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Basic Principles on Global Clinical Trials (Reference OMmm&

September 5, 2012

Pharmaceuticals and Medical Devices Agency - ﬂ

Introduction

Since the issuance of “Basic Principles on Global Clinical Trials” (PFSB/ELD Notification No. 0928010, Director of the Evaluation and h_oosm_sm Division,.
Pharmaceutical and Food Safety Bureau, Z::ﬂ@ of Health, Labour and Welfare, dated September 28, 2007), J apan s participation in global clinical trials has been
steadily i EoﬂmmmEm In recent years, global o:Eom_ trials in East Asia (e.g., Japan, China and South Korea) have been increasing as well as 58@ in the U.S. and
Europe. The ways of cooperation between Japan and moﬁ_m: countries has also been diversified. Specifically, Japan has been involved in global clinical trials at an
early stage of drug am<a_o§=oa and large-scale global clinical trials in thousands of subjects. The regulatory cooperation among Japan, China and South Korea has
also been reinforced as that among Japan, U.S. and Europe. In the current trend of global drug mw<m_o_u§o3 smooth and appropriate oonaco.ﬂ of global clinical trials,
especially in East Asia, is a critical issue not only for industries but also for regulatory authorities that evaluate study results.

In order to respond to these progress and changes, the Basic Principles on Global Clinical Trials Qﬂowﬂdsoodmmomv has been developed. Based on recent cases, it
intends to further promote an :nmmn.mﬁms&wm of the former Notification in 2007 and ensure Japan’s smooth participation in global drug development activities from an
early stage as well as smooth and appropriate conduct of global clinical trials in East Asia where an increase in such trials is expected.

. Since general considerations are provided for the reference cases listed below, it is 88350.:&3.8 utilize the clinical trial consultation with the
Pharmaceuticals and Medical Devices Agency (PMDA) for individual cases.
The following recommendations are based on the current scientific knowledge. It should be noted that they may be reviewed and revised as needed, if

situations change, science and technology advances, or evidence accumulates in the future.

1. -Points to consider for global clinical trials in East Asia

(1) What -are -the special points to . The types and frequency of metabolic enzyme polymorphisms and gene Ehow:mm. are thought to be similar among East
consider when .mosn_:o_msm a global | Asian ethnicities in Japan, China and Korea. Some drugs have recently been approved mainly based on the data from
clinical trial in East Asia? . pivotal global clinical trials conducted in East Asia. Data from well-designed and conducted global clinical trials in East

: Asia is acceptable for documents of new drug application in Japan. . :

However, the difference in ethnic factors (intrinsic factors as Em: as extrinsic factors such as Moom_ clinical practice Ea

socioeconomic condition) may affect the efficacy and mmmma\ of drugs (effects not only on the data themselves but also on
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difference between Japanese and Caucasian populations.but not between Japanese and other East Asian populations, an
East Asian exploratory clinical trial including Japanese and other East Asian population can be considered. In this case,

m_qcm development in East ‘Asia will be 2 useful .o_umo:. When there is a marked PK nzm,o&:no between Japanese and

‘non-Japanese Aomzmmmmmz or other Asian) populations, a protocol should be developed based on thorough assessment of the

reason for the difference and its effect on the efficacy and safety, and an exploratory study only in Japanese subjects should
also be considered. | A . .

?:2_6_. to conduct a confirmatory trial as a global clinical trial should be determined based on the result of prior
oxEoSﬁoQ, studies. In addition to the difference in PK profiles, effects of ethnic factors affecting the efficacy and safety of
a drug should be thoroughly evaluated by data from stratified analyses, etc. Prior to the no:m:smﬁoa\ study, the
muw,ﬂ.o_ummﬁozomm of setting and evaluating the treatment outcome m_::.m overall study population as the primary endpeint
needs to be explained. See “2-(6) What are the points to consider in evaluating the amc_:m of a global clinical trial?” for the

evaluation of study results.

