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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.



W

=2

[EERILERERICBE 92 A E 2T (ZEHH)

SRR 24 49 H 5 HAERL
SR34E 12 H 10 Akl
SF54 12 H 25 HikiE
() =3 R e e B A

LT

BAEDNBINT 2 EERILRTEBROMRERIL, Rk 19 4210 TEELFENARICEIT 2 AR E 2 5I2oW T CER 19429 A 28 AR E A TS 0928010 5,
JEAE T8 R IR SRR A B R E ) AEA ST DERITEML TR Y | TFETIE, Bk E OEBEILFENEERZT T2 <, AP@EEORT 7 itk
TOEBIEFIRBR ML T\ D, F7o, FensE &gt & OBEENE S BRI O BRE ) © o0 FEFRIE [FRER O FE R85 T-61 4 8 2 5 KHUR EIFRIE FRER
~OBMEZIL L Sod 5, I 51T, BHIYREIZEW TS, HARZET T B 3 TEOEHE b ivo2oH 0 EELOEBERRRE A HET e T,
ERR L RENERR, FRICHRT U7 HuskiC 31T 2 EBE L RN AN VDU M S5 2 L iE. B ONTEREROFHE AT O BLHIY JHIC & o> TH EERET
b5,

ZOX R ERE 2 BERE O TEEILFERBRICET 5 EANE 2 FIZo0T) OHEREZ S 5ICED, BAEDN L BB S [EEEEIFICHIEC
ZINT 5L LBIT, AR LEMPTRIND T 7 HIRIZ BT 2 [EE L FVERE O M DM 2 FMICE T 5 2 L& BT, A%, TFEOFG 2B £
2T, EBREFENERICET 2 EANE R (B3BFH) 20L& & L,

UTIZZEORNEZRTHR, ZROIE—RNRFHLZRLIEbDOTHY lHxrDr—RZH50TIE, () EELERERBAEME (LU, TPMDA] &\
9.) LOXHEBMBIZEWTHHRT 2 Z Ltz s,

BB, THHHEFNT, BRRIZB T 2RPIRICE SN TIRR7Zb D TH Y | % ORILOZE L, BERHEA O AL R OEREH G U TR RE &
N, BEIENLHXELDTHL I LITHETHLENRD D,

1. 7 27 Hsk TOEFILFETRERIZ B4 % BB SH

1) 7 U7 Hu CEER L RITR R & 5 H hagsE O3 7 Mo RIER T, R ISR 2B 2HOBEEBHE DL L WVWIEELAF 7T e 7 7 AL
Mg DI ico> TRICEET 2% | PEULTWD LEX O, IEFE TR, W7 V7 Uk TOEBILRTERZ 172 2 BARRERRE R & L OKRShzE
T % 7 EmbdH o, LEN->T, THo7eMaNl S &Gl S, i ST 27 #ill T o EFILRTEBROM R 2, A

FTOAGEHRFERE LTI AND ZEITAETH D,

L L7, W7 V7 RRFIZE N TS RIRIER (NRPERBERZER O 270 63, EREEEC i ) &

K5 OANRMERERER G EE) OERD, EELBOAMEROLZEN (T -2 2D D72 TiER<, Mk




FTREL BT, LLUTRER) (SR8 KT RIS 5720, KT VT HIRTER T 2168 TH > Th., BOKRE
= & F2ht 9 5 ERRILRTRER D5 & & RIS, RRRYER O 72 AR 5 O AN OVZ VI RET IOV T
TOorChEt Lc BT EBRILRETERZ Gl LR 2 0ENH 5,

Frio, /7 U7 RikE —>OHEM L THREENZRIGRZ E L L 5 L 72581213, TO+oaT =20
L 72 ETHARNLMORT 27 BRI 1T 5 BRIV ER OFZBIZ OV TR L, £ ORI REZ B E 2 i)
IRBUC D S RBRGIEZRET 2 2 ENWYTH Y | BRI AR 2 R E 45 2 & TARRT — 213G
LG E bbb, BIRERHERT VA o FHEFIEFEIZ OV T, FAICPMDAO X B S THR T 2 2 & A HELE
SN%,

