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Direction of Efforts to Enhance Japan’s Drug Innovation Capability

—Designing a Market Selected by Developers and a Sustainable Framework
for Value Assessment—

Faculty of Economics, Hosei University
Takuma Sugahara

The challenges involved in enhancing Japan’s drug innovation capability can broadly be
divided into three categories: 1) challenges related to Japan’s drug innovation capability,
primarily from a technological perspective; 2) challenges related to Japan’s domestic
market environment, including systems and regulations; and 3) challenges related to
Japan’s relative position from an international perspective. Over the past year, however,
these challenges have become even more closely interrelated. Below, I would like to focus
on points 2) and 3) based on the author's area of expertise.

Of particular importance is the changing nature of drug lag and drug loss. Traditionally,
these issues have often been understood as a “time lag” between the approval of a
pharmaceutical product overseas and its approval in Japan. Today, however, they
increasingly appear as the result of a company’s “strategic choice” regarding in which
country or region, and in what order, it will develop and launch a product, taking into
account not only approval timing but also post-approval pricing, reimbursement, uptake,
and the prospects for recouping investment.

In other words, Japan’s challenge is not simply to accelerate regulatory review. The
essential question is whether the Japanese market can continue to be a market that global
companies, start-ups, and investors consider worth incorporating into their development
roadmaps from the outset. From this perspective, I would like to make the following points.

1. Predictability as a Market Selected by Developers

In recent years, development strategies have become increasingly diversified. In addition to
strategies aimed at obtaining broad indications in the United States, it has become a
realistic option to seek conditional approval or approval for a limited patient population
first in Europe, and then to build value by accumulating additional evidence after approval.



This development model is particularly important in areas such as rare diseases, gene
therapy, cell therapy, and regenerative medical products, where clinical value may first be
demonstrated in a limited patient population, followed by indication expansion and
accumulation of additional data.

This change has significant implications for Japan. Japan has established systems such as
the designation system for pioneering drugs, conditional approval systems, and the
conditional and time-limited approval system for regenerative medical products. However,
from the perspective of developers, if business prospects after approval remain
insufficiently predictable, including NHI drug prices and material prices, cost-effectiveness
assessment, market expansion repricing, drug price revisions, and appropriate use
requirements, the incentive to include Japan in early development and early launch
strategies will be weakened.

Therefore, Japan’s policy challenge is not limited to accelerating regulatory approval. It is
also necessary to enhance the predictability of post-approval access and business viability.
For innovative pharmaceuticals and regenerative medical products, Japan should strengthen
frameworks that allow integrated consultation from the early stages of development on
regulatory matters, reimbursement, NHI drug prices and material prices, cost-effectiveness
assessment, appropriate use, and post-marketing evidence generation.

2. Value Assessment and Management of Uncertainty

Enhancing drug innovation capability requires incentives that provide fair assessment and
returns for outstanding innovation. Cost-accounting methods are not well suited to
evaluating breakthrough innovation. Moreover, in today’s drug innovation process, in
which many companies, universities, start-ups, CDMOs, and CROs are involved, it is itself
difficult to accurately identify costs.

In particular, for cell therapy, gene therapy, nucleic acid medicines, radiopharmaceuticals,
and regenerative medical products, the structure of research and development costs,
manufacturing costs, quality control costs, administration systems, and the time horizon
over which effects are realized differs substantially from that of conventional
pharmaceuticals. Where a single treatment or a short course of treatment can be expected to
produce long-term effects, the initial cost may be high, but from a societal perspective the
return may be sufficient when reductions in medical costs, long-term care costs,
productivity losses, family burden, and improvements in life and quality of life are taken
into account.

Accordingly, the value assessment of innovative pharmaceuticals should comprehensively
consider the severity of the disease, added value over existing treatments, benefits to
patients, families, and society, contribution to domestic development and early launch in
Japan, stable supply, and the uncertainty of evidence at the time of approval. At the same
time, value assessment of innovation and fiscal discipline should be reconciled by



combining post-marketing verification using real-world data, outcome-based payment,
installment payment, appropriate use requirements, and price reassessment.

In particular, with regard to regenerative medical products, while building on the existing
systems, Japan should consider upgrading them into an integrated institutional model that
designs regulatory review, insurance listing, NHI drug price and material price calculation,
and post-marketing verification in a coordinated manner, taking into account the distinctive
characteristics of these products. In regenerative medical products, the collection,
processing, culture, storage, and transport of cells and tissues, the systems of facilities
administering the product, quality control, and patient-specific characteristics are
inseparably linked to the value of the product itself. Changes in the manufacturing process
may also have a substantial impact on comparability, efficacy, and safety. Therefore, it is
necessary to comprehensively assess not only the value of the drug or material itself, but
also the costs required for manufacturing, processing, quality control, transport,
administration systems, and long-term follow-up, as well as the long-term benefits brought
to patients, families, and society.

This does not mean simply accepting high prices. Rather, precisely because uncertainty
remains at the time of approval in these areas, a system is needed that secures patient access
while verifying value based on data obtained in actual clinical practice and flexibly
reviewing prices, conditions of use, and eligible patient populations. A transition is required
toward a more refined institutional design that provides predictability for investment
recovery where innovation is of high value, while appropriately restraining expenditures
where value is not sufficiently confirmed.

