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BENRIALY R ZERT2D0
ESRdhT DNA RiE (ERFE) FMBONERVER

1. e

FEOSR T, RiSELEe®R, K. B, Mlt. ToROBRNEAShD, LEARS
EOBRONECLY . TRTORERCPAPITIIFHBREFELTWS, L OFRMPHIZOWN
TOREMHEBRGERICOWVWTIL, ICH QA R2) : FAYBRIEAEERD S LREOFR
MITBTBHA FIA4 7] RT QBB (R2) : IHADRSEAERRO 5 LURORHIMHIC
BIT5H0A4 K741 (1, 2) THEHEBTRENRTWSA, DNA REMETRSIZOVWTIE, RS
NEH LITRENTHWRY, BHA FIA Vi3, BEORBBAY R 2HIRT3ebiz, 25
LIeERFHEAMHORERE, 28, R2EEBRUETRICEA Sh 5 FZANRRER2RT
TLEEMELTWS, AMA FFA 1%, ICHQ3A (R2) . Q3B (R2) (3 1) BTt ICH M3
(R2) : [EZERKOEKRRRUCHERTREBRFODDFEBRELERBROREIZOVTO
HA¥ R (3) 2WETHb0OTHS,

EHL F7A4 Tk, BREAY A RBRTEDZ L TFHRIAIERFEFHBO LNV ERET
BIHic->T, ZREHRVCRAOAEMPD Y RI72RXVAV M 2ERTHZLEZHAPLTWS,
B DR X BANICAET 5 UIFET 3 & & S ABIIC TR S h 5 X REUER A OFHE &
BRIZOVWT, RBESNITHOBM LIRS, BRENIWHELR<BITH>Tit, £hb
RAEDFIEXINAO BH L T 5 EAEURER S TVS,

2. WA FIFAvoOBRBEHE

AL, FRERCHRANC OV, BRBEBRER VT O%OMEIRTABPHFICEITS
Bét2RT L EAHE LTS, AXHHIX. TRBSOEKRBEPH. RUKABRHNAICSEH
TWAREEZBWRROFRMNERERBHHICH LTHEASAI 0D, WFRHEUTO
BATOHERAT 3.
o RIEDERENDEEILLY ., FROTHMPHRELD», BEFEORMYIzHT 3R EE
R@< 2388, .
o  FFAHGMM, WETROEEICLY, FRONMEBRYNREL 5, BFEOHRE
B 2 HERRENE L 2584, ,
o BHEXRBEFENEERIZLY., BEISNIBRAY RZ L_VIEH L HEERIE
KD

AL FFA4 AR ENBRHGOERIEOTER. KB 5MEOFIER CHNA, +2b

HLEMFENBR/ AL FT 7 )/ uP—ERERR, _TFF, FYVIRXIvEF R, BENEER
fh, BEERY), £RRUDIBHBREOEERZHRL LTV,

1 .



XA FFA V43, ICHSS (4) OHABEICEWTERSA THWAIBITHEAEBGELTIE
SR O JESER UBIAIIC ISEA Shizvy, MR T, MOBGEICSVWTh, FURSHRRE TRt
BHERH L. BRAY A7 OEMIMERL - LAFRENPEARDS, 0k 5>REBE, ERR
BRI ~OBRIT, TOREORNALY Z7 FEHELHMSES LixHxbhRy, LitHo
<. HERFMERHDICHT SHEL VORI EETE 5 LB bN5,

EHA K54 VICR SN FHRMOERFIEIC SV TORER, BHA, HEH, B8, RUK
EOTHERSICAVLNTHAERSEMA 2R L LTy, NiloakciEd 38ty
RASA K54 L BB TR, KM T4 TRLTOSHIERRRAY 27 £
R 5 h0RelE ) 27 BEORAL, SERLTHRATZZ ERNTES, AYS FI4Y
 p%4MY 2/ FEHEORA. BARMDTERSN, »OLEERSNEEESRMAHOR
SR L, BECSCCRHET 5D L8 TES,

3. —RERI

KA K54 vid. EVATHEETHHRAIBOTSH, DNA CHERE 5 2 BRERLS
sHCTARRERD Y. FhIC ko TRARERT 3 WERIENSHS DNA ISP RICHRE Y
<3, mOL>REABEYETIERFESERAMEL. B%. QEEAVIHRERER
(R BRIk VBHAND, FERFETH SMOMAOREHEDROERBAFX,
BERZBAEZELTEY, AL LT—RIEFEL TV LTk MTRBBEAD X7 2D
T bF o LIRAVOREETH D, LiedoT, BENHLERFRETMYORE L BH L |
COBENLRRAY 27 2HRT 520, BEEAVIERFERRIZL Y. FHHOERR
ERUEEO LBV TIELT 5. MEZAV IERFMMROBRE FRTHITIX, M
&N b 2 BB SV ERESEN TR TH D, TOMELRT D Tk, AFT
ROV a—, XiEarbta—F I X3BEEER Y. ReRFERDS,

HREAEEIATHRVWHARAEEHRICH LTS, BRMEITBORED Y X RERT
XBRLEZLNAITEBRELHAETSbIC, BIERZHNBSOMME (TTC : threshold of
' toxicological concem) V35 #ERRBEhi, TTC it&3< FEEid, —AICI R RR ik
rEZBATWS, 2¥2 5, BbBEEORBIMHR L B b BRI O\ ISR I
+3, EHRESRN 50%L25BM (TDy) EMAV. TDs 25 ORFIZZERIMRIC X Y EHR
AR 100 50 1 L 23ARERDEIHLTHS, TTC Z#A L TRERVHAOERFER
M OFEREMLRET @I, 10° LW BREOEEBRRBRAY X7 ITHYT S
1.5 pg/day VS EREYLEhTWS, —HBOBESNV—7RERFREBRBIE D,
TIC # TEABBREA TH-Th, BRMICIE, HFLVRBAY A7 OTIEIEZHED Z L HHRS
nTWs, ZORWERFIERSAHED S V—T1X lcohort of concemn) &FEITh, 777 b*
SARMEBY. No= b o Y LAMRUT VLT Y % AH TR SRS, |



EESRBASEINAN. (SRS OBRNR LN TV A IBNERTIL, BB L ToF BTN
O EShTWRWETFREND, AY A RIS Vi, Bz Ehi) 27 RECBIIESE, &
REMRMOOFEERALRETS. MBMNBERICRIT2HEY 273, ERMICHEHLE
LRAVTHS, BBEE 100 FAIZ | AOBRADHMEBREBE N, HREMNZRCHRMSIZS
WTORETRZRBNAY 271, BROICHEHINELV AV THS, BBLE 0FAI 1A
OHME LI, ThbDY A7 LRV, b MR—EBICHT S »OMEORA L RET SHET
H5B. 3 AT 1 AUELERTS, DTHIREREDY 27O LRICLMES LAY, 2, B
ST EANERBAY R FEITEERERICES bOTHS, —EELY LAV (LTL :
less-than-lifetime) MR TIX, FEESRMISRFR CHNRERRROWTHIZEVW TS, R OHFER
BRPHERELEL LTHRABEDY 20 L AR ERTE I L RTES, BRAY R LN
NOEE I0FAIZTA) BVBILR, i) A7 ESSAR (TTC) KERLIEY T
5 LitED THERENRESTHY, ZBOY 2) 2R TREORELHRTRETIRRVLO
D, TIC PEEIC LY., HOWIERFUELAMITHT I RLRBRBREMEET I LN TES,
—F5C, TIC ORHIZBHEAREBIZESNTWEZ 226, TICZ LB LTHLTLLR
BAY AT OLERTIEDRB LRV, RERCiX, BAOREROHEMIL, 105AI 1 AZKEIC
TEISFRREARTY, WX T, FoHEEAVARRCERRNBEN ARSI AMR THS LHE
C BERRBEE, BAAY 2 OHMBTRSARZVLOLEX NG, UEOTRTOERIE
3L, BiLR-oTERFEMHE THA 2 L AEBERFHDITRBENTWELLTY, %
DRMPICT TIRB S BEDORRAY 27 BLTLHRNT S LIHRERV, 15200
BEBLANY IR, Y RIFMECLVRESLS,

