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Administrative Notice
September 5, 2012

" To: Division of Pharmaceutical Affairs,

Prefectural Health Department (Bureau) |

From: Evaluation and Licensing Division,
Pharmaceutical and Food Saff;_fy Bureau
Ministry of Health, Labour and Welfare

Basic Principles on Global Clinical Trials (Reference Cases)

Promotion of global clinical trials is one of the: kéy factors toward timely access of
patients to new drugs. : ' .

- In this regard, “Basic -Principles on Global Clinical Trials” (PFSB/ELD
Notification No. 0928016, 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 ras well as knowledge
accumulated after the issuance of the above Notification, “Basic Priﬁciples 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 oozgcnﬁa. based on prior sufficient evaluation of the effect of ethnic difference on the efficacy and
safety of drugs as in vaz-Gm-mEowo global clinical trials. _ .

Especially when conducting a confirmatory frial in East Asian ethnicities by taking them as one population, 9@. 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 Fast Asian ethnicities. Separate clinical pharmacology
studies ray provide useful data. It is recommended to consult on specific study design and evaluation methods with
PMDA in advance. | .

Further accumulation and review of scientific data and information on East Asian wonc_m&o.:m will deepen our
understanding of ethnic differences m_,:a ensure a smooth and appropriate conduct of global clinical trials in this region.
Such continuous efforts will improve 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 mnv:omaozm 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 Fast Asia can be performed for any target disease area. For diseases with high morbidity in
East Asia {e.g., gastric cancer and hepatitis) of which conduct of confirmatory studies in Japan alone are difficult,
proactive planning of a global clinical ,ﬁ:m.: in East Asia may contribute to the improvement of the efficiency msa,@cmm@ of
clinical &o<o_o_u:,_ma of a drug. Refer to the considerations described in Section 1-(1) above when developing a protocol.
When planning global clinical development including East Asia and other Emmo:.m such as the U.S. and Europe, the role of
a clinical trial to be conducted in East bwmm 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.

) What type of global drug
development strategy can mm:ﬁm:%
be planned based on data of
interethnic oOBﬁmz.mo: of

@:mﬁamoowmmmmo profiles?

There is no general rule for a drug development strategy since it should be deterthined based on a variety of factors. If
a drug development strategy aimed at regulatory approval in Japan is discussed based on pharmacokinetic (PK) differences
of a drug among populations, comparison of the PK profile between Japanese and Caucasian or between Japanese and
other East Asian _uon:_mao:w will provide a useful information. ,

If no marked PK difference is mxvooﬁ& between Japanese and Caucasian populations, it will be useful to consider
conducting a global clinical trial in Japanese and Caucasian populations from the early exploratory phase, followed by

continuous global-drug development 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 from an early stage.

In the trend of globalization, global drug 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 m:&om% The coordination and cooperation with relevant foreign 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 regulatory affairs even in a case clinical trial
is independently conducted in a foreign country or Japan. ‘

In other words, considerations based on accurate understaniding and sharing om Eu-ﬁ,o-mmﬂm data of a certain drug while
cooperating with relevant foreign sections from an early stage will be the key to planning efficient and .oEmEm_ drug
development. To ensure appropriate drug development planning wo ovﬂmw: a marketing authorization in Japan,
accumulation of data in Japanese subjects ,ﬁm&:m from an early, exploratory stage is recommended.

~ There are currently three major types of clinical development strategics in Japan or multiple countries including
gmﬁwsn single-country development, bridging a@<mmonEosw to which foreign data are extrapolated, and global
development including confirmatory global clinical trials. The types of global development with the involvement of
Japan 53_\ be divided into world-wide development conducted in cooperation with geographically distant countries such
as the U.S. and European countries, and East Asian global am<m_ovam3 conducted 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 protocol for the subsequent devetopment phase based on the properties of the investigational drug

and data available at the moment.