S, KT T HIBIZRBIT 2B T — 2 0Bl E LR LG 5 2 & T RIRINER OZRIZET 2 P
PIRED . /T U7 IR 2 [EEILRIERR 2 & 0 Il ONCFE T 5 Z LicohiseExAbN, 20
LRI EMAERD Z LI K- T, T U7 Il Z ST RAKRBE ORI L HOm LA S, iR
(T, AFROAGRHRFEICT 7 Ml THfi S M2 EHELFERROMREZ S SICFA LT RobnEHE LR
Do LIZii-> T, BZEFHBOTICHRT 27 HsliZ k1 2 EERILRIER 2 20 5 2 L bat L, /7 U7 otk
WMEERT D ZENEEND,

2)

YT I T o EHRR L RTERR &
RIHEI D & MNHERE S LD R RGE
W3 % D,

ED XD KB TH > THHRT V7 il TOEFILFENERZ Efi 25 Z LITWREE BEADNLN, ’RT VT
HUB TR LB m W ESAL . B BORICHEATIRT O 7 #il TR m R B (B : B, T
5F) T 0 BB CIIMRRERBR 00 SN 23 R B AR R I T, SR 2T U T o0 R PR BH 38 & BRI SRS
Z LD BARBEEEORILE DR BICHw T L RENEA D D, ek, RHEIRICIE, ERE1) 2RI L L L
BT, T T IR T KBCKE b @O e 2 IR B 2 BT AR, IR T ORI EIC3R
J LT T M T OEFRILFEIRBROAMEN T 2, TORML L2 ETHEZED L Z LB TH Y . BOKET
DFZE L LR DL OORT T MBI TOREZED D Z EBLETH D,

3)

AN SIVRSE L7/ ) =i
ANDEEEN G ED L5 e FEER
L [F BHFEHRME 2582 2 &8,
—EENZIXRTRE T H B,

PRFEHRIG L, BRAx RERZ BB L TRESNDI DO TH Y, —RIITHELSNTZE ZTITR2 0B, BRIIB TS
RGO Z HiYE L CHEZED 256 T, EMERT 07 7 A VOERITERT L L, HANLBCKAXIT
AR DO T 7 Rl L DHEZIT) 2L BB D,

HARNEHCKANE DT, FEYERRICRE RERNRVEEBZOSNLHAITIE. R OREN R 5 AAN
EWOK A T OEBRILRITAER O FHMi A nTEE & B 2 bav, BOKFEE & MkmerI 2 L2 DIEBFILRBAZE 21T 9 L)
BRBACOWTHRA T2 Z EPAMHTH D, — . HARNEHECKA L O TRYEIBICKES RERPROOND D




DO, ARNEMOIRT DT RIEE ORI TRERERNBL2NVEEZONDLAEITIE, BARNEMORT U7 RiEx
F & T LR R ERRILENER O ERMAZE 2 HiL, W7 U7 kA FARE UTHIET 5 & v 9 BRI >V TG
THLIENAMTHD, HARANEAEAN (&*A%éb\i{ﬂ@ﬁ?/?&#) & D] TEYENRRIZR E 7R ER DR
D ONDHEITIE, TOAERPE T SEBL NN ADEL LBV RIT TR OV TEREMICHRE Lz |
THFEFB AR TS THY, HARAIZ Téﬁﬁﬂf@?’%ﬁﬂ’]uﬁ%@%ﬁm IOVTHRANLETHD

FREERY 72 5 2 E BRI TG ER & U TR 2 2@ 2T DWW TIE, BRERAZ2 3RS Ol R\ HED 4 2 B
DO, T 0T 7 A IVTOERDHIRLT, éfODJ:9&%)5%5’]%.@@%‘2;1;10)75%i&@ﬁ}_f -7 2
BIEL T D DNITHOWT, BRI EORRICESE TIRET2 2 L BB BETH Y | MEE 2Rz Pia3
DHAENZ, MAAND L TORM R 2 FEFHEE & LTREL, #HliT 25 Z &L 0@ L2H3IT 2 0E R H D,
SN ﬁ‘%%h?‘:ﬁ%ﬁfﬂ:%@nﬂﬂﬁ CRALTIE, ACEOHEA [6) EEILREIGBROMRZ M 2BRICHE T~
I, | ZBZICLTWIEE 2N,

4)