HEFHMPNTB L THEN) 27 REBENTWAEE, TOERARETMMORIFEEIND
BBAY AIVANVUTLRD T L 2RIET 57D, HETROBFECLHTICLIFREEMAL
TR AR AT RETH D,

FHGRFEREORBYCHLHIPANH B, 20k 5 2HE. RBHOERFEICETSY X2
HEIZL 0. RORLSEELMETs I LN TES,

4. THRNRBICEET 3 RERE

A4 FF4 VIIERMICEATHZ L (Fbb, FVA FF 4 oORbRc i Eh iR
T 3EA) ZEELTWARVWE, HIBMOKBEOERIZOVWTHRERFIETH®ICHT 3
REMOFEFENMBEL 2D, AR, RHA FT 4 o ORMET, XidRHEIC LT SheRf
AT ARBEOETITHAT 5, 85T (FATHALINCRXVAVE) Kk FHAL FFA
YORMBIC LT EShENRICBET5 S 5 RHERTRELITEND,



i :
41| FROLE, MERCERIHT SRKBROER

REDILE, MERUFBIIT 5RBROFMIIL, MBWALEOBRL— b, B, B
TRAWHZ YOREIC L5, ERFIERABICHE S BIERY 27 ORBICRTREZEH5 b
DLT5, REWICE, ERCOWTREL, BRI S RERMERMOSELSD, &
BVREFOERFMTHMBOUEERSTE 255 ¥ 5 »RHBT LRThIZR b2, EEI
L AMBEZIRVEAITIE. FROOERELRD S bOTIIRY, i, BETRO—H
LAEEShRVEA, BRFTHNO Y 27 Rk, TR L) HFL2ERFETHGIE
L35, ZEMTPRETRICBOTART 2 RREEFMGSMMT 50, EHRTE»5 OB
m?%&%&*ﬂ%ﬁQM?amzﬁmmmt?&%?ba,:wxiaﬁﬁmﬁiﬁwgﬁA
w?ﬁvm\azﬁ?ﬁ%%ﬁbrwbx5&@%&0wfﬁ%b&ﬂﬂ&tb&m.H%\*
Bits, RIZHBORONEHFOLE. 55V RFEMOMSREOEERL T, ERRER
HBIiZ OV T DY 27 OBEHERFETH 5.

Fri R FEREHS R E DT A A, TOMRKREONET 2 REARHSh IR TIRTES h
TWBEFELRA AR — P AV TW ARSI, BRERTHHOFETESY RS
RPRET 4y NEFRTHARBRLBR L, XA FTA o RERTETHS, £5T
RWEAIIE. AV FFA vittto @B Eh s,

42 BEIORE. SERCEEICHT 3 KBBOEE

MANTETT 3 ABEHE PO, ARCHETR, AROEERY) KX, FLEREES
RERY. VIEFEOERFENFERY OHREMNT 25 2 LIS BENY X7 O
FELbLOLT3, BETIBAIE. BRHUR~OPHIORICH L2 TRRMEERHTIZL
RTxs, REICHTAEERRZVBER. BACERINIREOBRMELHRTIHOTIE
2L, kDL THARY, BAOMNEBFOEEICELTIX, BERRIEFRMPIZOVTDOY 27
OHREITRETHS, o

43 HRBAORAKAICHT SEE

TR OBRERICH T 5EED 5 b, ERIRMFHSHOREEHOFIELLE L 725 ikl
K3 bOITiL, BRAROHE LWL, RIMOER iz, ZRAETRHGILEEMOE
RECRAENFAEREY LR S RCERENTORE, FiRBiEcs > BEMMoELRIc
5D, bIRCEEITIRAL 2588) | XHEAES, BV HEERESRY L ShoRBEL
CREMERDTHR (75 3 b, EFOTAHOIRRMENbILCHED TRV, KA
EMEVRBCEESNAPARIND S, —A4R Y ORRONER IR SMMOERH 2V
BE. FicABEERULERCINEE S LBERB~OBSEDIKITH S | TIRMAORMNK
EROEEIONTIE, BRELLEL LRV, |



44 THERBURIZEET 52 Do RBIOR

B SN RNRBBR DN, TRBE~OEN A KTV OBRBYBEL RIBAND B,
lcohort of concem] (3 XH) IKABENIEETRVIRY, FHDICESHENBD BN
TIHBMEREBRET 5O FR oL Exbhd, LaLisd, NEREXRBRHOLDOL
R R R UM AR L e RICB b e, FHBIZBIET B H e F— k=2 (J
SA 1 Xk 2 IHE, 63 ik, BEShARWLBBELEXONS, TORMMDICBT 55
Felpad— FF—F 1%, BT 55 EORBA A K54 VICEE T 5HOBY HERRIC L >
TALAELOLL, F—F ERXIBEBREBAF T ILERDS, Figic, BEa0s
52 1 Xixk7 5 2 2 OFRFEEMRATERATICHF RSB SN BEISVTH, BaoR
BERYBB. ThLVWThoBRSITENTY, FHERZOFRfREMo L TR, &
HA BT 4 VCREWTUBLAT 5 <& Th S,

5.  FEREROSHKhORMICEET 5 R

FREOSRE VRS, BUTHRAOMER MRFORMICE U 3 IRV ERORMME
VWER 2 RISV TRETE - &,

FHGHOFHEIL 2 BpEDOBRTIT 50 -
o BEBREINTWARBEOFHBIZOVWTOERRIELRN,
o HWEMRFMPMERFEPICHFEET I TBRELZREL. ZRRECOVWTOERSH
RO LBEIEE R,

ARTFHO R O RERMICERT 5 T, Fhen 5.1 BRK 2 HTHRET 5,

51 éﬁ*ﬂ%

HEROFMMNTIE, ICH Q3A DWEDLELRRELEA THREFICEBD b3 FMYNETENS,
EROTHPOREREIL, FO L3 ICH Q3A OHESIREDLERBEL B 2HAIE
W52 L BMFEND, —BOFHBIZTOVWTIL, BEREOCLBERBHERE CH-TH. #
ERREShTWAZ LRH 3B,

REHROBENLTMGE LTI, HEYE. HEHE»LRRICES4RNV— F LORER T
PREREENS,

BEERELEFMYO S b, HEHRARCTHGEPICBO oA TV STMY, HTITHBENH
P HREICESGRN— MEBWTEENICFRSh SBIERPITOWTI. REICHLESH
DY R EFETRETHD, —HBOFMBICONTIE, RECHLBEND Y A ZIELAY
RWEEXLhBED BILE RVWARA— FOTNERBRFITIT 27MHRY) | H5T



RIS B*ﬁ%@ﬂiﬁ&%?‘?ﬁ‘?‘é LicBL, 2ORUME Y R RESVWTRTI LN
T&%,

REAROEHICA BRSHRHE (30, TOHBNROARN— P broTOHHE)
KONTH, EOHRNROARORBERO TRIC OV TRER R ERFIETHSICIT 57
HEAT> <& Th B,

WBESEMTH A EEOFTMMR T LRICEEIND & 5 2BENRTFMHIZ OV TR, ZRIR
Mz OV T 6 iz > TRET 5 <& 'C‘ﬁa’éo

52 QRfRERM

ERORESRERDICIL. RBSNEHFRERET. —RBERVCROECRELZRFF
ic. ICH Q3A DREDOVLELMELEL TEBD bh3NRERMREENS, BAIPORRDS
RRAERIITIL. ﬁ%éﬂtﬁ%ﬁ#ﬁ#?\—&ﬂ&&v_&ﬂ§?ﬂﬂ®%ﬁ¢h ICH Q3B
DREDURELRES B THD bR ARERY, LU UBBRONEICERT 5T
BEEND, EROSFERDOBBREIX, £O LV NN ICH Q3A/Q3B NHEEREDLER
ﬁﬁ&ﬂkéﬁ%mﬁm?azkﬁMﬁéné.—%oﬁ%kﬂ%mowrm,mﬁ&ﬁoﬁﬁ
REERBTH> THHERRESR TV LB H D,

