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hAZSAECSVIRY . a5, TSIVARY  ZRATSY I NRUThL DB THS 3-
FI/2-AXHJYR(AOZ). 1-FI/EF VR (AHD). 3-F3/-5-FBILTAH / AFL2-FFHJ R
(AMOZ)RUEZHIL AV FSEM)IZDOWT , B R B HEE EEL /-, FHEICRAVW-EHIIES-&
T EHEIHEE (2003 £E), JECFA(1992 £6) KR U EFSA(2003, 2005 )L AR—i. EMEA. %AW IERNT
EhESN =B EHEBRREERUAREHETH S, _

ZrAZSUVEOERSM~OFRIZEARFENED Z{TELEINTWS, BRAEZLTIE, =hO
58 [BRICBVWTT TR LS LBEZDORATHAUENIEESH. TORKBYTHS
AOZ. AHD. AMOZ R U SEM S HtR{E & L TREIMNTHhH T T, SEOFHAEAIZISLVT SEM %
MRCEMEIL LWTht ADL R ET B LIBLTRL RSNz,

SEM [ZDWTIE, —baI7SV U OFEROFEREICEDH LT . LWL O BN OEHEN S EAHIBAL
THY., SR EL TILE TRV ATEEED $H 5, SEM FOEDDVALIZDOWTIE, EHNAEGER. &
EEMEHER. EFRHEBREL VRO NZEHBIRELMESN THELST . ADIHHWE TDI EEET DI
EF+2THD. '

LHL.EFSA CEESh . IYERTCROON-BEOMRLEGNLOEEINOIREELTHE
EZRBIHAZI. R ETHARGIHEETH L EEZ LN COAELTETHE, SEM 2 AEL-UTR
HZ BT DAEEMEA H A RORET—RATh, EHSAMEIZONT 5 fIORET—I0 EFBETE
3HELEEFR U EDR—CUARIAEN TN, BRNIZHITE SEMOBERDOEHE. RESHEFSA
TRISh-30 L ERETHNIL, TEMEHEEL T, SEM ASERELTTREEZSOEO MOE
[FXRELVRIELTIIIEVED THDHEEZEZL NS,

# Margin Of Exposure ; <37
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:bn?ﬁ:)ﬁﬁ(:m?%‘} 2 ZhATTN L DSV R RUTDS AR E LS D B REEEETHE
[ZDULT(E)

1. [ILHIZ

=hODSUEIR TS ROESRRBROBIRTHLH . REFEX BV TIILDRERISTIURR
FIEOBAIZHEL, [BRRICBODTITHEIEShIBESFORASTHIMBEIIEESN . —bADSV L,
—rADSURT ISV EY IS EEURFEDORRESHTINVD EFMIZIE. SChoDRBYMTHS
BEIAIADESEM). 1-72/EF b (AHD), 3-F2/2-AF SR A AODKRY 3-FI/-5-FENIA1)
JAF I 2-AF VY EL(AMOZ)E St AL S EL =AM E RICEVEES L . Tho DIRFIA
EESh TNSESHTHD,

= haoSUEOCERSMAOFERIIENRUEFNRICSLTELE(TELEh TS, 75V R EZ
FOTSYUITOWTER 15 FISBRICBEEHBENES - ERAEEESAREETHISEETNERL
BEAEEICEVLTEESI Y. 2S5V R OV TIRBEEERSALHE ThoaTReEA S, TR
B THD AOZ DLW TUX invivo B inviro DBEIGESENIZETHY ZPAEEE TS AR a0
TEWEEALNSIEMD, | RIEEFGFESADDERIET D EIETHHTRWL, ZhaTSV U RUEFDOR
P THS SEM [TOVTIEHENSAMERLLEMEEROBRNHY | AN LERESHTHLNEDD
ADI £/ FT A EEEETHLNEEIR TS, ZFA TSV Y 5L ARV Iz DWW TIXERCERH S
T=ElEAN, .

EFERIIZIE JECFA 1ZBWLWTISVRUAT DO WTIRBEESERASAENFTETERWN & D35
UNITDOWTIEEMNAMIZEIT S NOEL ABLM TR ENS ADI [FEESN TLVELGO EMEA 12
BLWTF=FATISVY  ZFA7S R UAZDNTIE ADL MRL #5%E T d=-ODFHAT+57. 75U
AR DOWTIREBRAGNZE, 25V URVIZT DLW TIENOEL Ao NS SR NEIEEEA O Oh
BTEMSLThE AmexV(EREMAOEREEOTVEMRAEED)ZNME LEHEShD, lugks
@) MRPLs (Minimum Required Performance Limits) A%, 2R UK ERGIZ DL THREShTLNDY, —A.
SEM[ZDWTLIRE=MADZSY UICHEST LD TIIEL, FYCHALRPEREERLETSAFY
THRT IR, hSF—F2 ESF2 . NEORAH SVNITIESFEHENBIERIE TIIBLIE. &
AULMI G ARSI TITH LA, BEAICLELAIEA LMY, 2003 £ 10 ARV 2005 %7 B
[Z EFSA A EREZEERL TLS7E, Fi- BRICBLTHEROD nvivo EEESMRAT-IZRESh T
L3, :

D= SRELEFBEIY, —rOISUERUTOREMD T OVLTOEEEEDFHEIZ S, ¥
[ZSEM OEBEEHRUVER QBT RIEEH-BAREVEMHEE T3 A BERREEESITK
fHEh1-LDTHD.

