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Current and Future Status of Drug Lag and Loss for New Modality Products
The number of products is expected to expand from the current 27 to 97 by around 2030

~
Current Drug Lag and Loss

(Number of drug lag/loss products as of February 2025)

(# products) liDrug loss products: 31%——

88
Globally Approved/ Clinical trials Clinical dev
approved/ launched ongoing in Japan not initiated
launched in Japan (As of Feb 2025, Ph. 1~ in Japan
(2014_} approval application)
=drug lag =drug loss

L~

Note: Products with indications for diseases that exist in Japan
Source: EvaluatePharma; BCG analysis

Analysis
method

* New Modality Products: Antibody-drug conjugate, Regenerative medicine, Gene editing, etc.

P

Future Drug Lag and Loss o
(Number of products that may potentially experience

drug lag/loss by around 2030)

@
145
Global Approved/ Clinical trials Clinical dev
Late-stage launched ongoing in Japan not initiated
Development in Japan {As of Feb 2025, Ph. 1- in Japan
(As of Feb 2025, approval application)

Ph3 to-approval application
hoss stage in Western countries) _/)

« Aggregation is conducted on a per-product basis (counted as one even if there are multiple indications)
« For products with multiple indications, the year of the first approval is used as the reference




1. Enhancing Clinical Trial Infrastructure to International Standards

® Securing and Developing Human Resources for Clinical Trial:

Clinical Research Coordinators (CRCs / Clinical Trial Coordinators)
Biostatisticians

Data Managers

Administrative staff, etc.

® Improving Education about Clinical Trial Methodology & Significance of Clinical
Trial: Pre— & Post—graduation education at medical school & school of nursing
® Establishing Career Paths for Clinical Trial Supporting Staff

® Providing Economic Incentives:

Examples: National qualification for CRCs, certification of research nurses by Japanese Nursing Association.
Improving remuneration for administrative staff of Research Ethics Committees and Institutional Review Boards to a level
comparable to existing healthcare professionals (e.g., full-time employment, establishment of independent salary scales).

Under The 3rd Field-Specific Strategy issued on March 28, 2006, based on the 3rd Basic
Plan for Science and Technology, approved by the Cabinet on the same day, exactly the
same description as on page 25 of the current 3rd Healthcare policy is stated,

Why is the same phrase still being used after 19 years?
| believe it's time for a breakthrough,



2. Information Disclosure and Promoting Public Understanding

® Raising Awareness of the Significance of “Clinical Trials”:
»  Japan is the only country in the world where various terms like “Chiken,” “Tokutei Rinsho Kenkyu,” “Rinsho Shiken,” and
“Rinsho Kenkyu” are used indiscriminately. It's time to unify the terminology under “Clinical Trials (Rinsho Shiken).”
>  Educate the public and healthcare professionals on the recognition that “the conduct of clinical trials is indispensable
for the proper optimization and evolution of clinical practice.”
While the Pharmacist Education Model Core Curriculum includes content on the planning, know—how and significance of
clinical trial, there is no such description in the Medical School and School of Nursing Education Model Core Curricula.
® Raising Awareness of the Importance of Clinical Trial Registration for Building Trust in Clinical Trials:
»  Improving awareness of “Clinical Trial Registration Number (NCT number, jRCT number, etc.)” in the pharmaceutical
regulatory field, to prevent research results from becoming opaque due to publication bias and ensure transparency of
the protocol amendments.
For example, the Clinical Trial Registration Number should be indicated in various documents such as clinical trial
notification, and applications/dossiers for marketing authorization/approval.
>  Establishing a Japanese version of the RePORT (Research Portfolio Online Reporting Tools) adopted by the US NIH and
identifying the exact number of clinical trials from the aggregated data of the Grants—in—Aid for Scientific Research and

AMED grant to comprehensively grasp clinical trial research topics.
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Re-post

My reflections
on the Interim Report Executive Summary

of the Council of the Concept for Early Prevalence of the Novel Drugs to Patients by Improving Drug Discovery
Capabilities

Yasuhiro FUJIWARA, M.D., Ph.D.

