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ABSTRACT

Objective: Multi—regional clinical trials have been widely used for accelerating global drug development by multinational
pharmaceutical companies. In this study, we aimed to review and analyze the international trends in regulations and guidelines on
multi—regional clinical trials by regulatory authorities and international organizations, such as International Conference on
Harmonisation, for referring to policies, including development of domestic guidelines for multi—regional clinical trials, Methods: The
policies, regulations, and guidelines published by the US Food and Drug Administration, European Medicines Agency,
Pharmaceuticals and Medical Devices Agency (Japan), and China Food and Drug Administration were searched, and the
International Conference on Harmonisation E17 draft guideline was reviewed. Results: The regulatory authorities in developed
countries have developed and implemented regulations and guidelines on multi—regional clinical trials to promote simultaneous
global drug development and evaluate the regional differences in drug safety and efficacy, International Conference on
Harmonisation developed the draft guideline for planning/designing of multi—regional clinical trials in 2016, which recommends the
general principles for strategy—related issues and design of multi—regional clinical trials, and for protocol—related issues, such as
consideration of regional variability, subject selection, dose selection, endpoints, comparators, overall sample size, allocation to
regions, collecting information on efficacy and safety, and statistical analysis. Conclusion: It is important to understand the
international regulatory requirements for designing and planning of multi-regional clinical trials for global drug development,
Moreover, it is necessary to prepare multi—regional clinical trial guidelines in accordance with the Korean regulation for clinical trials
and drug administration,

KEY WORDS: Multi—regional clinical trials, global drug development, guideline, regulation
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o afje] YD B TS IAIRY A F AAIS B
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(Ministry of Health, Labour and Welfare, MHLW, http:/
www.mhlw.go.jp) 2]oRE2] 8717|377 (Pharmaceuticals
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and Medical Devices Agency, PMDA, https://www.pmda.go.jp),
o 7R R EAEE T (China Food and  Drug
Administration, CFDA, http://eng.sfda.gov.cn)®] S#o]A] A&
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o}-B)H U A E = 717+ (Asia-Pacific Economic Cooperation)
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Ethnic factors in the
acceptability of foreign
clinical data
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E17: General
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planning/designing
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clinical trials
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General principle on
planning/ designing
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clinical trials

EMA Guideline:

EMA Guideline: Reflection paper on ethical and GCP aspects Guideline on the MFDS
of clinical trials of medicinal products for human use investigation of registration
conducted outside of the EU/EEA and submitted in marketing subgroups in of ICH
authorisation applications to the EU regulatory authorities confirmatory clinical trials member
1998 2007 2009 2012 2014 2015 2016 2017

PMDA Guideline:
Basic principles on
global clinical trials

EMA Guideline:

Reflection paper on the extrapolation of
results from clinical studies conducted
outside the EU to the EU-population

PMDA Guideline:
Basic principles on
global clinical trials

(reference cases)

CFDA Guideline
Guidance for
international
multicenter clinical
trials implementation

PMDA Guideline: ~ (draft)

Basic principles for conducting
phase | trials in the Japanese
population prior to global clinical

trials

Fig. 1. Global policies for planning and design of multi-regional clinical triqls.611:12:24-26.27.30.32-34)
Abbreviations: ICH, International Conference on Harmonisation; PMDA, Pharmaceuticals and Medical Devices Agency; EMA,
European Medicines Agency; EU/EEA, The European Union/European Economic Area; CFDA, China Food and Drug Administration;