2. ISVURLEU AOZ [ DL AT HEMS

0

0
OoM O __N\N /-l\‘o HZNMN /H\‘o
\ 7 / /
75VRY AQZ

ISVYRL B UFOIEHAEYTHD AOZ [Z2OWTIE, BEICEEEIZHINT JECFA H2ULNE
EMEA [ZEWTEHiish =EHBEB0#ENESh THY . FOEEIIROBYTHS,
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O3V kY

FEAAMEIZDLVTIE., SwissMBR/AICR ¥ A% FAULVZIREIR S Z L HFERITH T, 24mgkg (RE/RA LU
L OBRSEHOMBTRETE. T/ \BIEDIEN, Fischer 5wk XI& Sprague-Dawley ZvbZ FL -
BEEIRS(Z L HRERITHUNT, Fischer IYTIZ 12.5mgkg FE/ARSHOM TREITEHOILITIE
SO, 25mg/kg AE/A L LIZSEOMEN CRIERIFERU RIRIRIE. HEcEERERUVEE
HBREAADIEMN. S0mg/ke A E/AIX SO TEARIEE O BN, Sprague-Dawley 5Tl S0mgkg {4
BH/RE5EHOM CIRIEEOEM, M ThiEERo ERBHEREDIEMNAROH LN, BIREMEIC
DUWVTIE, in vitro @ DNA {EEER. Ames 5ER. [FFLSEERMEIERL V- UDS HER. B TRAER
HER. SCE HER. RULEHARFEBEAERINFLAEDFEBRICSWTHEERICHROEN, in
vivo TlIEHAOL 30 aoN\IERAL-HELSHEGERE THME. T X AL-/MEEGERISTEAET
BHofz. LD TEM L, 2TV VNN UISBIEENEF T AR SAYE THLTEEEA LY,

OA0Z :

FEH AT OV TIEFHESN TUVELA BIRZSBHIOWT in vitro O Ames FRER(-S9 D Salmonella
pphimurium  TA100, TA1535, TA98, TA1537 B U +S9 D E. coli WP2uvrA). ERDFRAF L/ ERZERALV-
P EREHERSY). in o DRYIRERVIMEERTBIHERLI-CEMD . BHARERTHE
REHEIREHTELY,

DT EMS PSVIVRV R AOZ IZDWTEAFEIN-EHN SR BBY, ADI £} F 952 &(E
BYTHNEEZLNSEEHEL TN, COFHAIZIER RO JECFA. EMEA D&+ FEHIE SH
DEHERKIBICLT->T. ThoDEREET TSI BYSH-EHRTIRESh TWVENIENS, CO5E
MERERETVEITVNEDEEZLND,

3. ZhOTSY RV R AHD (DL TROO)

.. 0 0
|
OzN\@/:N H“N//”\\NH "
A | e
=TSy AHD

ZhATSUMMUR T OXEELR B THS AHD ITOULVTIE, BRIZHITLFHEIE AL, =ha25y
b AT DULDTUIEKE NTP [ZEULVT B6C3F, ¥V AR U F344/N SvhzEALV: 2 FEOFEAN AMERERAE
e THY. FOBE B6CIF; ROADERY F344/N SvbOiltt TIE R AtE R IHITEL \(no
evidence of carcinogenic activity)ht. B6C3F; %7 DM TILIPE TEIRIFIE(bular cell adenoma). BIEES
fE$5= (benign mixed tumor), FRAHEMAIEAE eranulosa cell tumor)DIEAN (clear evidence of carcinogenic activity), KL TF
F344/N SO RETIEENICLAESOS L VERED FREEE L 52 B3k O IE% (tubular cell neoplasms)D 40
(some evidence of carcinogenic activity) AV REN - &L TUVD, Ff-. JECFA QA7 3Y U O RESF T a7
SR IRICEWTIETREESEEML . IRROEMR A " RIFELEHNHEDOD, =
FODSUREOEEIEETET . NOEL H3RH oL\ EERE TN TLVS, EMEA TIE=FAI T/ M T
DUWTIHHERATELTEY . ADLRUMRLFHRE T RABI~DOERZROHLEVEMRAERESR X
[ZUREL TLVS, FF=. 2006 F£D Big Blue YV RXDTER DRERRICHITHEA ¢ [BEETFOEAREESEGED
RSTHRETIE. BRSSO THEVEA S BELERETS— O HOBMARED - Esh TS,
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AHD [ZDWTIHERNMEL N TULVELY,

SHED MR AI Y f->T. :h%@%ﬁéﬁ’&ﬁﬁ?’é!:@) AR RITRHEShTELT . BN A
MNEETET RUTFOAN=_XLEBRETENENS, —FATS R B AHD 1220V T ADI %585
AR ETEYETHNEERZLDNS,

