A FAERE 0603001 =
Rk 2 04 6 H 3 H

HMENREETER (R) & B

JEA G5B 1R S R o A B R R

<~ A 7 v F— XK O ESIZRE T DA X A

~A 71 F—=XERRERICOWTIL, RERTFHIFSEREE TR
IREL N ORCR O ~OBRITIT AT 72 Hl LI DWW T (Fpk 1 841 2 H) |
K OEAGEREORFSWMEE (A2 CRaRERMZ IR T 5729
ORFIEWEE CER 1 9FE 7 H) | ITBWT, TOHEE%2 BR2ICHH - AFT
REFOERMPH -T2 ZATHY ., ZOHEEHIOWT, BEABEEFEE
MR A S BRI EE TIRNEICET D RBNERABREDOH Y HIZH
TAHMIE) (FTAgEE KRERME  [ESEES RS EAMEIRITE) 1I2k0n
TR TN TEE LR,

A, THEPEICE T 2 RRIERIRABRE D &V FFIZEHT 201581 OBFFEHR: R
EEEZC, RO EBY T4 70 F—XEREBROEEICRET A ¥
A AR LE LoD T, B'E FTRERESE K OEREEE I L THEEW
Tel2 & E9 X O MRV E T,

ek, RITA X AT, BIRERICET 2RI IS < EANE 2 T %
FEOIbDTHLIZD, 5%, BFETOEHREIZS U TR RE I L,
FTENAZRELOTHDZ EICTHERHWET,



Al

<4 0 F—RERSERNSENE T 51 F VR

1. EXMEZA

BERICOVWTIEESE MBI SFEEEFE1455, UT NE] £1v5,)
F2FE16HIZZTOEENEDONTHEY ., NTEFE 1 4KEIHEOHRTEICZEL
URBERBIZBLTIRETREZERDS B, BKRABOHBRHKEICET HE
HONREZFZEMETIHBOERD L] EENTWS,

EXRMAXOBRETYSA /0 F—XBREABRNERESINBZES. FEKN4G
EXEROAZHRBEFICHZABRERZRE T IVLENH LS L. EICE
DCARRELT TEEROBKRBBOEROEEICET 24T (FRO9ES
AEEES%$285, UFT IGCPAEST] &LV3,.)] TOMOBERERZE
FTEILELH D,

RKAA T VRIE, ChoBERESEESTTDHILZRMNRIC. ¥4/ 0 K—
AERABRERICELTOBEFTEZTOMOERMEZ AITDONTEYFLE
H=ELDTH S,

BHE. AXEICETLRZBEE, BRRICETHREMMRICEDNTE
HEhfz2DTHY . SEOREEMOESZFIZIE L THEITSNDZ LIZHE
ETH50ELH D,

(1) EERVE R

A0 F—XBEERAB LI, EMCBWTEBERZHRETHILHTE
SNBIREE (UT NEHHRBEE) L005,) O 1/100 B2 LHEVVEHEXIZE
100ug DLWVTIANDVLEVHEDHERMEZ. BRLEREICEEKRET S
CEITKVITONBERAERZ LS CE1-1),

AAAFT VR, FE LTESFILAEMEZEREEE LTS, HH.
AYHEREARIERN TG L ZBANEET 0 T2GEHMENFE LN
TWEWEDHERKDEER LI ELHERARFICKIEEER%E
HELEEAYMERESETIBAICOVTIE, BMICEFOREHEIZDONT
DERNMBETHY ., KRAAFUREFDEFERT S EIETERL,

FI-THRAARIGE, FNICEDNRREL Y LRRXEFEE (NOAEL) OANDEE
ENH b, RRESME (NOAEL) IZDUWTIE, MaRBHEEIHREGHEMHHER (M2,
Y490 F—XERREBROEMRIC L1 Y BEGIBRRABREFEDEHER ] S8) I
FYUBALMITEHIEE LTSN, BEUMRERELY LHRARESME (NOAEL)



DAEDNLIENGEEICIE. xKRESMHEE (NOAEL) D1/100% B 2 42 LV AZEX (X100
UgDWITNMDEWAEFYA, /0 F—XBRARORESRAEL LTEAYT
RETHD,

HE. BREVEZERBHIFAFIERFESE (ICH: International Conference on
Harmonisation of the Technical Requirements for Registration of
Pharmaceuticals for Human Use) IZHEWTIX, FR 1 8FE KLY [The ICH
Guideline on Non-clinical Safety Studies for the Conduct of Human Clinical
Trials for Pharmaceuticals (EZEFDERKRIRERD - D IEERKRHARDE R
HIZOWTDHA FS42) | OBETEEDHFTY A/ 0O F—XERKRHARICE T
SR EITO TS, TOREHITH - > TI HWEMEZ REES L TPositron
Emission Tomography (PET)ICKYBIET 54 EDFEICTOVTHAELEIZDEZE -
THEY. §&. ICHIZEWTHAS FSA UNEESINEBE. TIIZTELETK
HAZVADBRETERFAT HFETH S,

(2) B®
<490 F—XEEREBREREDB ML, BEMEDOE MBI 5EYE)
EICEATIEREEELDOERFAZO VLB L THD. EAM
[ZI1%. BERMBEORINCmMPEIRE, HEttdFE. E MCB TR EM IO
FALWFEEBHALNITEIE, RFAA—DUTEMERAVTHEMED
KRNIZBEITAREICETSEHRZELIEEFETHD,

(3) BIEAE
498 F—XEBRBRICE T2 ELGHEBMEREEL LTE. LLTD

HELH B,

@ ""CHEOMSMERAIITE TIER L -HBYE (LT NRgHHEHEAkl &
W5, ) #HEBREICES L. H % (FAccelerator Mass Spectrometry (A
MS: IEHFBEENITE) ZAVTHES (RITRFPHELLITESH) O
REZREL. HRMEORELAOCKBMOEYEIRRZNFER (AU
C. T,,. Cmax. Tmax. HHmEHE. FEFEEMNRE. EMFHFIAR, RE
FHEEERE) 2155,

@ MHMERMETHERTERLZVEBRYEZHBREIIRSL. SREDRK
Hwoo<w roSTOEEDHET (LC/MS/MS: Liquid Chromatograph /
Mass Spectrometry/ Mass Spectrometry) &Iz &k Y REILAKRDR B DI
MBEZMFEREZF 5.

