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[Background]

The helium-oxygen mixture (AW-PDO01) is effective in reducing airway resistance because of its low density. Since
it works according to a mechanism that differs from that of the standard treatments, it can augment the positive effects
of the standard therapies by reducing airway resistance and ameliorating respiratory failure and is extremely safe.
Therefore, the AW-PDO1 is expected to enhance the efficacy of the current, standard therapies, especially in patients who
are refractory to these therapies.

The “Phase II trial of helium / oxygen mixed gas for respiratory failure secondary to airway obstructive lesions in
children” (hereinafter referred to as “the trial”) was approved by the Clinical Trial Review Committee following
submission of the clinical trial notification, and case enrollment was begun in FY 2018. The enrollment target of 15 cases
was achieved in FY2019.

[Objectives]

The present research and development (R&D) study aims to summarize the trial and request regulatory approval
for manufacturing and marketing of AW-PDO1. In addition to confirming its safety for respiratory failure associated with
airway obstructive lesions in Japanese children, which is the main objective of the trial, we will also conduct an
exploratory analysis of its effectiveness in the same group of patients by comprehensively evaluating multiple endpoints.
Based on the results of these analyses, we will prepare a clinical study report (CSR) and proceed with the application for
manufacturing and marketing approval following our consultation with the investigational drug provider.

[Methods]

We examined the following facets of the trial: (1) research supervision; (2) administrative coordination; (3) case
summaries; and (4) analysis and evaluation based on the study plan for the trial.
[Results]

We studied the research supervision method in cooperation mainly with the Coordination Office and supervised the
overall data management, statistical analysis, preparation of CSR, and auditing of the trial. We discussed the content of
the CSR with the investigational drug provider and began preparing for the application for manufacturing and marketing
approval of the investigational drug.

In collaboration with Tokyo Metropolitan Children's Medical Center, we conducted research on the following facets
of the trial: (2) coordination of administrative work; (3) case summaries; and (4) analysis and evaluation based on study
plans for the trial. We summarized the cases based on the results of a case review conference, at which the Data and
Safety Monitoring Board reviewed the cases and decided on their eligibility. In addition, we discussed the statistical
analysis with a contractor and proceeded to make the necessary adjustments in our statistical analysis plan. We locked
the database through collaboration with data management services contractor, then proceeded to coordinate and manage
the analysis of the data through collaboration with a statistical analysis contractor. In addition, we prepared the CSR in
cooperation with the CSR preparation contractor. In these tasks, we clinically evaluated the content of the data and the
results of the statistical analysis and gave our opinion as to the necessity for additional analysis. After completing these
tasks, we conducted an audit of the trial in collaboration with the audit contractor. We also confirmed that there were no
serious deviations in the trial. The CSR were finalized and the materials were compiled to provide various clinical data
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to the investigational drug provider.
[Conclusion]

The trial confirmed the safety of AW-PDO1 for the treatment of respiratory failure associated with airway obstructive
lesions in children. In addition, airway resistance improved with AW-PDO1 use, and the PaCO2 and tidal volume showed
improvement despite the change being statistically non-significant. The CSR and other clinical data obtained in the trial
will be provided to the investigational drug provider for their application for regulatory approval.

In the future, we will discuss with the investigational drug provider the indications, usage, efficacy, and dosage of
AW-PDO1 for which we hope to obtain regulatory approval pursuant to the request of the special committee for the use
of unapproved and off-label drugs for high unmet medical needs. To this end, we will hold pre-application consultations
with the Pharmaceuticals and Medical Devices Agency. Based on the results, the investigational drug provider will apply
for approval of the drug, which will hopefully open the way for its commercialization. In addition, preparations will be
made through cooperation with the investigational drug provider, the coordinating physicians, the Japanese Society of
Intensive Care Medicine, the Japanese Society of Pediatric Emergency Medicine, and the Japanese Society for Intensive
Care in Ministry of Health and Welfare to formulate guidelines that can be used by physicians once the investigational

drug becomes available.