4. IS5 )ERVEY AMOZ 2L T®

O2N \0/ ——NxN/JJ\O _ HENH“N/H\\O
NIV hEIVE
_/ /

oA AMOZ

TSR B AMOZIZ DUV TIL. ERA° JECFA |2 811 5EH. NTP [T LA FEMNAMERBREOBRIL
BONTULVELY, EMEA [ZBWTIEISILER 2 DWTIEESRAY L6 . ADL R U MRL IIEEEHTE
FAE~DOFERE2OHLVEMRAEES AMIRET 2L TINVD,

ZD &31Z. TSIVER R AMOZ [ZDLTIE, (REAEBRAFON TULELRRIZHY. SEHEETTS
ZEEHFLLY, EMEA T ADI BRI MRL #585E#7 . BRI~ OFERZEC TSI L. ZMATSUEE
DEDERAMEFDONIYMETHHEEEET S BEGREHNMRISEONLSET, ADI Z8E
T A5 EITEHTENLFIET 5O/AEHTHLHEFZLND,

5. =hOISV IR SEM (2D TN

0
|
o2t \O/ —N.ﬂh"“‘rxn-|/\\|~~1H2 Tl
| HEN““*NH/\ NH,
skl N b Y SEM

—hOTSYURUFOIELTREMITH S SEM (2D TI BEIZERRITHINT JECFA HAWME
EMEA [ZBULTEHMliEh F-EEBEROHBENESh TEY ., 2OBEILROBYTHS,

O=ka73v >

FEHAMIZOULYTIE. B6C3F, ¥ REAWCERSIZ LS 2 FREIOFERIZHENT, l4mgkg HE/R
L E DRSO CONEZENS., JIEME L RER . INEFHIEHaME. NEO BIERESIEEZ OB,
Holtzman K5 b BN BERIR S LA HERIZHUT 36 BREID 150mgkg AE/HD RS, HBHLME 53
BRI 75mgkg FE/R U EDOIRSTRIEZLFIES O, CFE 5y ALV =BEER S (50-55me/kg &
F/H)IZ& 545 BREIOFERIZHE T, HTRIEOFIREZE OIS, F344/N v hEBULVEERSIZES
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24ERIDHERITHLVT, mgke A E/B L E IS EOM CILISHIED BN AT iEm e )R
hihte, BIEHMEIT DT, invitro () DNA {81554, Ames SR, [FFL AR ERaE R -18IRE

RERFE. SCE BBRULEARESHBARESN 2TV TBIEREATRH LN TS, in
vivo TIIRBHREEHER. I BB TIHEETH =, .

OSEM

FHAAMIZDNTIE, Swiss THIRD 0.0625%SEM-HCIDEKIZE 2L A HERIZH LT, MISHHL VR
DoLMERROESEEMBROEMN, dd < A0ME R = 747 B OEERE0.1%SEM-HCO)GHERT
MBS OEMARD SNz, SYMIBLTIEEAAEREROSNEL, HHVETHET Z0IF+5
TERE Thof-. BIZHMIZ DL T invitro @) Ames BRERTIL S, fphimurium TA1535 -S9O ST T55
WSt RIEASERSH D= H, TA1537. 1538, 98, 100 TILREHTH 1=, in viro TlE 7P 2 DNA #H
LV/= DNA #E53ERITHE LT Cu( T y#HE T T DNA fHIMADR R ERD LI, in vivo TILIE Swiss <
D ZZHITHF R VD DNA 7 ILA)BEHETCEEE tH-1-.

ZhoDTEMND, ATV VR T SEM [TV TIEREAAMERLUE-SHBRERNHY . HHAME
THHEEALND, FNAMD AN X LIZBSHTENEDD, AFRShI-E#MN5R5EY, ADI &
BETACLLEYTHNEEZ LN DIEEHEL TLA, 2385, SEM D IARC [ZHIT55HELX 7 IL—F 3
[ A3 BFA AT DN THEETELLL \(Not classifiable as to its carcinogenicity to humans) | T3, "

=kAazSy A DNTIE, SROFFHEKREIZL->T. ChoDfE Rz E R T AIZRBYAHEHERIX
BEHISNWTWVEWIENS, COFHERRE RETHEILDLEDEEZLLNS,
—5.SEM 22\ Tik. =hazSVJ o OFEBLSHZ. PYSHLRPEREFERLEE-TIAFVIHR

ok, hS5F—Fo HSFL, BIIEDBRHIVITERFEEE REERME COEL-E, HHLMTE
S A R IR TH AN, BRICHELRZEMBALMERRY, #7112 BFSA FTXYEHBTUR 75
@EAEHEESN TS, 2. BRIZEUTE invivo DBEEESEASAFT-ICE RS .. TORERAFRESH
TS, CHHDHRIZEDE SEMITOVWTIIHEHTIDIEEEZ RE TR ELAHIM DV THRETTIHE
URBBEEZLNBIEMND, FHEAR. ZFOT7SY VICHFELLELY SEM O B R ERIKIRIZE
FTAHAMREFITOWTLTIZEYFESHFITOT=

6. SEM BT ABHMRIZDINT
6-1. BEHEMEIONT
ChFETICHREShTOWSEEEECET A ELIREILROBYTHS,

in vitro FER

AER F3E 4 BEE5E2 aR

Ames S, fyphimurium TA1535, TAL537, 6239988 yig/plate(S9) TAL1535 TS
TA1538, TA9S, TAL00 u2)
S typhimurium TAL535, TAL537, TA9S, | 62~5000 pg/plate(:S9) TA1535,TA100
TA100, E. coli WP2 wrd <igiE”

