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Administrati_ve Notit_:e
September 5, 2012

- To: Division of Pharmaceutical Affairs,
Prefectural Health Department (Bureau)

From: Evaluation and Licensing Division,
Pharmaceutical and Food Safety Bureau
Ministry of Health, Labour and Welfare

Basic Principles on Global Clinical Trials (Reference Cases)-

Promotion of global clinical trials is one of the ké‘y factors toward timely access of
patients to new drugs. _ ' |

In this regard, “Basic . Principles on  Global Clinical Trials” (PFSB/ELD
Notification No. 0928010, Director of the Evaluation and Licensing Division,
Pharmaceutical and Food Safety Bureau, Ministry of Health, Labour and Welfare, dated
September 28, 2007) had been issued based on the knowledge accumulated through the
clinical trial consultations of Pharmaceuticals and Medical Devices Agency. |

Based on the outcome of cooperation in clinical trials among the regulatory

authorities of Japan, China, and South Korea from 2007 -as well as knowledge
accumulated after the i"ssuaﬁce of the above Notification, “Basic Principles on Global
‘Clinical Trials (Reference Cases)” has been compiled as attached. - Please notify
related industries under the jurisdiction of this administrative notice.
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the evaluation; the same applies below as appropriate} even within East Asia. Global clinical trials conducted in East Asia
need to be designed and conducted based on prior sufficient evaluation of the effect of ethnic difference on the efficacy and
mmmmq of drugs as in Japan-US-Europe global clinical trials. .

mmvmo_m:% when oozg;o::m a confirmatory trial in East Asian ethnicities by taking them as one population, the trial
should be designed based on an appropriate hypothesis derived from considerations of sufficient data and information on
the potential effect of differences between the Japanese and other East Asian cthnicities. Separate clinical _U:E.:.Soo_om%
studies may provide useful data. It is recommended to consult.on specific study mom_m: and evaluation methods é::
PMDA in advance.

,m:;_ﬁ. accumulation and review of scientific data and information on East Asian populations will deepen our
understanding of mﬁ_E..mo differences and ensure a smooth and appropriate conduct of global clinical trials in this region.
Such continuous efforts will ma_u_,oe.m the efficiency and quality of clinical development in East Asia and eventually

facilitate the use of data from a global clinical trial including this region in new drug applications to be submitted to the

.Japanese regulatory authorities. Therefore, it is encouraged to consider to include global clinical trials to be conducted in

East Asia as part of drug development plan and accumulate information.

(2) What  therapeutic  areas

- .are.

recommended Wu_moq global o:ao.mf

trials to be conducted in East Asia?

A global clinical trial in East Asia can be performed for any target discase area. For diseases with high morbidity in
East >mm.m (e.g., gastric cancer and hepatitis) of which conduct of confirmatory studies in Japan alone are &m‘_oc_r
proactive planning of a global clinical rﬂ_,mm_ in East Asia may contribute to the g?oﬁ%omﬁ of the efficiency mza.a:m:q of
clinical development of a drug, Wowoq to the considerations described in Section H (1) above when developing a protocol.
When planning global clinical amﬁw_ov_.:mi _:o_:a_sm East Asia and other regions such as the U.S. and Europe, the role of
a clinical trial to be conducted in East Asia in the entire development plan should be defined in maé:oﬂ and the activities

in East Asia should be carried out in cooperation with those in the U.S. and Europe.

(3) What type of global drug
development 'strategy can ww:oﬁm:%
be planned wmmmmﬂ on data of
interethnic no_,:_owlmm: of

_u:m_,EmcoE:mmn profiles?

There is no general rule for a drug development strategy since it should be determined based on a variety of factors. If
a drug development m\:.“mﬁomu\ aimed at regulatory approval in Japan is discussed based on pharmacokinetic (PK) differences
of a drug m,Eo:.m ﬁ.oc:_mno:mv comparison of the PK profile between Japanese and Caucasian or between Japanese and
other East Asian populations will provide a useful information. . . .
If no marked PK difference is expected between Japanese and Caucasian populations, it will be useful to consider
conducting a global o_.::om_ trial in Japanese and Caucasian populations from the early exploratory phase, followed by

continuous global-drug development in ooonm_.mmo: with the U.S. and European countries. When there is a marked PX
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protocol of a Japanese study in the

trend of globalization of ...n__.:m,,

development?

is recommended _wou.d. an early stage.

