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Administratiye Notice
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 1ssued based on the knowledge accumulated through the

clinical trial consultations of Pharmaceuticals and Medical Devices Agency.

Based on-the-outcomeof cooperation in clinical trials among the regulatory
authorities of Japan, China, and South Korea from 2007 as well as knowledge
accumulated affer the issuance of the above Notification, “Basic Principles on Global
‘Clinical Trials (Referehce 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 Fast Asia
need to be designed and conducted based on prior sufficient evaluation of the effect of ethnic difference on the efficacy and
safety of drugs as in J mﬁms-Cm-mEovo global clinical trials. ‘

Especially when conducting a confirmatory trial in East Asian ethnicities by Ew_sm EoE as one population, the ﬁ:&
should be designed based on an appropriate _d%oﬂr@m_m derived from considerations of sufficient data and information on
the potential effect of differences between the Japanese and other East Asjan ethnicities. Separate clinical pharmacology
studies may provide useful data. It is recommended to ..u_.o:m::, on specific study design and evaluation methods with
PMDA in advance. .

Further accumulation and review of scientific data and information on East Asian _uo_uEmaomm will deepen our
understanding of ethnic differences and ensure a smooth and appropriate conduct of global clinical trials in this region.
Such continuous efforts will :.d?oﬁ the mmmomm:o% and quality of clinical development in East ky.mmm and .o<o=Em._:%

facilitate the use of data from a global clinical trial Eo_:&:m 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 for global clinical

trials to be conducted in- East Asia?

A global clinical trial in East Asia can be performed for any target disease area. For diseases with high morbidity in
East Asia (e.g., mqu_o cancer and roum::mv of which conduct of confirmatory studies in Japan alone are Em._oc:
Eomo:ad planning of a global clinical trial in East >m_m may contribute to the _quog:-ma of the efficiency and azm_:% of
clinical development of a drug. Refer to the nozmaa_,mao:m described in Section 1-(1) above when developing a protocol.
When planning global clinical development including East Asia and other regions such as the U.S. .msg Europe, the role of |
a clinical trial to be conducted in East Asia in the entire development plan should be defined in advance, 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:mE:%
be planned based on data of
interethnic oo_EuE,_.mm: of

pharmacokinetic profiles?

There is no general rule for a drug development strategy since it should be moﬁoﬂEE.@n_ based on a variety of factors. If
adrug n_@{@_ov:._o:ﬁ mﬁmﬁ.omv\ aimed at regulatory approval in Japan is discussed based on pharmacokinetic (PK) differences
of a drug mio:m populations, comparison of the PK profile between Ev,m:mmo and Caucasian or between Japanese and
other East Asian populations will provide a useful information. |

If no marked PK n:m,oasoo is expected between Japanese and Caucasian v%:_m:osm it will _um useful to consider
conducting a global o_::om_ trial in Japanese and Caucasian populations from the. early exploratory phase, followed by

continuous global- drug am<m_o_u5a_.: in cooperation with the U.S. and European countries. When there is a marked PK
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protocol of a Japanese study in the.

trend of globalization of drug

development?

is recommended m,om:, an early stage.

In the trend of globalization, global drug development may often be considered. It is recommended that coordination
and cooperation with .R.Ha.m_; foreign sections of the drug company be established and maintained regardless of the type
of drug development strategy. The coordination and cooperation with ,_.o_oﬁswwoamm: sections include not only the
conduct of a global clinical trial itself, but also involvement in protocol development, timely sharing of protocol and
efficacy/safety data, and periodic correspondence regarding pharmaceutical Sm‘:goa\ affairs even in a case clinical trial
is independently conducted in a foreign country or Japan. -

In other words, considerations based on accurate understanding and sharing om up-to-date data of a certain drug while
cooperating with relevant foreign sections from an early stage will be the key to planning efficient and .o_uaBE drug
development. To ensure appropriate drug development planning to obtain a marketing authorization in Japan,-
accumulation of data in Japanese subjects starting from an early, exploratory stage is recommended.

