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1. National trend of blood-stream infection attributable deaths caused by Staphylococcus aureus and Escherichia coli in Japan.
https://www.sciencedirect.com/science/article/pii/51341321X19303356

2. TACKLING DRUG-RESISTANT INFECTIONS GLOBALLY: FINAL REPORT AND RECOMMENDATIONS.
https://amr-review.org/sites/default/files/160525_Final%20paper_with%20cover.pdf
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Thursday, August 26, 2021

Incentivizing Resilience: Accelerating Efforts to Promote the Research and Development
Needed to Save the World from the Next Pandemic
Expert Roundtable Report

This virtual roundtable, held on August 26, 2021, by AMR Alliance Japan (Secretariat: Health and Global Policy Institute)
explored the difficulties around promoting the research and development of medical countermeasures — specifically
antimicrobials, vaccines, and diagnostics — as a means of dealing with future public health emergencies. The meeting focused
particularly on the health crisis of antimicrobial resistance (AMR), which is estimated to cause 8,000 deaths per year in Japan?
and may potentially cause 10 million deaths worldwide annually if strong countermeasures are not taken.?

The meeting started with presentations on disease control and prevention in Japan during COVID-19, efforts to incentivize
medical countermeasures in the United States and Europe, and efforts to promote infectious disease treatment R&D in Japan,
from Norio Ohmagari (Director of Disease Control and Prevention Center / Director of AMR Clinical Reference Center, National
Center for Global Health and Medicine (NCGM)); Kevin Outterson (Executive Director of CARB-X); and Masaru Iwasaki (Vice
President of University of Yamanashi / Project Director of Japan Agency for Medical Research and Development (AMED)),
respectively. Following the presentations, meeting participants discussed medical countermeasures, the incentives needed to
advance medical countermeasures development, and how those incentives might be realized.

1. COVID-19 has reminded the world of the impact that pandemics can have and that we must prepare
regularly for infectious disease crises

2. New incentives and market-oriented policy reforms are necessary to better spur the development of the
medical countermeasures needed to combat future infectious disease risks

3. Policies are already in place across the world that could support incentives and reforms — but greater
support is needed to connect these policies together in a way that ensures a healthy development
environment.

4. Infectious diseases are a global problem, and countermeasures are global public goods; countries should
consider a ‘fair-share’ approach and global collaboration on funding toward the development of medical
countermeasures

Further details on the background of the meeting and these key takeaways can be found further within he report.

Please note: The perspectives described in this report reflect the sentiments uncovered during the roundtable and should not be
interpreted as the position of any individual participant.

1. National trend of blood-stream infection attributable deaths caused by Staphylococcus aureus and Escherichia coli in Japan.
https://www.sciencedirect.com/science/article/pii/51341321X19303356

2. TACKLING DRUG-RESISTANT INFECTIONS GLOBALLY: FINAL REPORT AND RECOMMENDATIONS.
https://amr-review.org/sites/default/files/160525_Final%20paper_with%20cover.pdf
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3. Pew Charitable Trusts; Deak D, Powers JH, Outterson K, Kesselheim AS. Progress in the Fight Against Multidrug Resistant Bacteria? A Review of FDA Approved
Antibiotics 2010-2015. ANNALS OF INTERNAL MED. 2016 MAY 31. DOI: 10.7326/M16-0291

4. Pew Charitable Trusts; Kim W. Tracking the Global Pipeline of Antibiotics in Development. April 2020. https://www.pewtrusts.org/en/research-and-analysis/issue-
briefs/2020/04/tracking-the-global-pipeline-of-antibiotics-in-development

5. Pew Charitable Trusts; Kim W. Antibiotic Development Needs Economic Incentives. March 2021. https://www.pewtrusts.org/en/research-and-analysis/data-
visualizations/2021/antibiotic-development-needs-economic-incentives
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The Coronavirus disease (COVID-19) pandemic reminded the world of the importance of the healthcare
system as key social infrastructure.

To date, there have been approximately 219 million cases of COVID-19, leading to approximately 4.5 million deaths, an
estimated 3.5 percent shrinkage in the global economy, and immeasurable changes to societies and lifestyles around the world.
It is only thanks to innovation in the field of vaccines that the world has the hope of moving toward recovery from the
pandemic. If research into mRNA vaccine technology had not been supported and undertaken prior to the COVID-19 pandemic,
recovery may have been difficult, if not impossible. The move toward recovery now is directly thanks to financial support that
was available for research into mRNA for vaccine use going back to the 1990s — three decades of preparation got us to where
we are today.

