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Each sub-project was led by the assigned project leader, and cross-projects meetings were held on
December 20th, 2018 and February 3rd, 2019. At these cross-projects meetings, progress of each
project was confirmed, information was shared and the necessary collaboration was discussed to
facilitate the projects.

For international collaboration between Japanese neonatologists and INC, several Japanese
neonatologists attended the INC (international neonatal consortium) meeting in September 2016
and March 2017, and exchanged information about neonatal care, especially possibility of data
extraction to standardize lab data. Based on these information, we discussed the details of the
protocol synopsis. Each neonatologist was assigned on different disease/topic and worked to clarify
the similarity and difference compared to other countries in disease progress, prognosis and other
characteristics. Some of the neonatologists also participated in the INC tele-conference in order to
build a platform for international drug development for newborn infants in Japan. When Dr. John
Davis, Professor of Tufts University and also Director of INC, visited Japan, core members met him
in Tokyo on November 29th, 2016 and also in Osaka to promote the collaboration between Japanese
neonatologists and INC.

To determine preferable pediatric formulations, the project team members discussed with the
representatives of the Japan Pharmaceuticals Manufacturers Association in August and December,
2016. Based on the outcome of the discussion, survey on preference of pediatric formulations by
pharmacists and nurses are conducted. Results of the pilot survey to the pharmacists were utilized to
list drugs those urgently need new pediatric formulations in Japan. Other results are currently under
analysis.

To develop fundamental technologies for pediatric formulations and building an industry-academic
consortium, the Academy of Pharmaceutical Science and Technology, Japan (APSTJ) invited
pharmaceutical industries and academic research institutes to build a new consortium under the
Focus Group of ABSTJ. The consortium was formally started with 12 organizations in the end of
March, 2017.

To prepare for future study on the acceptability and swallowability of the pediatric formulations,
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organoleptic test was first conducted in the healthy adult volunteers at Setsunan University. Four
formulations were selected for the test, mini-tablet, mini-orally disintegrating tablet, powder and
syrup. Swallowability was evaluated by visual analogue scale.

To promote participation of children and parents in pediatric drug development, some of the project
members visited the US and gathered information and discussed how we can set up a pilot patient
groups in Japan. The representatives of the following group and/or institutions we visited are as
follows: Kids and Families Impacting Disease through Science (KIDS) Connecticut, the International
Children’s Advisory Network (iCAN) and the organizers and members of the Patient Advisory
Council at Cincinnati Children’s Hospital Medical Center. The project team also built cooperative
relationship with Japanese Association of Certified Child Life Specialists. Investigation of byelaws
and constitutions of some of the existing advisory groups in the US was performed, and the evaluation
report of the consumer involvement in the National Institute for Health Research (NIHR) Clinical
Research Network in the UK was performed. The group also discussed with several key opinion leaders
in Japan including the child life specialists, representatives of the neonatal nurse practitioners in the
US, representatives from the Japan Advocacy Network for Children Fighting Intractable Diseases,
the leader of the Network of Patients and Health Care Professionals, and pediatric patients with
cancer and their family. Mr. Harada also joined the leader’s tele-conference of iCAN to learn their
activity.

To expand pediatric drug development platform for international cooperation, the project team first
investigated the possible reasons why pediatric studies failed and/or difficult to be performed in Japan.
The result showed that the clinical trial designs of several Japanese studies could have been improved
before initiation of the studies. In order to make pediatric studies successful, the study design should
be more carefully designed utilizing the previous data obtained. The early collaboration with
academia may be a key.

Pediatric extrapolation is a very important tool to facilitate pediatric drug development. Based on
the evaluation of previous examples of the utilization of pediatric extrapolation, the team concluded
that 1) Similarity of disease and endpoint is important and the agreement on the similarity with
regulatory authorities is required, 2) In order to minimize unnecessary drug exposure, it is necessary
to actively utilize innovative methodologies such as adaptive design, Bayesian approach and so on, 3)
Modelling & Simulation with existing study data could be a useful tool to select dosage in target

populations.
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