(4) Is

bridging study not as a Japanese

it acceptable to conduct a

clinical trial but as a global clinical
trial in East Asia and extrapolate the
data from US/European studies to
the . Japanese population? If yes,

what are the points to consider?

In Japan, a bridging study generally intends to extrapolate foreign data to the Japanese population and is conducted in
Japanese subjects. To extrapolate US/European study data by oo:aco::.m.m. global clinical trial in East Asia as a bridging
study, sufficient data and information should be collected in advance to scientifically demonstrate that the ethnic difference
between Japanese dnd other East >m,mm=._uowc_&mo:m will not affect the data evaluation of the mE&\..m::ra_.Eoﬁ the
consistency of the results between the Japanese and non-Japanese populations should be confirmed in such bridging study
before the evaluation _umm.m.a on the bridging concept. For individual cases, it is recommended to consult with PMDA in
advance. . \ o

See the answer to the question #11 in the ..O:omao:m and Answers of the ICH ES Guideline (“Ethnic Factors in the
>o.ooﬁEE:Q of Foreign Clinical Data”; Administrative Notice from the Evaluation and Licensing ..U?mmmo:,

Pharmaceutical and Safety Bureau, Ministry of Health, Labour and Welfare, dated October 5, 2006) for points to consider

in conducting a global clinical trial designed as a bridging study.

2. General points to 8&&@2. for global clinical trials

(5) What are the points to consider in

Qms:msmﬂ Japanese clinical

and a

. development strategies

~An important point to consider a clinical development plan of a drug is to streamline and optimize the development

process and protocols for subsequent phases during the course of aEm. development based on thorough and appropriate

evaluation of data available so far, while developing a _os.ml_“m:s and overall plan. Continuous consultation with PMDA
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data in the overall study population. Similarly, whether there is a marked difference in the safety between an overall
study ﬁonc_mso: and a Japanese subgroup should be determined. If any difference is identified, whether the data from
the global clinical trial can support the efficacy and safety of the n_Em in Japanese patients should be om&?:% evaluated
based on thorough consideration of the reason for the difference by utilizing relevant data such as resuits of subgroup
analysis for individual factors.

The results of evaluation and discussion should be included in the Common Technical Document (CTD).

(7) What are the points to consider in

evaluating the data of Japanese

‘subjects living outside of Japan

enrolled in foreign studies?

The (intrinsic and extrinsic) ethnic factors described in the ICH E5 Guideline should be considered to appropriately
evaluate data from foreign studies.

In early phase pharmacokinetic studies in Japanese subjects that usually enroll healthy adult volunteers, intrinsic
cthnic factors such as genetic factors, rather than the local medical environment, are more important for the evaluation of

study data. While extrinsic o.ﬁ:ao factors such as the living environment (e.g., diet) should be considered, data from

foreign studies in Japanese subjects living outside of Japan are generally acceptable for the pharmacokinetic evaluation

in the Japanese population, .

On the other hand, in studies to evaluate the m_m:_omow and m,mmwQ of a drug, extrinsic ethnic factors such as the local
clinical practice (e.g., diagnostic methods and standard treatment) and social factors including education and culture as
well as inirinsic ethnic factors need to be considered. The efficacy and safety in the Japanese population should be
examined in the Japanese medical owiqo:_:m:ﬁ i.e., based on the data from clinical studies (global clinical trials or

domestic studies in Japan) that appropriately enroll Japanese subjects living in Japan.

(8) What are the general points to
consider in comparing
pharmacokinetic data between

different ethnicities?

In general, interethnic pharmacokinetic (PK) comparison is recommended to be based on data collected according to
the same protocol including measurement methods etc. (also applies to studies conducted separately) to minimize
variations caused by :os-,mnismm.o ethnic factors. If genetic variation in metabolic enzymes or :.w:%o:ma is expected to
affect the PK of the _=<om=mm:o=m_ drug, genetic tests mroca be performed in the clinical ﬁ:m_ to examine the incidence
of genetic variation in different ethnicities and the PX- mmsod%o relationship. - .