(6) What are the points-to oo:mEQ., in
.o<m_:m::m the resufts 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 .m: overall study population and
Japanese population based on 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 s generally insufficient to achieve the
study oEmoﬁ?mu as well as the possibility that different results among different ethnic populations could be observed.
When evaluating the data of a ] apanese subgroup, the precision of the point éstimate (e.g., standard gaim&o:v should be
taken into consideration as well as the point estimate itself based on the sample size of Japanese subjects. Furthermore, in
addition to the evaluation of data in a Japanese subgroup for the le.mJ\ 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




UL ([SIPISIMIA] YHBAY Uvaloy pue dssupy)) ‘eseurder jo WAWABIG AY) U0 paseq sasuodsay Sni(] Ul SeoUSISII(T SIUYT -

‘Surpredes Bl [BOIUND) [BQO]D] ADI[O] SAIIBOSIUIWIPY JO SNSS] UYHEBIL [BQO[D U0 YoIRasay SR OISy SOOUILOS

IN0QET PUB WIESH (107 AJ) UOTRIAPISUOD Ol USHB] 28 SIOJOB OISULIUL SB [[9M ST SIOJOB JIUYY JISULHXD SSA[Un
sreInoseUl aq Avw uonelardiolur viEp o) 21aym papodal :.8@ AJuesar oAy sosBO Awos ‘sorpmys Juepuadapur sjdnmw
WoiJ BIEp Sd UO POseg SAIDIUY)S JusIeIp StOUE SE0USIALIP PUB SANLB[IUIS S JO uopen[eas oyl SwpreSoy

| ‘diysuonejal adAousd-3[ 4 ayp pur S9IIOIUY)3 JUAIAJIP Ul UOHRLIBA 0[2USF JO
QOUAPIOUY S} SUIIEXS O} [BLA [BAIUI[S oY} Ul pauntopad og E:ocm §185) onausl Fnip [euonENSOAT o1} JO S J AU 100IJE
01 paroadxo sI m.ato%:.mb 10 moE%Nco.o:onﬁuE Ul UOIJBRLIBA 01QULT JT "SI0}0R] OTUYI2 OJSULNUI-UOU AqQ PASNED SUOTJRLIBA
sziwuiw 0} (A[aresedas pajonpuod mm__u:w.m 01 mo:ama 0S[E) ‘030 SPOYIALL JUSUIBINSBAW FUIpN[OUL [000)0Kd duIes 2y}

03 SUIPI0oSR PRIDS[[00 BB UO PASEq 9q 0) PApPUSWILIOIAL ST uostedmod (M) oneunjoorwieyd oruylesequr ‘Jesusd uf

LSOIIDIULIS JUSISHIP
usaM19q BIEp Jpsunjoseweyd
Fupreduos Uy Bpsuod

01 sjutod [eseusd oyp sxw jeyA  (8)

-uedef ur Suiay spalqns assurder [josua Aprendodde yey) (ueder i sagpms ansawop
I0 S[BLY [BOIUIY [BQO[S) SOIPMIS BOIULO UIOJJ BIBP YL UO Paseq “a°t “JUIWUONAUD {EXIPIW 3saueder o1} UL POUNUEXD
aq pnoys vopendod assueder syi ul Ajejes pue Aswdie oyf .ﬁ_oBEm:oo 2q ou.,vo,oz SI0J0BJ OIUYIS OISULIUL SB [[9A
SE SINJ[NO PUE UOHEONPS BUIpn[oul SI0[0R] [2100§ pUB (JUSWIEaS) PIEPUEIS PUB SPOYjat onsouderp “3-a) sonoreid jeorun[d
18907 o) sB .sozw SI010B] DIUY)R JISULIIXe ‘Snip ® JO AloJes pue ADBOIJe S} S1BN[BAD 0) SAIPNIS UL ‘puey I3jo syl UQ)

. . ‘ -uopendod asauede( au ur
nornen[eAS oﬁo:EoanE:a atpy 10] ojqeidecoe Kjjesousd ase uedep jo opIsino SulAl] s108[qns ossueder ul salpys U110}
WOIj B1ep ‘palopIsuod eq pnoys (121p n..m.mu JUSHUOIIAUS m:f.,: oY1 SE LONS SI10)0B) OIUYJS OISULIIRS S[TYM "BIep .bu:am
Io coﬂmigu oy 107 wuenoduy 210w a18 u:oEco:.\Eu [BOIpaW [E00] SU) UBY) Jaylel ‘SI0J0B] J1oULT SB [ONS $I0J0B) OUY)e
OISULIIUI “SIS2IUN[OA J[NPR \Ezmu:. [joaus A[yensn e s1afgns essueder ur salptys spounjooeuLeyd aseyd Alme uj

"seIpn)s USaI0] WO BIBp S1EN[BAD

Arendordde o) pareprsuoo aq pInoys suljepinny ¢ HOI SY1 Ul PAQLIOSp SI0108] SIULID (JISULI)XO pur DISULIUL) Y],

{SOIpMIS USI0I0] Ul pajjosud

ueder jo opisino Suiay syofqns.

