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Project Number: 27 shitei 2101

Project Title: Investigator-initiated clinical trial on the safety and efficacy of dengue virus vaccination in Japan
Lead Researcher: Norio Ohmagari
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Research Results:

Dengue fever is a global issue. With the number of patients rapidly increasing worldwide because of the
growing population, progressing urbanization and globalization and the changing climate, the enhancement of
vaccinations or mosquito-repellent measures and other preventive measures is necessary. Meanwhile, the
number of Japanese who traveled abroad in 2015 exceeded 18 million, and the number of those who travel to
dengue-prevalent countries is increasing every year; more and more Japanese are exposed to the risk of catching
dengue fever. In fact, even in Japan, dengue fever broke out in Tokyo in 2014 for the first time in about 80 years,
prompting the government to prepare guidelines for preventing dengue fever, chikungunya fever and other
mosquito-borne infections so that certain measures will be in place by the 2020 Olympics in Tokyo. The most
urgent measure, however, will be the development of a dengue fever vaccine.

In order to contribute to the development of a dengue fever vaccine in Japan, our project team planned to
conduct an investigator-initiated clinical trial, and in the first year of the project, we conducted research on the
current development of dengue vaccines, with the following results: outside Japan, Sanofi Pasteur completed the
phase Ill clinical trial of a vaccine in dengue-prevalent countries in Latin America and Southeast Asia.
Following this completion, Brazil approved the vaccine, for use in children, in December 2015, earlier than any
other country. Other countries followed suit, approving the vaccine for children at higher risk of suffering the
severe form of the infection. In those countries, the vaccine will be introduced into public vaccination programs
toward a large-scale, standard implementation of the vaccination. Besides the vaccine of Sanofi Pasteur, several
other vaccines are under development, including one being developed by Takeda Pharmaceutical. We sought
information from companies, such as Sanofi Pasteur Japan which has already started global development of a
dengue vaccine, Takeda Pharmaceutical, and Chemo-Sero-Therapeutic Research Institute (Kaketsuken) which
launched development of a dengue vaccine with the and Mahidol University in Thailand, to explore the prospect
of future development in Japan, learning that the development of dengue vaccines is mainly in the countries
where the infection is epidemic in order to decrease the disease burden of the population, that such vaccines,
when approved, will be incorporated into the countries’ vaccination programs, and that there are few dengue
vaccines that are being developed for adults who travel abroad.

Japan is not a dengue-epidemic country. Therefore, if another dengue vaccine is developed in Japan, it will be
developed as a traveler’s vaccine targeting adults who travel abroad. The development of a dengue vaccine as a
traveler’s vaccine, however, is still merely in the deliberation stage even outside Japan, and more so inside Japan.
We were thus not able to conduct an investigator-initiated clinical trial for a dengue vaccine during the first year
of this project. As mentioned earlier, however, prevention of globally-spreading mosquito-borne infectious
diseases, including dengue fever and the zika virus, is considered an important issue in Japan, and hence there is
still a high possibility that the development of a dengue vaccination will increase pace. We are therefore going to
keep collecting and analyzing information so that we can conduct an investigator-initiated clinical trial at the

National Center for Global Health and Medicine and thus get involved in the development of a dengue vaccine.
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