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PMDA’s perspective on
 the implementation of ICH E5

Junko Sato

Decades ago, many global pharmaceutical companies started to 

develop innovative products in US/EU firstly. After the approval of US/

EU, the company started the development in another region such as Asia. 

To obtain regulatory approval in such area, clinical trials similar to those 

completed in the EU/US were newly started. In many cases, the results of 

clinical trials conducted in these countries did not differ significantly from 

the results of EU/US's ones. At that time, the International Conference on 

Harmonisation of Technical Requirement for Registration of Pharmaceuticals 

of Human Use[1], ICH was established to make global harmonization in 

pharmaceutical worlds. At ICH, 'What information is needed to support a 

dose for registration?' was discussed in 1991.  Usually, registered dose in 

Japan is lower than US/EU. The reasons were considered scientific factors 

such as body mass and pharmacogenetic factors and non-scientific factors 

that Japanese patients and physicians place a high value on a drug's lack 

of side effects. It also comes from partly complexity of the issues difference 

in medical practice, diagnosis, and ethnic difference in the different regions. 

It was hoped that ethnic and/or environmental difference was included as 

one of the subjects to be discussed in ICH, and classification of effects and 

nature of difference would contribute to the promotion of mutual acceptance 

of clinical data. Under such discussion, Ethnic Factors in the Acceptability of 

Foreign Clinical Data, ICH E5 was adapted as a new topic for ICH.
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1.History of ICH E5

The first Expert Working Group was held in September 1992, Tokyo. 
Step 2 and 4 achieved in March 1997 and February 1998 respectively. 
It means it took 6 years for the finalization. In Japan, it was translated to 
Japanese and published as Japanese regulation in August 1998.  After 
the release of the guideline, two Q&As were published in 2004 and 2006 
respectively.

At the beginning of the discussion, available pharmacokinetics data 
were collected and analysed. As the result of analysis, difference in race is 
not bigger than individual difference in a race. Based on the result, ethnic 
factors are classified to intrinsic and extrinsic factors. It is the famous figure 
of the guideline.

2.Objectives and implementation of ICH E5

As the objectives of this guidelines, the followings are listed；

1)To describe the characteristics of foreign clinical data that will 
facilitate their extrapolation to different populations and support their 
acceptance as a basis for registration of a medicine in a new region. 

2)To describe regulatory strategies that minimize duplication of clinical 
data and facilitate acceptance of foreign clinical data in the new 
region.

3)To describe the use of bridging studies, when necessary, to allow 
extrapolation of foreign clinical data to a new region. 

4)To describe development strategies capable of characterizing ethnic 
factor influences on safety, efficacy, dosage and dose regimen. 

In fact, the guideline was utilized in lots of regions to catch up 
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regulatory approval of pharmaceutical products which were have already 
approved in other regions. In Japan, the guideline was implemented in 1998 
and some of products were obtained regulatory approval based on bridging 
strategy as shown figure 1. This guideline is so helpful to catch up drug lag 
because complete data package is required to utilize this strategy. It means 
complete data package in a region is necessary to utilize bridging strategy.

3.Ethnic factors and extrapolation

This guideline brought not only bridging strategy but also concept of 
ethnic factors and extrapolation. As I wrote previously, drug lag is required 
to utilize bridging strategy. Recently multi regional clinical trial (MRCT) 
is getting major in drug development globally. In response to change in 
the world, ICH developed General Principle for Planning and Design of 
Multi-Regional Clinical Trials, ICH E17 in 2017. This guideline is helpful to 
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develop new pharmaceutical products. But at the conducting and reviewing 
MRCT, concept of ethnic factors and extrapolation from a population to 
another population is so important. To consider them, ICH E5 is so useful. 
Recently MRCT has been major in Japan as shown figure 2. To review 
these data, concept of extrapolation and consideration of ethnic factors are 
so helpful.

4.To promote Asian cooperation

This guideline contributed to catch up drug lad from a country to 
another country. However, trend of clinical development has been changed 
from domestic to global development. In past, global development means 
developments in EU and US.  Recently not only US/EU but also lots of 
countries are involved to MRCT. At such trials, concept of this guideline is 
still utilized to consider ethnic factors and extrapolation from a population to 
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another population.  There are lots of difference between EU/US and Asia 
such as body weights and habits. It means high quality data is available if 
Asian conduct clinical trials by themselves in Asia. To promote Asian clinical 
trials, capacity building is necessary in Asia. To share our experiences 
including success/failures and global standards, Pharmaceuticals and 
Medical Devices Agency established Asia Training Center within PMDA by 
fund of Japanese government in 2016. PMDA believes this activity promotes 
capacity building in Asia. The center invites regulators from mainly Asia 
to Japan and provide lectures, group work, mock inspections etc. PMDA 
expects capacity building in Asia through the center.

5.For patients

ICH E5 brough huge success to make patient access to innovative 
pharmaceutical products in lots of countries including Japan. Some of 
concepts of the guideline are often utilized in pharmaceutical world.  Also 
related global guidelines are released after implementation of ICH E5.  To 
make patient access to innovative medical products smoothly, we should 
utilize existing guidelines and develop new global harmonized guidelines 
based on global needs. It helps to respond medical needs globally.  
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1.The name had been changed it to the International Council for 

Harmonisation of Technical Requirement for Registration of 

Pharmaceuticals of Human Use in 2015.
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