Ty v TR % E N R R

Tlx7e < W7 U7 EHEEILETE R &
L COEHE L, BROK CTHEME S A7 i
IRBRAE R A SMET 5 2 L I3 ATRE
M2 ER, ETORICEETNE A
AT,

WE, 7V v rE B, WA CER SN TCERARBE R BARNIMET L2 EAHBE LTEY, HRA
Extgrl LCTEIND, Ltrﬁxof W7 T EBEEREREZ 7Y v P JRER EALEM T Bk ORBR RS B A
SMFEL LD LT DG AIIE. TO+aRT =0 HRENE Lz BT, Hﬁk&m®ﬁ7/7aﬁkwﬁfaﬁm
FROZENFMZT 9 ECTHMBEIZITR 5200 ) BFRIRILZ T2 0 ERH Y | HofBRICBNTDH
HANEMORT T RIELE DM T—B LR DHERTETNDLIZ ENTY ///7:'/)27 MZEES < 7%
179 EComig s 72 d, BBDOr—RZ 20 TiX, TOPMDAOKIEBIE THAT D 2 ERHER IS,

B, 7V P B ERELEER E L CHET S ETORESEIIOW L, BEICICH BB A RT7A4 8
Milzx32E% ([ PNEBKRT — % 2% A D BRICEE T RN & RENZERIZOWTOREE] 1ICBT 5AICD
WTC (2D2) I, FEISHFEI0HS B EEEE) THRROENTNDHDT, BEICL TN &0,

2. [EBESLRETRER B 5 iy i B HIH

5)

[2= F i B JE D E B L3 e T

H A 31T 2 I PR B 58 s B OVl
KRB 2SR 5 ETRET

ANE AT,

RIS ORRIRPAZERTE 2 KT 5 ETEERZ L3, RS2 RBRGH 2 IR 5 & & bio, %
BHEHIZRBN TS, EE, ZORRETICHELNATWD T —F 2@t o+ 53 IC7HE L. KRBT DI T2
FH LR D B R FRBRG T O A0 it 2 X D 2 & TH 0 . B & Mk 2 5 PR B G % 12>V T PMDA & AH
KT DN HERIND,

EIMHEOEB A ERT 2P Tl EEREFRFEEOMRBEEZET 22 L2V B D2, B




OUTIZB b 597, FICERT DM SIS & LBl D AR BN b, EERLAEEZED D Z LN
F LW, MESMEYSEE & oD D W & X, WS E OIRFENRBRO IS T 2T b o T <. BN
W CHIRCEM T KRB CTh > T, ZOREBREH BN R~ G SERFHE - A2 H 2 WXL 2 VER
LOHERILE . EHNRERFEEED DWW I EECH 2S5 L0 TH D,

Trbb, EIREMBTEO RN EICEAEELRE & OEEAZRL RN, BRE NS 2 ERMLITBIT 5 5o
DT —H NG WA EMEICERE LA Uz ECHREIR A MG LR 5 2 &3, BIFEHE 02 == b0k kic o
BN HEDOEZEZBND, BARTOEAGRIZHITZ LV E R HEATEZT 5720106, BRI OREN
B D AR ANBE TOT—F ZHEEL TS T EREE L,

B SICB W THAR T A ARZ G D THEM SN TV D BRI & Uik, ENERClRARRR%ZE
fid 2 BA%. WBAEKRBREREZMETZ2 7Y v U I X D%, MEERER & 5 7= i KR & ¥gsh & JE[F T
Fehti 3 5 EFRILRIBHIE D350 & 0 | FERERILEB R IR &dlfs U C a3 2 i B o EER L FEBRF L OV H
HEEE O T U7 kA L E L CERT 2R T T EBERFERERH D EEZOND, b O GIEOR
ME+2ICBEE L, ARTOEEHOEESLZEDORETHOLN TS T —FENDL, KMELTHRbELTWND
ERARBREIH ZRET D Z ENHEETH S,

6)