® HERYEZ''C.'’N.'"°O."*FEDRY bOUKHKIETERL.
Positron Emission Tomography (PET: [GEFETETIEIRSZiE) ZHAWVT.,



BEEME DS - S TOLTEGREREMICEET %, XIIBBRYME
21,9 Tc, "1 nZETHE# L. Single-Photon Emission Computed
Tomography (SPECT) #FRWLNTRI#RIZEIET 5 (X 1-2),

E1-2: LT, TPET) [XSPECT Z&+H D & L TERET 5,

2. ¥4 0 F—XBREBBROEBICE - Y RELEBRKBRBREFOHH
V400 F—XEEEREBROERIZH->TIE. RAIE LT, Fallzdil]
EBUTDFBRABZEZRRT ~ETHD C£2-1),

(1) WRBEEERE SR

—EEDFIAEOMEE RO IR ER R ESRERICONT, NEHE
HRITI-LETERT S, SRABROERICEY . LBRERMEDOEREREMIC
X9 HEAESMHE NOAEL) RUR/NEMRBRELTHILT M. XET( Y
A F—XERRBERICE TS LZERYEDOREEICET B LR L
(margin of safety; B&E. AXKEEMET1 00FLUL) THILT S
ELHbH., COGFAEOSMHE LTIX, BEFT 2EREER L OBEEEMMEIC
BbhodHEEZTFMINETHY . SELPRBELEBRICERRESHE
(NOAEL) RUR/IMESHUHRIREFRTEDRULEITARETH S,

BRERKE L TIE, YZBEBRYEDY,/ /0 F—XBRARIZHIT5F
ERSRKET D, BH. BRERYED YAV 0 F—XERERARKRICHS (T
SFERHEICH L. AREBRBRETZND 100 0FEZHVTHLEHMENE
HoNGEWNEE, HZ% 1000 BEFMEREENBRSESHAROLEAE
ELTEHEELZAAELY,

HRHMIE 28R E L, SHEIROERHE. BE. R, HBRUAIHM
[ZDWT. AERUVKEEDEETHRE LELHET 5. F-. BEUILEE @&
. BREEERV 2 EROHTHME THE) [COREE. MERELFRER
WREBEBFIREZITS. 48, FEABZEMREICOVLWTIE, ERE
HICHBENEENGINE. SBERVSHAEROATICELETELX
ALY,

(2) ZDithdIFERREHER
® BRREBEIZOVTIE, 2498 F—XERKRHABROERRTIZEFEL T
BLRELNHDHN. REBERRSEEHBRICE T RERMFOER
[Z& Y BARIEEOFMEATETHNIL, RO THERERET HVEIT



A AW

Q@ BEESFHERBRIZOVTIEK. BT LIS 0 F—XERREBROATIZET
Mz TLTHEDEELGLGE2-2),

@ EEERICEAL. w4490 F—XEERABROERIZ. TEHREH
BREBRTIETHEC LI T LLIBETITAOA, BYA in vivo/in
vitro RERICK VY. AEREZEMNICEEL-EBERALGE. BBRYEDE5
ﬁﬁﬁ%toufﬁbbkbfﬁ<%%#&é Ff-. EOHRBREEH
SMLTHELIELPDETHD, (3. REREERTDHEI SR,

@ H%ﬁﬁﬁ%%%ué%é@\m%ﬁﬁ@<wbmwt%®§éﬁt
B 55l =BT LTEBRENH D,

(3) BE=$HE

MR ERZSEMRERYL (2) ODORMRABERREERT 515871
E. REMICBRIEBRFABOERRICLE->TIE, TEEGOZEHEICET
LIFEERHBRDODEMOEEICET 58T (FROFEAERE215. G
L P : Good Laboratory Practice) | #&5F9 2EBELH D, £f-. EfE
N-EERHAROERIE. BZEBRYMEICRSI<M4 70 F—XERKRRART
DD EEBREREDEFZMBENE LTREDIToND D THITNIEXLE LA
Ly,

F2-1 FI-1TRENERS Y. BE. ICHTIX TEEROBERKREBED - D IEFERRER
DOEBEFRIZOVTOHA FS1 2] OBETEEXEZIT>TH Y. TORRICE
DE. BHIILEBELEINLEBRABROGEIEE SN HAIREENH D,

3E2-2 : Munro 5 (1996) " DfEFTIZE D% . FAO/WHO Joint Expert Committee on Food
Additives (JECFA) (FEMAZTHOERAM .5 1 g/day ($130ng/ke) LLF THi
F. —£EERL TELRLMOBEIEA L& LTz WHO Technical Report Series
868, 49 report of the Joint FAO/WHO expert Committee on Food Additives)?,
R4 0F—XEBERFABRICETHHEEDLRIFI00ug ($92u8/ke) THB .
ShiE, 1.5ug/dayZz—4EERML-EEDREE (0F & L T, #9550 1 g/keg)
EHBRLTHI0DD 1 LUTTHD. COEZFEEBEITMI ler 5 (2006) ¥ Fi&
CEUZAISIERSRTOFHYREZICODVTEEL. Iy ALUTORENS
BNERELREEEHI20pug/daye& Lz, CHICEDE, ICHDWADIEE Tld—
REREN0. 2ng A TORMYIZ DOV TIEI|RE (RBHRFZDRMEHADE
). BERERUVREMHEROBHEREFILTVELTVNDY, ZOKS3HIELE
BEZ. KAAZT ORI gl TOREZEZRFELTWS I LMD, EiRE
MOEREFHEEFAEE LT,



3. BEEREERENTE
Y490 F—XERAERICH TS —ELE-YDRSKREEL LTIE,
REEN1/100 ZBZA LG VAE (EWRREL Y LHRXESEE NOAEL) 07
ALLGWMGERICERRNESEE (NOAEL) @ 1/100 ZEBZGELAZE) XI(F 100
UEDWVWTIDNDLEVWAZE LTLAA, RORREOEAFELE L TRERM
BIDELTIE, UTD2DODFENH S
(1) RERMIGTTE
BMICETIENREBREZ L LICHRREEREIT S LICKY, ERT
DENRBREEFHES 5HF (C£3-1),
(2) EYBREFHFEREAVDIAE
EDORBOEAKEFFICEIYELG LD, RRMFRE (Cmax) X (T FRE
ER MR T EE AC) ZEEICHTET 5A%F (C£3-2),

A3 AREREBEICOWNTIE., KEBREZREST (FDA: Food and Drug
Administration) O#WEIREERTEEZDHA ZFVRYVIZEVWTERAINA TS,
F1=. FDADIEZEM IND HAEICEHT 2 HA F U RAVTEVTEALLATIS,
FRONEZE ST (EMEA: the European Medicines Agency) <4 4~ 0 K—XB&
HERICBET B RO a v R—N="[2kB L, BREAE (limitdose) DFRED
F-ODILRBEERFHRBRIEREZE bASMET LHAE (allometric scaling)
ELTIE, RREEEZEETSHILLEETINTWVS, ThoDlehb, BRE.
AREREBRBRECLDIFEIENRREZHET T SAAEL LT—RICEASINT
W33DEEZLND, LALENS, COFRFEIHETHLRERANTH
Y. REOBWLWFAELFENEL, BMMZRALVzinvivoT—42 RUE MK
OffEZERALzin vitroT—2 F# R ENIZEHE L TESILGRENFRIATEE
THNIE FYBEDEWAZE LT, ROEI2DHENHRINS,

