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In February 2013, a novel avian-origin H7N9 influenza A virus causing severe lower respiratory
tract disease in human emerged in Chine, with continued sporadic cases. In Japan, HTN9
influenza virus infection was designated as a category II notifiable diseases in January 2015.
Since March 2013, 1486 patients have been infected (of which at least 571 people died),
development of effective preventive measures is desired. The Phase I trial plan of H7TN9 avian
influenza vaccine by hen egg cultivation was deliberated by National Hospital Organization
Central Review Board (NHO-CRB), and was submitted to PMDA as a clinical study plan
notification on July 17, 2014, and after registering UMIN, a first in human trial was initiated.
Because in nonclinical studies of whole-particle chicken egg culture vaccine, the rabbit pyrogen
test was positive and a case of cynomolgus monkey developed sudden death which was thought
to be accidental, low dose group was set and a subject was given study vaccine during the one
night stay in the inpatient ward adjacent to the emergency medical center. In order to make
safety assurance the top priority, a low dose group, a middle dose group and a high dose group
were set, and the number of subjects was 5 in each group. we conducted Safety problems did not
occur in Phase I study, but as long as judged by the HI test, immunogenicity did not the CPMP
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criteria even in the high dose group, so in the phase II trial, the study drug administration group
(45 subjects in each group, the final analysis was done in 50 cases together with Phase I trial) as
a middle-dose group, a high-dose adjuvant-containing group, and a high-dose adjuvant-free
group. The phase I trial was conducted as evaluator and subject blind multicenter
randomized controlled trial with block method stratified by facility with the approval of
NHOCRB, submission of trial plan to PMDA and registration to UMIN. As a result, in the SRH
test (measured by VisMederi Italy) as the main endpoint, the high dose group fulfilled the CPMP
criteria, whereas the domestically measured neutralizing antibody was lower than expected. It
was considered necessary to increase the single dose or increase the number of administrations.
PMDA consultation was carried out while conducting nonclinical studies which were required
for nonclinical study guidelines. Phase IIb trial plan was submitted to PMDA on July 15, 2016.
In the Phase IIb trial, safety was confirmed by administration of super high dose group for 5
subjects followed by two groups of two administration of super high doses and three
administrations of high doses (0, 21, 8ldays) evaluator and subject blind multicenter
randomized controlled trial are in progress. As a result, both high dose and super high dose
groups of SRH antibody titer, which is the main endpoint, met CPMP standards. For the
neutralizing antibody, the CPMP criteria for antibody change rate after two administrations in
the super high dose group, and the antibody change rate and antibody success rate after three
administrations in the high dose group were satisfied. No serious adverse events occurred. As in
the past, it was shown that the local reaction decreases with the number of administrations.

As a model of developing clinical research network for pediatric vaccines, the following clinical
studies were conducted at the NHO Mie Hospital together with several pediatric practitioners
around the NHO Mie Hospital : for the safety analysis and evaluation of simultaneous
vaccination, diaries of 1,000 children after simultaneous inoculation of vaccines at the pediatric
practitioner's offices were collected with informed consent, for the safety study of influenza
vaccines of 400 children for the age of 0 to 18 years old, and the clinical research on the pediatric
dosage and trend of vaccine antibody titer after influenza vaccination. These studies were
reviewed by the NHO Mie Hospital Research Ethics Committee. Clinical trials led by
pharmaceutical companies were also conducted in this network. The network system was
effective for not only vaccines but also the other pediatric clinical research areas such as the
observational research of recurrent wheezing in infants. NHO Mie Hospital further extended
the network to nation-wide 310 hospitals to investigate epidemiology of invasive S. pneumoniae
that resists current vaccines by serotype replacement. The study provides a basis for
development of next generation vaccines. An important element of success of the network was
considered to be the existence of KOL (Key Opinion Leader) of pediatric clinical research in this

central medical institution.
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