In the trend of globalization, m_og_.%cm development may often be considered. It is recommended that coordination.
and cooperation with relevant foreign sections of the drug company be established and maintained regardless of the type
of drug development strategy. The coordination and cooperation with H.m_m<m§.wo~dmm: sections include not only the
conduct of a global clinical trial itself, but also involvement in protocol m@&ov:ﬁnr timely sharing of protocol and
m_“momo%\wmwmq data, and periodic correspondence regarding pharmaceutical nomimmﬁod.\ affairs even in a case clinical trial
is independently conducted in a foreign country or Japan. |

In other words, considerations based on accurate ::aﬂ.ﬁmmn—_sm and sharing Om up-to-date data of a oonm_s drug while

.| cooperating with relevant foreign sections from an early stage will be the key to planning efficient and optimal drug

development. To ensure appropriate drug development v__m::msm to obtain a marketing authorization in Japan,-
accumulation of datz'in Japanese subjects m#.m_,:zm from an early, exploratory stage is recommended.

 There are currently three major types of clinical development strategies in Japan or multiple countries including
Japan: single-country development, bridging development to which foreign data are extrapolated, and global
ao{&OﬁEm:ﬂ. including confirmatory global clinical trials. The types of global development with the involvement of
,qmums may be a::ama into world-wide development conducted in ooovaam:os with geographically distant countries such
as the U.S. and mﬁovmmz countries, and East Asian, global development oo:m:oﬁoa in East-Asian countries such as Japan,

China and South Korea. The chatacteristics of different development strategies should be thoroughly considered to
develop an optimal protocol for the subsequent development phase based on the properties of the E<mmamm:o=m_ aEm

and data available at the moment. :

(6) What are H:m points to consider i in
w<m_=mr=m %o results of a Eowm_

clinical trial?

The patient demographic information, efficacy, and safety should be evaluated in the same process as that used for a
n_,oamm:o study in Japanese subjects in principle. The consistency of the results between an overall study population m:a
Japanese population based on sub-analysis should also be evaluated. It is iniportant to consider the possibility that the
Japanese population is & subgroup of the study and the sample size of the Japanese is generally insufficient to achieve the
study o.g.mow?wu as well as the possibility that different results among different ethnic populations could be observed.
When evaluating the data of a Japanese subgroup, the precision of the point estimate (e.g., standard n_oim_:o:v should be
taken into consideration as well as the vomsﬁ estimate itself based on the sample size of Japanese subjects. Furthermore, in
addition to the evaluation of data in a J apanese subgroup wOn the primary endpoint, the results for the mooo:%:%

os%o_:ﬁm in a Japanese subgroup should be o<m:_m$a to oosmﬂa a consistency with the results of primary endpoint and
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report of Kawai Study Group). Differences in measurement methods, .mw@ommom:% clinical trial design, subject selection,
quantitative tests (including validation status and detection limits), measurement time points, treatment condition, doses .
and dosage forms of the investigational drugs, standard ao&m:osm (including outliers), and timing of the study should be
carefully evaluated. If differences are observed, the possible effect of the difference and its degree in the evaluation

should be thoroughly mxm_:_:oa before comparing data from multiple independent studies mgoon_:Em_msom should also be

. @<m_:m8n_ if a%mﬂ.m_: formulations are used).

:.. no EA data are available from Japanese and non-Japanese subjects included in studies conducted under the same
protocol, oo:mo:o: of PK data is recommended for parameters (e.g., Cynux and trough level) appropriate in consideration
of the characteristics of the drug at-least at several time points in the major ethnic mﬁocvm to be included in a confirmatory

3.5_ at least before initiating a global confirmatory trial.

{9) What are :”5 points to consider in

oo:g:oanm a phase I (First in

.I:Em_.b trial as a global clinical

trial?

