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• Regulatory changes and global trends in multi-regional clinical 
trials

• Importance of investigator-initiated registration-directed trials 
(IIRDTs)

• Operational management in MRCTs

Goals
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Multi-regional clinical trials (MRCTs)

No. of clinical trials Percentage of MRCT

(PMDA Annual Report 2021)

Number of clinical trial notifications submitted to the PMDA
(PMDA: Pharmaceuticals and Medical Devices Agency)
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Why are MRCTs needed?

• Advantages

• Simultaneous drug development is possible in multiple regions

• Fast patient accrual

• Clinical trial subjects tend to be fragmented because of the use of precision medicine

• Reduction of total cost

• Detection of rare adverse reactions and minor ethnic differences because of 
larger sample sizes

• Disadvantages

• Insufficient number of patients in one region

• Ethnic differences may be observed in pharmacokinetics (PK), safety, and 
efficacy

• Optimal dosage may differ among regions
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Traditional model (before ICH E5)
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Bridging study (ICH-E5)
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ICH-E5 (1998)

• Ethnic Factors in the Acceptability of Foreign Clinical Data

• Guideline for bridging studies

• It is not necessary to repeat the entire clinical drug development program in a new 
region, and strategies can be recommended for accepting foreign clinical data as full 
or partial support for approval of an application in a new region.

• The need for a bridging study depends on whether the submitted clinical data 
are complete.

• If the data are not complete, a local regulatory authority may require a 
bridging study to fill the gap, e.g., by performing:

• clinical trials in different subsets of the population such as in patients with renal 
insufficiency, patients with hepatic dysfunction, etc.

• clinical trials using different comparators based on the new region’s approved dosage 
and dose regimen
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Participation in global phase III

US/EU

Japan

PK
Phase 

III

Phase

I

Phase 

II
Review

PK
Phase

I

Phase 

II

Join a global phase III 

trial

ICRweb: https://www.icrweb.jp/icr_index.php?lang=enSecondary use of any contents of this site for commercial purposes is prohibited.



Governmental notification (2007)
- Basic principles of multinational clinical trials for approval reviews

• Are PK assessment and/or dose optimization required for the 
Japanese population before a global phase III trial?

• Basically, YES. If the sponsor can justify why these steps are 
unnecessary, the steps can be skipped.

• What is the method for estimating the appropriate sample size 
of Japanese patients in a global phase III trial?

• It is not necessary to ensure sufficient power to detect a significant 
difference.

• However, consistency between the overall and Japanese populations 
should be ensured so that a sufficient number of Japanese patients are 
included. Basic Principles on Multinational Clinical Trials

(28 September 2007, PFSB/ELD Notification No. 0928010)
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Flowchart to assess the need for an MRCT
based on the government notification 

(2007)
Are PK and efficacy 

correlated?

Multi-regional PK study

(PD assessment may 

be included)

Bridging study should 

be considered in 

parallel with global 

development

Multi-regional dose-finding 

study (assessment of the 

dose response)

Can efficacy be evaluated 

based on the objective 

endpoint?

Is efficacy influenced by 

extrinsic factors such as 

the medical 

environment?

Multi-regional confirmatory trial

Yes

Yes

No

No

No serious 

influence

Remarkable 

difference
No remarkable 

difference
No remarkable 

difference

Remarkable 

difference

Remarkable 

difference

Basic Principles on Multinational Clinical Trials

(28 September 2007, PFSB/ELD Notification No. 0928010)
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More efficient drug development

US/EU Phase III
PK/

Phase I
Review

Japan

Join from a global phase I trial

Phase II trials are frequently skipped
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ASIA ONE
- Asian early phase I consortium

13 global FIH phase I trials have been 

implemented as of Nov 2021
ICRweb: https://www.icrweb.jp/icr_index.php?lang=enSecondary use of any contents of this site for commercial purposes is prohibited.



ICH-E17 (2018) From “local-first” approach to “global-first” approach

• General Principles for the Planning and Design of Multi-Regional 
Clinical Trials

• Potential regional differences introduced by intrinsic and/or extrinsic factors 
should not preclude consideration of MRCTs.

• Such factors should be explored in early phases so that multi-regional 
exploratory studies may be considered.

• The results of primary analysis in the overall population are prioritized. 
Sample size calculations to detect significant differences based on region 
are not appropriate.

