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The R&D principal investigators designed a multi-institutional, investigator-initiated clinical study (hereinafter referred to
as the "clinical study") to evaluate the efficacy, safety, and pharmacokinetics of this agent in children aged 24 months or
younger suffering from the five disease groups (pulmonary hypoplasia, airway stenosis, congenital esophageal atresia,
congenital metabolic abnormalities, and neuromuscular diseases) associated with reduced ventilation or difficulty
expectorating due to the exacerbation of RS virus infection, which is not currently an indication for palivizumab. The
following efficacy, safety, and pharmacokinetics of this agent were studied in this clinical study, and the efficacy of the agent

was comprehensively evaluated based on data such as hospitalization rate and serum drug level of the agent.

(1) Efficacy endpoints

1) Primary endpoint : Percentage of subjects who required hospitalization due to RS virus infection between initiating
treatment with this agent and 30 days after the last administration.
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2) Secondary endpoints : Percentage of subjects who required oxygen inhalation, artificial ventilation, membrane oxygenator,
continuous positive airway pressure, other ventilatory support, or ICU management between initiating treatment with this
agent and 30 days after the last administration. The period during which the patient required hospitalization, oxygen,
artificial ventilation, membrane ventilation, continuous positive airway pressure, other ventilatory support, or ICU
management between initiating treatment with this agent and 30 days after the last administration.

(2) Safety endpoints

For adverse events and adverse drug reactions, the number of cases by grade, severity and timing of occurrence, the
incidence rate, and the number of occurrences were tabulated.

(3) Pharmacokinetics

Serum palivizumab levels (trough value) 30 days after the first dose of this agent, 30 days after the fourth dose, and 30
days after the last dose.

After receiving approval to conduct this clinical study on May 27, 2019 from the Review Committee for Clinical Trials of
Tokyo Medical and Dental University Hospital, we submitted a notification of the clinical study plan to the Pharmaceuticals
and Medical Devices Agency (hereinafter referred to as "PMDA") on June 28, 2019, and this clinical study was initiated. A
total of seven medical institutions participated in this clinical study. A total of 23 subjects were enrolled in the clinical study,
including three subjects with pulmonary hypoplasia, five subjects with airway stenosis, six subjects with congenital
esophageal atresia, four subjects with congenital metabolic abnormalities, and five subjects with neuromuscular diseases
during the two seasons of the RS virus epidemic in 2019 (through March 2020) and in the 2020 epidemic (through March
2021). We submitted the clinical study completion report to all medical institutions' Clinical Trial Review Committees by
September 2021; and submitted the clinical study completion notification to PMDA on September 24, 2021.

By March 2022, the collection of all clinical study data, including the measurement of serum drug level, was completed,
and a case review meeting was held on April 9, 2022 in order to discuss the acceptance or rejection of data, and statistical
analysis was conducted to fix all clinical study data. The results of the analysis were as follows:

Efficacy: Forthe 23 subjects enrolled in this clinical study, no case required hospitalization due to RS virus infection between
initiating treatment with this agent and 30 days after the last administration.

Safety: A total of 46 adverse events occurred in 20 patients in this clinical study. There were no notable differences
compared to known events with this agent. There were five serious adverse events requiring unscheduled hospitalization,
including infections. Still, none involved RS virus infection, and the outcome for the five patients was remission in one and
recovery in four. No adverse events leading to discontinuation of the clinical study occurred.

Pharmacokinetics: All 23 patients enrolled in the clinical study received 15 mg of palivizumab per kg of body weight every

30 days for four consecutive doses, and the mean (range, 95% confidence interval) serum palivizumab level at 30 days after
the fourth dose was 116.82 (49.5 to 167.0, 102.719 to 130.916) pg/mL. It was considered that 30 pg/mL or higher of
palivizumab, therapeutically effective blood concentration, was maintained from the first dose to 30 days after the last dose

of this agent.

Overall, the results of the above analyses suggest that this agent may avoid the development of severe respiratory symptoms
and subsequent hospitalization due to the exacerbation of RS virus infection in neonates, infants, and young children aged 24
months or younger with underlying diseases in the five disease groups included in this study. Therefore, the R&D principal
investigators concluded that the indication of this agent could be expanded to the five disease groups covered by this clinical
study and granted the use of the clinical study data to AstraZeneca PLC, the manufacturer and marketer of this agent, to derive

the results of the research and development activities.