Active participation of Japan in global clinical trials from phase I with international cooperation is beneficial to-
collect useful information such as S_Qm_u;&\ and EE.BmooE:wﬂo amﬁm of Japanese subjects at an early stage without
delaying the development schedule in Japan.

When conducting a phase I trial as a global clinical trial, however, the mmwmﬁ_\ of subjects in all participating countries

and regions should be ensured, and adverse events that occurred at a study site and other practical concerns related to the

trial should be immediately and appropriately m_zz.oa among all study sites. H::m. whether to conduct a phase I trial as a

global clinical trial should be determined based on comparisons of expected ma<mﬁmmmm and disadvantages of a global

clinical trial with those of a domestic clinical trial. ‘ .

Moreover, since-a phase I trial generally intends to evaluate the treatraent tolerability in humans in a small sample

size, only limited information and data can be obtained for the evaluation of ethnic similaritics and differences in

c_.dmwamoo_a_ﬂmmnm and ‘pharmacodynamics. Therefore, interethnic comparison of data from a phase I trial as a global

clinical trial will be recognized as an exploratory purpose.
When taking above into consideration, it is appropriate to enroll qm.vm:mmo subjects in the subsequent phases of the
global clinical trial to further evaluate the effect of ethnic factors on the efficacy and safety of the drug. A separate

clinical pharmacology study may be required when a marked interethnic difference may exist.

(10 When ou_x

of an m=<am_mmm:o:m_ drug was

a monotherapy study;

conducted 5 Japan, is it possible

In principle, data of the investigational drug in Japanese-subjects who received the combination therapy with Drug A
should be available before the participation in a global clinical trial. However, a global clinical trial investigating a

combined use of the investigational drug may be conducted without data of its combination therapy with Drug A in
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exploratory | study (use of an

active contro| without assuring a

. statistical power for superiority or

non-inferiority)? S

the use of an unapproved drug as a control is acceptable if the drug is internationally established.

,:6 sponsor should obtain information on the control drug from package inserts in woa.ﬁmz countries and published
:8388 to the extent possible and submit the information before initiating the trial. The sponsor should also establish a
mu\mﬁo_d.ﬁo continuously collect and E_uo: safety information of the investigational drug as well as the control drag. In
order to establish a system and procedures to exchange safety information on the control drug unapproved in Japan, the
m_uo:mo_. is recommended to consult with the relevant company which has the marketing authorization for the control drug

in oEQ.,oo::Emm in advance,

(13)

What are %m points to consider

when ﬂ:o mQEm ingredient om .&o

active oo:a.oH aﬂcm has coos
approved E. Japan m:n_ wo_,m_mz
countries GE,. the ao&ma qom:.:ms

or quﬂBc_m:o: is different?

A standard drug which is widely available is ,mgmﬁm:u\ used as an active control to ooEwmqo its efficacy and safety
with Eomm of the 3.<omzmmmo=w_ drug. In general, the QOmmMo_ammEm: of ?o drug used as an active control in a global
clinical trial is recommended to be within the range approved in the participating countries and regions. To ensure
mo_o_ﬂ:w ically appropriate evaluation, the same dosage Rm::.ws m:o:E be used for the control drug in the _umaoﬁw:nm
8::58 and regions. - .

Ioéme.mm. the dosage Rm_Sms of a control drug may be different among the _oma_o%m::m countries and regions in
reality. The woﬁ:ﬁm_ effect of the difference on.the efficacy and safety should be thoroughly evaluated in advance. For
axm_sn_m if the approved dosage of the control drug is different between J apan and other countries, the reason for and
cmo_nm_.oc:a of the different dosage should be reviewed to evaluate the voﬁ::m_ effect on the efficacy and safety.
Specifi om:K different dose titration design may affect the carly drop-out rate, and different maximum doses may affect
the anm:oo of adverse reactions. For different formulations, the reason for and background of approval in the
wmn_oﬁmﬂ_:m countries and regions should be reviewed, and the effect of a_m,mamﬁ woSE_m:c: on the dissolution _unom_mm
and Eooa n__.:m concentration should be evaluated. The effect of using different QOmmMm regimens or mOwEEm:o:m ina
study on the maintenance of blindness should also be evaluated.