• Ethnic differences can be mitigated by implanting measures, such as 
eligibility criteria, treatment plans, randomization, and statistical analyses.
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Does the FDA accept overseas trial data?
• In most cases, YES, but…

• Example: ORIENT-11 trial (Sintilimab)

• FDA rejected an application of Sintilimab
• ORIENT-11 was a randomized, double-blinded trial conducted exclusively in China.
• The trial met the primary endpoint of determining progression-free survival through 

blinded independent central review.

• Reasons for failure
• It was not an MRCT
• The data were not applicable to the US population and medical practice strategies.
• The patient characteristics in the trial differed from those of US patients with NSCLC.
• PK data were insufficient to determine applicability to the US population.
• Overall survival was not formally tested in ORIENT-11.
• There were concerns related to data quality and the study was conducted at 

numerous clinical sites.
• ORIENT-11 investigators did not have sufficient experience to join MRCTs.

(FDA Briefing Document, Oncologic Drugs Advisory Committee Meeting. Feb 10, 2022)
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Short summary

• MRCTs are needed to accelerate drug development, and the 
number of MRCTs is steadily increasing.

• Drug development in Japan has seen a shift from a bridging 
strategy to participation to a global trial strategy.

• The timing of participation in a global trial is shifting from phase 
III to the PK/FIH phase.

• ICH-E17 general principles with respect to MRCTs have 
changed the primary approach from a local-first to a global-first 
approach.
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Academic international trials 
and operational procedures
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Clinical Study
Research involving patients/human volunteers

Interventional studies (also called “Clinical trials”)
Participants receive specific interventions according to the study protocol created by the investigators

Observational studies
Investigators assess health outcomes in groups of participants receiving routine medical care

Registration-directed trials (also known as “Chiken” in Japanese)
Clinical trials aiming at regulatory application

Clinical trials for clinical evidence
Practically named as “academic clinical trials”

Industry-sponsored [registration-directed] trials
Most industry-sponsored trials are conducted with regulatory applications as a goal

Investigator-initiated registration-directed trials (IIRDT)
Study sponsors are not industries but  academic institution/investigators

Terminology
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Expansion of the indication of lenvatinib for thymic 
cancer and results of IIRDT
REMORA trial：Phase II trial of lenvatinib in patients with metastatic or recurrent thymic carcinoma

n=42

PR 16 (38.1%)

SD 24 (57.1%)

PD 2 (4.8%)

ORR (%) 38.1%

90% CI 25.6 - 52.0

DCR (%) 95.2%

95%CI 83.8 - 99.4

ORR; objective response rate, DCR; disease control rate, CI; 

confidence interval

Waterfall plot (Independent radiological review)
Study organization

(Sato, et al. Lancet Oncol 2020;21:843-50)

The indication of lenvatinib was expanded to 
thymic cancer based on the data from the 
REMORA trial (evaluation data for the PMDA) 21

9 sites

Pharma NCCH

Investigators

NCCH-CRSO
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PATHWAY trial

Asian Collaborative Investigator-initiated Registration-Directed Trial (Chiken) 

for Advanced Breast Cancer

Industry
・IP Manufacture
・Research Funding

NCCH
Sponsor

（ICH-GCP）

CRO
・Monitoring
・Data Management
・QA(Audit)
・CSR

Study sites

(Japan:12)
Study sites

(Korea:6)

Study sites

(Taiwan:3)

Study sites

(Singapore:2)

Other Vendors
・IP labeling, Storage, 
Delivery

・IWRS
・Sample collection

IDMC

IRRC

✓ Japanese Academia-initiated, GCP-compliant, placebo, double-blind, 

randomized phase III trial

✓ Participating sites: Japan (12), Korea (6), Taiwan (3), Singapore (2)

✓ Aimed at simultaneous regulatory application for expanding drug indication

✓ National Cancer Center Hospital was the Sponsor under ICH-GCP

(NCCH has been certified as an AMED Global Clinical Research Core Center)

✓ Pfizer provides study drug and research funding (~$25M USD)

Planned accrual, 24 months

↓↓↓

Competed in 18 months

Actual accrual

Japan 118

Korea 31

Taiwan 25

Singapore 11

Patient Population

• N = 180
(138 PFS events)

• HR+ HER2-
pre/peri and post-
menopausal locally 
advanced or 
metastatic
1st or 2nd line BC

