= RIS IS 1225 5 2 &
ASFf 54 12 A 25 H

FAERREATE (7)) & OB

JE A 7B [ 3R R 3 A e A A PR R
N WA B )

—~

M CHRIRBHZE 23 ST L T2 R 3K 5 o [EI BRI [RITRER B Ad i
AARNTOH T AR O ERiITBI 3 2 EAME 2 12O T

E L [FRBRBAARTO B RN TOH 1 F#HRBR O EHEIZRE T 25 2 12201 T

X, kT, TEPEELETRBRICBT 2 EARME 2 Hlcon T CER 1949 A
28 AfHTIERFATE 0928010 5247 @ I M RE A PR R @A) |
[TEBSIEFENABRIZBEI T 2 HANE 2 5 (BEEH) ) (220 T) (CFEk 24 9
H 5 BfHEA S A EIE A R A BRI RS KO [ERSILFEREREE
WERTO HARNTOH T HRBRO FEHEIZB 3 2 AN E 2 FIlz 20T (L 26
10 A 27 BN EA B ERELRFEAE R F SR, DUT THEEE
1 EWVWH,) ITEVRLTERLEZATT,

IR YA OFTEL S A F RIS ZELWIWIBRE 217 5 a0 72 R3S 2 F
& LT, WA THAT L TR ORI DHED DAL, & D% OMREER 72 [E R I
IG5k O F i A T8 - 72 BRI B W T HADBMA G S D 77— A 31
MF 272, ABRBREOZ LN ERINTWET, £/, 20X Rr—A|C
BT, EHEELENRER~DO BARANDOSIMO /[ R03ZF 0% O H AR TO Y54RI,
DBAICKRELS B LT, 4%, 0 L5 RAKREOEE2EEE 2. H
BRILENRBRICSINT 2 AR ANDOZ &M EHIRT D & L I, EHNREELD
EANHAARTEND Z L D2BEDOARF R ER/MET 28806, THEEEHE
[FIRBRICBE T 2 AME X H ) @ 3. ZHIBR L., TEEELFETRBRICBE 3 2 FEAMN
Bz (BEFEA) ) ZHR1OFHBAMBEDO LB KIE L, IHFEEE L BE
B35 & & biT, WA CRRIRBAFE 23 61T L7z R3S o [H R IL RRERBA kG RT O H
ANTOH THABROFEIICET 2 EAIB X HIZOWTHR2D LB &1
FEOELOT, HTHO L, BEENBERFEZEE I LB G/ BFE
W= LET,

728, IR 2 OFEFR L S IER O EEEILENERICET 2 XANZ 2 K (5%
FH) 22BL L TRMLET, o, REHDOF LIZOWT, BIFLOHKRE
(ST CEET 20T, BDOOH LI ET,



(lEe)

H ARG M A A 2

H ARG T 36 H =

KEWFFEREE TR BRI HITERR

— AL A A BRI SR (A 5 2

ISEAT B N i SR b e B R A



HIR 1

EFRILRIRER ISR D ARRZ 25 (BB EH) AR

(T RS 1L EHRS))

i IE %

g IE Al

8) Hipo L RIETOEMENREZ LT 5 LT —ixayICH
A& R,

8) HipoRIETOEMENE L LT 5 ET—kavICHE
H & R,

— Iz, B o L RIEE COEYENRE % T BRI
1%, R REA SR LIS O BER I X D A8 A2 RIS 5 7
D, WIEFIESELEOE—7 0 ha BB TOER L
Eie,) TUEL7-EYBEhefERIcK ST I 252 L2
EELW, £, REBERZOC N TV AR—F—IZB T 5E
R ZE SN B OEIES O R EIRE I E L KT T &
EZONDHEEIZIE. TOBBHEROEKRIBIZEBIT 5%
RRELEEL., IBRICBWTEBLETFRELERL., /58
ERICOHEF R EbiTo7- LT, fFMliT5 2 ENEHETH
D
M L CE M S N B OB EE R R A il L
T, HERETCOEYEEOTELMESCEZR ZEBLZRT HGEIC
1. NIRVEREREIR O 2 7a 537, FAKME REERIZ S
WTHBEICANRNE | FEROMBIRZBLIBENNH D
FHINRITH SN E 2> TEY (AL 22 4R A @R
MR B B4 - ATBUBORMTE /0 B MBS CR (e AR R HE AT
78 (A KEF IS < B O REZICEE T 2 EES
HRIEFRMIE) AP EE) . BBRGE, Rpkinag,
EEE NV TF—ra o EERAELET) . H
ERE S, BGtE, 5 Ro &, R o