RARY F oA =—Z I\ L AF—TE(CHOYMERE | 75~600 pg/mL, (+S9;4+14hr) ESEa
(5488 1) 75~1115 pg/mL, (-S9;4+14hr)
Faof Z—Z 1\ LR A—FTE(CHOYMBA | 200~900 ug/ml, (-S9; 18hr, 32h) | fafE!™

. (HEg2) 200~900 pg/mL, (+89;4+14hr, 28hr) |
BREEAERMLA) | L5178Y TR/ SEEf 0.013~10 mmol/L{S9) G

b SEM JBER R 4. 8melT/ B, I 33mel/ B L HEHIENTRY ., MokES 25~35g. HEOKER 30~40g & LIRSkl
% 120~160mg/kg ¥5EE/H. 94~130mgkg (FE/H

—-21-




BN | Eb cHarasl, p53. (Co(IFET) | 10~100umobL, ECCEaE

invivo 8
iR SEEXR 52 R
FEH DNA &5 Sy 500, 2000 mg/ke, BERENANES petg”
1N T YAE 625, 125, 250 mg/kg/E, 2 ARS Bt
BT R B Muta™ Mouse 0, 12.5.25.0, 50.0, 100mg/kg/H )
(lacZ BAEIGTF) B, Bif 28 AfB&HED

D Ames SAERIDIY

Parodi S DX TIE. S. Hphimmriunm TA1535, TA1537, TA1538, TASS, TA100 O 5 E#EIZDLNT.L 83, 17,43,
67, 133umol/plate(623, 1277, 2553, 5032, 9988pg/plate [ZAEZ)DFAE T S9 RIEMHERTFET RUIEGFE
ToOEEMN TN, TA1535 O S9 JEFE T CHBIETH o 1-ERESN TN, BOh-EIRERERICD
LTI, SHBEILO)D 112213541 . 67umol/plate(503 1 pg/plate)dd SEM T 6128 Tho1z, FIFREH DM
DERZUEBATIL, Nialamide Tl 4.2umol/plate T 2586203, EF SV /KFWITIL 10umol/plate T
74219, Isoniazid TI& 146pumol/plate T 6115 EHESN TS, 105 .. COEREEHRRIIS VMRS S
LI REFRED SO IFE T TILEID LTz, Fz. 133umol QLB TR M 4RI,

EFSA OERETIE. S. yyphimurium TA1535, TA1537, TASS, TA100 RUKE. coli WP2 wuvrd @ 5 R DULNT.
62, 185, 556, 1667, 5000pg/plate DFAET SO RPIEMILRFET RUEFE T OFEERATTHH THY. 89
FEFRFEFIZHULNT, TALS35 D 556pg LLE. TA100 @ 1667ug LLE Tl TH-T-HRESh TS, Chb
TEOLN-ERERSEMIC OV TR, BKT TA1535 TIEHERE(R4E1)0) 16 £(548=£131), TAI00(215
+39)T 3 5(624=44)TH Y. WP2 uwrd (40=£5)I 2 EITZLTLVEM 5T=(72£9), COIEIRERMERILIL
Pt SO FE FTIERD LTz, 758, IBHEXRERIE TA1535. TA100 Tl sodium azide 1.0ug/plate T 525+
39. 73327, WP2uwrA Tl& N-ethyl-N-nitrosourea 100pg/plate T 192+6 Ta#H>7=(L VT h$-89), £i=. SO 1F
TET D 5000ug DIB(E TA1537, TA100, WP2 1ord [ZDUWNTHEREEM %R -, 2005 £ EFSA OFHET
[ZZDHZ 4 DOHESENATH TS, LWThERMTHD,

ZDEDS ., SEM (FFDREEBENED D Ames FRER T T O MEZKISHLBHEERTEEZ LN
5. 48, BEREENZOON-DEVWTNLEEBBRBOREFEREERE (TA1535, TA100, WP2
uwrAYCHY . TL—LI TR ERF(TA1537, TAS) 2L TIELThEERTH 1=,

Q#aFERERER" ,

FrAZ—ANLRAZ—HE (CHO) fiRERAL=2 20U Thi., 58k 1 TIL 75, 150, 300,
600pg/mL MFEE. $E& 2 TIE 200, 400, 600, 700, 800, 900ug/mL. MAE T, S9 BB LR FETRUIE
FETOFRBENIERINTLSH . WThLEETHFzEBRESNTIND, Ffz. AFRERICAI->TER
SNT-FAERTHBICHLT S FEFEETD 1115ug/mL OAIR(F mitotic index(HFHEH ZELUETSE
ATENHERRSh TS,

1EE. HER 1. HER 2 2BU T, S9 FEET O 300ug/mL B LD R OEEEAE (4 BRHEE NE+14
B FSHEEE) Tl endoreduplication’ AFRHSN T, 1120, ThilT4RERLE28 BIEIEE TIXEOH N
tnot=,

