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Abstract

Japan has unique characteristics, such as its pharmaceutical regulations, medical
systems, and cultural nuances, that can be challenging for outsiders to navigate.
This guide is your essential resource for understanding these complexities and
managing global clinical trials, including those in Japan.

Unpacking Hidden Challenges Boosting Success
in Drug Development: in Drug Development:
Japan as a Case Study Key Solutions

Mastering Drug

Development in Japan
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Before We Dive In...

Global pharma growth extends
beyond the U.S. and Europe, with
Japan presenting opportunities for

growth.

Companies that navigate
Japan’s regulatory landscape
can unlock its untapped potential
and improve global patient
access.
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What You Need to Know

i
§\‘\ : l'/* Japan's medical field ho_Ids
Immense growth potential,
offering untapped business
opportunities.

For development projects,
leveraging Global and Local
CROs ensures tailored
strategies, especially with local
CROs providing invaluable
regional expertise.
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Potential Business Expansion to Japan
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Do You Know Japan?

About Japan

Capital Tokyo
: 125 million
Population (3x the size of California)
146,000 sq mi
AT (~California)
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Attractive Japan Pharmaceutical Market

3rd Largest Pharmaceutical Market in the World

5-year CAGR of patented products market is
12.3% (2018-2023)

- Will Remain No. 2 in the World for the Next 5 to 10 Years

Cancer Therapeutic Market:
CAGR of 8.7% (2023-2032)

Universal Public Health Insurance

- Accessible to new drugs
- Free to choose any medical institution
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Well-developed Clinical Trial Environment

The PMDA office in Tokyo The PMDA office in Washington, D.C.

WIATHIEA EXmERE RSN

Pharmaceuticals and Medical Devices Agency

« Enhanced Collaboration

Scientific judgment application
» Regulatory Support

NDA review and evaluation _ L
« Easier Communication

Clinical trial planning consultation
* Global Innovation

Adverse drug reaction info
 Localized Access Newly Opened

November 2024

US Office Address:
1730 Rhode Island Avenue, NW, Suite 403, Washington, D.C. 20036, USA
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Flexible and Predictable Japan Environment

New Active Substance (NAS) Median Approval Time for
~ 3 Regulatory Authorities in 2014-2023
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Source: PhRMA analysis of IQVIA analytics Link, US FDA, EMA, Japan PMDA, Health Canada, Australia Therapeutics Good Administration and
government insurance coverage data on new active substances approved from 2011 to Q3 2019
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Well-developed Clinical Trial Environment

Highest # of hospitals (8,000) and
beds (13.1 per 1,000 people) in the world

Key Medical Institutions: 14 core clinical research
hospitals and 80+ university hospitals

No government certification needed at study sites

\ 4

ldeal for clinical studies!
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Challenges and Solutions for Business Expansion
to Other Countries

@ EPS Copyright©EPS All rights reserved



Concerns at The Time of Business Expansion in Pharmaceutical Field

Culture and Language ??7?
(Cultural and genetic diversity, National Character, E

Language, Disclosure...)

Authorities and Regulations ???
(Safety and ethical standards, Drug price...)

AR S R

Medical System and Patients ??? v

(Health insurance, Clinical study ‘/
institutions and investigators, Patients...)
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Distinguishing between Regional / Local CROs and Global CROs

Global CRO Regional / Local CRO

« Large-scale clinical trials in multiple

countries

 Clinical trials where standardization

and consistency are keys

Clinical trials in one country or a small
number of countries
Clinical trials that require flexibility and

address region-specific issues
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Comparison: Regional / Local CROs vs Global CROs

Global CRO

Regional / Local CRO

Scope

Globally committed with multi-country
operations.

Regionally focused.

Expertise

Standardized processes with unified data.

Expert in local regulations and culture.

Responsiveness

Less flexibility from standardization.

Quick and locally tailored responses.

Higher costs from study size and

Cost Lower costs with fewer change orders.
management fees.
Client Base Global pharmaceutical firms. Smaller firms, startups, and local firms.
Advantages Extensive resources and global reach. Strong local ties and KOL collaboration.
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Relative Effectiveness: Regional / Local CROs vs Global CROs

Global CRO Regional / Local CRO
Scope Smooth management of multi-country trials. | Targeted strategies for regional challenges.
Quality Consistent multi-country quality. Patient focused, locally adaptable solutions.
Efficiency Cost-efficient for large-scale trials. Cost-efficient for smaller regions / studies.
Team - :
Unified global team collaboration. Strong local partners (KOLs, vendors, etc.)
Management
Execution Reliable standardization for global studies. | Quick and flexible execution.
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What Types of Projects Would a Local CRO Be Effective at?