Regarding the evaluation of PK similarities and differences among different ethnicities based on. PK data from
multiple independent studies, some cases have recently been reported Ero._d zﬁ. data interpretation may be inaccurate

uniess extrinsic ethnic factors as well as intrinsic factors are taken into consideration (FY 2010 Health and Labour

Sciences Research Grants, Research on Global Health Issue of Administrative Policy [Global Clinical Trial regarding

. Ethnic Differences in Drug Responses based on the Statement of Japanese, Chinese, and Korean Health Ministers]; The
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for the drug to be used in an
exploratory global clinical trial
including Japan investigating its

combined treatment with Drug A?

‘Japanese subjects, if both of the following conditions are met: (a) based on results from foreign clinical trials or other

studies, no increase of safety risks is expected when Drug A is used with the investigational drug and other drugs
possibly used in the global clinical trial, and (b) the dose of Drug A has been used in patients in Japan for a certain period

and its safety has already been established.

For individual cases, it is recommended to consult with PMDA based on the scientific data and information available

at the time,

(11)

“higher or lower than that in

non-Japanese

If the blood concentration of an
investigational drug is different
between .

Japanese and

subjects  (drug
concentration in- the Japanese is
non-Japanese), is it acceptable to
conduct an exploratory dose
response trial as a global clinical
trial including Hmv‘mmmmo subjects,
assuming that a mmﬁmms number of
Japanese subjects is enrolled and
the mmwmQ evaluation is performed
based on the drug safety profile
of

" the

and.  results minimum

examinations in global

clinical trial?

Whether to enroll Japanese subjects in an exploratory dose response trial as a global clinical trial when the
v:m_,imoorm:mmo data are markedly &m,mmm:ﬁ between Japanese and non-Japanese m:E.mn_“m. :oo.ﬁ_.m to be determined after
thoroughly evaluating the mechanism of and reason for the difference, taking into consideration that the recommended
clinical dose may potentially be different, and om_.omc:u.\ comparing the advantage and disadvantage of a global o:iom_
trial with those of'a domestic clinical trial in .Eum._:. . .

, For example, when the blood concentration of the investigational drug is higher in the Japanese population than that
in non-Japanese populations, enrollment of Japanese subjects in a global exploratory dosé response trial will be
acceptable if the tolerability to the investigational drug in Japanese subjects has been confirmed based on the phase I trial

and thorough safety measures will be taken in the global trial. In some cases, special safety monitoring in Japanese

. a

subjects may be required to adequately respond to adverse reactions.

An appropriate range of study doses should be selected to include the recommended clinical doses in each ethnic

“group enrolled in the study based on thorough evaluation of existing data on pharmacokinetics and pharmacodynamics in

Japanese and so:&mwmsomm populations. It is appropriate that the sample size of Japanese subjects is determined
according to the answer to question #6 in “Basic Principles on Global Clinical Trials” (PFSB/ELD Notification No.
0928010, dated September 28, 2007). However, the recommended clinical dose may be different between Japanese and

non-Japanese patients when their pharmacokinetic profiles are markedly different. In such a case, the estimation of .

sample size is recommended to be conservative enough to thoroughly evaluate the dose response relationship in Japanese

subjects while taking into consideration the study feasibility.