—fxIC, B o - RIEFE ToOEYERE & BT D BRI
. PNIRPE RER SR LIS O RN X B A8 2T 5 7=
W, WEFIESELEOE—7 e b (BERBRTOER L
Eie,) TUE L7-EYEefERICK ST I 25 2 L2
HE LW, o, RPEEEOC N T VAR —F—ICBIT HE
AR A B H OERS Oy EE I B A MIE T L
EZONDHEEIZIE., TOBBHERORRIBEIZE T 5%
RRELEEL, IBRICBWTEBLETRELEM L., 58
LR COEFH LR EBITo72 BT, FHMET 22 ENEETH
Do
ST U CEM S - BB oKy B ER B B4 il L
T, HERETCOEYEEOIELMESEZRZEBLRT HLEIC
1. NIRVEREREIR O 2 7e 537, AR KM RE RIS
WTHBEICANRWE | FEROMBIRZBLIBENNH D
FHINRITH SN E 2> TEBY Ak 22 4 E R AT B R
MR E A4 - AITEUBURITSE /0 B MBS OR (e A R HE AT
78 (A REFIICE S < BRSO REZICEET 2 EE
HFEIEERMFE) AP EE) . BB A E, Rpkbrg .
EEE NV TF—rvarofgk, BERAELET). Hl
EWRF L, G5, BEEYOHECRA, RBRAE R o




WERFRZEORE S (I PTNEOFEMEORES 2 E5Te) . Fhi
RFHASE IS BT 2 FIEFEBOZEREREE L., ZEARH D
BAix, £ OERNFHIC AL KX T TRt K O B
IZOWNWT, T RRE 21T o 72 L CTHEBRR O i 217 5 %
TS D (BAIH B 72 2 856 11T BAIR T o EW S [R5
PEDOFIEE S ET),

fl—>7v b2 /LTIUE L7 BARAN & o Bk TO 3 E)
RERRBR AL NMFAE L2 WA IZIE, ED%ICE T D15
FHEAE T RTDHZ bk, ARFBFEE CORIC, D
2 EBHTEZLOFSRIZBNT, R—71 hajc kb3
WEhRERFEN DY E B 2 DN DEIE (B : Cmax, T 7
EE) OF — X%, BEEBRICHAEAND Z &2 TELT
WD EELRRIKCATTELE23 BT ENEEL
AN

¥ERFEOKRE S (ITTNVEOHFEEDOFEES 2 ET) . Fhi
P IC BT 2 K5 EHIEMOZERZEE L, ZBNH D
Gra X, ZOERNTHIZ A KT TRt & O B
IZOWT, +oRmatE1T o 72 ECRERM O el 24T 5 %
ERH D (A7 5356123 BAIE T O AW S0 R %
PO EES L),

fl—>71 b2 /LTIE L7 BARAN & o Bk TO 3y E)
RERRBRAE L NFIE L2 WA, £ D%ICHE T 5165k
FtEZ T RTHZ A liIcL ., B ELREER 7 FERE T
FVEER A FEh 3 2 a0 E Tloid, D &b EGHZOERIT
BWTC, Fl—71 b3/ L5EYENRER M DY) & 5
ZHDEE (B : Cmax, b7 7l%) OF—% %, Wik
MBI AAND Z EEZTELTCWDEERRKTATT
XHEOFHETHIENEE LV,