Local CROs work effectively particularly in with knowledge
of the features and advantages in the country or region

Biologics/

Rare Disease Cell therapy/ Gene therapy

Oncology Area

PMDA/MHLW: Minimum data package for NDA
MHLW: Orphan drug designation

o : : : KSF: Feasibili
KSF: Capturing information on patients KSF : Supply and quality invistigaegsrlsblsgei?ign
- Patients' Associations, Patient Registries « CDMOs, distributors « Competing studies
* Medical specialists, KOLs « PMDA consultation « Minimum drop-out cases
* Research groups, research teams « Investigator selection

KSF: Key Success Factor
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Diversification and Transition of Modalities In

- Per capita legal drug use in Japan and Western Europe is double that of other regions
- Biologics/ Immunology products lag behind other countries and are expected to grow in the

future
Diversification and Transition from Small Molecules to New Modalities
400
350 22
29 CAGR
(2021-
300 2028) %
250 Others (Gene Therapy, DNA/RNA, etc.) 24
Cell Therapy 50
200
Biologics (BsAb, ADC) 24
150 m Biologics (Conventional) 10
100 ® Small Molecule 8
50
0

2014 2018 2028

Source: https://www.bcg.com/ja-jp/publications/2024/challenges-in-clinical-developmen

t
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Clinical Studies in Oncology Area In Japan

KSF: Feasibility and Investigator Selection

Prevalence Ranking (2020)

1st 2nd 3rd 4th 5th
Total Colon Lung Stomach | Breast | Prostate m =
Male Prostate Colon Lung Stomach Liver et e
il ! :_
remele | Breast | Colon | Lung [ Stomach ] Utems i National Cancer Center

Hospital East
=s=  World’s Best Specialized

Number of Deaths (2022)

1st 2nd 3rd 4th Sth B Hospital 2024 (Oncology)
Total Lung Colon Stomach | Pancreas Liver 0 PO ——
Male Lung Colon Stomach | Pancreas | Liver e SR —
Female Colon Lung Pancreas | Breast | Stomach 461 H -
ospitals

for Cancer Treatment

KSF: Key Success Factor

Source: https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/kenkou/gan/gan_byoin.html
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Case Study
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Typical Cases of Clinical Development Plans in US

m Approval
Non- Cllnlcal Phl [ USA PoC / Ph2
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Typical Cases of Clinical Development Plans in US / Japan

N

Non-Clinical Phl/ USA

Plan
A-1

CTN

Plan
A-2

O o)
Plan

NDA
CTN

Plan B Phl/ JPN Japan Stand-alone
D Stud

Plan A: Join MRCT Plan B: Japan Stand-alone

‘

MRCT: Multi-Regional Clinical Trials

@145
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CRO Collaboration Between US and Japan for MRCT

Global PM CRO Iin USA

CRO in Japan

CRO in USA

¢)MHLW
« Japan PM - USPM
e Clinical Operations « Clinical Operations
* Regulatory Affairs « Regulatory Affairs
« ICCC « Data Management / Statistics
o Pho e « PV, MW, QA, Others - PV, MW, QA, Others

MW: Medical Writing
QA: Quality Assurance
ICCC: In-Country Clinical Caretaker
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Operational Scheme by Local CROs

Local CROs

Introduction and
Sponsor Management of

Development Planning

Researchers, KOLs and
Supportive Partners

CDMO
IP Distribution Vendors
Other Vendors

Collaborations / Vendors

PMDA Consultation |,
(Regulatory Agency)

\ 4

End-to-End
Support

Clinical Studies
(or Investigator Initiated Trials)

NDA

Approval /
PMDA: Pharmaceuticals and Medical Devices Agency

ICCC: In-Country Clinical Caretaker
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Example of Success: Sponsor X

Project Overview

« Company: US based Biotech company, first time in Japan (unfamiliar with Japan)
* Indication: Rare disease
« Scope of Work: PM, Monitoring, Regulatory Affairs
« Expectations: Skipping Phl with the Japanese and participating in MRCT in time
 Challenges:

- Less familiarity with Japanese regulations / requirements

- No prior relationships with KOLs

- Need to conduct multiple studies simultaneously

MRCT: Multi-Regional Clinical Trials ‘ How did we lead to success?
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Example of Success: Sponsor X ‘

Ig':"\

* Provide sufficient information

: Successful
. Rare disease * Early-stage Consultation regulatory approval
- The Expectations * Preliminary input to PMDA
« Less familiarity with Japan « Collaboration with patient 2 )
» No prior relationships with KOLs advocacy / KOLs Skipped Ph1 in Japan

» Multiple studies simultaneously . Bridging Sponsor X &

investigators
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Conclusion
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What You've Learned Today

i
§\‘\ : l'/* Japan's medical field ho_Ids
Immense growth potential,
offering untapped business
opportunities.