BRI [RITRER Dt R 2 FFAm9~ 2 B
(RS & U,

HARN Z 3t A EN CHEHE S 4L 5 EERREROFE R OFEN & [FEk O FIE T, BEEROMR, A2, 242
PEREEE 21T 5 2 EBNFEAICTH 5, A0 BRIZIE, REM ORI 2 THARANEAOLDOFHEZIT>72 T, &
HHEOMO—BMHIZOWTHRET 2 ENMEL LN, BARNEMAPKBRICBIT D2EOEMTHY LT LY
RER A ERT 2 OO REFES AN STV AW E e, MAAN S EMBICRHER L L TER
DAECTWAHAEEMEICEET A ENEETH DL, LEN->T, BRANEHAOKEROFMIZE L TiL, HAAN
SEIE A E 2. RMEEMEDO R O T ZORE (BERAES) ICOERTLOIXLERD D, £o. BARAERICE
5 FEHEFARE B O T TIE e BIREHMEE B IC oW T, FEEFHMEE B Ofs R AEH O R L Rk
FERDRINTVDIDHERTRETH D, o, BEMITHOWVWTHEERIZ, 2 EIARNERE DO TELL
B2 S TEARRD BN TR WDHERT RETh D, REMEBARNEN L OB THERICERIED b
AlTIE, ERE O EMNANTE RS L B BICERNE LLFRRICOWTHICER L, YEERRERRR O
B2 AARANOENER L EMEORILE T 5 Z ENFRETH D DOMMEEICTEMT 2 BERSH 5,

B TAD OFHIRE R K OB LI OV TIE, FEERHZCTDICE IR~ & Th 5,

7)

MSMEE AN R L LT, ifF

AN CHSE S N B R A2 YN 2 72012id, £30E, ICHES A R4 THRRENTWND X9 R




S CFEHE S AT BB R A TN
D BT, BET &SI,

WRAIEER (WIRPER OSMNRME) ICDOWTEBET L2 ENEETH D,

Z DT, BN AARNTOEDENRE AL TG T 2B IL, @EERRATERSND Z LR, ERER
FE& 0 b, BIEERNEONRAERBRZER SR Z T2 ETEETHY | RFFOEFREZFEOHAER
R ZER DEWNZ K2 B2 ERT HOLEPRS DL DD, < ORE, WIMEERRNZ R & LTI OTER
Btiax THM S AIZRER DD B AR AN DKW ENE 2 FHII 92 Z LITFRETH 5,

—75 T, AR OV e T 5 ER T, WIRITERBREER O H 72 677 SR IR HEIR IR DR KR
BRYL. HA. EFOLIRNERNEOIHIKRERKBNENEZZET DLEPHD, LIEA->T, BARNCBITLH
IMER OVZEPEIZHOW TR, HARDERERE T CHGETRETH Y . HAREED AARANETITHAAN DT
ERREER  (EFRIL IR BRSO E N R COMRRER) ORIRICESZFHET 5 2 LAY TH D,

8) R TZRIET OB GE % L
T E TR E T & AT
I,

—MRiz, Bipo - RIEM CORYBIRE & g 2 BTk, WIRMEREMER DA O BRI L 2 E8h 2 KT 5
e, WEHFEFELEOR—7 v hav GIERBRTOERL ETe, ) TIELEWEIEMARICE ST 5
TENREFE LV, F7-, RBEEESL N T U AR—F —ITB T 5 BEEREN, BRTOEIES O EE I
ERIFTEBZONHDGEICIE, TOBBHNEROFRIBEICB T2 HEFELZE L, IHRICBWVWTEEE A
EEMEL, FBEEMTCOEHRELIToIZET, fMETAZENEETH D,

MRNT LTSN S 7= o S Eh e AL B 2 i L €, SRR CTOEYEREOHLIMESZER S BRI 256
Wi, WIRPERBROER O 272 53, AREREMNERIZCOWTHEBICANR N L, BROMREZBRDIBEN
Do HFHINEERAGNE 725 TEY  CER22HFEREA R AR B mliBh<a - ITBUECRIIZE 08 HIER B L f
FRAEHEMERFZE (H PR E A IS S < B O RiEZICE T 5 [E R RERRTE) A IEREE) | AR
B, XRgERE, EEE NV T —va ok EERNAELST) | RERS, BEEE. BEEYDOHE
RRH, REBAEROFEEREZORE S (TTIVECHFIEOREE L ETe) | FEHRFHH I T 2 8HEHEMO
ZERELEEL, ZENPHDGEITIL. £ OEENFHMICEE L KT TR R ORREIZOW T, +a it 217
S ECHREBHE O ZIT O MENRSH 5 (AN R 255 12X MAIR COEWFENRSEEOFBREL 5T |

[Al—7"1 ~ 2L CUEE L7z B AR AN & o Rk T ORMBIRERBR AL RFE L2 WEEITIE, TORICERT S
WBEREIE A TRT A2 AR LICLy . ARBHEETOMIZ, b 5% EICBWT, F—7 2 han
(X DI ERERHED DY) & E X DN DIIE (B : Coax, b7 7EZE) OFT— X %, BEERBRICHAAND Z &
ZTELTCWDEERRKECTCATCTEDLLIFETIZENEE LU,