osourde; jo wep oyl Hunenjeas

ur Japisuoo o syurod oq1 ore eym (L)

(L) MWAWNOO(] [BOIUY0S], UOLWIO.) Y] Ul PAPN|OUI 8G PINOYS UOISSNISIP PUB UOHIEN[BAS JO S)NS1 oY ],

, 'SI0108] [ENPIAIPUL 10] sIsAJeue
dnosSqns Jo S)nsel se yons viep 1urAsjal Swzijnn £q eoUIIIIP AU I0f UOSBAI BY1 JO UOHEBISPISUOD YSNOIOT) U0 Paseq
pajenjeas Ajnyates aq pinoys spuaned ssaueder ur Snup sy jo L1xpes puw Adeoiys oy woddns uso [BLI) [BIIUID [RQOIT. &)
WOI] BIEP oY) JOUIOUA “PALIILOPE S1 Q0URIRJYIP AUR JT “pautwiiniap oq pinoys dnoisqns essueder v pue vonemdod Aprys

[[EIOA0 UB U20M15q A19JBS AU} UL S0USISHIP PoxJeul € SI asey) Joaym Apejruyg uoneindod Apms [jesoao sy ul vIRp




report of Kawai Study Group). Differences in measurement methods, ww@o.m‘_om:%u clinical trial design, subject selection,
quantitative tests {including validation status and detection __::QV measurement time points, treatment condition, QOmom .
and dosage forms of the investigational drugs, standard Q@Smﬂoa (including outliers), and timing of the study should @m
carefully evaluated. If differences are observed, the possible effect of the difference and its degree in the evaluation
should be thoroughly examined before comparing data from multiple independent studies (bioequivalence should also be
evaluated if different formulations are used). . ..

If no PK data are available from Japanese and non-Japanese subjects included in studies conducted under the same
protocol, mo:ooﬁo: of PK data is recommended for parameters (e.g., Cyax and trough level) appropriate in consideration
of the characteristics of the drug at least at several time points in the 5.&9. ethnic groups to be included in a confirmatory

trial, at least before initiating a global confirmatory trial.

(9) What are the points to consider in

conducting a phase I (First in
IE&E.& trial as a global clinical

trial?

Active participation of Japan in global clinical trials from _u:,mmo I with international cooperation is beneficial to
collect useful information such as S_Qm@_:a\ and vwmﬂEmoowE@:o data of Hmﬁm:omo subjects at an early stage without
delaying the development schedule in Japan.,

When conducting a phase [ trial as a global clinical trial, however, the mmmoa,\ 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 m_u?.o_uamﬁoq shared among all study sites. Thus, whether to conduct a phase I trial as a
global clinical trial mrm:_a be determined based on comparisons of expected advantages 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 treatment tolerability in humans in a small sample
size, only limited information and data can be owww:ﬁa for the evaluation of ethnic similarities and differences in
pharmacokinetics 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 _oo:‘mannmmo:u it is appropriate to enroll gm@m:omo mc.E.on 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 n:m:&moo_om% study may be required when a marked interethnic difference may exist.

(10) When only a monotherapy study’
of an investigational drug was.

conducted in 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 drng 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 mzﬂoqsm:o:m:% established.

The sponsor should obtain 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 continuously collect and report safety information of the H.,E.Bmzmmzos& drug as well as the control drug. In
order to establish a system and procedures to exchange safety information on the control drug unapproved in Japan, the
sponsor is recommended to consuit with the relevant company which has the marketing authorization for the control drug

in other countries in advance.

(13)

What are the points to consider
when the active ingredient of the
mﬁ?m, control drug has been
approved in Japan and foreign
countries but the Qomm_mm. regimen

or formulation is different?

A standard drug which is widely available is manﬁ.m:u\ used as an active control to compare its efficacy and safety
with those of the 5<om¢mmﬂosm_ drug. In general, the dosage regimen of %m 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
scientifically appropriate evaluation, the same dosage regimen should be used for the control drug in the participating
countries and regions. . ) ‘ _ -

E.oéwe\o,b the dosage regimen of a control drug may be different among the participating countries and regions in
reality. The voﬁozmm_ 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 differeiit between Japan and other countries, the reason for and
background of the different dosage should be reviewed to evaluate the moasam_ effect on the efficacy and safety.
Specifically, different dose titration design may affect the early drop-out rate, and different maximum doses may affect
the incidence of adverse reactions., For different formulations, the reason for and background of approval in the
participating countries and regions should be reviewed, mzn_ the effect of different wo:d:mmzos on the dissolution EoEom
and blood drug concentration should be evaluated. The effect of using different ﬁ_Ommmo regimens or formulations in a
study on the maintenance of blindness should also be evaluated. .