° BT DNA O 1 HEESRt ORI 0 SR BRI L - T bk, _

4 DNA OIEESHI RS DUVNHFAOE RN O 5 TR L - TR E RN, BRI 3 EESTL 7 I /BRiET o s
b, IO T LIRS ORREF#E KIFICEIRA D T LTS,

¢ HAHFIMEROP T, HIELSEEIT- TOAHIENEIS0 T L, ZOEAOSEREORT IS S ERH b %
T LTINA,

F &CoRAUENQR A5 LIoREEZ N 5

—-22-



ZOTEMD, SEM [F CHO il Bk REEFRIHWNEEZI NS,

QRTEERAZTE MLAYD

L5178Y <R SEEHRAD Tk-locus 2 FLY, 0.013, 0.026, 0.053, 0.11 ,0.21, 0.42, 0.84, 17 24 34,49,
7.0, 10mmol/L MART SO BB LR FETRUVEEETOHEIMTHhNTHEY. SO JEFETD 1.7,
49 70, 10mmolL, SO FHET® 10mmolL DEETHMETH--ERESNL TS, COBFRIE
49mmol/L Bl ETIIAEKRFHTH-T=,

AREHVTIBEOHIEIFEROFEE N DXTEREE S ELEIL THEMR 1,000,000 $7=Y 50 LLEEML . @
REKENLERENRESOLNIH., BREAEOHONIES. ESh TS, $9 IEFHETTIE 49, 7.0,
10mmol/L. TREKIFRIIZ. 62, 106, 262 DEERDOBEMATEH LN THY . COFIFFEHEHL T &
B. 17,24 34mmol/L IZETHLEREEOEMIL 56, 48, 41 THY. COEETIIRBERFHIIZEOLN
ot -, ZREON-—Y A X OBETE. B0 —0BENEEO NS R REEFEREM
RS ARG ShE Mo,

ZOTEMND, SEM [ MLA IZEWTBIEERT EEZA LN S,

@DNA 18igsE"

2p TS RIFEFNI LI o Haras-1 F1=IE psS3 BIERFD TS A4 10, 20, 50, 100pmol/L O SEM
AT R—hL FIVESKBIZLY DNA BiEOFE MEETEN. Cu(IHFE T T. DNA OFFLE
PR EhzELTWS, BRIEIZA L F 2 A—MEOER U RBOFEIII DL T RESh AN
B Z LY LD EEWIHEITU ., ERYS B OERICHMNDHLT DNA BF{EAET>fleM
. Cu( I HERFFIED SEM &5 DNA {55 DNA S0/ o — OEFERECL TS T EARE S,
Fi. FHMBIZ &> T MBS S O DIREDEME R RIL TS EER DN S, F-. KEE
ESCHLRAR D o—IFE B L ERE RS, AF4F—/L. h35—+E . bathocuproine IZkYBTHEHER
SEITFEESh =LA D, BE{bkFEE Cu(1)H DNA BEICESL T I ENTRESN -,

SOZEMND, SEM (E invitro @ Cu( DFETICEWTDNAIEHEERDEEALN D, LALEHS.
WHE Culdmvivo TIEEBHFITERIHEELTHY. AT ELTEFELGWNIEN D, COBERDEEM
IZFEATH S,

® invivo TEHI DNA SREERUDS 3887 -

AR H>TENTFHHBIE RSN . RN EOHERAMEN 2000mg/ke. MM THUESE
IZELBOONEMSEENTIVS, COTEMLRFERT . mAIF5E 2000mgkg. S VD HERNR
EL TR -,

HE SD Sk Z 500, 2000mgkg D FAETHEEZEORSL . F5#% 2~4 FHEERFFIAE) T 12~ 16 B
(ML) % | BBk - ATHARE%E AL V- UDS SEEAY Th . WFhiEETH >, EVDT L1
#1(net) &, EREEMIBCILB BT 155271 [ZxL 2000mg/kg T 0.020.8, SR REE ClIBEER
FERET 23,7217 (23U 2000mg/kg T 0.0£0.8 LRESh TS,

2005 H£0 EFSA OFHETHIEL O BRI EI BN S TUODHERTH S,

CDHEMS, SEM [ES5VMEBL = invivo @ UDS BERIZELTIEETHLEEZ LN D,

® invivo MZERER®

AR A H> TEEFRFRNEESh., HEBRME O ERKTIEA 250mg/ke. MR THIEFEIC
ENRRHLNGMST=EEN TS, COZEMNLFRFERIL. ZAIREE 250mgkg. BV MDAERREL
TEshr-,

B ICR T RIT 62.5, 125, 250mg/kg/day DFAEE 24 BEIRR T 2 EEGHHEORSL. BRI%5H 24
R TIREL = BHIC DL THEATThh ., WThERETH T, 8. AR FICREBREIDIE
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CO—REOREIIRH O NG AT,
CDIEND. SEM [ERIAZERL= inviveo DIMEEERITEW TR THHEEA LN,

DSV AP TV IR I RAFRAN-BIE T AT R R

Muta™ Mouse(#% 6 IL/E5)IZ SEM-HCIiF#% 28 BFERAFI#ED(0. 12,5, 25.0. 50.0. 100mg/kg AE/R)
‘5L, FFRE U158 A lacZ B FORAERABHNERIN TS, FH#, i DNA &iC
WFNOBRICBLWTLERTS— O8O BEMEAD LNEh 5Tz, —F., BHENETHZ 7,12-DAFIL
R X[ a7 SEUTIEERTS—IROBLAEMARD oz, ThoDTEMNG, 100mgke KB/
- BETO SEM O#FO1% 5L Muta™ Mouse DIHiER Ul SHL TRIEFRARTREFHLEM o1z,

BLEDESZ. SEM [E in vitro DWW DRERI BV THLMGHERETTEO0., in vivo DEFERD
BB TIILWThiEETH 1.