Chief Executive
Pharmaceuticals and Medical Devices Agency

Gate Opening Summit for Innovative Drug Discovery

th
30 JUIy’ 2024 https://www.cas.go.jp/jp/seisaku/souyakuryoku/shiryou/1-2-22.pdf (only in Japanese) 6



Re-post
As a measure against drug loss:
Short—term:

« Improvement of literacy regarding clinical trials (understanding the “significance of clinical research &
clinical trial”).

. Fundamental reform of pre— and post—graduate education, performance evaluation reform, and
infrastructure development for medical institutions and healthcare professionals to acquire capabilities of
international—standard clinical trial implementation.

Long—term: Strengthening basic research capabilities surrounding drug discovery in Japan.

e Developing a Medical Institution System capable of Site Selection (being chosen as a trial site by overseas
Emerging Biopharma (EBP)).

* Increasing the fluidity of human resources among industry, government, and academia: Domestic CROs
(Contract Research Organizations) supporting overseas EBPs lack highly specialized physicians (CMOs;
Chief Medical Officers) who are globally competent in R&D. (CMO Summit 360° @ Boston is held Apr 7-8,
2025 next year.)

*  What should be aimed for is not an increase in the number of drug discovery seeds, but an increase in the
number of drug discovery seeds for which clinical trials have been initiated.

*  What should be aimed for in the Drug Discovery Venture Ecosystem Enhancement Project is an increase in
M&A and out-licensing to pharmaceutical companies.

https://www.cas.go.jp/jp/seisaku/souyakuryoku/shiryou/1-2-22.pdf (only in Japanese) 7



Recent Measures by PMDA a Loss

1. Support for practical application of orphan drugs, pediatric drugs, etc.
€ Orphan drugs: addressing new systems including earlier designation

@ Pediatric drugs: addressing new systems for facilitation of development

@ Establishment of the Consultation Center for Pediatric and Orphan Drugs Development (dated
July 1, 2024)

@ SAKIGAKE designation system: aiming for a 6-month total review time

€ Promotion of early introduction of clinical trial ecosystem

2. Establish an environment and disseminate information for the development and introduction of foreign-origin innovative drugs in Japan

€ Disseminate information on Japan's regulatory system and conduct RS (Regulatory Science)
general consultations for overseas venture companies etc. at international conferences.

€ Provide consultation and support to overseas venture companies etc. through the PMDA
Washington DC Office.

€ Provide accurate advice regarding participation in global clinical trials in consultation meetings.

https://www.cas.go.jp/jp/seisaku/souyakuryoku/shiryou/1-2-22.pdf (only in Japanese) 8



Study Group on Pharmaceutical Regulations to Strengthen Drug Discovery and Ensure Stable Supply (MHLW)
(2023.7.10~2024.3.21)

Discussion Topics Current Status of Discussion

Agreement to 1. clarify cases not falling under the so-called "slicing" requirements, 2. clarify the scope where
How to Designate Orphan Drugs medical necessity is recognized and 3. expedite the designation timing to the non-clinical stage. Revised
notification issued on January 16, 2024.

Promotion of
Development

Pharmaceutical Reviews Contributing to the Agreement to introduce a system allowing for optional creation of pediatric development plans during adult drug
Promotion of Pediatric Drug Development development, subject to PMDA confirmation. Related notifications issued on January 12 and March 29, 2024.

For drugs with prior clinical development overseas, it was agreed that a Japanese Phase | trial before initiating a
MRCT is, in principle, not required. Notification and Q&A issued on December 25, 2023.

Arrangement of Necessity of Japanese Data for It was agreed that Japanese clinical trials may be unnecessary for drugs used for extremely rare diseases if they
Approval Review in Japan meet requirements such as completion of confirmatory clinical trials in foreign countries.  Clarification of
Clinical Trials requirements to promote the utilization of the conditional approval system was also agreed upon. Notification

issued on October 23, 2024.

Documentation of the concept that utilizing a central IRB is desirable, rationalization of clinical trial cost
calculation methods, and further rationalization of clinical trial operations will be further discussed by the
(ECOSyS’tem) authorities and industries, taking into account opinions from healthcare professionals.

