effective for a wide range of cancer types, and their uses are
increasing. On the other hand, immune-related adverse events (irAEs) induced by these agents have
become a problem. Especially, colitis, irAE colitis, is known to occur frequently and leads to
death in some severe cases

National and international guidelines recommend the use of corticosteroids (CCSs) after
discontinuation of ICI as a starting treatment of irAE colitis. However, in irAE colitis, it is
said that longer periods are needed for tapering and discontinuation of CCSs than in other
conditions, and many patients relapse after tapering. CCSs are associated with an increased risk of
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infection even with short—-term use, and long—term use increases the risk of side effects such as
diabetes mellitus and osteoporosis. Furthermore, the use of infliximab (IFX) in refractory CCSs
cases, 1s currently limited by the lack of regulatory approval and insurance coverage for irAE
colitis in Japan.

It is known that irAE colitis presents the symptoms and the endoscopic picture similar to those of
ulcerative colitis (UC), and drugs are used as well. However, mesalazine, the first—line drug in
UC, is not used in irAE colitis. Mesalazine is a highly effective, quick—acting and safe drug,
especially since it is not immunosuppressant, has no risk of infection, and has fewer side effects
than CCSs or IFX. If mesalazine become the treatment of choice for irAE colitis, the number of
patients who can avoid CCSs or who can wean themselves from CCSs will increase. In addition, the
use of mesalazine for irAE colitis at an earlier stage may achieve prompt improvement of irAE
colitis symptoms and early restart of ICI.

In spite of clinical needs, there are no clinical developments by pharmaceutical companies
Therefore, here, we plan a randomized, placebo—controlled, double-blind, multicenter, phase II
study to evaluate the efficacy and safety of mesalazine in patients with irAE colitis. The results
of this study will establish the evidence of mesalazine as a drug that should be administered
earlier and before CCS, with the aim of gaining regulatory approval.

PMDA consultation (1: target patients, 2: primary and secondary endpoints, 3: dosage and
administration, 4: placebo—controlled study, 5: consultation on the appropriateness of the number
of cases) was conducted in R6/8, and the consultation record was accepted

A contractual non—disclosure agreement was concluded with the company, and an investigator-—
initiated clinical trial collaboration agreement was concluded in R6. We submitted IRB documents
(study protocol, consent document, etc.) to the IRB at our hospital and obtained permission to
conduct the study in December, 2006. We plan to conduct a multi—center study, and we selected 4
sites other than our hospital and obtained written consent. In January R7, we submitted a
notification of clinical trial. As soon as the application is accepted, we will request the company
to manufacture the investigational drug, and after manufacturing (approximately six months), we
plan to start implementation of the clinical trial. We are currently constructing an implementation
system that will enable rapid cases registration (construction of a cross—departmental
implementation system with other sites and departments is under consideration at 7 sites including
ours, and 4 sites have agreed to accept the system).



