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Following the approval of the Niigata University Central Review Board of Clinical Research
(Approval No.: CRB3180025), an early phase II clinical research study was conducted. This
study, entitled "GM-CSF Inhalation for Nontuberculous Mycobacterial Lung Disease Pilot
Trial (GNP study)” was designed to investigate the efficacy of GM-CSF inhalation therapy
for pulmonary disease caused by nontuberculous mycobacteria (NTM). The clinical study
report was completed to document findings of the study (JRCT ID: jRCTs031210062). The
objective of this study was to gather preliminary data on the efficacy and safety of GM—CSF
inhalation in patients with pulmonary NTM disease in order to initiate a clinical trial
with the goal of obtaining a manufacturing and marketing approval under the Pharmaceuticals
and Medical Devices Act for an inhaled GM-CSF formulation as a new treatment for pulmonary
NTM disease. The study subjects were 15 patients with pulmonary NTM disease who had failed
to respond to standard drug therapy alone (continued positive sputum antimicrobial culture
test), and were enrolled only at Niigata University Medical and Dental Hospital. Subject
enrollment proceeded according to the originally planned schedule, with the first case
enrolled in September 2021 and the observation period for the last patient completed in May
2023. Of the 17 cases for which consent was obtained, 15 were enrolled, with two cases
excluded prior to enrollment. Inhalation of GM-CSF was found to be effective in reducing
the amount of bacteria in drug-refractory pulmonary NTM disease. No notable trends were
observed from the start of study drug administration to the end of the observation period
with regard to the occurrence of disease, serious disease, or other important diseases.
Moreover, an ancillary study measuring anti—-GM-CSF antibody titers demonstrated an

increasing trend in anti—-GM-CSF antibody titers in eight out of 15 patients.