9)

% 1 FH3BR (First in Human) %
ERILEER E L CEmT HED
BB SITAT D,

55 1T AR O Bef 7 & [EERRY 72l 8 2 & 0 50 B E B FERBRICEMAICSINT 5 2 &3, PR 0E
EAELDZ LR BARNCEBT 28R, EYEIREOR R LA RIICINET L2 Z LB AREL 20 A%
BHrmEonL EEZLND,

LU b, 5 TR 2 [EERILRTEER & L TEB T 256113, ST 2E - ko2 TORBRE %4
PEFEORIC BELRE T 2L ENH Y | Fhix THIEL LA FEFROMR 2 £ 25 L TOMEEN, EhiCSNT5
ETORRME THENCHATE DL OWELM L LOLENH D, Lni> T, B ITHRRZEELRRRE LT
FEWiT 2 NENICHONTIE, ERERTERT 225G EDAY v b T AU v M BRHE L CTHIErd 2 05808
b5,

£o. RES, B THERERT, EEMO P TORRMELHERT L2 L2 LIRE L TRV PHEPBITER S
D, BRI FEIT R L RIKH RPN ER Z M 22007 =2 LB RITRENTH D . 5
I FRARER 2 E B RS & L COEk L7256 O RIERI LRI E, PRBRRMLESIT L E b5,

L7238 > T, 2 TAHRBR LARE O [EFRIE FVRERIC B Ak 9IS B AR N 2l Adu, BORRGEE IR 23 [ 3K o O A 20 1 &
OBV RETHBLZ S DICHRAT 22 NI TH D, o, RIENBEROZERNREVWEEZ LN L5E
IR ENTIE, Bk, BRRERE AR A 92 L TR 2 Z & DU EREE L H D,

10)

[ D B RBR T I R 5
FRET UMT o TWRRWA . [EIK
A& OOF G C M T E O FEEE
LERBRICSINT 5 Z &L
7

JRRIE U, MEMNERRBROFE RSN D, PR Z WA L T D ERLAZ IR R COFRT 2 aTREE 0 & 5
OIH & PFHELG LG A ThoTh, ZNETNOREN LD Y A7 BRI D22V EE X b dY;
A, ENTOERMAE OPFARBRZ E L2 < &b, EELERBRICSINTE 5,

. HBO 7 —AZONWTIE, ZORRTHOLN TV ARZNT — % [HWREZEFA L ET, PMDAD K
BiE CHMT LRSS,

11)

E NS CIaBREE DR R 7S i 7
% (HARANDERGZEENIMNEANLD
HEWIUTEW) GRS, b5
FELL EOWESRE S A FER L, K
DOLEENET T T 7 A NRRAKBRD
R % B8 L RN % S
THEWIRMHED G & RN
FH S R % [E B IE FITR B &

AARNESEANTORYERENKE < BB E s, RRENLHEMISTERR 2 FEERILRGR & L TR
L. BARANZMAHAAND BN OWTIE, ZRPAE CToF-C M 2 0 0Bt U, BRI & R0 5 ]
REMES BB L. ENEMTEMT 2HEL DAY v FET AU v M ZEEIZHERG L THETT 2 4803 H 5,

BlZE, AARNCBT 2 MAEDREDPIMNEANL D bEm< o7z LT, BEICTHN L7251 FRERE DR R
B, BRNCET 2RBROBAMITHB SN TR Y . KEMZHRT L1200+ RHENRELONDSLE
Wi, RN EEIL R &SROSR~ AAANZHAAND Z ETWRETH L8, BESNDREITEMNE S BE
L. BANCRBI 2 LeT=4 ) 72t T 25O EZ#E LD 2 ENEREELH D,




LCEMBL, HRANZMAAND
Z EIEATREDY,

B, WRTOMEREICHIZ> T, BAANLINEN TGO TV D EpEte, EEEOHRE 5
ICHFET L, YRRBRICHZ AN OGN 2 FRIRTOBKHELZ G L D12, WULHHARTT LI LPERETDH
5o Fio, BKIBBRICBIT D5 BARMNEFIEOREIZ OV TIE,  TEBEERIRBRICE T 2 EARNE 2 71220\