FER CRAIF OWEN R YRERDIL. BMRFRHT CERTS - EAGENICTREND
SMRERSTH D, BENLIBERDITIY, IEREMERER BIXE, 40°C/75%HEHBET
6 »AE) RV ICHQIB (5) ITRENTWARKERERIES 5 -DORRITE VT, ICH
Q3A/Q3B DIEEREDLERMRMEELBA TERT 38, RYURFRHT, —RBEPIZBNT
REZNACEFEBEA TWRWIRERDNSEND,

Flxif. HRRICET3{EEoRE, BT 5 RN, RUNRBROZEMRR, L/ M2
Y. BT 3 SRR OMBRIL, Eﬂﬁﬁwmmﬁﬁa&6&&%9&&&&%3&?6%L%
B LTRITAILRTES,

Rt ORI BAIT ICHAET 5 TTARMEAEE < . BT H 5 RIRDHRERY R UNHER
RAREBPIZOVTIL, 6ARE> TERFUEZFMET S,

53 FSPRBAZSICHES B BN AR

5.1 AR U S2JICR LR oA 2 BRBFBPOMNBMCERATI Z L EhTWS, L
LR, FETEARRIROATWS, 2T, RUKEMRBRRUAREERRPL0
m&mﬁﬁﬁﬁﬁmmﬁbnrw&w:aﬁbatb\ﬁﬁ%&ﬁﬁﬁ&%mﬁ?aﬁﬂﬁmb



NBABARD B, E. ICH QGAQB 1TR &k BHEREIRR B ORAICER SRz
Eib, WENRESNBRMMID R 25,

6. ~¥P— FIMEOEE

NF— FIHE TR, REROFRHHRCBENTHMER | KESTIZ7X 1, 25 LTS
BT adic, BARERBRUBEZRV3ERRERRICET 27— LoV To7—F~
—ARLRRBIC L ST RLBETH B, 0L RABCANVEIT—FRBLIRVWES
i, AEZAVSERFAUERROTRZ M E Lt fEiEEH8E (SAR : structure-activity
relationship) OFEE%EHTRETHD, chIZLY, FihE 7 TR 3, 4L 5ICHBTE B,

£ 1 : BEDLERRER CHEARIER B 3 TMithn B L FEHER

ISR | B BRI EEHE
(REARNY 7 RO 8 F - 1RMR)
1 BEMOZERFERBAYE LA RAOLTFAMEMUT cHaEd

%

BRMERTHADOBEMDOERFMENE (W
EHERAVWIERFERBCBRETHY, T
S WEDRH AET — 5 B2V

PFAMRBE (GEY)2 TTC) LT CHERT
%

BEMEEA L, REOME L 3B LA
WEERETHY, ERAERROT—F
REEL2W

FAMRBH (EYR TTC) UATFoHET
5. XidEE AV ERFIERNE K
w13

BREMERRVREIIFTZS
ERFERHIBREILI TR 2

BEBERZATIN, RRICL-TERR
ERRV I ERRENTWAREXILRE
BT B{kAY (TRSMEkLY) LR
LEHEBRETHS

HERFHEFMPE LTRS

BEBELHLRVD, BEMELETS
RS U< RBBAEOR T &R
T80T — 5 BT 5

FERFUERHMBDE LTHRS

* NIREFEAERBR LU LT DNA KISHELZ AT 5. €00 3 BiEnERRET
—& (BRI, invivo BRETFRAZRBRICHIT HHEFTRR ¥)

VP2 —F I X AEEFMEI. AEEZAVWAIERFERROERZ FRT 5 (QSAR EEZ AW
TEHTZRETHSD (6) ., EVICEHNS 2 BBEOQSAR FRIEXBAT <& THB, —>
. HPRRRICE SNV —AR—ZDFE, ZoBRMHR—R0FELTS, ZhbOTH




a AV B(QSAR EFVEL, EHHHMSMM (OECD) KE>TEDBNAAYF—Ya ¥
O—RRANCHES> TV ARLERDH D,

R = > DQSAR ¥ (ERBERICE S M <—R DHER TR <~ DFE) 2
| ROTEEEEORNT L ARERE, EORMBICRERFECIT SEARR LR
B0+ THY ., ERARBREERTILOTRR RIDIFRS),

%ﬁmﬁur\%ﬁ\@&\ﬁixm%ﬁ$ﬂﬁk?ﬂ%ﬁuﬁﬁ?bﬁm6&%2%?&a%
2. BB E XTI OENRBNERT ), 2V a—F VAT AITE S S TORNE
BIEMRRMERIC I L2 —FTB L B8 TED,

RIS ShOBEME (B 1 0FFR 3) 27+u—7 yFF5icid, BOREBEIELIT >,
R COMEE AV A ERFEREBRERET 5 2 L8 TE S, HEEZRAVSERFIERR
PEENCEBL (F 2) 2oEXBECHIE., MErESKBSIIBREhs b, B
23 BEBMFEERS AR G D . ZhEOTMMRFERRERMM L HRT<2T
$3 (B 10I5A5) . MEEACIERFERROBREBETHIVE, S6R3 F—F
RELFERELELTD R 1075 2) , A THBO L~V EENREFEREM
TEETERVES. Ml AVIERREERBROBERD in vivo FfF T i1 5 Bt 2 277
B, TORMME in vivo REFRARERRBRCRIET 5 Z LAHREND, 1D in vivo
BEBERREBRT IS > TR, TOFMPOERPFRUFBEN S ROEMR~DORE
BT AMRICESE (F 3) . TOREHLRUMEETTLERD S, in vivo REUHIBEFO
mHﬁﬁﬁﬁﬁJF94y%%mbrff4y?&%?b6,ﬁw&mwmaﬁoﬁ%u\m%
s R ORBEE A BET SROETT e THZ LR TE B, -

2 A 5 ERRERB CRE B A0 e MR L RIBETH BRI, Thb L
SEOWEME GIE, FCRERUR CENREoRE ek Y) 2ROTHEREER
REELHBTEND RIDITRY) '

7. )R DIRERIT

6ﬁkﬁmén1wénf—kﬂmwﬁﬂ\%*ﬂ%ﬂ%losooy7zwwfnmkﬁﬁs
N3, 752 1, 2 R0 3 KHESHBREMICOWT, FABSREOEHICAWS Y 27 &
B ORA 2B TR, .

71 TTC i3 < AN

EREARAID TIC It ES < FARRATHS 1.5 pg/person/day i, ) A7 RERTE SBE
(Q%L@ﬁﬂ%#huz&ﬁéﬁﬂﬁuswr1oﬁﬁ®1*ﬁf&$téhf%b,—HW
ikS< OEERICH L. FRICAVZHFAREELEHT 2BEMEE LTERATES, 20k



HEER, RS (0958 &BENL LEERATORSAIET —5 BBORTORVERR
BRMMIERAESIE (7 FR2RTI) ,

72 {LABERN2 Y R 7 THMEICES S FRASRER

721  BEANEBET — 5 $H T SERIRIETHY (#1102 FX1)

+ARBHRAMT — & BEET RS, FEERROFMHE L LILAWHRNZY X7
%, TIC LESL FABRRONRD D CHEATIRETHSD, ENOXRFRIERRAMRITS.
VT, BRAEOMR S 2 ERMET EEOFEICL Y, LA RNFARRALEN T
Bo BBV, EROSMBETERSA TV LS AWML SEOY 2 REFELEAL
THEERBRLEHLEY, AHURERAR L TWABRFEHEEZERALTH LY (E4)

LS R TEROBRE TN BT 37— 2RI LR LY, BERORNAME
7 5 A L{EEMIZEL L TWAREPIZ OV T, LA RNLRFAERBR P ENICHHTE
% (75 AERAOLFERRE, &9 .