Will the world be ready for the next infectious disease crisis? Because the development of novel medical countermeasures can
take many years, it is important that we ask ourselves, are we doing enough now to support the innovation that we may need
in the coming decades? This virtual roundtable brought together a diverse range of experts to consider that question, and how
to better incentivize the development of needed medical countermeasures in the future.

The challenges of incentivizing medical countermeasures can clearly be seen in the stagnation of
antimicrobial development

Experts considered the case of antimicrobials in particular. Antimicrobial development is stagnating. There have been no new
classes of antimicrobials discovered since the 1980s.3 Globally, only 41 antimicrobials are in development.* The stagnation of
R&D in this space is largely due to failure by the antimicrobials market to support innovation. Because of antimicrobial
resistance (AMR) — the natural process by which the microbes that cause infectious disease grow immune to treatment — when
a new antimicrobial is developed, it is important to save the new drug as a second-line of defense in case antimicrobials already
in use become ineffective. Good antimicrobial stewardship discourages high sales for new antimicrobials. However, low sales
mean that it is impossible for the companies that make antimicrobials to recoup development and production costs. This
market failure has contributed to the bankruptcy of companies behind five of the fifteen antimicrobials released in the 2010s.>

Medical countermeasures are an insurance against future threats

We need new medical countermeasures like antimicrobials as an insurance policy against future infectious disease crises.
Because medical countermeasure development can take decades, it is important to identify the challenges of development
now, before crises happen, such that no future infectious disease crisis be untreatable. Experts discussed this topic, and how
research systems might be further strengthened to avoid problems like the ones seen in the antimicrobial market.

The meeting’s discussion revolved around the four key points discussed on the following pages.

3. Pew Charitable Trusts; Deak D, Powers JH, Outterson K, Kesselheim AS. Progress in the Fight Against Multidrug Resistant Bacteria? A Review of FDA Approved
Antibiotics 2010-2015. ANNALS OF INTERNAL MED. 2016 MAY 31. DOI: 10.7326/M16-0291

4. Pew Charitable Trusts; Kim W. Tracking the Global Pipeline of Antibiotics in Development. April 2020. https://www.pewtrusts.org/en/research-and-analysis/issue-
briefs/2020/04/tracking-the-global-pipeline-of-antibiotics-in-development

5. Pew Charitable Trusts; Kim W. Antibiotic Development Needs Economic Incentives. March 2021. https://www.pewtrusts.org/en/research-and-analysis/data-
visualizations/2021/antibiotic-development-needs-economic-incentives
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1. COVID-19 has reminded the world of the impact that pandemics can have and that we must prepare
regularly for infectious disease crises.

Decades of research have gone into the treatments and vaccines helping the world fight COVID-19. It is too late to start

responses to infectious disease crises after they occur. If science is supported, it can deliver, but that support needs to be

offered regularly as a preparatory measure, even during times when crises aren’t taking place.

2. New incentives and market-based policy reforms are necessary to better spur the development of the
medical countermeasures needed to combat future infectious disease risks.

The problem of the antimicrobials market shows that it is not enough to leave the development of medical countermeasures
purely up to the private sector. Medical countermeasures are global public goods needed to protect the health of people
around the world. Governments should invest in medical countermeasures as a national security measure. There are many
policy reforms that could help to spur medical countermeasure development — better infrastructure for data collection and
research use, support for research in clinical settings (including related to specimen collection), the further elucidation of
needed target product profiles, further financing for clinical research, the development of research networks, medical
countermeasure pricing reforms, the strengthening of push incentives, and the introduction of pull incentives that can delink
the sales volume of antimicrobials from the reimbursement to manufacturers.

3. Policies are already in place across the world that could support incentives and reforms - but greater
support is needed to connect these policies together in a way that ensures a healthy development
environment.