For development projects,
leveraging Global and Local
CROs ensures tailored
strategies, especially with local
CROs providing invaluable
regional expertise.
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Learn About EPS

Visit EPS booth
#7175

to see how our CRO
expertise can support your
clinical development and
foster innovative
collaborations!

Oncology
Trials in EPS

Opportunities
from
Overseas Clients

Partner
Clinical Sites
in Japan

Rare
Disease
Trials

Main EEETET PMDA
Country BESESHITCE Consultation
Coverage BEEOGIGE! Cases
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Top Regenerative Medicine Solution Provider in APAC

REGENERATIVE
MEDICINE

SOLUNCMG PROVIDERS IN APAC - 2024

EPS Corporation

Offering Comprehensive Lifecycle Management

M'EDTEEﬂ TOP1O___

VENDOR VIEWPOINT

of Medical Innovations

in Japan, EPS Corporation prides itself on an
expansive portfolio that spans the entire gamut of
product d it and clinical from initial

g = a leading clinical research organization (CRO)

levels expressed by clients’ post-project onmpletlnn leading
to repeat orders and ion into new i P areas,
SEMVe as a it to EPS’ effectiveness.

Regulatory compliance is pivotal in global drug

lanning to post- ing end - The ization's
strength lies in its robust team of approximately 3,300 staff
b with expertise and a wealth
of L . This bles EPS to add unmet
needs and proactively tackle challenges across multiple

it, and EPS shines in this arena. With Japan
hostlngsome of the strictest re.gulatlonsfur regenerative
i . its expertise in g these standards essentially

paves the way for compliance with regulstions in other
regions, significantly facilitating the global expansion of drug

therapeutic domains, with a primary focus on ! and o it initiatives.

CNS fields. EPS' success stories are best exemplified through the
EPS offers P support for rege tive | impact of reg: ive medicine product

medicing, an area where its p iz widely ack ledged. in enhancing patients’ lives. These groundbreaking products

lts i t covers an T pectrum, il have been instrumental in areas where conventional

services that range from early-stage ing and ¥ i its fell shnrl such as cardiovascular, skin, nerve, and

cor ions to g of clinical trials, cartilage 1, ide treatments for malij it

with drug app 1 icati and ongoing Post tumors. By aiding in the development of therapies that

Marketing Surveillance (PMS) support.
“We stand among a select few CROs in Japan capable
ufuffenng hullshc suppurl throughout the lifecycle of

products,” says isa Yamada,
[.'Iesldent and representative dlrecinr at EPS GDrpDrallun
Navigating the land: of regs

poses distinct challenges, especially concerning evolving
regulatory frameworks and the dynamic nature of the
field. EPS Corporation is adept at addressing these
challenges, particularly those related to unigue
Japanese regulations. The company’s extensive
experience in dealing with the Pharmaceuticals
and Medical Devices Agency (PMDA) enables it to
guide clients effectively through the intricacies of

i and reg y EPS
excels in handling operational issues
specific to regenerative medicine, such
as product logistics and negotiations with
investigational sites.

EPS takes & methodical step-by-step
approach to understand the PMDA's
perspectives. This involves close
collaboration with clients to devise
development strategies that align with
both regulatory requirements and clients’
risk tolerance levels. The high satisfaction

Takehisa Yamada,
President and Representative Director

restore damaged tissues and organ functions, EPS has

played a pivotal role in improving the quality of Iife for patients
across various therapeutic domains. While numerous

CROs have surfaced, EPS remains distinguished due fo

its extensive track record, specialized expertise, and its
capability to prepare G Technical D its (CTDs)
for i i ly in the critical
Chemistry, Manuﬁac{unng, and Controls (CMC) aspect.

66

We stand among a select few
CROs in Japan capable of
offering holistic support throughout
the lifecycle of regenerative
medicine products

With & focus on new modalities

and a flexible approach to regulatory
reguirements, EPS continues to spearhead

inthe
sticals,
and ive medicing p
The ultimate goal is to ensure a brighter
future for patient care and treatment
innovation.
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A CRO THAT CREATES NEW
OPPORTUNITIES TO BRIDGE THE
WORLD WITH JAPAN
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