10) EWNOERRRER TIXHEME G ORE LT > T
L BEEGS A & OPFRERE THEM T E O EFRILRRERICS
3% Z LIXATRED

10) EWNOEERER TIXEME G ORE LT > T
2, BEHEG A& OOFRRG T I T E OERERI 72 [FEFR LR
AREBRICBINT 5 2 L IXATRED,

JRANE LT, \AMNRIRRBR O REN S O 2 0H L
THERKE A AR OIRBRTOFH 4 2 rIREME D & S fth
DEA L JHEG LIEBETH-ThH, ZnLhOeM
EDOV R BERTHBLNERVEEZEZAONDL LA
I, ERNTOEEKS A EOIFHRREZEm LR &b, EH
BRILENEBRICSIN T X 5,

JFAIE LT, HEIEEIRR~D S IFIHE H AN TORESE
i A L OB GRFORGRERZG TEHE L Z LMY TH
5, 1L, WBANERRBROM RSN S, PEHA2SAEE T
HIEHM A ZIRBIEN ONRBR COFH T 2 AlEEED & S LoD
RN EEHBEE LB AETH-oThH, e o) 270
HWRTDEZMIRL PORBICHVDERG A OfE
DEECAFNZ BT R BARE AR S Y . 2t
fENLL TV D EEZ GNDGEITIE, ENTOEES A &
OPFHRERZ I L2 < &b, EELFERRICSMTX 5
AREEEb D EEZLND,




B, HBOr—RZHONWTIL, FORRTHLIL TV BB, HBDr—RZHONWTIL, FOATHELNL T
LR T — 2 TEHRELZEE L7 BT, PMDA OXEBIE | 2R T — % HWREAEIH L7- LT, PMDA OxtEhE
THRTLZ ERHEIESN D, THRTLIZ RIS,




I 2

1.

Mt CHRIRBASE 23 ST L T2 = 3K 5 0 [EI BRI [RITRER B Af il
HARNTOH T AHRBR D I B9 2 HARZE 2 T7 IO T

SFB54AE12 H 25 H

XL DT

WA CHAT L CREI ORI N ED S, £ Otk O ERRILRTEER 2 Ehi
SN LB W THARDSIMOBRF MG E - T EFEMLOLGAIZHB W T
EREEILFENEEBR~D B AR ANDOSIMO F[HERE D% O HARTOYFZEK ST OEA
DTN RE LS ET L ARMERDH D, ACGET, £ X5 RN T
WHIND Z &2 LT, EHEELFERRIZSMT 2 BARNOR M % il
THELEHIC, YKEEENLZOEANHARTEND Z EICKDEBEFEORF|RE
H/MET 28LEN G EERIL RN OBRGATICEHIT 5 BANTOHE 1 fHaER
DFEFEIZEET D AN B2 H 2 EHET 5D TH D,

B, —EIZIE, BEOMETT — 2 %2155 Z LI2 XV ERLBFICE
WTEZERNKYE - SAM: R ER 2 B WNCRE T 28800z . B E
@%ﬁ@ﬁi@ﬁﬁﬂg% 55 1 FERRER 2 50D 7o B 0 Be B 2~ & B PR BA %
CHANZIMT D ENLEE LN EIZEDD E720,

2. FEARWEZT

—eiz, EFEELETRBREAEATOHE 1 #HERBRIZ OV, AHE - RESCH -
Ml ZE VT A Z ENMAEE R D H DO TIEZRV, BARNEEIFTERRIC
ST HA0C, FIFARERT — 2 06, ERSILFENRER TRt S s Ak - A
EwaﬁA%%%m%;%%émtk%@ﬁ P AEMENRTBTX, 2o,
ZEMNERRIOICTR - EHEARENZMRF LI LT, MEBEEEZ NG E
Zhrx, FHIE LT, BARATOE [ FERBRAZ BIMNERT 2 LB /20,