6-2. SEM [Z{REEHTDOHBHERRIZDOLNT
EIEENE. SEANAMEDOMIZ, YCEEEE SEM DSy ZHIT MR- HEHEER, TR THHN SD Sk
Bl AESFAEICEEL RSB TS,

IRAR-HEZDLNVTIE 2004 £EIZ C:CD(SDYIGS RS VT “CAZE SEM % 0.1, 1. 10mg/kg FHE5E
HROR S LSRRI TS, Ch [d 86.1, 832, 8049ng-eq/mL. T [ 067, 1.0, 1.0 B, Ty
(16, 21, 17 B Td o=z, FEIZIEELL TRAP TR 5 168 B TIZ 843, 81.7. 87.1%. ElIZ(&6.9. 94,
3.7%. BRIZIX 4.7%. 4.3%. 4.1%H SN, FAITIZ 2.0, 1.1, 13%HMREL TV, HERI0SOEE
F—rSTUF TS LhbIE. HEEREY. Bif. X8k, B RUVHRTILELY S VIETEEN 2o o
- tsld, LWFh bR SRR EAVEL RS RERRU -z, BETREIS T OHBERITIETL, 72 FRREIC 3.
KENRTEROL., Mg, BEIE. RE. Ii. Bif. 5. ERUVRRE CRIMEEZEDLNI=0DHT.
IR TEREA~OERAEIIEDLN T, @

SD SyhMIHHAEF I EEL-RIL. 1972 FITSFOF NI DN TERSNERBIZETNT
L5, SD SwhT 5. 10, 25, 50 $HLME 100mg/B P SEM-HCIE4TE 10-16 Hap LM 12-15 BIZEHHE
OE5L., HETFE | BaTIcEEL. RIER URROOZHOEELIERIN TS, RIEOFEERE
(£3.0.3. 38, 56%. HFIRROOZHRFELSEEL 0, 0. 43, 95, 100%TH 1=, CORERZHTHNOAEL
I& 10mg/ B 3040mg/kg {KE/R)ThHh >z, CORERI TN SHIMA FETAEIO £4RE N/ —LTHDL
4. HER USRI ESh TLVR0LE, BRI THD, O

6-3. —hOTSYVUATHFELLLY SEM ERHER UEZRIZRET MR

SEM [3EMRAFICHAI= OISV O NEMEL TERMT ST LRSI THEY., EU TIEEKE
BRHPO SEM FEELSL T a7V U OEROFRORIEHREEL TN,

— A BEI S TISRAFUIR R wbEERL-BSEFOREMNS SEM AEHIh AT AL M
Y. FOBEOABTCINE=LATISV TR TSAFYIH Ry OBETIECHEaF L TER
Th37 VT HILAR 7 SR (azodicarbonamide) TEAE T 5 EEZ DN D EARESN TS, BRHIZERH
ShAEITHEEDHDARE—T—KTEL EFSA D 2005 FITREI L BE AT T 40 BIEADRETE
4 13ppb(3-26ppb). ARA Tl 88 IRIADEFFETT 16ppb(1-87ppb). 75X Tl 10 LLEDBADHE
T 6-15ppb D FRRH. K-V Tl 133 BIADIHETEN 13ppb(<0.5-140ppb). T4 SR TCIE 15 BADRAET
T4 11ppb(<1-28ppb). T A ILZF Tl 50 $E{ADIRZE TF Tppb(<1-42pph). AAR_F7TIZ 12 KD

& ﬁﬁ}‘rci% S PChz oL VT S
ZF V) A ALathyrus sativas & 28 & 3 A RUEICHTT AFRE T, EHRANCIIEMIE OREIC .J: Y, FEENEM BB
EUBERRETEHHY
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ET1-17 DEEFH. TEROIFE T 63 BEOTIETENY 1ppb(0.1-27ppb) TdHhHoT=, SHEHREDE(THHHE,
NBERE—T—FIZDWTORBREFNTEHE 385 RIADFAETTEY 13ppb THofz. —H. TOMOD
EROBERIZOVWTOHRREZENY T HE 121 BEOFAETEY 1.0ppb THo1=, @

BERIZOWTIE, RE—J—RICDUVTHES 38 Bk BEDRR R4 ME. LML &BITO0LTR
S, FREEDH B ST 17ppb(6-42ppb)D SEM HERHEN TS, JEIEEIE. LRLNESRIZOWWTE
EEBRRGppb)EFE TH o1z, @