FE3-2: TCTIK. Cmax ZHECHB T EAEICTODVTHERT b, £T. BULEY
TOEMRBREIZH T H2RKMPEE Cnax) #RH 5B, ML NI EEIZD
WT. BMEE FEDEEEZWIEL., £E FTOESHRBEICHITS Cnax (E +
HeTE Cmax) ZHETET . (COHEEF,. BB E FLMBI NI EHEELT
WEWERRE TENZRTTIEMREL TS, 4H. HEE. HEE3TAT
NOERAREADZTENTHDBEIZE, 20N\ BEERMELIIGEEL LY
WEEO@EMEBZHEL. JYEBWAZERAT %.). BIZ. BB TEH0HE
BEUBMRUE FMZBTRMmMEES /7 EREREDL EICE MZEBTS0H
BREV) ZHET S, REIC. £ MEE Cmax & Vd DFEM S, E FTOEHH
MEZEHET %,

H. Cmax THLC ., AUC ZEHDIEIZLE LTHWSEEL. BIMTEMNRE



SNT-FROEERER AUC LR CilEBEEY AUC TE B EMZETRT LD EL T, &5
BEHEEL. BHE, REEIAThOERAER~NOFSNFTHOEZEIZE,
BUNIBREMELEBRELBVMGEEOMEZAEL. KYEVAZEHRA
ERR

4. BEHEERBAEICK SBEBREOAPWEILIIRT EHEBRA
(1) AMSZHRWEE
ST R K D BERB ORI ICEAL. AMSZRWSIGESEIC

FERT S 'CIZTDONTIE, —fiRIC. BARICHFEET 2MSTREIC L H#IE<
FHRAGWEETHBREZERLSISAZENAHMoNTH Y. EEMETRINE
ZB4 (1 CRP: International CommissiononRadiological Protection)
LK ZENEYTREIN T—RAROEMBILKKRERE] LIT TERIETRE
THd, COEIBHFEICENTH, HEBREOAIBHEE CITDOWTHEYIIC
FEg ~ETHD, CF 4-1. ;F4-2)

FE A1 CRURY O UHEOKRAHBIECIRELZ TR - BT 2AEE LTIE, —/
2. kE#EZF%S (The Society of Nuclear Medicine) MWL ZEE
(MIRD: Medical Internal Radiation Dose Committee) 12k YiRIES =3I )L
Fi% (MIRD Dose Estimate)?IZ&k YIT5 A, CNETOMELS. EREDE
EFMEETHIMSZAVDEEICIE. £ MIZRET SR 1 ES 500nCi

(18.5kBa) UTFTHREMEET DL VZ D, BH. RALEAZRUVANETE
E<LREDOFHBIZOVTIE, AREBMEZICHE SN IRETH D,
ICRPOIANBNEETILE L TIE. E FAD" CHGTTEIZHEIARIZ & 2 NEBHIL <
[COVTODETILNFHEIICIRIBESA TS, COETILTIE, FRIZET
HUCIEFEMBICRRICHIOH—IZHA L. RATIEFBE 40 BTHEXT S L
INTL S, ICRPIE. 1BaD"CEEBARILEMEROERLI-L ZTOEDRE
(Sv) RURERE (Sv/Ba) 122V T, BAIZH LTS 8E—10(Sv/Ba) &L T
W30, —fiRIz, EERFANDRESE - BBEICTH—IHFm L. EEROFHE
L LTABURICERRALSHEELXT DD, RICETO CIESTHZBANCDE
TILIZHES & LT, BAIZ500nCi# 5 LI-i5EDEMREE. 10. TuSvEEFHE
ENd, SO MDD, "OTIER L METHHIZREAZ 500n CiLL TG LI-5E
DEIE<HREIEL, ICRPIZK 52— RARDERMBIECRERE (ImSv) LITTH
Y, D OBRRINOZTHIERMBILBRELY HLEEMNITELS . HRMETEE
BADKREICKIBEZEIGVEDEEZALOND, TH. ICRPTIX., REE
BEFICOWT, AL BFREGLIEYMFEFNHBERVBRERREZEDTLLHDT.



INREOHANUNDERTY Ao 0 F—XBRABREERT 5 EARERT
RIGHFEITIF, BITEEICREBREDOFTMZTOINETH 5.

F4-2: AMSZRWAHEICERT S IOV TIE, EAED MIstHtERELTRS
S DMEREZTOMILICEY %% (B3 2FEZEFE 1675, UT IE
Bl EWVD0)1 B2FE 2HICE D HSMERMTRO TRUEUTORAE
TEEARTH D, TEHE, REMERMTRFICK DBHAREZTOMILIZE
T HEERTS (BM35F9A30AMTE2595)] F1HXRU NEHR
EHET IRMTROBEFEEDHH (T 1 2ERERMNTERESS) ]
I2&dE. M0 (—RIEMRUVZBEIEMERR) [SOVWTIETREE 10MBah >
=B 10Ba/mgZ B A 5 LD EREFERICHEET SMHERAMITR & L TREAIC K
SRHDORMRELTNSDN, AMSZRWNS YAV 0 F—XERREARICDNT
FHETREEUTORETEERIGETH D,

(2) PET#Z#RHW55E
PETZRAWABEIZFEAT S ' 'CEOMDARY O UKRHKIEIZDN
TlEk. BERDOYA -0 F—XEBERHEBROERITE C LIZ. HIE<IREDNEK
2 FFFMITARETHD (GE4-1),

(3) Zith
FEE (1), (2) OVWTIhDFEIZDONTE, REBHIEKBEDHTER
VZDOFEEIZHIz>TIE. UTFTZODAI@EI REFFTARETH D,
@ EFABEIEICEHEZENIC. ERIVMERV AR HZEORIE
(BFE - I - EEFEHE) (CE4-3)
Q@ LRODEBRIMICIDIHNHHELK T—RICEDE, £ FREHTIEL
BREDOHTE (AVLLSZKEICHET SNEBHEIECREHETTHE) (E4-4)