Palbociclib

+

Tamoxifen/Goserelin

Gosereline is for only

premenopausal

Placebo

+

Tamoxifen/Goserelin

Gosereline is for only

premenopausal

R

A
N
D

O
M

I
Z
A

T
I 

O
NEndpoints

PE: PFS

SEs: OS, OR, DR, CBR, 
PK/PD/PGx, Safety

1:1

N=180
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Difficulties: Document management

• Document management at multiple levels

• Study level
• Single English protocol at study level

• Country level
• Translated protocol in each region

• Translated IC forms with multi-languages

• i.e., Malaysia requires English, Malay, Chinese, and Tamil versions

• Site level
• Each site or each IRB may require additional explanations

23
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Essential IND dossier and its language

Japan South Korea Taiwan Singapore

Protocol Yes (in Japanese) Yes (in Korean) Yes (in Chinese or English) Yes (in English)

ICF Yes (in Japanese) Yes (in Korean) Yes (in Chinese) Yes (in English)

IB
Yes (in Japanese)

Yes (in Korean) Yes (in Chinese or English) Yes (in English)

Investigator's CV No No Yes Yes

CRF No No Yes Yes

Study subject 

compensation 

documents

No

Yes (Subject 

Compensation Letter 

and Insurance 

Certificate)

Yes (Insurance 

Certificate)

Yes (Insurance 

Certificate)

CMC documents No Yes (in Korean) Yes Yes

GMP certificate of the

investigational drug
No Yes

Yes (in Chinese or 

English)
Yes

DSUR Yes Yes Yes Yes 

(Hata, et al. Clin Transl Sci. 2021;13:1015-25)
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Investigational product management
Japan South Korea Taiwan Singapore

Procedure for 

IP 

import/export

Drug import license or Yakkan 

certificate is not required. 

Only CTN is needed for 

customs clearance.

Drug import license is not 

required. Standard customs 

clearance schedules report 

form must be issued by the 

official. 

IP import license is required. 

The license specifies the valid 

period and upper quantity limit.

IP import license is not required. 

Clinical Research Material Notification 

must be submitted to the Health 

Science Authority.

Items to be 

listed on the IP 

label

 For clinical trial use 

(protocol number)

 Title and address of the 

sponsor-investigator

 Chemical name/laboratory 

code

 Lot or batch number 

identifying content and 

packaging operation of the 

product

 Storage conditions

 Expiration date (if 

necessary)

 Quantity per IP bottle (if 

necessary)

 For clinical trial use 

(protocol number)

 Study sponsor (local IND 

holder)

 Chemical name/laboratory 

code

 Quantity per IP bottle

 Storage conditions

 Dosage and administration

 Lot or batch number 

identifying content and 

packaging operation of the 

product

 Expiry date

 For clinical trial use 

(protocol number)

 Study sponsor

 Chemical name/ laboratory 

code

 Quantity per IP bottle

 Storage conditions

 Dosage and administration

 Lot or batch number 

identifying content and 

packaging operation of the 

product

 Expiry date

 For clinical trial use (protocol number)

 Study sponsor

 IP manufacturer

 Chemical or name of substance, 

strength or potency, quantity of units

 Name/laboratory code

 Quantity per IP bottle

 Storage conditions

 Pharmaceutical form, dosage and 

route of administration

 Lot or batch number identifying 

content and packaging operation of 

the product

 manufacturing date

 Expiry date

(Hata, et al. Clin Transl Sci. 2021;13:1015-25)
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Safety reporting requirements
Japan South Korea Taiwan Singapore

Safety 

Reporting 

Regulations

 Clinical Safety Data Management: 

Definitions and Standards for 

Expedited Reporting

 Reporting of Adverse Drug 

Reactions Occurring in Clinical 

Trials to PMDA

 Korean-GCP

 Korea MFDS guidelines on 

SUSAR reporting

 Taiwan-GCP

 Taiwan National Adverse Drug 

Reactions Reporting system 

Q&A

 ICH-GCP

 Expedited Safety Reporting 

Requirements for Therapeutic 

Products and Medicinal 

Products used in Clinical Trials

Safety 

Reporting to 

regulatory 

authority (in 

case drug is 

approved)

 Death or life-threatening cases 

(only SUSARs); within 7 calendar 

days from the investigator’s 

awareness

 Non-death or non–life threatening 

cases (only SUSARs), death, or 

life-threatening cases (non-

SUSARs); within 15 calendar days 

from the investigator’s awareness

 Research Reports

 Reports of Safety Measures

 Annual safety update (DSUR)