ESHIZ. BEITE- T, BROMINEHIWNIBRICEME THSH SEM AAERL. BRFIZTRETS
AEEM DB DT EARBEINTETLS, FlAIE. ASF—F I DN TIERERMIZER O BT Red
seaweed) T 0.2ppb, CALERLIEEE B & 2ppb. FRFEEINIET 6.5ppb, ;EEANIE T 68ppb. REMEHSF—F
T 0.6ppb D SEMAEHIEH &L TS, FT-, BHERTIEL -5 (Black seaweed) 55 1.1ppb., NELNIE
L7=TE (prawns)hvi5 1.6ppb. /NI (shrimps)Hh 5 0.9ppb., BBMS 0.6ppb. $3FLM5 0.2ppb O SEM AT
NTWS, EoITE. ERMICE. ERHIVIEREHETREERMIE CUBLERIZEZ LY EZLD
SEM(0-450ppb) SN EL B ZEMTIBIN TLVS, ThoDKS(Z, WTFHEMETIEHSH . SEM ITFKAIZ
S8, HAINLEEOBROMINE ZL>TEAEL TS AR S, @

OoN © —=N._ (v
NH _
\/ "
=NV,
o 0
n u el oo ML
HEN/\ _ NH2 TN NH,
TSR TR SEM
Rk

ARPORNH,. RCONH,Z

4. SEM O REIZ{%5 EFSA OFHEIZDLT

J:.:Ea)d':-;[_ 2003 LI, SEM H—EOH Rk, BRORE. F0. MEL. EREONE, H5H0N
(ZEEAERGEEIITEATH S, BRAIZDLELZZEMALMIIE>TETINVA EFSA [ 2003 FITFiF
Eﬂﬁiﬁ&%ﬁﬂrw—ﬁ“ T D% SEM OB SR DEEIR. ERES. AEFOREREIEEL . 2005 &£

REShDREERLFORRICEITEYRADEEEERL TS,

%CD%*;'E BHE(SEMFERTATREELNHADITZIRTHY . REEDREDy—IEHEL-LES
2.9 5y B OISR IAE 8.8kg)Ht 13pgkg B SEM ZEHL B S OAREE T8 234g/E|0>#EHEu_iﬁ
& T 035ug/ke KE/H. 95%LIRETHS 464/ ADIERT 0.69ugkg AE/BTHY . KAE 4.5kg DELIRE
Sug/kg D SEMEFSHLI-A% Iﬁamﬁ; &’)-Jbb"é’:’OOmL?EHRLTJﬁAIi14pg/kg‘|$§/ﬁc‘:‘é‘i’bfl,‘%)o

—H. BERICE VLW TEEMNBHON TULDHAEE. T7RDHENAMETDOULT 100mgke (KE/BIR
ETHY. %%m’r—x’&*ﬁibt% BLENAENEBHON-FARL. FREEDH- LD RELD
RIT(E, 2adEd 5 HiTOT—U0h B b EL . BRFISEESNS SEM OFENSAMICKSErDERE
FEETHONEEHEL TLVD, T=. fEFBMHICOLTE 3 HELEFN L EDOR—U U h A EEREILT
LD,
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1. BROKRIZOVTIE., F/E 15 FEOERICHITARE—7—Fh0 SEM 882 REHE
hiE, SBESh-EEOER 38 B oS- SEM O ESESHRITAS 17ppb(6-42ppb) THL) . EFSA
DR ELS 13ppb) &R IXEWEE A>TV,

7. BEREFEFEERHEZ DT
[=rO252 80 ADI DEESEIZDOLT]

—haZS EIFEEDSVURY A5  DTVERY ZMADS L E R ELT TBRIZES
WTITTBH | LS SEEFORD THAPHEIIIEESI . Cho OB THS AOZ. AHD. AMOZ &
U SEM Z 5 THBRIEEEL TREINERSh T3, -

SHgRREIN BN, ISVURVRUAOZ (2 DWTILBIEEEENAMERT ETEY . ADI%ZEE
EFAETEL TN T AEEZOFHEEZE T I HIFUIZEDH NI,

kA3 R AHD [2DLVTE NTP OFEIZBLTI IR, SYNCHESAEIERHLEA TN
B0, FOADZXALIZET HIERIT2LBON TUVEL =8 ADI OFRENTRETHI M EINTHIERT
EFTEN, JECFA 1TV TIE=ha D5y Y OFHfEGR T D5V M VIR IRIZEIT S RIEEEDIEM
[Zx3 4 5828 IBETET . NOEL 3Rkl FEEHfiE . EMEA IZH O TH ADI R U MRL #5RFEH
T BRI~ OEREZELTWAILEEET AL, BRICHEVT, ADI #]F T A LITEL TalhE
EAbhb,

FIIVERL R AMOZ {2DWLWTIE, [EEAETERMAESN TUOELKRIZHY . FHBEEZITIC &3 H®E
Ly, CBITDLNVT EMEA Tl ADI RUMRLIZERER T BRI~ OERZEL TS, = ADS
VDO EDRSAAMETEODNOYETHALEE R T HE. BEGRFHHMENBLONLET. ADI
BRI HEITEL TN T 5200 EETHELEEZLND, .