There are currently :s.mm major types of clinical q%&o_u_,dmi strategies in um_ums or multiple countries _.bo_w&:m.
Japan: -single-country development, bridging development to which foreign data are’ extrapolated, and global
development including oo:mm_dmﬂoJ\ global clinical trials. The types of global development with the involvement of
Japan may be divided into world-wide development conducted in cooperation with geographically distant countries such
as the U.S. and Eurepean countries, and East Asian global development oosm:oﬁom in East-Asian countries such as Japan,
China and South Korea. The characteristics of different development strategies should be thoroughly considered to
develop an optimal 9.08,8_ for the subsequent development phase based on the properties of the investigational drug

and data available at the moment.

(6) What are the points to oosmamm in
‘evaluating the results of a global

clinical trial?

The patient demographic information, efficacy, and safety should be evaluated in the same process as that used for a
domestic study in Japanese subjects in principle. The consistency of the results between an overall study population and
amw.m:m.m@ population based .o: sub-analysis should also be evaluated. It is important to consider the possibility that the
Japanese population is a subgroup of the study and the sample size of the Japanese is generally insufficient to achieve the
study oEaQ?mu 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., m.ﬁmsam& amim.ao:v should be
taken into consideration as well as the point estimate itself based on the sample size of .-m_um.:mmw subjects. Furthermore, in-
addition to the evaluation of data in a J apanese subgroup for .%w primary endpoint, the results for the secondary

endpoints in a Japanese subgroup should be evaluated to confirm a consistency with the results of primary endpoint and
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- qm_wo; of Kawai Study Group). Differences in measurement methods, wvmowmom:%u clirtical trial design, subject selection,

quantitative tests (including validation status and detection :E:mvw_ﬁmmw:amaoi time points, treatment condition, doses .
and dosage forms of'the investigational drugs, standard mnim&oa (including oﬁ._m@amvu and timing mw the study should be
carefully evaluated. If differences are observed, the possible effect of the difference and its degree in the evaluation
should be thorou w_.__u\,mxm_dm:@a before comparing data from Ec.::u_m independent studies 958:2&@50@, should also be
evaluated if different formulations are used). .\

If no PK data are available from J apanese and non-Japanese subjects included in studies conducted under the same
protocol, mo:oozo.: of PK data is recommended for _um:.mamﬁ@am {e.g., Cuax and trough level) mﬁ?o_uimﬁ in consideration
of the characteristics of the drug atleast at several time points in the major ethnic mao:_um to be included in a oo:m::m:o@,

trial, at least before initiating a global confirmatory trial.

Gv What are the points to consider in
conducting a phase I (First in
Human) trial as a global clinical

trial?

Active participation of Japan in global clinical trials from Ewmmm I with international cooperation is beneficial to
collect useful information such as Ho_aqm_u_:a\ and v:E,SmoowEoSo data of Japanese m:_u._moﬁm at an ecarly stage E:rocﬁ_
delaying the aoﬁw_on:._o_: schedule in Japan.

When conducting a phase [ trial as a global clinical trial, however, the safety 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:m:&. among all mwcn_u\ sites. Thus, whether to conduct a phase I trial as a

global clinical trial should be determined based on comparisons of expected ma<m=5mmm and a_mmm,\mammom of a global
clinical trial with those of a domestic clinical trial,

Moreover, since a phase | trial generally intends to evaluate the :mmﬁsmﬁ tolerability in humans in a small sample
size, only limited information m:m data can be obtained for the evaluation of ethnic similarities and differences in
pharmacokinetics and pharmacodynamics. Therefore, interethnic comparison of data from a phase 1 trial as a global
clinical trial will be recognized as an exploratory purpose.

When B_A_:m above into consideration, it is appropriate to enroll umwm:omm wcgmoa in the subsequent phases of the
global clinical trial to further o<m_:mﬁ the effect of ethnic factors on the @m._omou\ and safety of the n:.cm A separate

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

(10} When only a monotherapy study
of an investigational drug was

.conducted in um%.m,:u 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 control without assuring a

statistical power for superiority or

. non-inferiority)?

the use of an unapproved drug as a control is acceptable if the drug is maoﬂ:m:.ozm,:u\ established.

Thé sponsor should o?mm: information on the control drug from package inserts in foreign countries and published
literature to the extent possible and submit the information before initiating the trial. The sponsor should also establish a
system to centinuously collect and report safety information of the investigational drug as well as the control drig. In
order to establish a system-and procedures to exchange safety information on the control drug unapproved in Japan, the
sponsor is 88339&3 to consult with the relevant company which has the Emwwwn:m authorization for So control drug

in other countries in NQ<DBO®

(13)

What are the points to consider
when the active ingredient of the
active control drug has been
approved in Japan and foreign
countries but the dosage regimen

or formulation is different?