 Death Fatal or life-threatening 

cases (only SUSARs); within 7 

calendar days from the 

investigator’s awareness

 Non-death or non–life 

threatening cases (only 

SUSARs); within 15 calendar 

days from the investigator’s 

awareness

 Annual safety update (DSUR)

 Death or life-threatening cases 

(only SUSARs); within 7 

calendar days from the 

investigator’s awareness

 Non-death or non–life 

threatening cases (only 

SUSARs); within 15 calendar 

days from the investigator’s 

awareness

 Annual safety update (DSUR)

 Death or life-threatening cases 

(only SUSARs); within 7 

calendar days from the 

investigator’s awareness

 Non-death or non–life 

threatening cases (only 

SUSARs); within 15 calendar 

days from the investigator’s 

awareness

 Annual safety update (DSUR)

(Hata, et al. Clin Transl Sci. 2021;13:1015-25)
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Study site procedures
Japan South Korea Taiwan Singapore

Certification of 

study site by the 

government

No Yes: Certified by MFDS according to 

Ordinances for Institution 

Designation

Yes: Available only at 

government-certified medical 

sites 

No

IRB Central IRB is applicable 

(not mandatory)

Central IRB is applicable (not 

mandatory)

Central IRB is applicable Central IRB is applicable 

Renewal of IRB 

approval

Required (annually) Required (annually) Required (annually) Required (annually)

ICF language Japanese Korean

If gene-/embryonic cell–related 

testing is included, additional ICF 

is required

Chinese English, Chinese, Tamil, and 

Malay

Language of 

clinical trial 

agreement

Japanese in principle English available Chinese in principle English

Accessibility to 

source data 

documents 

during 

monitoring/ audit

No restriction No restriction No restriction Certified copy check. 

Occasional spot-checks of 

electronic health records by 

CRAs allowed with site 

supervision and over-the-

shoulder access.

(Hata, et al. Clin Transl Sci. 2021;13:1015-25)
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Difficulties: Site costs
[Subject reimbursement (actual expense)]

Difference in reimbursement rule:

✓ In Korea, Taiwan, and Singapore, examination fees (e.g., laboratory tests, CT, & MRI) 
and concomitant drug fees should be covered by the sponsor in a registration trial.

✓ In Japanese IIRDTs, these costs are covered by national health insurance.

✓ Rules for IIRDTs are not well-established in countries other than Japan.

Estimated reimbursement per subject

(Study treatment duration: 13 months)

Japan 0 USD 

Special or specified medical care coverage 

(Partial expenses such as infectious disease test, pregnancy 

test, image copying fee, etc. are borne by each hospital)

South Korea 20,000 USD

Taiwan 10,000 USD

Singapore 15,000 USD
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(Sep. 2020~)

Existing networks with highly advanced Asian 

countries （Korea, Taiwan, Singapore, China (HK)

Strength in Asian networks:
➢ Population growth, economic development, aging 

society - increase in the number of patients with 

cancer, more patients require high-level treatment

➢ Little ethnic differences - genetics, physiques ...

➢ Reasonable cost in conducting clinical trials

➢ Area-specific cancers

- liver, heat & neck, stomach etc.

Goals of ATLAS:
➢ Establish infrastructure for conducting clinical trials in 

Asia

➢ Introduce genome-based medicine in Asian 

➢ Obtain/expand drug indication simultaneously in Asia, 

thereby promoting regulatory harmonization with the  

PMDA

Establish and expand the Asian Cancer 

Trials Network and facilitate early drug 

development and genomic medicine 

together with ASEAN countries

Malaysia, Vietnam, Thailand, 

Indonesia, Philippines 

(15 hospitals/institutions)

ATLAS project
➢ Building infrastructure & clinical trial networks

➢ Capacity for building programs

- clinical trial procedure & genomic cancer medicine

➢ International clinical trials under ATLAS

- MASTER KEY Asia, A-TRAIN study, TEAL trial

ATLAS: Asian clinical TriaLs network for cAncerS
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Summary

• IIRDTs are important for meeting a patient’s unmet needs, 

especially in the context of disease types not covered by the 

industry.

• Multi-regional IIRDTs under the ATLAS project will facilitate 

simultaneous drug development across Asia.

• Academic institutions serving as study sponsors should reinforce 

the research support capability for MRCTs.
30
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