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(I FE) The investigator—initiated phase II trial to evaluate efficacy and safety

of acotiamide for a precursor of achalasia, esophagogastric junction outflow obstruction.
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Esophageal motility disorders represented by achalasia significantly impacts Japan, a nation
facing an ultra—aging society. This disorder not only reduces quality of life due to symptoms
of dysphagia and chest pain but also increases the risk of aspiration pneumonia, the seventh
leading cause of death. Recent advancements in high-resolution manometry have established
global diagnostic criteria and identified a new disease concept known as esophagogastric
junction outflow obstruction (EGJ0O), which is considered a precursor to achalasia. There is
a strong demand in clinical practice for the development of oral medications that effectively
treat both EGJOO and achalasia. Researchers have discovered that EGJOO is characterized by
an impaired accommodation response of the lower esophageal sphincter. They found that
acotiamide, used to treat functional dyspepsia, could potentially be repurposed to treat
EGJOO. This insight led to the initiation of a physician—led Phase II clinical trial aimed
at evaluating the efficacy and safety of acotiamide for EGJOO.

In FY2021, preparations were made to start the trial (CTR263-01). The trial’s coordinating
physician was lead investigator Eikichi Ihara from Kyushu University. The Center for Clinical
and Translational Research at Kyushu University handled trial coordination and statistical
analysis. The trial involved five medical institutions: Kyushu University Hospital, Nippon
Medical School Hospital, Kawasaki Medical School General Medical Center, Gunma University
Hospital, and the National Center for Global Health and Medicine. Zeria Pharmaceutical Co.
Ltd. provided the trial drug. The trial protocol was approved by the Kyushu University
Hospital IRB on August 2, 2021 (approval number 2021301), and the trial plan was registered
with jJRCT on September 17, 2021. The first patient was registered on December 13, 2021. By
the end of the registration period on October 31, 2023, consent was obtained for 40 case
registrations, with 35 actual registrations and 5 dropouts. Data cleaning was conducted,
followed by a case review meeting on March 21, 2024, and the data was finalized on March 31,
202S.

The primary endpoint was the proportion of cases with improved symptoms of dysphagia at
week 4. Although no significant improvement was observed in the acotiamide group compared to
the placebo group, the proportion of normalized integrated relaxation pressure (IRP) from
baseline as measured by HRM was significantly higher in the acotiamide group compared to the
placebo group. In exploratory analyses, a significant correlation was found between IRP
(normal/high) and symptoms of dysphagia in the full analysis set. Although no significant
results were obtained in the primary endpoint based on symptomatic indices, the proportion
of normalized IRP significantly decreased in the acotiamide group, suggesting the potential
of acotiamide to normalize EGJOO and prevent the progression to esophageal achalasia.

We will engage in discussions with Zeria Pharmaceutical Co., Ltd. about the potential for
data transfer and filing additional patent applications. These discussions aim to evaluate
the feasibility of conducting a company—led verification trial for the expanded use of

acotiamide as a treatment for EGJOO through drug repositioning. If acotiamide is approved for
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EGJOO, it will become the world s first designated treatment for this condition. Our research
and development efforts extend beyond merely treating EGJOO. They are critically aligned with
the societal needs of our ultra—aging nation, aiming to prevent the onset of achalasia and
even aspiration pneumonia, thus underscoring the considerable clinical and societal

significance of our work.