A standard drug which is widely available is .mosﬁ.m:% used as an active control to compare its efficacy and safety
with those of the E.émﬂmm:osm_ drug. In general, the m%mmm_ammﬁos of the drug used as an active control in a global
clinical trial is recommended to be within the range mﬁ?.mém in the participating countries and regions. To ensure
scientifically appropriate evaluation, the same dosage regimen should be used for the control drug in the participating
countries and regions, _ o ‘ ‘

~ However, the dosage regimen of a control drug may be different among the participating countries and regions in
reality. ,_J:o.moﬁm:.mm_ effect of the difference on the efficacy and safety should be thoroughly evaluated in advance. For
example, if the approved dosage of the control drug is different between umwm: and other countries, the reason for and
background of the different dosage should be reviewed to evaluate the moﬁo:.:m_ effect on the efficacy and safety.
mva.ommom_g different dose titration design may affect the early drop-out rate, and different maximum doses may affect
the p:nmamrom of adverse reactions. For different formulations, the reason for .msm background of approval in the
participating countries and regions should be reviewed, and the effect of different formulation on the dissolution profiles
and blood drug concentration should be evaluated. The effect of using different m,o,mmmm regimens or formulations in a
,ﬁc&.\ on the maintenance of blindness should also be evaluated. .

If such difference is expected to mmlocwd\ affect the om._omou\, and safety, use of the drug as the oosﬁqo._ should be
avoided. Conduct of a clinical trial in countries and regions where the n_Ommmo regimen and formulation approved in Japan
can be used or use of other drug as the control should be considered. .

In some omm@.m. if the aommmo regimen has not been approved in Japan but recognized by international textbooks and
medical guidelines and widely accepted in the J apanese clinical practice, the study dosage regimen may be determined in

line with the internationally accepted dosage. For individual cases including the handling of the control drug, it is

“recommended 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 participating in a large-scale
global clinical 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
mnm_..m:oa as a global clinical trial because of .96@2& nEm required for case accumulation and other Rmm.ozm. While
Japan may contribute to establishment of evidence based on the true mn,avom:ﬂ by participating in such a study, adequate
sample mm_No of Japanese subjects may not be achieved to evaluate the data consistency between the overall study
population and the. Japanese population, considering the large study scale and the number of participating countries and
regions. 1_1_.68?_.94:@ sponsor should assess whether the overall study population including Japanese subjects can be
deemed as a single population, _ummma on thorough review of data on previously used endpoints, the association between
the previous endpoints and the true endpoint, and the effect of 53?5:.95__ and interregional ethnic differences.

“Two 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 sample size determination is intended to be used for studies enrolling hundreds of subjects, and may be difficult
to apply to larger-scale studies. While no established method of sample size determination is available for EQ study
scale, in a large-scale study enrolling thousands of subjects or anmu the use of a surrogate endpoint is an option to
calculate minimum sample size of Japanese subjects for nouﬂﬂ,@:@ evaluation, if the surrogate requires smaller sample
size for evaluation and is reasonably associated with Eo ﬁlEuQ endpoint (a true endpoint such as survival rate). In this
case, the practical enrollment of Japanese subjects as many as @%EE@ over the minimum sample size is encouraged:

Endpoints used in previous phase studies mro:_E be used as .mmoo:ama\ endpoints in the protocol in addition to the
oma__uo:: used HaQ sample size determination. Evaluation should be made not only based on the comparison of the
primary -(true) endpoint between the J apanese 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, whether the data

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

(17) How many Japanese patients
will be required for evaluating
the _o:m.ﬁw?: safety of a drug
intended for long-term

treatment of non-fatal disease, if

In the trend of globalization of drug development, active participation of Japan in global clinical trials is encouraged

for efficient clinical development, However, when a drug is developed mainly based on global clinical trials, the total

“number of Japanese subjects included in the trial before the mr:m of the new drug application .Emu\ be smaller than that in

a case where the development is based on data from clinical trials condueted only in Japan. It potentially causes a

problem in evaluating safety in the Japanese.
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