Globally, many countries have or are implementing various measures to incentive medical countermeasure development. To
truly guarantee the steady supply of novel medical countermeasures, support is needed at every stage of research and
development and following the introduction of a new medical countermeasure into the market. There are separate support
programs in place that can be utilized for the development of medical countermeasures already across the world. For instance,
in Japan, AMED has been working to offer support from basic research to phase 3 of clinical development, through its “Research
on practical applications for infectious disease” (support for basic research to phase 1), “Interdisciplinary Cutting-edge
Research” (basic research to target verification), “iD3 Booster” (screening to preclinical), and “CiCLE” (screening to phase 3)
initiatives. AMED has also supported the development of a priority pathogen list for new antimicrobials, and the creation a
strategy for the strengthening of the vaccine development and production system that calls for the creation of a vaccine R&D
center, the establishment of an Advanced Strategic Research and Development Center (“SCARDA”), the improvement of the
vaccine clinical trial environment, the acceleration of the regulatory process, the establishment of domestic vaccine production
facilities, greater support for bioventures, support for the private sector, the promotion of international cooperation, and the
strengthening of infectious disease monitoring systems. Following on this kind of support for early R&D stages from AMED,
organizations such as CARB-X and others are helping new medical countermeasures move from early research to the clinical
trial phase, where further support is available from initiatives such as BARDA, GARDP, and the AMR Action Fund. Many
countries around the world are also now considering policies to help support medical countermeasures after their development
by addressing previously described market failures. In the United Kingdom, a trial has already started to procure antimicrobials
through subscription payments. In the UK model, GBP 10 million payments will be made for access to two drugs (cefiderocol &
ceftazidime+avibactam) annually for three years. This system ensures that the UK has the antimicrobials it needs while delinking
the sales volume of the drugs from the amount used. Similar “pull incentive” initiatives are under consideration by the
European Commission (Pharmaceutical Strategy for Europe 2021) and in the United States (the Pasteur Act). Although each of
these initiatives are encouraging, participants noted that a lack of connections between phases of support can cause novel
medical countermeasure development to flounder. Greater consideration is needed on the creation of a comprehensive support
system that can take promising basic research all the way to the market.
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4. Infectious diseases are a global problem, and countermeasures are global public goods; countries
should consider a ‘fair-share’ approach and global collaboration on funding toward the development of
medical countermeasures.

Infectious disease issues are not domestic problems — there is the potential for any pathogen to spread across the world and
become a pandemic. Likewise, while current country-level initiatives to support research and overcome market barriers to
medical countermeasure development are helpful, if the world wants to guarantee the safety of its populations in the future, it
must recognize that antimicrobials, diagnostics, and vaccines are global public goods. The pull incentive trial being put forth by
the United Kingdom alone will not be enough to solve market issues. That is not to say that every country should adopt a
subscription model like the UK — in Japan for instance, the concept of a subscription model is not necessarily easy to integrate
into the existing drug pricing system. Because the scale of support needed for medical countermeasures is too large for any
single country to handle, yet there is no-one-size-fits-all policy that every country should implement, an international
collaborative initiative — a fund supported by the G7, G20, or other fora, that could operate global pull incentives may be
needed. If each country in these fora contribute to such an initiative through a ‘fair share’ approach based on their share of
global GDP, the total cost for any one country would be low.
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About Health and Global Policy Institute (HGPI)

Health and Global Policy Institute (HGPI) is a Tokyo based, independent, non-profit, and non-partisan health policy think tank
established in 2004. Since its establishment, HGPI has been working to realize citizen-centric health policies by gathering
together diverse stakeholders and developing policy recommendations. HGPI is committed to serving as a truly independent
organization that can provide society with new ideas from a broad, long-term perspective in order to foster fair and healthy
communities. HGPI looks forward to continuing to partner with people from all around the world as we continue our work for
the development of effective health policy solutions for Japanese and global issues.
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About AMR Alliance Japan AMR

AMR Alliance Japan was established in November 2018 as multi-stakeholder, collaborative organization dedicated to the
improvement of public health through the promotion of AMR countermeasures. As of November 2021, its members include, in
alphabetical order: Himeji City; The Japanese Association for Infectious Diseases; The Japanese Society for Chemotherapy; The
Japanese Society for Clinical Microbiology; The Japanese Society for Medical Mycology; The Japanese Society for Pediatric
Infectious Diseases; The Japanese Society of Infection Prevention and Control; The Japanese Society of Pharmaceutical Health
Care and Sciences; The Japanese Society of Therapeutic Drug Monitoring; The Japan Medical Association; The Japan
Pharmaceutical Association; The Japan Pharmaceutical Manufacturers Association; The Japan Society of Hospital Pharmacists;
“Kodomo to Iryo” Project; MSD K.K.; Nippon Becton Dickinson Co., Ltd.; Pfizer Inc.; The Pharmaceutical Society of Japan;
Shionogi & Co., Ltd. The Health and Global Policy Institute serves as the Secretariat of AMR Alliance Japan.
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