7.2.2 SRERGRBGEDRIASTEH TS ERRIETIE

DNA LSO LBEEAT 3871 T2<, DNA RIS EEmTh. ARRIGEMANHE
B THOMEENRBREZE L S RBFREETI &8, KBEBRShTETWS, £
hoOEMI, Sl DNA & OBEREIORELRBEAS, BHESIh DNA HifSOZhRI2
BHERYICLY, MBShTWATBERD S, ZhbDEEU~DRHB LOXEE LT, 7
—Z RAF ARG, EIEAR (NOEL : no-observed effect level) DRIE & REEEMRHK (ICH
Q3C (RS) BR) (7) kESE, 7¥5 1 RSB E (PDE : permissible daily exposure) %373
ZEeNTES,

LA DHRORY A FME (72 ) CTHEHLUAFARRRE, SBT3 ERICELT, Kk
H (73.1BR U732 KHELZDD LRI KR TCRET S, b LR 0S%ELTFOVTh
MEVVETHIRT 3, S, EERBOLAYGROLRGEEREN 15 pg/day ThHIHAE,

—4AEX D LEVIRORER (& 2) 1%, 100 pg 5 1 FE88~104E) | 200 pg (1 #
B#i~12 5 B) . Xix 1200 pg (1 » AR L5 | PERAE CHRTE S, XL, —B
W ) ORKRERMAE ZIT 100 mg DEFNCHOVTE, REWMR 1 » ARBONE | HERE
% 1200 pg Ti2/2< 0.5% (500 pg) ICHIRT B Z LizR2B,

73 —&BEXY LEVHM (LTL) OWRSEizBd 5 irasnk

BEORR AT OEIEN Y R 7 AT, RBBERICHECTRREAY X7 3805 % LBE
LT3, LedoT, —4EICblos THREMICEARTRESNIESORBEAY XTI,
RA—ORTERBRE LV EMHICEY L TRE LEHRERASLELLNS,



TIC &S HEBERRTHS 1.5 pg/day ik, —HECDE> THEHIBRINTHLRLTHIL
EZxbhd, EERPOERREAMSICHTS LTL OBRZIZBL T, —EEORERER
(1.5 pg/dayx25,550 days = 38.3 mg) % LTL MREESNRE -h ORMREE B P ble»> THHITHET S
FEAEAT 5. chick D, ZREERMYO | RRRRE, BEX—EEICbEIBE LY
BB LR TEH—FT, EERELHEARE DL, ) 27 V-V ERBRECHRTS I
REREL 2B, H2IEEROESHOBONLLOTH Y, BRMRBREUHIRKICRT 5, —
B L D BEVHIMD S EEI b SRBOWRERELRL TS, MKREOBAIIE, &
%1 B ERELES ShMB T BREARICE S RETHY, R AERRBKYTIR
2 DREWMLBEESE~ETHE, Al B1E2EMRETS (Thbb, 104 AOK
5B BEERICHOVTE, 1 BHky OFEEmENL 20 ng 723,

£ 2 : x4 OFRMBIC KT A RFARRIE
' . 12 A8 1 4E48 10 448
REAW | 1A RUT | apse | gz | —sm
1 PERE |
120 20 10 1.5
[ug/day]
7.3.1 BkmR

ZOLTLOWESIZEY, 1 2 AUTF. 1~12 v A, R 1EXBXTH MEERKRRRERLDE
COBEMBICBT ABRES N REHMICE CEERRERMHOFERRENER SIS
(#2) . —OXSRBELEFEERRE, X7 4y PRAELSHTWRVWEEKRBAZD
MHTIX 105D Y X7 Lvdk, BREMICIZI0°DY 7 LULEERLTWS (E6) .

BER%R 14 BUAOS 1 HERRRICOVTHE. EREMAMMICH L THIE LR FaER
BEMBIcERTI o L, RE7 7u—F2BATAZ LN TES, ZOT Fa—FiTi
Tik. EMOERFURRAME (2752 1) . BRAMETHOEKEMOERFHEMNE (772
- 2) « RV Tcohort of concem) ARSI NDTHMDH%, 7 IR Sh TV 3 RBERT
EﬂTé(sﬁééﬁ)o:nu%wf&TGKﬁ%ﬁ\#ﬁﬁﬁﬁ*ﬁ%&bf&bﬂi:k
RT3, CRICHESBELROREY (752 3) BETLTVER, SEHERBO L
BT, BHAARONATVWAE 1 RERRBICS W CERME L EMT 5 = LiIZikoR2R bRV,

7.3.2 keSS o

TIRMBICRT 5. & 2 OREHMN L FABRRRONEIL. ABAOBEIBRINS LTFHE
NAMMICN L TEATA L 2BELTVS, ThbOERETZEATICHET, MaR
YRV AL b ROEBRAORY, & 4, & 7T ERKLTVWS, —HoBELEATIE, TIRM
BONEED LREBLSHMMM L 25 BENRDHD BRI, 10 pglday LV 5 FEBREI
3 LIGRONAAA 152 Y 108282 588) . Shit, 10K Sh3 KEBL0BE TR
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L7#BY 27 LHBL T, SRTE3REOHM (GEICETHTIE, 1.5/100,000 ~DFH) &
Hxbha,
74  BEROERFEFMEITBE 5 FrARA

TTC L &3 < FFABBURIIE 4 OFHBICERTRETH S, 77X 2Xik7 7R 3 DTN
2 DFETIRAIIE. EHOREMELBERT 3. REORABITHABENLI TR 2 X7 F X
3 OFRFHN 3 SPU LA, BRIZRUTHREAOERFERHMMOSEIL, & 3 IRE
BENTWASHEICHRTRETH S, '

RARICOVWTIE, TRENOFHRES T LITHRHTERETH D,

%3 : BEOTMBICHT HHE | DS

. 15 A8 1 538 10418
RSN I»RET R23AET | 10FET —4E
18 :
IR 120 60 30 5
[ug/day]

FEOBBITERICRESNLZ 5 X 2RI TR 3 OFMHOLEAMACRHKIZED S,
7L, {LADEROLTABRBIRERC, 5 X ZhH LA FARBIRBEHEZ AT 574 (25
2 1) B, 7R 2RV 52 3 OFRMMHOAREICIZEDRV, T, WHPCERTIHH
ARRYIIEBICERL, AR ORBEMITER LRV,

75 Tru—FOfNRREEE

o HHCHEERN B, FVALATATE FiY) ICHRTIFMG~DOBRRNE
DTREVES, LVRBVHFSERROBRELXELLTE 5HA8H 3.

o HERH, KABMROLLIBE. BMBEEORIERA. THRIBEOBIREARON
TVWAHRARTE., BOLEEERIc >V CENOFN L ESLTE - LR TES,

o HIXIETTZT bR UM, N-= b Vi, TASAT/XUBEREO—BOE
REXHBROWE 7 7 AR ENB{LADIL. B TRVWBRAELZ T TTBERD
% (cohort of concern) » =D X 5 LA PNERRKBIZFMBH L LTHBOHLEAEHEAK
. ZhbDMNERADRICHT IHEBRBIIENA FF A VICREEShiFEM
BELY bHFELEWEL 2B LRRAEND, KA FFA - OFAIZERTSZ
LTRSS, EELMBRUTHRNSICET 2HFBERAZESLTI DI, A
ZiE, TR BB ER OV RDORBRAMET —F ZRAWVWARYLT, #i%, /r—X
RAlyr—ADFHEEMRBTHIRETH D, -
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7 HTRA_ELEROY R7 MG TRCORERRICHEATETHY . FEEMBRORLELIZ—
RICLEE Shity, BRTREHE, BEOREER TORERT —FITL>TRENT
WABEANRES TN, ENLOBWEICOVWTIRT —RANRS r—XA TIHET 3 LERH S, i, #
HRY) AL EZBERALTNWHZENB bnawﬁmﬁ&m?«rwﬁﬁﬁﬂhﬁm#é &
BTE D,

8. @A

EEBRIRHORSRUME TEOESE, LEMN S, BT 2t AORBEER UNARE
PRETAHBESNZETRO—RXCHS (ICHQI0) (8) . FEEBEICIILITOX 5 RUTANE
AN, ZHBIRLAR,

o HEMSEOTE (FUEh w%%E P, BRI, %ﬁ‘—&ﬂﬁﬁﬂiﬁa)
o  BERUEBOEERRHE

o METHROBRHTHERLEZTHATWIEH

o IRATE (IRNRBRRVIBNTA—FEED)

o FRERUMAICETAHE Bxid, HHFRR)