CERL194E9 H 28 B AT SRR FE A 5 5509280107%5) DERI6DEIZFICHE S T BHFIT 2 Z LMW TH 525, HpyBhREH
RESHE LD L O RGEITIE, AARNEHAEANCE T DERHEE T &SRR 5 TREME S H D720 FEAT RN Z
BRLENDH ARATOHEKISEBE H3ICHRFTE L0, KORTHICHRET 2 ZEBREELLYY,

12)

R SUIIEL O RFES B ) &
LChRWns, R, [tk
xRS D B B9 C IR REE 2 5
L7=mlBRiICBW T, BRE Lz
KN HARCTRKBIETH 245
A BARNEM % e REE I
BT e & WS FEEZAND
DD,

ERR LR OFE R 2 WU T~ 5 72 D121X, YIGRRICSINT 2T X ToOE - HlglzB\W T, RO HBY
I E X TR ATREZR R P CTRFICE D L) TORHET RETHY ., HARANOHERT 5 RN R 5 L9
7R BRI E ) TIE R, 2R, MIREENAR CRAGR ThH - Th ., Yikxt RIS BEIC [EBEAIIZ feT L 7= A
DOHGEIITIRR COMHN R TH L BN, TEHEILENERIZE T 2 EARMNE 2 HIZon T (CERK19F9 A28 H
R AFEE09280107) OEMIDMEIZE THERLNTWNADTEEIZL TV X0,

7R, TRBRIKEE X, MKIRBRBAAARTIC kT FREKIZ B3 2 15 M 2 MEANRAT S, AFE ST D ATREZR R W AT
LT 5 & & bic, ZRMEERICBE L T, BAREFOIRRIKIZT T2 <, SR OV T b keI IEE Ll
TELRHIZMELL TBIRETHY, JIMIEL R IREBEDOTA B AZEHE L TWAHEELDHT, T
FIRR L. REMEEROZH G « PIEEZED TBL ZEBRZEE LV,

13)

E B [F7RBR COXTIRIE L LT
FIAEH LA, REOFR
B X EIN A CREIC KGR S 41T
BH, R - &S IAI R 7
LA, EOLX D RRICEE
NRE ),

XIRHETH 2 EHT, BICHARIGICB O TR Sh TW o ERmPNRIR S, AR ZEMICE L
TP LR TLDICRESND O TH Y, FEEEFRBRTOMMIEL L TREEH L0 THIIT, &
M9 % E - HIRIZ B W TR STV S RS 2 KB TE - HEOHHNTHENT 2 Z LBREE LY, £, &
FRNSE G 2R R 24T O B B IiE. BN S - U T IO ik - HRICERN W ERFAITH
2

LU b, BIRMICIIZINY SE - ik <, SREOFGBHE - HRICERPNBOONILEAELH Y,
IO DOERNAAINE R NZ BV 2 JAZ T AR SV T, PO RBREALETH D, FIAIE KR
ORI - HEPSEMNIN TR D563, 2T 5E, HIRF TR 5 ML - HES KRR S U7z BEH -0k
LR L. AMER O R B RIFTRBZ R T NE Th 5, K, WlRO L - HENRLR D561
BHOOBERFIS, RARHEN R 250 ITREMNERRFITHE L KT T RN H 5, £/, JAN
EPRATRARDGEITIE, BN D E, HilkF TR 5 WADKRR S B HORE 2 MR8 0 & L bic, JA
FOEREPEHFECM P EYBEFICRETEECOVTRFDBINLETH D, 612, [A—RBRTELDLH




- MEHDWVIERAIZ WD Z L2 LD EREARA~OZEIC OV THURETT NS TH D,

BETORRN D, HREOENATOERNPANER L EMEICER TERVWERREEL LT T LELLN
L% EITIE. EO XD BRI L L TRET D Z LIdlET 2 & TH Y . AF L FERRDO ML - & & Ov
FICTETE HE « HITOWRBREERT L2 &, HDOWVIIRDOIEHEZRIEL L THRET H I LFEICONTHR
NPABETH D,

k. ENTOERBHE - HEL IR LD b0, ERNRERE, 2RTA 87 A % TRICHE - HER
ML L TR Y, EROERGASICEW TS EBRZRME - HEDASZT AN TWLHEIZIE, BRICET
LMk - MEZEHEAZ2HE - HRICEDEDL ZLPWMERLGE LD EEZA6ND, D —RIZONT
(T, MEEDHRY o b & OPMDAD X B E THR T 5 Z L RSN D,