MFDS, Ministry of Food and Drug Safety.
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12 718 v, A, A8, Tl vl i hol=et HIIH o] F S8 T AR Al R Ao Bag A
Q19] W88 BeAB}o)(Table 1) T AR AE7h WA 2 SR O A B S Faeks Fo BHe BE
Al QJokE AT 82 F AT TS A el A A}l gk ARE ZAR o] a9E 7]
A 2 AAY ARk dHE AAsle Ae HHOE JPY sk Zloln WelF ald BEE I oFE Aol A
Table 1. Comparative analysis of regulations and guidelines related to planning/designing multi-regional clinical trials
ltem ICH'0) Us FDAZ21) EMAZ+24) PMDA&%30) CFDA%
e To be conducted in compliance with eTo be e To be conductedin eTo be conducted in  eTo be
GCP standards in all regions and sites  conducted accordance with accordance with GCP  conducted in
e Sponsors to have scientific consultation  in GCP e Periodic accordance
Basic meetings with regulatory authorities accordance e Information correspondence with  with GCP
requirements early in the planning stage of MRCTs with GCP exchange and pharmaceutical
networking for regulatory affairs
regulatory
authorities
e Disease definitions, methods of o Ethnicity, o Mediical practice, e Ethnic factors specific e Disease
Pre- diagnosis, understanding of certain end- race disease definition, to individual regions epidemiology,
. . points, medical practices and patient population, medical
consideration i . . . .
. freatments, diet, environmental, cultural life style, genetic environments,
of regional . . . s
o or socio-economic factors, and intrinsic factors and infrinsic and
variability L
factors genotype extrinsic fa
pathogen strain ctors, et al..
. e Uniform classification and criteria for (None) (None) (None) (None)
Subject . . . -
selection d|ognos‘|s of the d|§eose or definition of
the at-risk population
o To execute PK and/or PK/PD studies to (None) (None) e To determine an * PK or bridging
identify regional differences for dose appropriate dose for studies to
selection the Japanese in determine an
o The same dose regimens in confirmatory comparison of the PK  appropriate
Doses forusein - in all participating regions in principle between the dose in the
confiratory e Different dosing regimen in a region, if Japanese and non- Chinese
MRCTs the regimen might be produce similar Japanese e Dose selection
effects and an acceptable safety in consideration
margin with data of a defined dose/ of the infrinsic
response relationship and extrinsic
factors
o Further consideration regarding the (None) (None) e To be acceptable to (None)
definition of the primary endpoint, prior all individual regions
experience with an endpoint and e To collect all the
regulatory agreement primary endpoint in all
regions in the case of
Endpoints the different endpoint
by region
e A pilot study at an
early stage as possible
for the unestablished
endpoint in Japan
o Consideration of the size of the (None) o Stratified e Sample size to obtain (None)
treatment effect to be clinically relevant randomization consistent results
to all regions, and the expected considering the between the entire
variability of the primary outcome differences of population and the
Sample variables across regions extrinsic and Japanese population
size e Sample size allocation to regions in infrinsic factors in consideration of the

consideration of disease prevalence,
the size and expected accrual rate,
and the infrinsic and extrinsic factors of
each region

across the region or
country

scale of trial, target
disease, et al.,
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Table 1. Comparative analysis of regulations and guidelines related to planning/designing multi-regional clinical trials (continued)

ltem ICH'0) Us FDAZ21) EMAZ4-26) PMDA®230) CFDA%
. e To be standardised across (None) e Independent data e Standardized collecting e Education and system
Collecting - . . S
’ participating regions and safety and assessing method of to manage quality in
and handiing o . . .
of efficac * A system to manage monitoring board adverse event information  design, conduct,
y quality in design, conduct, across all regions evaluation, reporting
and safety . . L
information evaluation, reporting and and archiving of MRCTs
archiving of MRCTs.
e Some differences in the (None) o To take into account e Different concomitant drugs (None)
. drugs actually used due to differences in co- in consideration of the
Concomitant . . - . . .
- different medical practices medications during a  potential effect on the
medications . ) .
if not expected to study design efficacy and safety
substantially impact results
e Obtaining regulatory input  (None) (None) (None) (None)
on analysis strategy
e Considering all regions and
subpopulations in the
Statistical pnmqry gno|y5|s )
- * Examination of regional
analysis . . .
consistency using various
analytical approaches
o Trial monitoring and blinded
data review during the
conduct of an MRCT
e Same comparators in (None) e Valid comparators e Same comparators in o Control selection after
principle in all regions (active or placebo)  principle in all regions sufficient discussion
* Consideration of practical for the assessment of e Different active controls in between the
Comparators  and ethical issues with the the risk/benefit consideration of the participating regions

use of comparators
product

balance of the

potential effect on the
efficacy and safety in
advance

Abbreviations: ICH, International Conference on Harmonisation; US FDA, US Food and Drug Administration; EMA, European Medicines Agency;
PMDA, Pharmaceuticals and Medical Devices Agency; CFDA, China Food and Drug Administration; GCP, Good Clinical Practice; PK, Pharma-

cokinetic; PD, Pharmacodynamic; MRCTs, Multi-regional Clinical Trials.
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