BERMMNE 1 D72 1, 2. 3 LENTVABE. FEERUHAIDOZ ORMMIO L1 3
WRTREELI T b B & & 2RI 5 FERSOWENRE L 25, FEOMETRICEETS

"mE&UQM®&ﬁIﬁLomrm+ﬁtﬂWﬁ FERCBAORANLREEEITT 288

Lo, EERREYMRTARAL RS, AT OERFMRMN TR 5 RIEOBRIIL,
ICHQ9 (9) REENEYRIZXTAV MO Re—ETS, BERVIROBHEITICY

R I=2xT A v hORAICES FHRRKIYE, TROBRHRUER L EN2ITBRROBAED

EEEE. ChickD, FEE ERCBITTS L L bic, BRERSORROVEEERMNCT S
£uBbh3,

81 NETRhETMGORE
FROFERIELHET 51T, RO 42OFEBTRTHS,

FFvavl
BRI ORBREZED, Eﬂ&ﬁﬁ&%ﬁwt%ﬁmﬁﬁuTwﬁiﬁﬁﬁﬁ&?6

A7V ay | OFBFEICOWTH, ICH Q6A (10) RESE, EBHINHRIERRLBEATH L
RARTHS, REPFOERFMERMEIO V_ARFFREMD 30%REGTHIZ L%, /M1
y PAZ =V THEET S 68y FULE, RISEER S — AV TIEEHET 3 3 /<y FULOF—F
FRVTRT I LNTE 354, ESUNRIERRARY LS5, ZORKEZHEERWESIIC
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. FEOREI L 3 A—F L RBIMER N5, TORORNIEICSVWTIE 83 HEBET
A3z,

FTvav
Bk, HBOHE UL PRGORKICRMMORREZ D20, TRATHEL LTFMYORREL
RHEL, BORSTEEAVCHFAREMUTOHEEZHEEREL T3,

FFav3

B HBHE U PR OSSICRHOORR YD 5, TRAFHEL L TRMMORRE
EH L, BORAFEE AV CEEPORMPOHFAREMR LB 5 MEHEERL +5, Mi
T, FESNEFHBORE L BERCIET 3 TRERICL D, %175 TRICHV GEINR
BRELELETLD, E§¢®$ﬂ%V~w##§m§ﬁiﬁr&a L BRI B,

IDFFavid, ERERA S —NVOREBRT—5 (RMERENHEREHD) 2Lv=—FT5ZL
& FEPOFHY L~V BFFAREMD 30%RETHEZ L ETEIBRITELRLTES,
DEHELT, M2y PR —ARBEEERr—AV DAy FOT—F LV EMTEZ &R
Cx3, ¥R I RV22BRBTEL, 7730 3 ORYMFRTITRMOFELERTS
 EBTED,

F7vavia
Iﬁﬂﬁi—&aﬂﬁ?é*ﬁwov&»mﬁié%ﬂ($ﬂ%®$%&%§tﬁ?6ﬂ&%€
L) EOoWTHRRHEREZ Lo TEBEINTEY ., ZORMDICHT 2HBBLEL ShRnig
YREOFHY D VAR ARBEARM L 25 (T2bb, WThOREIC LR ERRT
BRI ,

ERFEFHOO LB ERIET T R EACERUTIRAT A— S BBFINTEY, F
ﬂ%#ﬁ#ﬁ%*k#@ﬁﬁﬁ%ﬂxt&@?bJz&ﬁ%ﬁ?56ﬁ2¢ WEHELESRES
1. SRRICADY IRFRIC L 3EBRBENENTHE L5, £ OBE. ZOFES
HIEAENEROACE SV TRY L TE+HRTHhS, A7V 4 OFEORYMEFT
DI, PO R 7BEOEREERTILNTCES, OV RITEIT. FTHMOES & HR
RICHET S HBLEAEHER CTRERICE S D X, bERIGE. BAE. R,
A A AL, FMBERETIEDTVA v Lib bW snENRTENAS TS, ZOY X
JHMOBERIT. TRICLAFHMDOBREITETIHENA-T 777 F—L LTRLTHLN
(an ., \

FFUay 41t RROICRERRTEY GIZHE. kEESHP RS RKiT s HLF 4=
ARY) %, GRIMICEA SNBRIIIE ShAFHBICH L, MICHATHS,
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AROBIICRAMRERT 5. b REASLABATENTS, F7> 5y 4 WEIRE
BRHIN, TURARBEHEOT—F £ bo TESLLARTHhIZR R, '

. 82 WEFRORNINH

FFayv aizonT, A7 ay 3 bERTH IR, BHEENREORITE-S S i TIRIEYL
TERVEE. BBFELXETIONT — I BB ENS, Thitit, FHROMLSEIC L 3T
BOWEEL ( T2 ) BT 580, /M2y bAF—AORy FIEBET T —
5. 2 LCHEEIT Lo TRFA 2 BRI RN L EREX 77—V OME ( [HRINER) ) %
SPHBILNTES, “OL5RBRE, FHMOES - BRECET3RENERTHY . Ty
R EREELEL CREREPIRET 5 TRENERTL 3RECHZ L 2~ B L TRIE
FTELDOTHALEETHILREETHS, N—TU77 7 F—FHRT—FLES<HE. F
BIENB R —METER USSR IE OV TRRB 2 L REETH S, MRBMTAVI=/M
BEFAVREEBR r— A ERELRVEEXDNBHE, /1 1y MOy FRITTIHO
BAREy FCOBONLERLHERT 5 L8, —BROCIZEITHE, M8y PRy FRE
KBSy FREDTF—F DOLEER, BEREAYy—AXEAM By PRF—AOF—2h6RH
LEA—TT 72 ¥ —DkE S, FEMOBARS » b, ROTHIRIZHT SBERS VM
BBz Lo TERSNS, ' ‘

A7 avIRUF TV ay 4 OREEERTZ ERTERVES, B, HEMEITPME
DG, XNETRRNEEL LT (7Y 2) . HIVREEOHE (FFvar ) &, ¥
FREMCORMBICHT SRRESD DO LT B, SROBMIETEASNDFHMICO
VT, REERTESRRVIRY ., 73V 1 OBRBFEOEARMFSNS, |

ERIIFAO L~ SHEREEANTH 588, [ABMICTATTHIR YD ERT 5 )
(ALARP : as low as reasonably practicable) & V>3 JFRAIZ % T L HBALZRL Th&EV, RIRIT,
REERAV— P ERRLEZ L ELTUBRERE DLW,

FEEAT>TOERFMTHGO L~ L FEREERNE TERTE T, TOLAHEEY
ICSATFIRRRRD BRLEbOTHEEAE, Y RJ + ~%XT7 4 v POICEIE, LYBVRE
EEEULTE BHEND D,

83 TEMMBRIICEET SHNIR

ERAFY s i, SBCRBREEDH DT LMEREND bOO, TRTORY FOHMITER
LTA—FrRBELEYE L2 TLIWEEREENS, TOFEE, ICH Q6A TENIRIRER
XiFR%y 7REB LT, [EMORIERR) & bIEED B8 TE5, ZOFHL, R0
R - BAROTRIC L » TREMSARESND = L 2 ZETE 52 5ISHORBARS D, &
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WORIERBRE AT B3I, IRXFREWERBIESHE 2L (Thbb, —BLTHRELH
AT HREAAMALAEL, WONCHMSNARE, %R, TRERCREFEHEICE>TWS
IR AEGFTHEZLEFEETRETHS, RROBR. ERFMERMGO LV REMOER
BRETI Yo TRESNZHEEMTES LWL S R eRbHhl, EXRMHOREHRER
BEbRELZRB (bbb, TRTOAYFROVTRESKAEAR RET ) LHHBL.
FEAORBENAMICHESh, REFERTESHh, TOoIBRXFUERRIBICHD Z LR
FIRF S ETREL2TNER L2, ICH QA ILFRER TV X 5 IT, EMARIERS
RBEVWTHAEA L - BARIIRBNURBIEA L. RREZEL 2D HEFHD Ry FiT
DNWTYRZ « RXT7 4 v b 2FHET 3,

;84 SHMERSHORE

ERFEER AT L AR SN BEGRIMERDIT OV T, TONFRBSRRRCHEFAO
HETBXRBRSNIAEBBRURERG LEERH IIBRT I LAKETHE, BE
i RAERSH OB 2N 50, #BEh-AHRHRICEVT, BRRSTEZRAV.
WEICRHE Lo NGER IR (BT, 40°C/75%DIAXHREE, 6 » A) EREET5 T Lt
B/EhB, DL, HRER L OBEELRALNICT ), RMKEERERERET S0,
RESNETRAEFBICEVT, BOCRH Sh, BEFETORERMNICRASRENRERE
RREPEMTH LN TES, BETIREBERBELTWRWE, TEBIEDH 5 53 AFERITET
DERITESVE, BEMLSBERYOBEIELBERET ST, ZOBMORRVBFITHATH
5, -