14)

TBEBREE & O 9 2 BEAF 3K D %)
BE « DRSO - HESENS T
R 558 20F, BEELFRERO
FERENE T HED

EBRALFETEERIE, Mx 22 - HUIRSZIN L TS D720, T 2 BEFEEOZRE « 2RO HTE - HEDS,
TNENOE - HIBIZI T 2 EFREEFIC L RS WREENHESN D, L -> T, T 2BEFRToE
RPTBBRIED A INE N O LBV RITT B HOWTHoICmE Lic BT B FERER 2 EZ i+ 5 H - #illiz
EYNZRRT~ETH D,

BRI 21 - #IE T, 0P 2 BEFEE N RBRIE O A T L BT 2 JET 2 ERH BT,
BBRIEOGNIE R O LR LT D722, ZTOBFEEOHFANLETHY | IRBEEOMHRHIZRE - R
HUVMIAE - AEFETHARICOWTOMMEICRET 20ERH 556 B« AR OOFIRES) 1Zi%, OF
M 2RO MIE - FHEICOWT, ERNATHR T2 ENREELL,

=T ARBRICEINT B E - #IE TOFH I D BEF I ORRE - AROMIE - MRISERDP LT LTH, &
FTLOIRBE O ZAHEL LTEL T, BEORBICL - THEMH SND L5 25EE (Bl : 5 oWEdR
& LB TR S5 MEIREESE) 12iT, IBREEO AR O EMEOFEIC K & R L KT S0 2 &R
FHRILICHESESHMATE D 2 L2 L L. TN O OE - HilliZ W CEELRGRZ Eii+ 25 2 LT &
EAOND, LILRBL, TOHEICH, dHliC G2 28 /MR ET D720 IRBRTICH T 2 BEFED
BRI ET 5%, WTRERIRY RBREME2M T ~E TH D, b, BRFEMRZICIT, P LB TOE
BEPRBEOADER LB ED L 5 B e 52 5 Do T, OB XA ATRE & 70 D X
O TRRNAE, FEREHHE O L E Rz SR L TR BERH 5,




15)

EEILREIRERIC VT FEO
FEBPERERDN B A HINAT DAL, TRER
PRAG SN R E LT HARN BARIE
BIENZEET L AT RO X ERA
T L2, sk, EWE
BRA BN D MBI H 5 D

MEBRIEFENEERIZEA S 2 AR E 2 HIZoW T (k1949 H 28 A 1 3E A3 A %6 550928010 %) DERA6 D [EIZ
THRARTWD LBV, EHELFEIRBRICHAAILD & BARNEREIL, 2EME AARNERE O THEREO—&
PEDFHM ATRE R KO ICRESNTVD D TH Y, HBHITFHE Lc HARNEFRZMEAAND Z LN TED X
I, TRBRBAEANC 0 e it 21T 9 & & bic, IRREMTIC L EBERETRREE=2V 7 LT, HiEZE
T DI ENTEDL LS, HWIFEE RIS E & D RETH D,

LU EG, TR AERIBY OFEZ#ELCZICHL 20D L T, BEEMKICBEETE 2o = HE I,
Fh U7o kiR & AR &2 kT & o 7RI, 2% & BARANERICKIT D REIZOWTHo R 21T -
7o BT MERO—EMENREN TV D NENCONTHE & ThH D,

B, BONTRERE LT, BARMNEGE D BIGIC D72 < 24EFE BARANEM TOR R LEg U CGHET 5
ZEDVHEEL R oL HGERREM L BARANER L OB THRRIC—EERRBD bNT. RIEZEP BRI, BARA
LHICEW TR SN D FHEPE O ONTIHEFITIE, BE, BINORRE FEhi L THRETT 2 2 L ABRERIGE
L b,

fiEl % 04— ZIZ2UNTIL, PMDADKITEIBY S THIFRT 5 Z L B3RS b,

16)

