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Participated in the real-world data collection activities of the International Neonatal Consortium

(INC), provided basic blood test values and blood pressure data from three major NICUs in Japan,

and organized and reviewed test values by birth weight, neonatal standard blood pressure values, and

other standard values. Completed a systematic review paper on standard blood pressure. Developed

a toolkit tailored to Japan's circumstances to raise awareness of the importance of neonatal drug

development and other areas, including educational and training materials for stakeholders (patient

families, nurses, neonatologists, pharmaceutical companies, regulatory authorities, etc.) to enable

them to participate in clinical trials with a common understanding, as well as educational and
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training materials for those involved in drug development. Based on surveys of neonatologists, NICU
nurses, and family associations in Japan and abroad through the INC working groups, a symposium
was held at the 60th Japanese Society of Neonatology and Perinatal Medicine. Additionally, a survey
on education and communication related to research was conducted among physicians, nurses, and
patient families in Japan, and the results were presented at the 68th Japanese Society of Neonatal
and Perinatal Medicine (2024). In physician-initiated clinical trials targeting the neonatal field in
Japan, the neonatal adverse event scale (Japanese version) developed by INC is being used to continue
evaluating adverse events in clinical practice. Furthermore, INC has begun participating in a new
working group on gene therapy and cell therapy, focusing on subthemes such as long-term prognosis
and the use of real-world data.

A consortium agreement was concluded between EuPFI and the Academy of Pharmaceutical Science
and Technology, Japan (APSTJ), and a Pediatric Formulation Consortium Committee was established
under the International Collaboration Council of the APSTdJ to serve as a liaison for international
collaboration. Participation in two EuPFI workstreams (Age Appropriateness of Formulations and
Pharmaceutical Excipients) was initiated. We consulted with the Klingmann team at Diisseldorf
University Hospital on acceptability evaluation methods, incorporated the results into the protocol,
and conducted a clinical trial to evaluate the acceptability of repeated administration of mini-tablets.
We conducted a questionnaire survey on the acceptability, palatability, and preference of formulations
for children in Japan. We provided advice on patient materials for pharmaceutical companies through
the Pediatric Advisory Board. We conducted a survey on exposure to 10 additives considered harmful
to children and newborns, focusing on injectable formulations where quantitative evaluation is
possible, and published the results in December 2023 (Saito J, et al. TIRS, 58; 316-335, 2024). It was
revealed that the use of injectable agents similar to those used for adults exposes a significant number
of children under 2 years of age to additives considered harmful to children and newborns.
Regarding hospital-prepared drug standardization, the validity of three formulations that had
undergone quality testing in previous studies was verified at other facilities. Similar results to those
of the previous studies were obtained for formulations prepared at other facilities, and the findings
were published in a paper in June 2023 and made available on the website of the Pharmaceutical
Department of the National Center for Child Health and Development. Additionally, stability
studies were conducted on five formulations prepared in-house in the cardiovascular field. The
results showed that all five formulations maintained 90% to 110% of the initial content under
packaging conditions of 25°C and 60% relative humidity for 90 days, and the content uniformity was
within the acceptable range. These results were published in April 2025. A survey on the
acceptability of sulfamethoxazole-trimethoprim combination tablets was conducted, and it was
found that the tablets were more acceptable than the conventional tablets (including crushed
tablets) and granules in children. The results were published in October 2022. We conducted a
comprehensive analysis using pharmacokinetic data from a clinical trial conducted as Advanced
Medical Care B and RWD (blood concentration data recorded in electronic medical records, patient
background information, etc.). In addition to supplementing the validity of the clinical trial data,
which was limited to a small number of cases, it became possible to examine new covariates such as

disease (e.g., influence of renal function), patient background, concomitant medications, and dosage
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form, and to evaluate the presence or absence of the influence of each factor. The results were
published in November 2024. In January of each year, an overall team meeting and an information
exchange meeting with representatives from the pediatric-related subspecialty societies were held to
share information on the research content and recent regulatory science developments and to
exchange opinions. The results of these discussions were summarized in a booklet and distributed to

relevant parties.