—J7. EEILENRER 2 I3 5 EREEBII i LT &V B e i AR i A 1T
O BSOS BN RE S O HE - VR KT T NIRVE BRI ELR
HiIEk AT A2 % 5 f8 L CRFELARE 0 [EBRIL RIVE IR A2 B U FHENr 2 5 8LE 0 6
(X, B2 T ARRRER 2 E R L EERR & L CEET 25 E512IE. BARZD
FIHRBRNLZMT 572, fRERIRY HARNICERIT 2R YENESE T
HIERAENET D EDREE LV,

ZDH, B ZEIC, VAZOREE, REMNEROZEOZITOT X,
R OERE EOLEENE, WO EBEILFETRERIC B ARRSM L WSS OARFIZE
BONT U RAEEEE 2 T-BFHIESE BARNE TR O LEM: 2 1l 5
VR H 5,



3. ERE B IR D W OE X

(1) mPEE, EatESEEREDE /MR (AR OFEL b7
W) ITHWAEIRENZE, T Ay MAT 4 I N=—XRE, HRT
DRI DT IZ, Fhtn T & T TN O EEE L FEER~O S MAE E L
EEZONDLIHEAIL. WU AT r—b Farkvr S ET, AR
N T FRERZ S i3 & b EBRERIRRICSINTE 5,

(2) kit (1) DAOERLIZBWTYH, 20X, FERKT — 2 LHgst ¢k
1T 2 EERBRICB T 2 EEO NFETOR R, BROFERZ GO - HFED
MR, TV 7&VIalb—ya VEICHKSE EYEReeRn (24
PE) MAFEZR EORBHBEROEELZITOTVWEIEBZ NN &7
Ent, e b BARNBRSINE OLZEMENERNCTIR - & B AR
ThdLHWETE 25 EITIE, BANS [ FHRBRE Eiid 3 & b EERILHE
RBRICBINT&E 5,

—J. BARIZBITDEEHNEL . #o [ B L [R) 7R BR O F it £ T
ik [ FHFRER 2 3 2RI 3+ 12 5 70 E ORI ZBE E % | Bﬁk

55 1T AHEBR O I rTRENED & 5 & IRBRIKIEE 2 HIWr L 7255121, BAAN

B 1FRBROFEZ BRI XETH D, 2720, BHFEOFEHENS BARANC
BF2UR7BAENCBTEH U 27 Z2REL ERIS ARV LR T 5
G N TOREBINNGAIL, ZORY TixZew,

(3) Eig (1) XE (2) OWTHNDOEELTH-STH., Fl 3TN AHZ:
ETHLND LD 7, EERAEFENEHEIZRIT S Z L BNEE I,
LR ORNEIHLTHTH Y, 220, FlECHEINCEI ST HARATO®RES
RER DN 72 WA 70 E R EEFEHRNR O TV D EEMBIZHO VT, BARA
FIARBOESICONWT LV EREICHW T 2LERND D,

4. Zofth

HARNGE [ FHRBOEMOFEIZ) b 5T, EESILFEIRERIC mTHK
NOIEYERE - )77 —F ZIET 570 & LT, ARHEEE TCOMIC
WyEhhe - )P OENIEZEORFTZITO ZENEETH D,
Hﬁk%lmﬁ%%imbﬁw%é@%of DI OVRBRAKHE R D3 B & |
W U723 Ak, EERLFENERICIBW T, B AR T 2 8000 28 S5
&E#é

HARNEE T FERER O M K ONERRILFE RT3 1T 5 22K o Uk
d. AEECIERE B 2k ﬁ%éhé%%ﬁ%@ RSN D% 2k
Z PR T 2B D PMDA 23082 &Il L 72355121, TR 2BV T
PWAﬂH$A%Iﬁﬁ%@M%%&UI%AH%% BIFLHARANIKT S
IBINDZE2HEIR R DI XIFE L E IR ORI S 21T 25605 5,



Appendix 2

Basic principles for conducting phase 1 studies in Japanese prior to initiating
multi-regional clinical trials including Japan for drugs in which early clinical

development is preceding outside Japan

December 25, 2023

1. Introduction

The possibility for Japanese to participate in multi-regional clinical trials (MRCTs) may
significantly affect the success or failure of introduction of drugs to Japan in cases
where early clinical development is preceding outside Japan and Japan’s participation in
global development begins to be considered at the start of MRCTs. This document
provides basic principles for the necessities of conducting phase 1 studies in Japanese
prior to initiating MRCTs including Japan for drugs in such a situation to ensure the
safety of Japanese participants in MRCTs and to minimize the disadvantages of patients

caused by the delay of the introduction of the drug to Japan.

