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[Background]

Severe acute pancreatitis (SAP), which is an abdominal inflammatory emergency disease, is
characterized by high mortality (more than 10%). The mechanism by which mild acute pancreatitis
becomes severe is still unclear and there is no generally accepted specific agent so far. If the primary
inflammation in the pancreas is extremely severe, pancreatic necrosis develops. It has been reported
that the extent of pancreatic necrosis is correlated with the morbidity and mortality. In Japan,
continuous regional arterial infusion (CRAI) of the protease inhibitor nafamostat mesylate (NM) has
been considered to inhibit the development of pancreatic necrosis by restoring the pancreatic
perfusion in SAP. However, CRAI of NM has not been covered by the Japanese National Health
Insurance because arterial administration of NM is not accepted by Japanese pharmaceutical laws.

[Purpose]

To make application for the approval of the pharmaceutical law, we have conducted an investigator-

initiated phase 2 clinical trial to clarify the efficacy and the safety of CRAI of NM for SAP.
[Results]

1) Preparation for the clinical trial : A protocol was made in accordance with the consultations with
the pharmaceutical and medical devices agency (PMDA) in 2015. A study group, including 20
hospitals and several private companies, was organized by the clinical trial center in Tohoku
University Hospital in 2015.

2) Progress of the clinical trial : The first patient was registered in June 2016. By March 2017, 24
participations have been registered (60% achieved).

[Perspective]
The registration will be finished by December 2017. And the observation period will be finished
by March 2018. After the trial, we will discuss the possibility of applying for the approval of NM
based on the results of this trial with PMDA.
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