3. Integration of Early Access and Post-Marketing Verification

In Europe, conditional approval and early access systems are used to begin approval and
use in limited patient populations, followed by accumulation of evidence after approval.
These mechanisms have become part of corporate development strategies. In Japan as well,
for rare diseases, pediatric diseases, serious diseases, and new modalities, it is important to
realize early patient access while institutionally managing uncertainty, rather than delaying
access until all uncertainty has been eliminated.

From this perspective, Japan should strengthen frameworks that integrate regulatory
approval, NHI drug prices and material prices, reimbursement, conditions of use, and post-
marketing assessment from the development stage, rather than treating them separately.
Possible approaches include combining limited eligible patient populations, use at
specialized facilities, registry enrollment, long-term follow-up, submission of post-
marketing data, and reassessment of prices, conditions of use, and eligible patient
populations after a specified period.

Such a framework would provide patients with early access, developers with predictability
in development and launch, and insurers with means to verify both fiscal impact and



effectiveness. This is particularly significant in areas such as regenerative medical products,
where clinical data available at the time of approval may be limited and where long-term
confirmation of efficacy and safety is essential.

For Japan to enhance its international presence in the field of new modalities, it will not be
sufficient merely to accelerate approval of individual products. An important policy
challenge is to present a predictable institutional model that integrates regulatory review,
price assessment, manufacturing and quality control, requirements for specialized facilities,
long-term follow-up, and the use of real-world data in accordance with product
characteristics. This will be essential for simultaneously improving patient access, fiscal
sustainability, industrial policy outcomes, and international competitiveness.

4. Strategic Response to the International Pricing Environment

Inflation, the depreciation of the yen, and rising costs for clinical trials, personnel, and
manufacturing affect decisions by domestic and foreign companies regarding development
and launch in Japan. Since pharmaceutical prices are publicly determined, it is difficult to
pass cost increases on to prices as in ordinary goods and services. This may affect not only
innovative pharmaceuticals but also the manufacturing systems for essential
pharmaceuticals and biopharmaceuticals for which stable supply is required.

Furthermore, developments in the United States regarding most-favored-nation pricing
policies may increase the influence of Japanese drug prices on global pricing strategies. If
Japan is positioned as a “low-price country,” early launch in Japan may be regarded as a
risk in terms of international pricing strategy, potentially resulting in Japan being placed
outside development roadmaps.

Therefore, at least for pharmaceuticals that are truly innovative and have high medical
necessity, it is necessary to enhance the stability and predictability of systems related to
maintaining NHI drug prices during the patent period, evaluating early introduction,
recognizing areas with small market size such as rare diseases, pediatric indications, and
antimicrobial resistance, and reflecting the characteristics of new modalities. At the same
time, balance with health insurance finances should be secured by clearly defining the
scope of eligible products, the obligation to submit post-marketing evidence, appropriate
use, and responsibility for stable supply.

5. Concentration on Comparative Advantage and Expansion into Asia

The current drug innovation process is not completed within a single country. It is
conducted within global supply chains, capital markets, labor markets, regulatory systems,
and research networks. It is neither realistic nor efficient for Japan to attempt to recreate,



within a short period, a large-scale drug innovation ecosystem of the kind found in the
United States.

Japan should instead identify the functions in which it can develop comparative advantage
within the global drug innovation ecosystem and concentrate public and private resources
on those areas. Candidate areas may include iPS cells and regenerative medicine, cell
manufacturing, nucleic acid medicines, manufacturing technologies for antibodies and
biopharmaceuticals, radiopharmaceuticals, precision medicine, rare diseases, pediatrics,
real-world data, internationally competitive clinical trials, quality and manufacturing
control, and regulatory science.

In addition, given Japan’s declining population, there are limits to the extent to which the
Japanese market alone can continue to present sufficient attractiveness to global companies
and investors. Japan should enhance interoperability with friendly neighboring countries in
Asia in areas such as clinical trials, pharmaceutical regulation, manufacturing and quality
control, and real-world data. It is important to position Japan not merely as a country in
which products are launched for the Japanese market, but as a platform through which drug
innovation, development, manufacturing, and regulation can be expanded into Asia and,
further, to the world.

6. Policy Evaluation Based on Whether Japan Is Being Selected

In evaluating future policy effects, Japan should establish indicators that show whether it is
being selected by developers and investors, rather than simply tracking the amount of
public support or the number of projects adopted.

Specifically, it is necessary to continuously monitor Japan’s participation rate in
international joint clinical trials, the number of First-in-Human trials, cases in which
domestic development is brought forward, the number of PMDA consultations, use of
conditional approval and early access systems, development of post-marketing registries,
improvements in drug lag and drug loss, financing raised by start-ups, licensing-out and
M&A transactions, and research, development, and manufacturing investments by domestic
and foreign companies.

Japan’s measures to enhance drug innovation capability should be designed as an integrated
policy package that does not treat research and development support, pharmaceutical
regulation, NHI drug price and material price systems, health insurance finances, industrial
policy, and international strategy separately, but instead simultaneously improves patient
access, incentives for corporate investment, insurer finances, and social welfare as a whole.
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