F A3 MESTEAREAE E MCRE LZBOREHKIE < EHEICBE L. HICHCRETHE
RHEARICONTIE, ARS Y MISBBBRYMEZFTERSRRICTREL T,
BEEMCEEES - HEPORSNBRREZAEST S ENEUTHS, COEY
AR MARICET 2FEENARSECET IBFEDOHS FS14 VERH=H
TR, —BHEIDELTIE. UTOXESIGAHENHS,

@ F¥. ERMICKSRRENS VVES - HBERES 5012, BHLE
FIERE (AT TRl &5, ) ZED. "ORSTEEBRZRE LEBR
ZORRET D, 1TRR1EOBNERERSE. EHEL. 2HDFYHZ
ERLL TXIR 7 1 WAREA A= 0T T L— MM & Y BSTEED S RER T
—EWMRTEH, chZE1ORREEREL (RE®RIBXIFTHGEDR



HEZS6H5). BICRUIMEE S S1ER D H HiEE - MEz#EET 5,

Q@ LEODHFEIZKYMHEREEZEEMICATT NEMHEE - BRZEEL
. 1HR3~5LNEMERANT, LEOLRAHDTO ba—)LIZHEL
VORURTERREIAR Z RS RERSE., BEIL. SES - AP OKRSTRERE
ZAET D, S LTRSS - BRZHEE I IADYIC. 2HU/FZERVVES
MERT 2 EZEEL L TRSNEBEREZAES S2HAEERALTIEL. F
=« PETZRVOHRHMERBADBZEICIIPETICEZAEEDH D EXET
THCEIZEY . BYIETHIRRAR T -2 EBBIC/HIENTRETH
2o

F A4 ERBYMOKRASHT 2 EAVTENTORRKILBREL KD, BaHHE

EHAEZRELEZBOE MIBTOREBIECREZHEL. Chickekz

ERELEBRBERST D LICEVE FTORBRIKREDLRBELEEET S

CENARRTH DA, LWHRBLIFREAEREZRAIANSESHICIONTIE, HEDE

BICEYELDILDOTHS, ERBMEE FETREYBRICEELNFET S

e, EYBEFNLFARICIYEBEZEEZMHTI AL, StEAXEARRY

52 ELEZONDN, BRATIH. £ FRBKRIEICEHEED=HIZLIES

ERMICROoNF-AEEZBIRT 50O TIE, BRHICEMNROBERZKRD

BERETHbB,

5. BEYMEOREETEICHTEIEAA
(1) EXMEZRA
498 F—XBERBRIZCEVTHERT SHBMEDNS B, ZE#LTL
HONEEBMEIZOWTIK, T2, 490 F—XBERABROERICHELIE
FEERERERDEF ) TROHTWLWAREBETHWV -3 DER—0OY FTEET S
CENEFELL, Ff-, NMBBREOUEEERVAEEEBERAERWARBRED
BEHRDOBERBFEREICONT (FROE3AI1BMITEREL480
o UT NAREGMP] &WV5,)1 OESFNAROLNSD (CE5-1, 5-2),
B2, RY bOUBMEZEBRSTEZEBAICOVTIE, WS RN ED
THERW=HIZ, " CHRFMHZEEACEZER L TRV ERYE L IET0RE
HEOERTIREENREL D, COLSWKRREREFZ. ¥4 0F—
REGRABRICAWSHEBEMEDREEEIZDOVTIE, UTOEZFEER
LIRETH B,
D HEHEEBADEEAEICONT, EEHELTLWAVEEMEDSEEA
EEBRLGDBIELADHDIEE. EHL TV EEMEDREEEZEK
ELT. HITKRMDOARHYDOERORMM TO T 74 ILERET L.



LZAETREROEZEENREICLWDERIZEFRITTMNIOVWTRETT S
DENHD (GE5-3), Ffz. MHEHZERAISEU L MSHEEMHEEZ S
LTWAI L, FHMBELBRHBFENLGTN LOERELTITOVLE
nHd,

ZTDHEE. MEDOFHEMIZHRIEEFICOWNTIE, FEET SICHD

HA FS4 > (ICHRBA) YDEZAEZSEICTDHLEEBIT, FMIBERVESE
DMETHEMEZFICONT, BEICIE L. ERSHEREZ AU THRETHEE
BADERLERLAET—EOEEDERE (WHWPETa—ILE-5))
ERHAIRETH S,

Q@ MREHERZHARIC K DIFEERABROERARBIGE . ZHL TLVEL
BERMEIZ X PEHERABROERIL. BECIIRSTHEEBREZDLEDIC
BT oEREIEEVEHL, COKIGHEE. L2 T4, HREHMHEEEEIC
K DBEREDATBILL T T 2EZFL ITEDCAEHIEL IZET S
iRV ERODREEEFITOEICEY ., BELMETHEERA L BH
LTULWAWVERMEIIRZEDE D E L TRY KL, B3 L TOEUKER
ME %D IERRRAERICEAT 2R % 4 - THRETHEEEEIZNMET S &
DEZHICEIEIA /O F—XBRAREZERET ILELHD, D
:&touf@\M%tﬁut%ﬁﬁ@%iﬁt%ﬁ%v%buﬁ—f

RN ERE SN TS,

@ 747Dh AERRABRICAVW S HERMEIZ DOV TIE, YR LMAE
LHEETICI1EADNRETHLESEEZHIBEELNHD, COKLIBIFED
REEEELTE. BYRLOKEEEZIRE LAY T—2 a3 VI
KBDTEHEL, RY T4 5= a3 DERPRYEEZONDIEED
HY., IBRZELIZZFOZRUMEERIELI-LTREIRETH D, TDH
WM OWTHIRERHPDABREGMPDBEFEHREESELIRETH
b,

51 BBREGMPICOVWTIE., TANTREHEERZTRICIRET 5-DDHKE
SWREE (FR19FE7HA278)] I2BVWT NAROHMEEEE L -REHER
ANEREELD LS. RELERZCENDETHD] LDEHEZZT. BER
RELZToTWSEZATHY (FR20E5AKEA). RELEBODABRE
GMPZEFIRETHD,

E5-2: ABEDGMPIZRIEKDRNE LT, FDAIL, 2004 &£, %DGMP
[ZDULVT” risk-based approach (1) XY OEIRIZIE CEE LR ERDHDEZ
BT EEAMEZALTIREEVELVELH, 1 CHIZEITAREIC
B304 KSA4 URICEBLTELEFDAIXIDEZFICEDEHRICEHA



W5, %86, FDAIX. 2006 &£, BAEBEOFE I HHRBRICAVSARENDGMPIC
BL. #ELYELEHERIEDHY FIZDNT, BEARMICHA T RE?ITK
YRLIZA, RERKRESNTULL, £z, EMEA® 2005 EDHA K5
API2&BE. RREOREETELLTIE. GMPOETOREINERAS L
53LDTIHEL ., FARBEICE CERRLGEENROONEINEFERLTY
%,