Zh b OMRRBROBRIIESE, BRRENLAEWBR GRS T CHEREREISEV L
NOHREROBER SN Z LATFRSNDBEIE., IBERYOEREERT IR A
RoObh3, ZOL5RBE, MICREENTIShRVERY, RRENVERERE (TREER
BE2AV) TOEBMREERBICLY, REXRBAOMRERD Y E=F —T 5 LAMFE
hB, —ic, BREMMBERDIC OV THRBMAZRET S o L XEE» Y S Mk, Thbo
REERBOBRIC L > TRES, ‘

BRI OERIHT & > T bERTEARERD O L) £ FEREMRBICFETE 21T
LRFRE N, 20U ARSBICTITTRRRY ERMLILOTHERE, YRS <47
4y MRICESE, RO HIEREEELLTE B,

85 FATHAINeRPAVE
FEiL, KAA FI7A o OLRBICABshicB{Rh~OBERAZERE LTWS,

ICH Q10 TRLEAR VAT LOERRUVEEMOREX., 54 79A I NVOFBRRITET 3,
FERCY R ICESSFELRAVI I LE2BRL, ThICXVBRT A 79 A 702
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bl ) MONE R BT 5. BARVHET 2 A0MRE. RAOHRE»bREXTEED,
HREOBWRGHEAOMMELEL TERT & THA,
E%Xﬁﬁﬂ@ﬂﬁlﬁ@%%&wﬁﬁmﬁﬁ\%0747?49»&#%&L1mﬂmkﬁb
n5, FEBBOFHELEY), NETRORBMEREEMNICHET S THS, REEND
Aoh3MBEFRTLI, IE@E%@IED@@&%%éBk&%L EERWBEEIET S
LHRTED,

WETRICHT A Mo POEE 2 RET 588, FERCHAORFITAT 5 RETOVTHE
TEHVERD S, ORERRETBOBRICE I RETHY, RELLERCISEEEL
V3 e HITENRRBRALETH D 2T LRTHERITRIER B2, Eit, SFEOKRE
BRMHOBERBICSRNZTHRERD S, ZOXKDR2BE, XVA FILTRALTNWS
& 5 IHRIBEOER RISV TIHET 2. '

HEDTA 7Y 7 12HMIchbe ), BRLE, XEERLTWRVEERTRICRE LS
Alzit, RBRAEBRESNIPBEETS - L REEL 25, Thid, WEREMTORHHE=
L BY U IBEBENTVARVES (7Y a v 3XRAT Va4 OFEFE) | RikSyFT
L ORBRTIAR L EHNRREFAL TV AEARETIES, TORRIEETROBHNLR
AV FCRESTRETHS,

FANIRETER CTRHVEOERMAITIL. FHHLENICTRT 3D ONET o A0
S A ROMRURAICER L R 5RANH D, RHHITRTEIL, THiMNAEMHIZE=F—
EhTwWiznWgs B, 17"/5/47::2:’) ZBWTH, FHPOERCREIIEEEEL
BAIBRNGA—FERULTHILNTE D,

HLWIEEFEISERI AT LAO—HL LTABEEYRX VAV /R AORRLTRET
$3 (ICH QI0) . BB CABIh TV AT 2EER, FEOHBRVCNA FF7A
VG- TRE S RICRET I LREH D,

8.6 HEIRBAZSICBE 3R

BH L TRICET 5 MENIAROBREE L TERSL TV LBRERTVS, LT,
EERBARBRE R B S EBM XA 57— 7 1%, BERRABHRRIC L THRNT
LETASNS, FEXIBHSICIHET 5 TRESR b BV FHEICH T 5 T ORD 5%
ErREEDD, TOEREOERFTRICE S ) R R—RA0FENERS D, Fhitps
FHET B FEMAEV A, DMOBKBREXHTIRDIC, MFF—F BT LVMREN
TVRVY, FEORR CHo THRERBEABPHICB VT, FRFELIFTIEDICS
B — s RENRBEbH B, i, WAL ORGHIERMBORMITLNS T & LBRE
CRTVBRD, EEBEROTMICIINASRERDIHET 53R BABREA TS LHXD
na,
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9.

F¥aAv/F—vayv

EHA K54 Vil 58, BT OSBRI TRTT 5 LENSH 5,

9.1

9.2

HhEUE

E R Z TET 2 TR EDBR TN 7 — & ORBHL. Wih b EREARNIM £
BLTHEMT 5 LA/ EN5,

14 BUAOE 1 HRKRBRIC OV T, THRTEBLTWS, 77X 1 RTIFR 20
THiE T Tcohort of concern) IZFEhAFMMITEAERE. ERFEMFHMHOY R
&%ﬁﬁ?éﬁbﬂ&k%?bﬁ%%ﬁbé L. 14 BEEZ 58 1BREKRBREVE
Ta FEEERRBRIC OV T ik, S EEEET 52 52 30FMBbLEDB L,

5 b ARV 11 BERREBRIZ OV T, (QSAR {2 & ¥ i L= Rimn—HE S0
BRETCHY, TRTDITFR 1, 75 A2, X7 5 3 OREOTHMH R UHEED
REc->\T, GFEEFEE & bIZBHTH o2, FECEALE in silico (QSAR &
AT BZHOWTRET S Z &, EEORBMMICT2MEZAVIERRERROGR
r@ETHIL,

TREET B TR SME WTERRMMIC OV T, 8.6 MITRBREATVB L Hic, MF
F— ¥ Titi  LFHRIAEN BB H B,

QEVFI AN KR AL b (BEIRTKIRER)

EHA BT A VIThE> TRHE L = RETRIZBEE S 5 ZEROTHMCORERN R U
FERRTMGDLRAERII OV T, ERFEFHHOIBBR U DIRORILZER

“?‘6 &

o IZHhIZH. insilico (QSAR DFRERERTER LV AT A0MME, € L THEIZ
BLTIZFRABUI TR S OFMMTHOVTRENLRERICTTE =BT &
RAMBEED S,

o  FHMIZTOVTHEE AV ERFIERE Y EE LBE, YBRRIToOWT
REBgSHLRET 5,

RBENEABRRUEHEFEORYMITOVWTERTIZ & (BIAIE, ICH Q11 # 5b
728) (12) . Az oFGIC, FEERE, BETRENE=F) JORE
VAV FPRUEORBENEENE, 73V 3RGE TV a3y 4 DEBHEIZHOWT
i, A=Y 777 5 — T3 0MOBEN, ROFRIOZ/NIER B, I&x
T o7, ERE~OBERMERY) OBEREETH S,
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e
21

2E2

ICH M7 #4 K54 OIS TiX, RN REAER LSBT T iEEFMET 57
DOBRFOFERRENTEY, 20 L) RFMPIRELRVNVCEFBShHI LD
5. ICH Q3A/Q3B THESh TWARLMREROLELRREL Y bEVWIEW 12D
T, BREFEMN D5 THRIEIC OV T E DITRAMIHMEEZT) Z L 2LBELShA2y, T
iz, HHIZQSAR Y— A2 ER L THIBIIRBIT 3ERREEETFRT s L ¥gEN
5. BMREICEOTRAMO | BER | mg 2L 58A1TIE, ICH Q3A/Q3B THESEL
TWAREGEHEREL SR T2 2 L TE 5, TMYORES 1 mg REOBHE. L THRE
ENTVWAELMRBOSNERBEICED T, ER3REEERBILISLER,

ICHS2 (R1) BT} OECD471 WA 1854 ACHR L+l 7 e ba—AERWT,
M E AV ERFERER L —RBREET NI, TRWICERIRIEN S 5 THRIEZ T
TEB (13 RV 14) . RRIERKOZLSMETET 5 IEMRRBROIHMOEM (GLP