=hAZSVUAIZ DT, HERIO .. AT AD=X LT TRNEOD ., AFShi-EEMN
RAHIRY. ADIERETHEIEHTHENETLIERFOFEEEET HRPUTERH oLy, SEMITD
WTiE, ZhAISY U OFERICHES O LS ORERZRA AL M ISz EEEER T, 2003 R 2005
F|Z EFSA 2L TH=ICURZEHEAERIN TLVS, FEABIZHULT, 1= in vivo DBIcEHE
HERDERESH=CEMD, LUFICRIRERE{To7-,

[SEM [ZDLT]

LEROEY . W AICBVTAFENERPHARALIE. M7V 2D TIE ADI $5UL)E TDI
DEEGLELN THEL RSN, TREOFRELTEESA A ENE L THD, LHrLEAL, BiE=F
O75V 2 OniRgESH TS SEM IZDLWTid, —hA7SY o OEROFEIZH I HLTLDOMD

EDDBEENAIENS MO TEY. SEM FDHDDYRHIDEREIZL>TIEHITRRELTILEYT
HULWTETREMEA DS, COZEND, BEFEENSOERBEINERIZH--> T, JIEROEBFEIFRILT
WAZEMTEN., HHET SEMITDOWTOFHER RO TS,

SEM FDEHLDD YA OWTIE, #ENAS., BinEt. EERHORCA-HELM RO TULVEL,
B TEROLNI-FN AT DNTIE T DRT 94~130mgks AE/BIRELVSERERS TN
BREICHVTLES LN IEEO R EBEOEMARDH ONFEDO T, BMNEO TIILRNEEZ NS,
BIEFMHIZDOWTEL in vitro DUWWOMDFBRTIISBLEHERNARON DO 0. BED in vivo FER
TIEETHY ., MR TIE in vivo ITBWTEGESEEETHEETET SIREITHL, 078 SEM A
in vivo [ZH W TRIRESTE HEEE 5T aleElEI K<, SEM DO RED EFSA FTHESN TNHIEET
B EERICE-TREMELEIBEERET T ILIENEEI OGNS, EFHBIET DL TIEER
30-40mg/kg AE/B M NOAEL ASRENTHY . 5 CHREER AT L THAIETONTH 10 18
BEEORSFREFEFETNIEIMENGVEELEZIOND, COLIIZ, BER/LATLHHEMNS SEM [T
DT ADI HAW L TDI ZERE T DI A THEHRIEFIoN TGS, TOh TR RICHLVTRIEE
EEZ ONAEHBETOE T HEL EFSA THidh -4 0 LA, EERTEOON-BEDHRE. B
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ENSEESNIRBELEDHE LS,

EFSA DFHITlE. FELLUTHRLEL SEM FHENT S EEENH L DIIEIRTHAN . HET—X
DEETHEZOEREL 035~ 14ugkg AE/ATHOI=. CORBEIIVIRTHNENAEHIEDL
hi-FRELEVEIES S KTIOT—U 0 h B, EFHIEICOVTE 3 FIELAITFNLL LD —U U B E
LTS,

RO AMEAET AL BSET AHRAMNEEHTHANFELATLDEOD, BERTEHERIEONT
LVEWEEIRRIZHULTERIET L0 EL TiE, EFSA AERBL-{FSrHTEERER S o TINVAE
ETOEYIIH I TH2EEFRASLDOHEE > TURIOERELHIENYT 2T EISEBENBY . T—F
DFEEHRIMABH DR VEHAETHDHEEALNS, ERIZETS SEM OBGTIDOEFE. REEN
EFSA TRETIh T\ 21D ERIEETHNIE. TEHEHELL T, SEM AEHEES T ELRR= DM
D MOEZKEL, YRS ELTIHNZNWED THAHHIFTERLEZ LN S, '

BE. =hA7SV T OEOFERREL, BHTHESE. TORMPORESLEHTHEEE
HHSIZENL AL, B3dEE SEM [TOWT LR TERSN-BRhOEFRERUVEM BT 085
BUTIGAEEZEZSNALNILOBRBRBRENBONIMEEFERTAETHS,

(& EERZEEm — DL T)

UEDZEMS, ZFADSEBEPSVYRY ., ZbAISM Y 2FIWAEARY 0I5 Y) RUZED
REDNTHD 3-TI/2AF YR, 1-TE/EF A 3-FE/S-FBIITHY S AF -2-FF5 TR
[C ADI #FBTETHIELEL T,

SEM [22WTE=RAZ5 /v OFERICHAIHL T EREORRMNOBBESNLIENEEEINDLH,
SEM OBERDDEEE. BN EFSA TRHSh T AED LRIEETHNIE. SEM MEEKICHEE
X TRTELRZFEDOMD MOE [FXELL VRTELTIENENED EBZ DN -,

LOLEDS, REHE L H<ETEEXN LD THY . HEGFSNTLDHEMNS(E ADI H5HLNE TDI %
BETHIEIEHIRNIENS, S, RB-SHEEH - RS, BinHE. EFBRESEHEOMNR
DUENSIEHEITHONENEZTHD,

F1-: ERIZHIT5 SEMDOERER, BERPOEFRTCINREEDH-EFMDEGMSDREEFITD
WTHEREL . 2FICRC TRERMN R PREQERRESENMTONGAETHIILEHLEFZLS.

FRE(CD0TE, HEHARRERF AT EREEO RELEITOMRIHERETHLET 5,

' Margin Of Esposure ; 2827 —32
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