E5-3: ARY O U BRERSHEZEARIC OV TIE, TOREICY-Y BHE/mE
BEFERATILE, —RIEHFELTVWEVVEBRYELR—ORETIELIEES
T, HICEBEREELZFERT S5E. ZELUISRAERICE> TSI L
NEZENEHE, BREGMPTROONTWANY T—L a3 v OEREFILE
ELR$ETHD, BH. AREGMPIZEVWTHESATWANYT—3 Y
Lk, ARENECHZRIBERBRUFIE. IEZTOMABREOHEEERY
MEEBICATIAENRRINIBERESADHSILERIAL. ChEXEL
THLDTHD, COZLITKY, BMETHIREICHEET HARELFIEEN
[CRIETEDILELD,

(2) BIEAEIZIE C-BEEE
Y48 F—XBERARBRICAWVAHEBEMEOREEEICE->TIE, %
DRESAZEDEWVZELT, UTORIZEET S,
® AMSTHEYT 354
ZDBAE. 'CHRETMEESKE LTOREEIR, BFE. 108gUTE
FEICHMETHDI D, BEBREICIRET2HBME L LTIE, 0K
SIHEEBAZERL OBV ERMECTERLTEET S, Do,
INODREBERICH->TIL, ABREGMPZETT IRENHDH.
LERFRIEOREEEICOVTIE, NYITJq5—o320(2&kbd e
BUEEZOND, FEBRYEEHIRNIRET 156, ' CHRGTHEE
BAZERL TCOVEVEEBRMECTERTI S TO0XEENH. 59 5F
THO—ENBRENTEEHFIERTIREETENIVETH D,
@ LC/MS /MSTHTET?EHE
CDEE. MEHERSEATEGEC, EBLTVWENVERYMEEZHME.
BREICRET DI LN DL, TORBEEICHz->TIL, BBREGMP
FETTOILEND S
@ PETTHETSEHE
COBEIZAVWSHEMETEELTIE, ''C, "PFZEDMDOKRY
FOUHREZETHY . TOEBHIIBHTEN, LEN-T, HFK
SHEZEADREERICOWNTIL, ATEELRBYABREGMP £E5F LT

-10-



ET UTORELZERT S ENBETHD,

7 BHET HIMHFAHEREOERTNOLLEY FIEEE) OMEZE
B B

14 BMETHIMHAUERARRVKSEZE LEVEREOTRZHER
MEIZEHBL-LEY BIAIEL. BHET HEBRMEN '8 F s
MEHATHLEE. "*FORKDYICHSAEZE LGV °F Z1E#
LE=4D) 2FNFNEEL. LCHOLC/MSEZALT., MH
DRFEHFED—BTEHLZHRETIHHE. MEOR—MHEHER
%,

Ff-. PETTHIEYT H15E. FRAV/EHTEVWVZEZAHWNSZ L
No, WA THEECEZLIRBEEHBEFIEONTEY. TOEREICHT-
STIEHUTORICBEITRETHD,

7 BHEIRBIZEWT. TR MR UZQOMOFRMEYAEAN LG

K5, BWELGREEEZEITI,

14 ERABRLEOAEYFHREIZOVWT, ABREGMP T, &F.
Ay FZEICHBREADERSFIORBREREEZRO TS, PET
THRIET 154, TOEBYHENEN L EMS, Y490 F—X
ERRRBROERANCEBRARBRERTISCLIARBELEZ OGNS,
ZDHZE. 498 F—XEBREBRERANIZANYT—2 3 PR
T47—2a R EQBEUGHEICEY ARERIRICEAELNGL
CEEHERL, £2ToOy MIDWTERRBRZERT DAL EL
LT, ERHRBOSETHIICYA /0 F—XBRHABREERT 5,

D REROIRBICEELGHEEIEDEM - EFZTOHA. AREG
MP %#E&SFY 51EH. EREZDHETRICKYBON-ERYMEIC
DWWT, BMEEL-EESIEOEEFHEL. HELIEBRRAR
EHo-OTEET 5,

I EREEZHAVTCHET HIHE. BZREEZHAHEHRICTHL L.
BY)EREEEEEREIRNETHS CE5-4),

E5-4: FDGEIF ("FTREELLZIZLADTAF VI a—REE) OREEEIC
BLTIE. BABREZERUBARTAY b—THENETRThEE D EFED
TW3, £, ThoEELSNZE, HERAICEASATWSREEI DS S,
INGE, FDGHEEARBROZVWEFIICHETIBEEEL LTHEDITL
nNH3LOTHY., 7478 F—XEBRBBROFMR &L LWRME I3 L TIHE
ARRICEDEH O TRELGREEEDFEEZRFAIARNETH S,

.11-



(3) BEREOXRST
CCTlE. HRMEORARELEEL T, TOXRMEATIELEE

RIZCDONWTIRR B,

® BREKEEIL. GCPARFE1 7XEF1HORATEICEDE, LA
KEEDEENDL LT, BREODREER. EMRUZHEETHEREICTITD
CEEHMHRIC. N EREXRIEEEEKEFOE=ZICTHRMEDR
FERFETHENARETH S,

@ HH. FiEIcHY., ARKEEIE=FLDHRTXEICLYEZHNZE
MBI DL ELBLREEFTHE L THARETHD, ZHICHT->TIL.
FIZIE., BRERICHRIEXBOSHHE. EBFOFIE. BHFRITERLIES
NEENDABICTHNTNEINE SO EARBRIKEEN R TETIESF
[CDOWVWTHRET HRETHD,

6. THOMDBEEHE

VA48 RF—XEERAEBRICOWTIL, ZITEDCARELELTGCPAESE
DMDOBEREREETT ILENH D, UTICEHET SBEFIAEICOLTH
3,
(1) EEHRUVEERG

Y490 F—XEBRHARZILE - FHET SABRKEEIL. KA1 FTUX
[CEDE, 2D A4 -0 F—XEBRARICHEOBERIZHHEEL D
D, BARERFIEEZZERNT ILENH D,

BRIKEEE. BULGEREERERVEARETEMORREZEN. 7
1498 F—XBRABREABNORLEIZERT 2= DHBREEAH ZHE
ZELREITNIEXESREL,

Ff-. BREBEZEREF. REMN. BEURVER - EXME RS+
NEBEFTOIEEDIC. HBREREIIBEDOAEEFIC DU THIFEICHIH
TEOBLENHD, TORHICIF. BBREEZERITEVTIE, WEHEKIEL
[CRE9 42 L. AEXRTICHAT S L. AEHBICETLIZLZDMDT
4908 F—XBRABRICEEDEEIZODOVTHETSLERIANLEINIBE
NHY., BEICIELUTOARERZIRETH D,