In general, it remains desirable that Japan participates from the early phase in clinical
development including phase 1 studies, considering the importance of identifying key
intrinsic and extrinsic ethnic factors early in drug development by obtaining data in
multiple regions and of improving Japan’s capabilities in drug discovery and

development.

2. Basic principles

In general, it is not mandatory to conduct a phase 1 study in each race/ethnicity or
country/region before initiating an MRCT. In principle, an additional phase 1 study in
Japanese is not needed unless it is deemed necessary after assessing whether the
safety/tolerability of the dosage to be evaluated in the MRCTs in Japanese participants
can be explained and the safety is clinically acceptable/manageable based on the data

available prior to Japan’s participation.

On the other hand, it is desirable to consider measures such as including Japan when the



phase 1 study is conducted as an MRCT to collect information on Japanese, such as
pharmacokinetics (PK), as much as possible to provide detailed information to study
sites that will participate in the MRCTs and to appropriately design subsequent MRCTs
taking into account potential regional differences in intrinsic ethnic factors such as PK
that may affect the efficacy and safety of the drug.

For this reason, it is necessary to make a judgment for each individual drug based on the
balance between items such as the magnitude of the risk of the drug, sensitivity to
ethnic factors, medical needs, and disadvantages of not participating in MRCTs from

Japan.

3. Examples of decisions for individual drugs

(1) Japan can participate in MRCTs without conducting a phase 1 study in Japanese
provided appropriate informed consent is obtained for drugs with high unmet
medical needs, such as drugs for rare diseases, diseases that are refractory and
serious, or pediatrics regardless of whether it is developed in adults, where
participation in planned or ongoing MRCTs is considered desirable to develop the

drug in Japan.

(2) Except for drugs described in (1), Japan can participate in MRCTs without
conducting a phase 1 study in Japanese if the safety of Japanese participants, at a
minimum, can be judged to be clinically acceptable/manageable considering facts
such as PK and/or response safety are less likely to be sensitive to ethnic factors
such as race based on non-clinical data, preceding foreign clinical trial results in
multiple races, available knowledge including information on similar drugs, and/or
modeling & simulation.

On the other hand, conduct of a phase 1 study in Japanese should be considered
when the study sponsor determines it is feasible in situations where the number of
patients in Japan is large and there is sufficient time to conduct a phase 1 study in
Japanese prior to the MRCTs. However, this does not apply when the risk in
Japanese is considered to be not significantly greater than in non-Japanese or when

the safety margin in humans is broad based on available information.

(3) Even for drugs that meet (1) or (2), the necessity of a phase 1 study in Japanese
should be judged more carefully if the drug is expected to frequently cause serious
adverse events and has a narrow safety margin, as observed for example in anti-

cancer drugs, with limited safety data such as no experience of administration in



Japanese regardless of age and/or indication.

4. Others

Regardless of conducting a phase 1 study in Japanese, it is important to assess the
differences in PK and/or PD between Japanese and non-Japanese through measures
such as collecting PK and/or PD data in Japanese in MRCTs prior to marketing

authorization applications.

If a phase 1 study in Japanese is not conducted, the study sponsor should set additional

safety measures for Japanese participants in MRCTs if the sponsor deems it necessary.

The necessity of a phase 1 study in Japanese and the appropriateness of the safety
measures in MRCTs will be ultimately concluded for each individual drug, and if
PMDA judges it is necessary in order to secure the safety of the Japanese participants,
PMDA may give instructions or advice on the necessity of a phase 1 study in Japanese
or on implementation or changes to the additional safety measures for Japanese

participants in MRCTs in a consultation for clinical trials.
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