If m:ﬂ: difference is expected to mo:o:m_% affect the efficacy and mmwmae use of the n_:_m as the control should be
avoided. Conduct of a clinical trial in countries and regions where the aowmma regimen and formulation munSém in Japan
can be :moa or use- of other drug as the contro! should be considered.

In some cases, if the aom.mma regimen has not @oou approved in umvm: but recognized by international Mox&oo_a and
Ewn__omu mc_ao__som and E_n_mq accepted in the umnmsmmm clinical practice, the study dosage regimen may be determined in
line E:: the internationally accepted gom,.mmm For individual cases including the handling of H:m control drug, it is

_.ooo_d_dm:aog to consult with. PMDA.
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population and Japanese subgroup are inconsistent, suggesting ethnic differences and safety concerns.

For individual cases, it is recommended to consult with PMDA.

(16)  What are the points to.consider
in nm&omwm_wn_:m in a large-scale
global o:&wm_ trial using a true

endpoint such as survival time?

A large-scale clinical trial in thousands of subjects or more using a true endpoint such as survival time is often
aom_.mmmn_ as a global clinical trial because of expected time required for case accumulation and other reasons. While
Japan may ooiagﬁo to establishment of evidence based on the true m:,%oma by _um&omnmmz.m in such a study, adequate
sample size of Japanese subjects may not be achieved to evaluate the data consistency between the overall study
vov:_mmo: and the. Japanese population, considering the large study scale and the number of participating countries and
regions. Therefore, the sponsor should assess whether the overall mE&\, population including Japanese subjects can be
deemed as a single population, based on thorough review of data on previously used endpoints, the association between
the Ems._o:m endpoints and the true m:a.vom:ﬁ and the effect of internationa] and interregional ethnic differences.

Twa ways to determine a target sample size of Japanese subjects are described in the answer to question #6 in “Basic
Principles on Global Clinical Trials” (PFSB/ELD Notification No. 0928010, dated September 28, 2007). However, the
proposed mm::u_m size'determination is intended to be used for studies enrolling hundreds of subjects, and may be difficult
to apply o larger-scale studies. While no established method of mmEﬁ_o size determination is available wo_. any study
scale, in a large- mom_m study enrolling thousands of szoo.a or more, the use of a surrogate endpoint is an option to
calculate minimum sample size of Japanese subjects for consistency evaluation, if the surrogate requires smaller sample

size for o<m_:m:o: and is reasonably associated with the primary m:n_no_ﬁ (a true endpoint such as survival rate). In this

case, the practical enrollment of Japanese subjects as many as @Omm&_m over the minimum sample size is osooﬁmmon_

Endpoints used in previous phase studies wroc_a be used as secondary ngﬁo_ﬁm in the protocol in addition to the
endpoint used for sample size awﬁoqa_sm:o: Evaluation should be made not only based on the comparison of the
primary (true) endpoint between the Hmnm:mmm subgroup and the overall study population but also the secondary
endpoints. Based on the information obtained from the clinical trial and the drug development program, Erm?ma the data

of overall study population can be applied to the Japanese population should be explained.

(17Y How Emnsu\ Japanese- @mﬁmiw.

will be qwn::‘oa for evaluating
the _onm-ﬁo:d safety of a drug
Sﬁosaog for _o:m.ﬁo_.s

s.mmﬁ:._o:ﬂ_ow non-fatal aﬂmmmmm if

In the trend of globalization of drug development, active participation of Japan in global clinical trials is encouraged
for efficient clinical %«.Eowﬁmi. However, when a m_‘:m‘mm developed mainly based on global clinical trials, the total.
number of umnm:@mm subjects included in the trial wwwoqo the m.::m of the new drug application may be smaller than that in
a case where the development is based on data from clinical trials conducted oily in .F_ums It _uoﬁmm:m:w causes a

problem in o<m_:m::m safety in the Japanese. : . -
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