O BREBEZERICEMROLEZ RO, ERZHENT S (GCPAESR
¥£28%),
@ HNEOARBEZERFEFAL. v/ 0 F—XBKABOERICH

B REE R T —THICEZAREBERERTITOIXILAREERER

LK YUN AR EERERICHENDEMMNEEN—BRIILTOREES

KET S (GCPEFSE30%),

-12-



(2) RERE DEE R VERELE

BEREORER VEREEDHREICOVTIX, BEDRER & BEHRICHAHE
BREZERTEINETHD, T, HOBREDEESMZEE(T D, #EY]
BAREHEZESEDREELRITHILENH D,

EIRFTRE IR &M, MR EIIHL T4 0 F—XERREBREERT 5
CERFYEEZRTHINETHY. RETDIEEICE. 2E<EELTH
SDEFICKH L THERZERT S LDHXAEICONT, TDERELD
RRERAMEEICHRT AL ENHEZE LD EAEZZAOND (F
6-1)

F 61 WEBREICHT 2HEBRYMEZDLDODEERUVAIEIEL DEEONAIZDL
THRBRHATIRBENH D, Flo. AXIEHT SEIRFTRELGLIEE DM
BHEEHICHT 57470 F—XBRERBROEENIDEL G DH7—RE LTI,
LEZEHICEAL. EVBRZMNLICENDETHLHEE. NE. BE~ADEY
NMEHDENVETHAIGEHENBESI LN, HEZEHITH LTI,
PIZIE, EEORHEICIEL., TEFRBEREL LD, IR ET HIERRRHBRD
HEZEMY 5. BRKRABRERRT - ROKRBEBEBE ZHKR LLEICHE CEMYT 5.
IHRIRE - #EFOERRFEHBICTIFNREZLEICINLELIRET
Hd, £f=, HEREHITHT H5ABBKEOFEIZOVTIE, LEITIEL ICRP
DEEGZEICODNTEISBITTRETH D, cOL I BREABREFICOVTII,
BREBEEZERTHRICERBIANETH D,

(3) HEBRE~NDHRBELRE
BEBREADHRALRAEIZDOVWTIXGCPAESRUBEERMNEICLESEIE

NEHLNTWNSEN, Y490 F—XBRRABRICENTIE., HICUTDOA

[ZDOWTHMNYPTVEETHBATSLS. BEITRETHDS.

O HEOBMZBEEICHBETLIZE BIZIX, HEYEZRE L TEY
BEEOT—AEMBITHLICKVE I HEREREOHIBIZET S5
LEEMET BIEE. TOHRBAE LT, TEYFHEDT—2UE] 12L&
EFo3 ., IEIHABREROHMICET S L ([TDLTHBAREICEREA
T5HIE),

@ <4780 F—XEBRABROFEHE LT, HEMEORS=IEIBED TH
EThHY. TDE=H., BRHIICELNA TV SEYMREBEDIERKAR T —
AIEE I HRBROEEICHERBEMTHSEHRHAT LI &,

® MHEHEFARERST HEE. BMAEMEICLLIABMHEIECITDONT
HEAT AL, WZIE, 7. BEEFLANILEZBZILL., 1. BEZE

-13-



PHEMNICZITIBREBELRFEXIEZTNALUT., . ChEENEZLHIE
ErE., BEERMIZKRBATLSZ L)

@ HEBOEEBICKEYBEHELNELESEOHERVERMLHMERE
[CDOWTEBAT S &,

(4) THRHEE~DRELF
Y478 R—XERRBROERESICN->TIL, FEITEDE, TR
TEHEBENDBETHD, T, BREICZEIEFEREFOREELVETH D,
ZTOFHMITE. GCPEASFOMERT IHAEESHEINIL,
® AREREEOREL
IA4 90 R—XBERREBOEREICY-Y ., ABRKEEILABRTERE
FHAMITBUEAEERERKSBLEHE (LT TBE8E £0o,) I
RETEILENDHD CEFESOFN2F2IERUESOEZNDIE4IE,
REBEEITHRA (B3 6FREETE 15, UT IFRA) &h5.) &
26 9FKRUE27 75F),
Fl-. ABRHEZEET A BAICIXARTBEEEREF RHET IVE
NHd GRAE270FRUE27 75),
@ AREODIE-&TORE
VA0 RF—XBERABORIER IR TIZHE=>TIE, ABRPIERE
E-ABRRTREEZRLETIVENHD GRAEIE270FRUVE27 7
%o
@ EMERZEDHE
IA4 00 R—XBERREBDOERICL-Y ., ABRKEEENBEERYMEIC
BT 2EMERZEICOVWTHI- =& EX, EDOOLN-HBRNIZHLEHEN
HEEFIREIIVENHD GRAIFE27 IEFRVE27 95%),

7. BIRAX#ER

1)Munro et al, Correlation of structural class with no—observed-effect
levels: A proposal for establishing a threshold of concern. Food and
Chemical Toxicol. 34, 829-867, 1996.

2) JECFA, WHO Technical Report Series 868, 49 report of the Joint FAO/WHO
expert Committee on Food Additives)

3)Muller et al, A rationale for determining, testing, and controlling
specific impurities in pharmaceuticals that possess potential for
genotoxicity. Reg. Toxicol. Pharmacol. 44, 198-211, 2006.

-14-



HEEFBEERELRETECTERREN , FEIHIEEEERZNS L
FEORFYICET 52014 K54 VDOBRETIZONTY (BEEEHKE 1216001
5 FE1445F 12816H) RU #HBEVIRSEFEERKD > LREDTR
HICEATE2HA4 FSA4 UDOHETICDONT) O—EHRETIZDONT (EBE
5 1204001 & F 18412 A 4 H8)

5)U. S. Department of Health and Human Services, Food and Drug
Administration, Center for Drug Evaluation and Research (CDER).
Guidance for industry, Estimating the maximum safe starting dose in
initial clinical trials for therapeutics in adult healthy volunteers.
21 July 2005.

6)U. S. Department of Health and Human Services, Food and Drug
Administration, Center for Drug Evaluation and Research (CDER).
Guidance for industry, investigators and reviewers, Exploratory IND
studies. 12 January 2006.