Introduction of Further Efficiency in Trials

_ It was agreed that post-marketing surveys should be planned and implemented appropriately according
RN - Approach to Post-Marketing Use-Results Surveys o research questions. The mere small number of cases in clinical trials alone does not constitute a basis
Safety and Use of Real-World Data in Regulatory Affairs for conducting use-results surveys or all-case surveys. It was also agreed that implementation plans for

Measures surveys can sometimes be considered at an appropriate post-marketing stage rather than before

System OITIEHITE
approval. Notification issued on October 4, 2024.
Agreement to provisionally introduce medium-risk change categories and an annual reporting system,
Approach to Regulatory Reviews on Drug similar to those in Europe and the US. Related notifications issued on September 27, 2024.
Quality
Manufacturing Methods, etc. It was discussed on regulatory oversight by the administration and agreed on the direction of
strengthening on-site inspections/audits, in response to misconduct cases by drug manufacturers, etc.
WELEEELN  Disseminating Information on the Japanese The importance of actively and proactively disseminating information on Japan's regulatory system
Disseminatio . . . ) . . .
n Regulatory System Abroad overseas, including through the establishment of PMDA’s Washington DC office was discussed. 9

https://www.cas.go.jp/jp/seisaku/souyakuryoku/shiryou/1-2-22.pdf (only in Japanese)



Re-post

Issues and Countermeasures
for Improving Japan's Drug
Discovery Capabilities

Yasuhiro FUJIWARA, M.D., Ph.D.

Chief Executive
Pharmaceuticals and Medical Devices Agency

Council of the Concept for Early Prevalence of the Novel Drugs to Patients by Improving Drug Discovery Capabilities

8th Feb. 2024

https://www.cas.go.jp/jp/seisaku/souyakuryoku/dai2/gijisidai.ntml (only in Japanese)
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Re-post Significant strengthening of Japan's clinical trial execution capabilities is essential

for enhancing Japan's drug discovery power

#1: Maintaining and restoring Japan's drug discovery capabilities is impossible through seed
development alone, despite many years of public research funding.

#2: It is crucial to foster a development environment that can quickly obtain globally acceptable
clinical trial results and allows promising seeds to be selected from an international
perspective.

#3: Therefore, we must promote the conduct of international-level “clinical trials.”

#4: Specifically, we should invest in the following:

 Establishing a system capable of conducting clinical trials in hospitals at US standards
(for Phase 1 facilities, it is essential to also have translational research capabilities)

(Clinical Trial Center: For Phase 1, the NIH Clinical Center is a model)

Human resource development (Not only physicians, but also biostatisticians, research
nurses, CRCs*, data managers, monitors, auditors, and administrative staff who can
handle contracts in English, etc. — multi—professional personnel)

*CRC: Clinical Research Coordinator (also referred to as Study Coordinator)

*  Drug manufacturing and quality control

#5: Allowing English for various contracts and review documents at medical institutions.

https://www.cas.go.jp/jp/seisaku/souyakuryoku/dai2/gijisidai.ntml (only in Japanese) 11



Re-post
Continued:

#6: Is the cost of clinical trials in Japan really high?

—> Based on my experience with international collaborative investigator—initiated trials, NO

o However, Japanese medical institutions’ excessive reliance on CROs*1 and SMOs*2, and physicians’ lack of
knowledge regarding clinical trial and institutional independence, are factors contributing to increased clinical
trial costs.

o Consideration of introducing benchmark—based cost calculation (BMC) based on FMV (fair market value) in

contracts with medical institutions. *3

*1 CRO: Contract Research Organization *2 SMO: Site Management Organization *3 FY2022 MHLW Administrative Promotion Research Project
Grant (MHLW Special Research Grant) “Research on the latest trends in the environment surrounding clinical trials in Japan and overseas”

#7: Is the development of Japan—origin innovation hindered because Japanese pharmaceutical regulations are more

conservative than those in the US or Europe? NO
[Reason]: Some Japanese academics lack experience in conducting clinical trials and knowledge of regulatory affairs.
Therefore, they tend to criticize regulations.
—> Reform of pre— and post—graduate education at medical school & school of nursing, etc., is necessary.
—> Enhancement of educational systems for biostatisticians and data scientists, and a dramatic increase in their numbers.

#8: For clinical trials, the principle should be “Review by a Single IRB (one IRB per country)”, similar to the Clinical
Research Act.

#9: Integrated clinical trial operation by the Clinical Research Act, PMD Act, and Regenerative Medicine—related act.

https://www.cas.go.jp/jp/seisaku/souyakuryoku/dai2/gijisidai.ntml (only in Japanese) 12