‘Good Laboratory Practices) OBRIFEF U TERT B L B8RD BN, LLLERE,

GLP HRIZE2IITET L TOWANE 2, BRRRR CIERERB Y T 57—
Z e UTHERATER RS Z L b T LLEKT 5 b0 TRV, 20X 5 2@BIER
BESEHICRRT 3 0END S, Axi, HRUROMMIINTE GLP SRICHTL
TIELRVEANRD B, R SNBEMEIHT 5 BRI &1 TV 5 BRBEK
RREShZBELH5. HESERNTERVD, RIHLAWRARSNTVSHE
DRBMIT VT, BATFORBYA K54 VicBLL ICH A LARMEZAVSE
REERRS, BEShIRFRBRECEETIRVILEHS, Z0X 5 REA,
B LEZLNAHRETORRELTIRE 757D, ICH ITHEH L R & O—FER
BV RS TOVA/MIMSORBRRICL Y, Ml AV 3 ERFERERE T
BTERTES,

in vitro EREMMH (% AV 5 ERFUERRCHBIE) O in vivo ~OBIEMET BRI -

23
37 hDRER i
 invivo R Bl L RBRERROR U 2R TER
FNFVRY =y o MEZAVIERRERRCTHME, RBRITBRLABRL
ERERRR | BN RUTHEILERT
Pig-a BB (k) o HEHERTIZERFMEWHE (MEZAVWIERFERRR
S9 JEFFTE T CHRtE) *

AR (ML) o HBHEATIERRENE WHEAVIERFERRN

S9 HHET THIE) THORAKRNBRIEMIRERSH (|
Twa{kaih

7 v MFAER DNA B 5% o IFIAIEIE AV ERFUERERA SO FEET TOLBIE
(UDS) B8 o RELRIFRBMICOVTUTAMBENTHS

o BRBIZBW:-BhRBTERIND
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o SANE—THY MEEETS

2y FRER o RUEERTFTHVEDY (TAh ) EFEEREAC—4H

PR YO LV oTe, RARERITESWBEDH S
) DNA 545 RIERBFEZ A L{bka®H 7 5 R)
o REITBIRUIEBIWBEBNRYUTHIZLETT

2Ol | o BBHDHHEIETT,

*

24

MEERMICERT 3 (RBTEREESEET5) ERAMGRICOVWTR, RESHORBRNRY
ThHhEIZLEAMTHILEED D,

Dy b DEAMEOH]

TDso 1 (BEFFRARN 50%L RBARTHY ., BBEAY X7 OMER 12 THHZ L L
R%) RYDIT->ESEORBAMET—F210, LAVHERMFERRREAMTSIL
RCEB, 10 FHO 1 (TRbb, £EFE) X7 LILV) OMB~OHMIMEIL, H
Bz TDso % 50,000 TRRIZ & TRETES, Zhik TIC ORHICAV RS FHEM
flLtna,

BEf . =FLvdEv K

BBAET—FR—ZLENE, =F L vFHY FO TDy fi1X 21.3 mgkg body
weight/day (5 > F) . BT 63.7 mg/kg body weight'day (w7 R) THhd, HEBIERD
BTz, LEY (TRbb, LVHER) Fv b TOHEEAWVS,

B4 10 FICP | RICESEZF SR TARERD BT BT & S 2 50,000 T
21.3 mg/kg + 50,000 = 0.42 png/kg

t b0 1 BRIZUTOX 5IZRD S5,
0.42 pg/kg/day x 50 kg body weight =21.3 pg/person/day

ZOkSR, 1 BYREY 213 pg O=F L ARy FO—EBIC DL 28I, 10° o
REDBBAY AZIZHEL, ZOMBFREF A E LTHFET SHEOFEER

&3,

E b aollmﬂz): ﬁﬂﬂ%tx( lfoﬁﬁmthﬁﬁﬁ&m&ﬁ%am: TDs fAZ V35
EEBRTRDLYIC, )\%‘Tﬁ&f:%#}uﬁr—ﬁ PR SHERICFELTL X
W, Zhit, BRMHEOEREREARDI-HOERL LT, kO Y XIFEHL OBE
HERFRLARVITR G, BBRRY) 2ROCKETHDITbhD, £k, AR .
- REBBOBRIZOVWTI YV HENREERTIED, BRAMOHMEHBHEL LT
TDs fHEZRAWVARDYIZ, 10% X F+—7 AREHE TR (BMDLI0 : benchmark dose

19




xS

26

lower confidence limit 10%. 7o BIHIZIIT 5RBA RN 10%UA T TH S & 95%DERT
EETE AHEREAR) 0XIRRVFe—IAREMVIILHTED, TOHE,
Bi#fiiz BMDLIO % 10,000 TB3Z & C, 10520 1 (F2bb, LENFEY Z7 L)
DHBE~OHFIMHIZRETE 5,

(LA RRNARREL, BEOREEY X7 LV THS 10° AV, HRFERHEEN
(WHO. International Program on Chemical Safety [IPCS] Cancer Risk Assessment Programme)

T POEBMICRM SN BERAR L HRE»SRHI LR TES, —RIZ. A

# EOREMEE L TER ShAEITRFORFEMICEMT Shie 7 —F Xid7Eic kS
WTWAHLEEH D,

ERFERMPOLA D RUFARRREORHIL, LENICERS hfi%iﬂ DR A

 WED Y T RTHEREELTWS (BERAET—FB2) ERFETHGICER L

THEV, BRI, MEBEEIET LA ORK ALY 5 BFIMESNTRY
(15) . ZhEEVT. EERARIE L AVLRIEET A RAD—BTHS, HE
SBRELT LN ORRMFRBREBEET 5 LB TES, SERERLT VL
HBLT, HERELAWRED THBVREANETHY . Dy L 36~1810
mg/kg/day DEEEIZH B (=15, PREICR23 2 >OFRERFO =Y/ rLt FY Vi
B LTWVWAB) . Lo T 36 mghkg/day &5 TDsfHiL, BEREELT VXN OF
BETELHAHT 8. 75 AGROBBAEITH L, BAL LTHEBERETHIE
BWELLTRAVWAZLBTED, TOBRBAVUVL, BEEDAEE TTC (1.5 pg/day) 1T
Y43 TDy Cdh 3 125 mgkg/day D 10530 1 AT TH B, MERESE{LT V2L
D—EERUV—EEL VECHBO | BERERZESRO 052 T3 LRRYE LR,

EXRDoEREEFMBICET 3 —£B L ) SV HHoFERBRROREICS>VT
%, BEPRBASRICH L CBBERY TTC REMHERELAIfIRHS (16) o BEEFOEAE
&T#H D Haber DHEAOFRTIL, ME (C : concentration) KR (T : time) = EHK
(k : constant) TV, —AEE L Y EVHIRORFARUR (Al : acceptable intake) D
R OFEICESS, LBsT, BRAMMERRSRRUBEMMOFHIZESVTH
%o :
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¥38250 48
10000] , ‘ 10° LW 3 RAEAY R7 ICHNTS
1% A T RHRR :
m
-3
3
| 1000
Qo
g
E SF: 300-10x
; 100 120 g
[
# | eemmm————
3 1w e L ZULLLY
= 7046
x : .9 ll,Sug
m CEN
- SF: 2R (Safety Fector) | (WHAR
LRFARE OB [RAM/BRM )
1 10 30 100 365 1000 3650 25500
' A%

B 1 #53oBasc e LTHRLAE 1:100,000 LWHIEREORNAY X7 YT SR
LTHRHLUEZERFEEFRSMSO 1 BiRE, 73HTHRL TWIHFESRE LNV L OHE,

B 1 OERZ. 10° 2005 Bt Y 22 I8N 3 BERFIERMYO | BERRLEER
e OERBEYRT, ©OMNER., —SEORSIH LENS KT4 L CHAENS
TTC V=V, Thbh 1S pglperson/day & W5 LMZESWTEY, BLTORERWT
w3, '

_AE T DSV Al = 218X (365 Bﬁg;ﬁfg £E =25,550)

LiedRoTHILE | BERR VAV, #5470 £0BE 1.5 pg. 10 F£TiX 10
ug. 14ECiE 100 pg. 1 » A TiX 1270 pg, BEHREOEFEH 383 mg & 25, EOHR
WL A—ORBBERR L 257D, BHEAY A7 RERNICRA—L25 (10 FHO
1) . '