7) The European Agency for the Evaluation of Medicinal products.
Evaluation of Medicines for Human Use (EMEA), Committee for
Proprietary Medicinal Products (CPMP) . Position paper onnon-clinical
safety studies to support clinical trials with a single microdose.
CPMP/SWP/2599/02/, 23 January 2003. ; Revised edition:
CPMP/SWP/2599/02/Rev 1, London, 23 June 2004

8) ICRP Publication 60 1990 Recommendations of the International
Commission on Radiological Protection

9)Keith F. Eckerman and Akira Endo, MIRD: Radionuclide Data and Decay
Schemes Society of Nuclear Medicine, New York 2008

10) ICRP Publication 72 Age-dependent Doses to Members of the Public from
Intake of Radionuclides: Part 5 Compilation of Ingestion and Inhalation
Dose Coefficients. Ann ICRP 1996;26(1): 1-91

11)U. S. Department of Health and Human Services, Food and Drug
Administration. Pharmaceutical CGMPs for 21°* century-A risk-based
approach: Final report. September 2004.

12)U. S. Department of Health and Human Services, Food and Drug
Administration. Guidance for industry: INDs—Approaches to complying
with CGMP during phase 1. (Draft Guidance) Jan 2006

13) European Commission Enterprise and Industry Directorate—General.
The rules governing medicinal products in the European Union. Volume
4. EU guidelines to good manufacturing practice, Medicinal products

-15-



for human and veterinary use PartIl, Basic requirements for active
substances used as starting materials. October 2005.

14) BAREZS. IRAREESINT-FDG #HWWTPETREZITS5=-HDHA K
4. %EZE 2001 ; 38 : 131-37.

15 BA7A Y b—THEER - REHEYC /0 FOUEKEZIAEMEZE
= Y400 O UEEFFREMZESIBARMN E L TERO -GS
ERIOEAE (2001 F£HXERR) . RAD/0/SOTOPES 2001 ; 50(5) : 190-204.

16) BAT7 AV b—THEEZR - REHEYC /0 FOUEKEZIAEMEZE
= Y400 O UEEFFREMZESIBAREMNE LTERE LIRS
ERNDEE L RIRFERDIEET. RAD/0/SOTOPES 1999 ; 48(12) : i-xxvi.

-16-



(&%)
2490 F—XEREKHEERIZE 1T MG ERGTHROERY KL

VA48 F—XBERABCEMSFAERGETREFERT S LB, BEH
FHAROC N ZETHERMEDOHRAAEFLREDRER VREERRHABRDERIC
BELTIE, EDEM. THEHERETREZFIC K SMSHRESTORLICET 5%
2 (B3 2FEZEFE16 75, UT MEEI £33 RU TEEZE (K
M23FZEEFE2055F) | NEICEET LMD, ELLT. Innik
BIZKDBEHZEWHRT S, BH. ABEISCHMENEREBTHY ., FLIDIF
MNMIELEFBEREFEEZICIVMEORFILNGINTEY. ThillyBE
BVENHD, L= 2T, ¥4 90 F—RXBKRABREERICITIICH=-T
F. BEICKHECTCEGRTIAFNEBICHRTSLELT. BEITLIEREFZ T+
DICEBEOS A EH - BT S ENDETH D,

1. ERiE. EREDHFOHME
- BERARCEVWTIE, —ENHELREZBADHARRMTRORY K
WARBIEN TS, BEEICENE, MAMRAMATROER (KSR
TROEE, BEAF) ZLESETHHE. XMBEXEDFA (ER
R R, AHREREEEECEEOTIC, MR TROFERAD
fit, RE. BE. WOHFRAERAEFONCDEYZIF, REYEL., &LHED
B, REFZIIEBENEBMTONTIND, T, FELTHS
MEGITTREZRITT ERICIE. XHBHEXRE~DBEENBETH D,
BEMRNTRZSCEBRREEZRET 2FX. TOHK S RHAER AT
RAEHEICE S TREERV—EDREZRBASBE. RIAICEDL
HAZMEBIOIVENH D, T, RELBREZRREXEIZHERA (U
T MwEFl &0V D) LRRIKREEICSISEIBEICE. REFORBHN
DETHD
ELEDRRICERAET S5V, 0 F—XERKRARE., ERETHET 4%
FRFEICEVWTERSINDSD., FREFTO A SHIERMTRDERY KL
(. EHETRHGECERERICLYRHIND (BREICIIBRFIZONT
(X, FEFEDGE LR, —EORELREEZEA DRHAMERMITRDE
YIJAARFEDHRE SN D, BEERMIZIE, BEFBHNE~DOEH. F4
ISAOHIR. FA. ITe. BEFORRICHT SEERFERELTENRE
SNTWD, B, ZRREULDOERG - EHFMRMTRZRY K S5E.
BROBERVEEN—EDBERVREZBEASNESIMHET IHE

-17-



NHBEN. TNETNORFERLTEROBED FTRYUEICHT HEIED
MM 1Z2BASEE. BHEXBERECEDCHIAXEIEHELEET
60 ) [e]

UTF., Y490 F—XBERBBRTECHERAMBEE SN HIZECIE L. BAMH
BERYJFWFIZDOWTEHRBAT 5,

(1

. AMSH#E (X&LTHC)

COBEICEICERASNS"CERIBMPMZETHY (FiEH: 5730 F) |
RPFODREICE > THLRELBRHHRIEBRELGL, AHED K S (2, &R
EPERECEVTHRHMMERAMITE S L TREDHRELGEMNE SIMIZD
WTIE, MAERNTROBERVREICE >TRESD, HIZETAY
0 F—RERRARICERASNIEFHO " CLE LTI, BF. —BEYRIT
“ERAEMUSA DI D E LT, EDHREA 10MBaLl EM D 10Ba/mgbl LD IHE
[ZRERrE E DM ERGTR E LTRE SN S, LEN-T, BEMNER
ETHEY 5 TREE 10MBoX (LRE 10Ba/mgD WLNFMATESIHE. Al
&, BEICEDCHERDHAIZZITTVAEZRE. REOXARNEL
Do

AXTHLEBEDESY. AMSTAET HBED CIZDONTIE, [XIFH
N CERERIFIERZORHFHNREZTEHLIHERIFRETHIEREATHE
THD, LEEN-T, BREDODEEZET O RXEH & LT, RERAERZ
EET SFREERFTAMSBIERFZICOVTIE., TORERVREDOLNT
NODHREUT THEC L ZHET HILENDH D

ERRIZF, ¥4 90 F—XERRHERICER L. FERAERICE D (EFRIGE
DERICEVWTHCEBILEMESR L ChE2 BT ARREOHENTTHA,
REBRKEEERA L TARREEER CTHIRRFICR M S, HEREICHK
Bant-%. hBRFORENAMSAERRICHESNDZ EN—MRICE
EENd, COBEORYFNELTIE. ROELSITITIIEMNTRETH
Do

) "CEEUARENRE, EfRF

"CEEBURBEDMHREITOVNTIE, —MRICARIKEE ORRERES (8
B%) &IFAD, BHEEICEDCHTMBEICRE SN ENENES
Ao, BERHFAERICEWVTE, BHEICE DI COEENTONS,
LR THESN"CEZEURBREDARKBEE~DSIEELIZOW
T, SHBBRICEFNIMSHMERMTREMNERECEET 2HREXL

-18-



REZBARBTVEETH 2 TH. BEMERUTROTEKRTICONVTEY
HRICIBEY SEAN L., HERFATRGEEICH L. BIHACED CRER
DEHZITI> L5EESTSATNS CE1) .