If such difference is expected to maao:m._u\ affect the efficacy and safety, use of the drug as the control should be
avoided. Conduct of a clinical trial in ~oo::3@m and regions where the dosage regimen and formulation approved in Japan
can be used or use of other drug as the control should be considered.

In some ,ommmw, if the dosage-regimen has not been approved in Japan but recognized by international textbooks and
medical guidelines and widely accepted in the Japanese clinical practice, the study dosage regimen may be determined in
line with the internationally accepted Qommm@ For :ai.acmm cases including the handling of the control drug, w.ﬁ 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 moré using a true endpoint such as survival time is often
aomwmmoa as a global clinical trial because of expected time required for case accumulation and other reasons. While
Japan may contribute to establishment of evidence based on the true an,%omﬁ by participating in such a study, adequate
sample size 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. Therefore, the sponsor should assess whether the overall study population including .__mﬁmsmmm subjects can be
deemed as a single population, based on thorough review of data on previously used endpoints, the association between
the previous endpoints and the true endpoint, and the effect of international 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 any study
scale, in a large-scale study enrolling thousands of subjects or _.:.0_.9 the use of a surrogate endpoint is an option to
calculate minimum sample size of Japanese subjects for consistency m<&=mao=u. if the surrogate requires smaller sample
size for evaluation and is reasonably associated with the primary mz&uomi (a true endpoint such as survival rate). In this
case, the practical mEo:Smi of Japanese subjects as many as Huom_m_zo over the minimum sample size is m:oo:wmmoa

Endpoints used in previous phase studies should be used as secondary endpoints in the protocel in addition to the
endpoint used for sample size determination. Evaluation should be made not only based on the comparison of the
primary (true) endpoint between the Japanese subgroup and the overall .ﬁ:aw 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 lJapansse patients

will be required for evaluating

the long-term saféty of a drug

intended  for ~ long-term

treatment of non-fatal disease, if

In the trend of globalization of m?_mam,\o_ovﬁoﬁr 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 momoa the m::m of the new drug application may be smaller than that in
a case where the development is based on am:m mSE clinical trials conducted onily in umvms It ﬁoﬁo::m:% causes a

problem in m<m_cmﬁ:m safety in the umvm:omo




, _ , VINd ypa

JNSUOD O] PIPUSTUWODAI S I ‘S9SBO [BRNPIAIPUL 10 '$199[(qns osourdR[-UOU WOLJ S0UIRIP PONIEW AU PAJBLSUOWAP JOU

sey syuened assuedel Jo eIBp AloJus SUNONIEUI-ISOC JUSIOLINS PUB SUOHBOIPUI JR]IUIS ‘,_oﬁo Joy ueder ur peacidde usaq
se1] nip a1 uaym 1o sdnosdgns essurdep-uou pue o.mosmmmh 51)-usam1ag AJ9Jes U SOUSISHID PayJewl AUe pojelsuowsp
jou mw: seipms ojdiynw wouy viep oyl pue spuswdo[aasp Grup Jo 28e)s Aiojerofdxe v:m. AlIga ue Woy S[ELI [eorui[d
[2GOIS Ul PAAJOAUL A[SRONULUOD US3G SBY unde [ USyM SB 4ons ‘suonenys awos ui ajqissod ow_. J[us Aew sp00lgns Jo Jequmu
yons Surdjsyes j0ou S[BLN WOJ) BIBp FuISn UonEn[BAD AJ9fEs B ‘spoafqns Bupjjoius W AIMOLJIP JO 9SBO UI ‘ISASMOI] 18K
[ 10} pajear) uadq Ay oym spoalqns assueder a1ow Jo (O] Ajojeunxoldde woly pajoa[[os aq pinoys ejep Aeyes n_m,_mnmw

Uy '$OSBISIP JEIRJ-UOU JO Jusujess) ule)-uol Joj Snip e J0} pajen[eas A[ySnotoy) aq pnoys AjeJes uuel-Juo] oyl

¢TBLI [BOIUT[D [BQO[3
B ur  spoofgns mmuz.mmmwéos
pue osouede[ u9OMIDG UMOYS

Uodq SBY ADUSISISUOD BIEp O}