(12)

If a drug has not been approved in
Japan, is it acceptable to avoid
assigning the drug as an active

control to Japanese subjects in an

A global clinical trial should be conducted under the same condition that allows appropriate comparison of data from
all participating countries and regions in the light of the study objective. A protocol should not include an active control

m.quu different from other participating countries only for Japanese subjects. Refer to the answer to question #9 in “Basic

Principles on Global Clinical Trials” (PFSB/ELD Notification No. 0928010, dated September 28, 2007), deseribing that

o
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(14 If a

drug with different

. indications or dosage regimen

depending on countries is used in

combination with the

Emommmmmon& aE.mu can 4 global
?

clinical trial be conducted

The indications -and dosage regimen of a concomitant drug may be different among countries and regions
participating in-a global clinical trial depending o:.ﬁ:_m local clinical practice. The effect of the difference in the
oo:.ooE:_mR drug on the efficacy ng.wmﬁmﬁw of the investigational drug should therefore be thoroughly evaluated before
mo._momum participating countries and qmmmo_,_m.. .

The dosage regimen of the concomitant aE‘m in a global clinical trial should be consistent mSo:m\Em participating

countries if the drug is likely to affect the efficacy and safety of the m=<mmmmmmo:m~ drug, the concomitant use is

,c:m<oamc_m for the efficacy and safety evaluation of the investigational drug, m_:_ the prescribing information of the

investigational drug needs to clearly specify -the indications and dosage regimen of the concomitant aEm (e.g.,
combination anti-cancer chemotherapy). : . .

When E,m indications or dosage regimen of the drug used in combination with the investigational drug is different
among participating countries and region, a global clinical trial in the countries and regions can be still feasible, if such
ooEcEm:o: is not necessarily required but determined according to the patient’s condition (e.g., hypnotics used in a
mﬁaw of amg.mmm_o:v and if it can be explained based on a scientific _.m:osm_m that the efficacy and safety of the
investigational drug is not markedly affected: In such a case, however, the condition of the study. should be consistent
among the countries to the extent nOmm,:u_o. (e.g., dose change of concomitant drug _m prohibited) to minimize the effect on
the evaluation. Details and m:,:mm_ of treatment should be n_oo.cﬁmzﬁma. to allow later subgroup .m:mqmmm to evaluate the

effect of difference in use of the concomitant drugs on the efficacy and safety of the investigational drug,

(15) 1If the subject registration for a

global . clinical trial wusing a
competitive registration system
is completed before the target
sample size of Japanese subjects
is achieved, is a separate study

in Jfapan required?

As stated in the answer to question #6 in “Basic Principles on Global Clinical Trials” (PFSB/ELD Notification No.
0928010, dated September 28, 2007), the sample size of Japanese m:@wm.oﬁm to be enrolled in ,m global clinical trial should
be determined to ensure the data consistency between the overall study population and the Japanese subgroup. Thorough
assessment should be made in advance to achieve the originally determined sample size of Japanese subjects, and
appropriate actions should be taken as necessary to achieve the objective based on careful monitoring of study
progression. A .

If the target sample size cannot be achieved despite every possible action, however, the sponsor should review the
actions taken, the reason for the failure to achieve the sample size, and ﬁ:m data of overall study vovc_mﬁos and J apanese
mcvm_.oc_u to determine whether the data consistency is demonstrated.

A separate study may be required if data comparison between the overall study population and the Japanese

population is difficult due to an extremely small number of enrolled Japanese subjects, or the data of overall study
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the data consistency has been
shown between Japanese .and

non-Japanese subjects in a

global clinical trial?

The long-term safety should be thoroughly evaluated for a drug for long-term treatment of non-fatal diseases. In
general, safety data should be collected from approximately 100 or more Japanese subjects who have been treated for 1
year. However, in case of difficulty in enrolling subjects, a safety evaluation E:ﬁm data from trials not satisfying such
number of subjects may still be possible in some m::mmo:m..v such as when Japan has been continuously involved in global
clinical trials from an early and exploratory stage of drug developments and the data from multiple studies has not
demonstrated any marked difference in safety between-the Japanese and non-Japanese subgroups or when the drug has
been approved in Japan for other similar indications and sufficient post-marketing safety data of Japanese patients has
not demonstrated any marked &wwﬁ.onoo from non-Japanese subjects. For individual cases, it is recommended to consult
with PMDA. . S