(2) AREKEEN D RRFADRA

BEMERN TR ZSCEBREZ AREKEENRRFEARMAT S LICD
WTIE. SZEREKEENBRICEREICEDCHAZET S5E8. TOM
TS BBRENEFEICHET ARERIREZBALGIMEGETHOTE.
LEZATIRSEIEHECEDCRERDBHZITI L 5BENLTINT
W5, —A. AZEREKEESEHEICEDHFAZELLEVGS, £0
Bk S BBRENEFEICRET 2REXFREZBAGVRERY ., BiEFEAS
DRFAFIZERL T, BIHEICE DK RERZOEE 2175 BEEXLL,

(3) WmEFTHHKL
RREEEN S CEEURAREDORMEZ T -HEREFICE LTI, B
FARENTRRIETO"CORERVRENEICEREICRET HEE
BAGVWESEEIILENHD. " HHUTHOTIHIRERVRENRE
EZBADE. ARFRFIEREORFMREL D, BH. BET HK
ERVEREZBAGUVRY. FREOREVICOVTEEEDEREEY
ERIRICEET S ENARETHS (CE2),

(4) AEREN S AMS BIERBEFZADIE
AfeEMN D AMS BIEMRANDRAEBEIZONTIE. HET I2HERTD
BEXBRALGVRY. TOBEITOVWTERERITIEREDORFIR & (&
oW, BE. AMSHIERERICEWTIE, HEERATIKRSI ETH"
COBERVRENEICEMERICRET SEZBAGTVWES>EET ILE
BHb,

T TSR TRFIC K SRSHREZTOHLIZET 5 EED—REZRET 5K
BRUBRESORITIZONT (FR 1756 AXHHNEEAZTRERRFNRS
RMESHRARESEER) | ORFR 1 THSHRESTHLEERVERBREREFOR
EDORE] p22 IZUTOQAMNBHE I TS,

Q HAFEAEISHAFERAEUNDOEICTRUEUTOREHRRELEET

EF50h,

A 1. BMEMRCETROBREIZONT, FYBERICIBET 8D, RTEXE
DEEZET>-LTOEEZSENT S EELTVET,

-19-



2. BT, REZRBELTITS>HBE. (BERETH-TH) REXOEH
ARBRETY, BEZHELTITS>TAE. 8%, KRAOBMNOERENTH
Y, TMEA] ELTRABLEAITKVEDTY ., COXSGTAHIK, RTXE
DEHEDSIZ, TIENBETEEZFT,

T2 MHEMRNTEROHRERVRENEHEAICRES SEZEA G TN, EiE
[CHOTHEET IREEFLGL, BHE. RELLS ETHLDOABREMEREN L L
REVOLERVERICET %% (BMASEEEE1375) 1 ICEDHDS
EXEEYICZAT LI5E. SFBRHIRKOSVENHDS LT, BEDERREER
MERZRTH D

3. PETHEE
COBERICERAINAMSERATEIZCDOVNTIX, UTOSHEANLEE%E
T5DLENHD,

(1) PETIZHWARY bO URHZE, FREMNED TREUMEE ('C: 20
2. PF 110 2, °N: 104, "0:249) THAHZ ML, ELDHE,
QY4B bOVERAVERY FOUKREBREBEORE, OQRZEICLHK
SIEREADER,. QChEE8TEREOHE., DRREVHFRE~DKR
5. O—E0TANERFANIZEVTITONSZEABES LD,

D536, Q¥ /0 rOVERVERY bOUVKEREBEORE. QR
BIEICKE DMAMBRHERDEREVIINEELERENOHEITONT
[F. BERIKEEN O LAFHARFICRAL TITHONLDILDTHD, bbb
TRICETAHMHFAURMTRDEERICOVTIE, RRFOHTITONT-L
LTELERETREGSEHECEDIETOALILDTHY . HEFRFIE
BERARICEDCHFRIZIMIF LA ITAIEGE 5 ALY,

Flo. HHBRRFZOHER. ODBBREOFERE~ADRED=HIZ,
BEFHBREZZRABMMNMERUTREAZERNICHRA SIS, HZRER
DIALUBRDE Y FNIZODVWTEHEREICEIYRF SIS CE3. F4)

GEH. PETRODBREEZRET HBHEICE. TOFBHANEH TEL
Cemn, —EHE, BRERFATREL THRAERORERRZTL. EREE
WELTRIKD CEAFRETH Do

(2) QY470 bAVICEERD P OVREZRBEORE. ORZKEIZEK K

SHRBHAD SRR VO NEETHREQOHEIZIONT, ChbhVfHEkk
FATRHEBCHDEZTITL., DBEBREOHERE~NDRENHERFANTIT

-20-



Hinbi5E (FIZAE, BERNRESERGLITROFREEDE R o FEEEY
[SEET H5E) . BB FEEACEDCHAZRBL-ERTHILE
AT SR §<®%n~m%mﬁ%#b® EICEDE. HBRERIIOS
@%L%§ﬁ5 . BB, EEICEODCRGEEDEEE{ToL

Mm%%ﬁrthxﬁ¢é ENTRETHD, T, CDHED
F RFICONTIE, EREICEYBRNERMTEDEENTHONDBEN
HY. BEFERFFIEAZBBEZAF LR, (1) LRk, BEREICE
O%ﬁﬂ?é%%#%éo

E3: TER#EBICEVTHRFI SN S PETREEZEFORYFHEWIZDOWVT (EFR1THEA
28 BXHBFERFRITBRAR - FWBRBEFHARERR. BEFBHEER
BIEERREM BRO_ &,

T4 - FREFATODODIRZEZITIMERIL. EEDFERHFAIRGELELET DM
SELABRRERRRFRNOBEFHEREZZEAMRS TR TRERAZERIC
AT BDIEEICIE. EHEZORTRICEIBHEIFTETH D,

(T)

-21-