PEBER ORI IL, BRBBROURR CHERERKICOWTEYS F7A4 D 7 HTHR
L7ct B iz—4B LV AWHMOBBICHIE L, o 1| BERRLVVERT,
B/RLEZNLDVAVEE—RIZAHBEL VFLIENED, ZHIZX>TRLIBZER
LEMIREMMNREL RBELYKREL RS,
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5N 6 » AUTCHBHEA. WRULALHFE 1 BERRIL, 10°2LWHIRBRAY RS
VARVIZHBAELTWS, 07, X714y MREERELL TV, BEFCH
FEEHBe L NOBKRRISEATERTHS, ZOBE. WROS I 7IRLEL
iz, BREFRKT 1050 1 EEPTELEZLNS,

27 :
84 : FABRELEAT 54 2R ENMOBERER T ) 06
vy F! _ BRI
(ng/day)
BEMMAR 1 » AUT : flE, RAREICAVLhIERR (RRA. W 120
B, SMRmMmED) . KBALE, ~TFIHRRRY

BEBMR1 AR y BET: MiE, &K 125 AOREEREES FuB 20
R (HCY) | FEROSERA. Fif v I FEOTHNRS (52 A

) | WEAETES. ARUEBIER (ART) . SIS, MHIRREE. A
BE (FHEEH . BIRE2Y (T bIEMERTH 5 I ERNRE
W

BEMMR 1E8 1065 T : AR EHRGVEVFEMITHIHRA (HE 10
DTNINA=—1R) | BMEFTLBERDTER EN SR EEERS
RARE (A, BETiEahR | 10EUTOERA LTS L 5 HAcE
BEREIhEERR, AloERERLERT5-OBRMITREShBE
F? (BE~NRX, BRRBE, BE 0 LS RHBREFE) . HHEEHE,
HIV? 72 ¥ '

Y ESNMN 10 480 b —&E : FiE, EEVERBSEEERT 3 "Bl 1.5
REBVEMERAOERNE (BiE, BERBE. BB, TAYN=—RK

(BEEQTAYNA=—REBL) . dAEVRE BIXAERERVE,
ARBEALEY, BRRBELELRY) | YRR a7 4—, HERRA
£, 5o, EE., 7 hr—iEifs. RIEMSEMNRE. BIRIERIEE.
EMER SREEDOT VA X—RER Y

U oRIZ—BORALRLTEY., S8y —X/50 r—ATHRETRETHB, fLiE,
BEOT VY N =—RD L 5 ILBEDOTFHRMARREL TS TIRIENH SEF T, £
DERROHEAN 10E2BX 5 5BETHoTh, 10 pg/day LW HHEFETE S,

2 10EEBABHMMICHISMRNOLEATHEH, HHLRBRRICES L 158 104
ECONEICHY TS, |

3 OHIV RBERISEL B2 bh BN, 5~10 FRICHERRICHT 2 ERERTN, Bt
HIV I EE Sh 3, - :
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FARE DR

AR (A1) (acceptable intake) »

AL RFAL VTR, BRAY X7 2BERNTCEI/EAR VSV, XREBIIEMEZRITES
T IRAT ABISERDWTY AP LRRXT 4 v b EDART ARETHSERBLVNVEEKRT
B )

PFAFRBEIE (acceptable limit)
FEIRHADORMHORBFERE, FRAERERVEELO 1 RARMLREINS,

K (aéceptanee criterion) |
S FMEORERHNZ T AN TEBIRIES S /b OFREEME, FEEH, T OMOBE2EM,

BHEBM (control strategy) ' .
BHORBRUHMETROBR,HI NS, WEF ot A OBRBIERRUCHAMTZRET S
HEShi-FRO—X, FRITIK., RERCIAORMEIR CHBRZEHICR#ETIRFA-F R
UiEE, RERVCEROEESRNE:, TRTE, RRAABRVBETIE=Y ) v 7HTCEE
OFERCHEEYE585,

FEENE (cumulative intake)
ADRERICREE S B4 o R OBIEIRIE,

SFRERY (degradation product)
Bl e L bITRO/ XL, B pH RBKOER. H3VIIERSFMACHESS /R
LORIITLY, Iﬁ%ﬁ‘{tﬁﬁ{h%ﬂ: LTAERLESRF.

DNA i (DNA-reactive)
DNA & D{EERBIC & D DNA TSR35 &8 2 T .H,

HMRYER (expert knowledge) .
EHA R54 Tt BEF—FZ OV a—RUMLOBHEINROFIRIZE Y in silico TF MK
BERFWEDOFROEMMERLIMET 5 = & &, WMMAME RT3,

M{534E (genotoxicity)
BROWFITERRL ., ¥/ ARELEEERE(LORTF,

A#ti¥n (impurity)
JREXIXEERTINA LA I I B P e T DR,

ERFERM (mutagenic impurity) | , )
BORERRERR (B, WAV AIERFMERR) W TERREEZATIZ L0
BEhTWB R4,

HERMEUMRERR (periodic verification testing)
ICH Q6A TITEMMBRBR UL Z % v 7RER & bFHTR T3,
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(Q)SAR B2UR SAR
AHA KTAL T, RRT—F16H Bi’bt. (ERH) MHEFEREEAVE. kEPOSTF
(#5) WL TOERFUEREY: L DMBIIEEKEV S,

R—=T 77 #— (purge factor) v

BEilh A IRAFHMPORLERT SRNAEZRBRLTEY, R—Y 777 F—RIEOLHR
TORMP LN THACORHY L~V TR LEBRLBREEND, -V 777 F—RAE
TERACTRT HAND S, |

458 (structural alert)
AHA RF4 2Tk, BREMCEET 3 LHEERINT (B2) &
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FREBRUEFORELZS |HA (5| &R FEETH LT M7 H1 FFL %8R

AR ORBHH REE) +%, BHEOREICE. MT ¥4 K4
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(BEHFED TWiw, BFIZSWTIE., FRAIcsS

[REE) EEh3ed, HROSMERDH L L

D BV LA DS RERDICH L TEY
£ ¥FL U RBRSNSG.

fH&2 : MESh SHESEOYH)

B A7V a3 OFERMOH

itk X (NS 2 SN TRCHAR L, BiE X P st A RRHOIRHEhT
W3, FHil A REERIEAHTHY, FEECHLEEIND, EREXF—AT, TH A
OFHlE X ~DARS /BREBLORETEBE L2, ZhHOBEROBRIZ, FHY A BF
Mk X BRI 1%FET A HETHoTH, PO TTC IS < FREED 30%KRMET—RALT
BEashi, ZOPHE X EHENS 2 2LAEERL TWRWIRTER L. Pk X poRH
) A D LAMEHEBIEO D, COTRORERAICSOVTERZRBOLD, HKO/ A1
v PRI =N Ry FORERPORMY A OREZAE L. TORKRII. TTC ICEI REMD
30%KRMChHhof, LENRST, FilE X PORHMY A OFBL LT, HEMRENE 1.0%LT
HLLIIRYTHY, H%ﬁ#&'@:@*ﬂ%%ﬁ&?@ﬂ@imn

W 2: 3V ay 3 OFHBEOH  MPEHAITERERAWEANRL IR L FPRIEND -
TERHL LB

HEHT YIXSIBMORIEAROE 3 TR THASH, HEDH Y PITiX 0.1%RBOFHY
B il OAPEIC L > TARMICRIEN TV, HBYEPO 0.1%E V5 i ORI
BTE DV BH, FHY B % 10%E TORL RBETHRBNT Y ICHNL A TBREX
r—=NTOBRERREIToL LA, BREDO I IREBLT S0 SEBLH/N—V 77 7 F—H
BBINT, ZONR—P77 78 —RAvae, HEHH Y 90 0.1%E W5 5EIL. REP
DOFFIH B OFRLVNVIX 2 ppm K& o, ZORRIE, REPOZOFRMMIIHTS
TTC 2SS REMETHSD 50 ppm LV EWZ s, HEHHE Y POFHYH B ORBTHS
0.1%IIEY{Eh, "M By PRAF—AXBREER T —NV Ny FOREOT— & LRHT 54
Bi3avy,
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