A AEI I % O E O ER IR AR FE
17 & O T R R e R BR SR Rl B
(ZZINT DB BT~ & U3
JARN

AL O B O BRI 2 AW 25T R T2 2 8 2 5 KBBR8 T, JEGIOERE I E 3 2 HiH
LHEERL, SEOE - HIRASINT 5 EELRBERE L TEBSND Z ENE, HAND B YEIERICSM
THZEICEY, IBBROBMN L 72 2 BOFMIEIEICET 28T V ADORBEICERTE 52— 5T, £ ORBHH
KOSNE - RO EEFE 22 & BOFMEFEREICET 2 2L M ORI & B AR NER O RO—B O %
FATZ D HARMNEGIE SR TE 2V LEZE X DD, L -> T, IRBRFHERICIX, T LLRTORET
WCHWH I TE LTRSS W TR LIV TV SRR, £ OFHliEE & EOFAMMIEIE & OBk, 155 % £
LERCHIKME COZERORBELRE L, AAZED2EMAEZ —HDOHEME L THART I ENTE 0010
T OMERD D,

HARNBAESEGEOFRECE L Tk, TEERERRBRICET 2 HEANE 27 CERL194EI H 28 B A 3R A A 3¢
550928010%5) DOEMET2ODHIENER I TNDN, TADITHEFIHRHE CORBRAME L TRV, KR
BT 2 2 EIZRERGA LD, EOL ) RRBHETH - TH, FEFEGEEICE LTk, Bl R Tt
PRI LT e s, Bl 2 E, BT HIU3 2 2l 2 D KIEB IR OGA I, BREET R & £l H
H (AFFEREOBEOFMFL) & ORBRMENAGBEMIEHETRE T, o X 0 D5E TR rTae 7etEtE (RS
) ICESE | RO —BMESMRE RTRE A E IR A LB R MIE & L. ATRBZR IR Y £ < O B AR NIER] & fLA4 Ad
LZEH—REThHD,




TRBRGTENC W T, EFIBGEEICH M LI A . 2 E TORIEDOA B THW &L b FEEE b &l
WEMIIEE & L CRE L, FHMIICBR L Tb, EEFHMEEE Tdh 5 HOFHEEIRICB T 5 A ARNEM & 2EM O
RO BTN A, BIREHIE A OFREIZOVWTHMRET T2 ZENEETH D, D DRET M OREK B %
L THEONEREAE E 2 T, REWZRBBRIZIH W CTRE TH L L2/ B AR NIZI W C b i AT hE
HErcE o2 L 2B TOILEND D,

17)

ERE L FETRBRICB VT, BAA
L BEMTHIMEIC OV T —EME
DR E N, BRI ZE RN
O HLIIRWGAE T, BEEH TR
WERBIZXE LT, BEMlICh b &
DR LEGPEE S D EEMIC
LT, BB 2 LeMtait
i 57=Dicix, EOREDOHAR
NIEBIEASLTE D,

R 55088 2 519 2 BE S T 5T D IEBRER O AR RBR ARSI OE /e 806 AR N O R 2 2k
B LR OB S ETEN 20 LRI C & 25813, MEEA e EER L[R5 O mufli < B AR NEM & 2EM O FME
WC—BMWRNR SN, BEMICHERZZR DR 5NN & ERHRIC, ICH-EL HA T A ICh|- ZEFETO
EWlZatix, iz, AARANZGOEBLREYEGRBOSEF THMT 5%, BARAOARTIEZRL, BAR
ANEGOEMTIHMT2 2L & LTH IV, ZOHAICKLER BAANDEGKIL, SFRANCI VB sZ Lo
SERNRT Z LIZREECTH DM, B HFOFE LT, M2 EEEILRIARR & [FRRE O B AR NEFEROEE
TRET D Z L0, B2 EEILFENRR A 52 T LIZERD R8T 2 Bk E R ILRIRR 2 Ehii 35 2 &
LENRH VD,

—J7C, IRBRIRO R RBRASCEROE R PBEAOEHR D B AN ORI 22T T 2 5B O S TE
DRENTWDEAT, YEFHOM-CRBEICE LT VA > (BANERZETe) CTEMZEERREE
9D EERATILERD D, B, HEICBW TCYRBEFHEICHIGT D U A7 /IMEROBEICHEN LT
BY, IRREICOARROMIGERET D2 ENRY LB SN 5670 L, HliEAARANORMEZEMEICET 2%
SFHE A RRER CRHME T 2 72D ORIkt a & S 72 TH LW b H V155,

BRI 72 ER SR & te R AVEOFHME T #HZ, SEAIEIZ PMDA OXfEB) S CHRT 5 Z LRSI,




