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RIZBMORRBIZE Y LE2—T5 LR TE S,
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R EEAMSEL TS (B 10ITFR 2, FlXE, AP0 VA RS ERER
CEETEXRVES, AEEAVAEREERROBRD in vivo it FITH 1T 5 Bt 2 BT
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IEOEEHE FlLE, RUHCERUR CEENBRECREHER ) 2R OTHMIIHER
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WIS, BAES (1048) &AM S LI EREFORSAET — 2 S8R TV RVERE
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7.2 ALEWRRIRY A7 A E S FEEDE

721 BBEAMBHET — & 2 H T SRR (F1 D2 FR]1)

R RBRAMT — & RIFET 25E, FEEREOEMEEMNE L AmERNR Y R 75
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W, FRAMDORS ZEBAMETBEEOFEIC LY, (LAWRRGTSEREL BN T
3, HBHVIE, ERRAERETERSATOS L5 BT Sl ) % 7 SHEEEER L
THABRBEZEM LAY, BHYEAARLTVIEGEEEHEALTLIL () .

LR 2 T EREORLE e 2 BT 57— 2 2R T2 LI L0, EMORSAWE
7 7 A LEFRNCEE LTV B REC oW T, (LSRR RERESEIIICEH T
3 (77 ARORFFRERE, &),

7.2.2  HERLEOBMBTR IR TS BRIFH MY

DNA A DORRE LABEIEA T 2GWHEIT T <. DNA KIStEbaH Ty, BERGEENIE
MR TH D hRANRBEZ RS L) RHFSFET D Z &8, RECHERSNTETNWS, #
hoHOERE, Fl2iE DNA & OEANTOQEZEEERS, HFHE S/ DNA BEOHEN:
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BRTS (8 EEBBE) , TS OTSTORSME. FERRERSmE LTRYES T &
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T, FFESHERMYOSE L RER U5 TREEIC LY, %512 TRICBWTENR
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IDFATa it BREAS-NVOERT—F (FNERSHERIND) 2L¥a—F52¢
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WWBWTARE L 2o BEEICHARSREICER L., SREEB LR mHEERLOSyFIT
PNTY X7 - _XT7 oA v P EFHET B,
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FHA KA BT BIEEIE. DTS BB TIRT 5 LER D 5,

9.1

9.2

HBE

ERIFME R TS 5 TR EDRR OO 7 — % OFERIL, WIn bERERHE %
BUTHEMT5Z L BHFENS,

14 BLAAOS TRERRRIZOWTEE, 7ETHERLTWS, 77X 1RUZ 5220
AFli#n K * Tcohort of concern| [T ENAAFMICEALAPBE., TZEEMAGO Y =

U EEET IRV MLCHET ARNEEDI L, 14 AR A% REKRBRRUE

Na FBERARRBRIC OV TiL, HFFHEETL 7 FX30RMBLEHB 2 &,

% b R UYE I ABESERSRBRIC DV THE, (Q)SAR IZ.& ¥ 5l L= R 0— B 2%
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AT BEZOWTRRT 52 L, EROFMBICET AME 2RV AT EEHREBROEE
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T B T < {LER RSB R R A 5 B,
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TR,

o ZHIZIL. insilico (QSAR DFEREMER L= A7 AOREHA, # L THEI
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ik, N=UT7 77 F—ICATAAROEN, RUVEFBRIORMBIER Bzt Iﬁz
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‘Good Laboratory Practices) DRI Z BT LTERTAZ EBRDLNE, LB LARDL,

CLP HAIZZAKHMFLTOVANI &2, RN CREREEBEXHT 57—
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DFRMMIZ DV T, BATORRY A 71 CEHRL ICH KEA LMz RV 5%
BEERRA, HEIhIERRBRBECERTERAVILEHE, 0L 2HEA,
RULEZ CNEERETORRETIEL T 57D, ICH ML L 7-3RER & O —Fits
BN ESER SR TS MAHORBRICL Y, Mz B s ERIFERRE KT

DILEBRTED,

in vitro BRIFHWR (HEE AV SERFMERB T © in vivo ~OBIEIEERAT -

Bl DR

in vivo BABR BRI L RRERRO RS ST ER

PR ey o MEZRAVIERFMERER TR, HERITERIR L aikse
EREEAR : BEREYTHIILETRT

Pig-a RBR (M) o EREATIERREEHHE (W2 ERRIERERN

SO JEFTE T CHi) *

MR (MECULEED | o EEERTARRRENE HEEH 5 ERRMRR

$9 FAFET THL) CHORMHEREBRIEAIHRED |
T3 LAY

Jy NFRESIDNAGE, | RICHBELZR 2 ERIFMERBN S FE T TOHh
(UDS) #EB o FEERBFRESICOVTUTARERSA TS

o HREICHWEWRETEREIND
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o NW%-TF&F%%%T&

Ay MBR o RUNETFTREDY (TAHVICREEREC—AH

iR Y OER L VW oTe, BRRERCZAFEECHZH)
1 DNA BB R nERF 28 Licikd¥ s 5 R)
o REBRICERLUEZBEBOBBRNETLTHHIL2TT

Z DAt

o BEADHLBAEFT,

*

b

BERICERTS (BEEEELELT5) ZEARBRHEICS VLTI, RBYOREENZY
THDHILEUMTINERD D,

TDs 2> b O ERRSHE O HFI

TDso fE (FEEFEAERD 50% L RAAETH ., BRALY R OBERRE 12 ThiIt e
RI%) 2D -WEORBAMT -4 b, LEPHANTAERERENTRZ L
WTED, 10 50 1 (Fhabb, £EFEY A7 LUL) OBBE~OERIMEIZ, B
#i TDso % 50,000 TR Z L TERTE 5. Zhid TTC DEHIZAVWORAFIELIE
L Tna, .

HEH . =F L AT R _
ERAMET—F—RITELhiE, =F L% FO TDsy {EiT 21.3 mgkg body
weight/day (5 v F) . R 63.7 mg/kg body weight/day (=7 R) Thd, FABRED
BHITIE, X 0EY (Fhbb, LVEER) Ty FTOEEAVNS,

B 10 GILH 1 ILICER 23 S B 2T HEEZRD BITiL, ZITO X 512 50,000 T
21.3 mg/kg + 50,000 = 0.42 pg/kg

b hOR 1 HRERUTOX Itk 5,
0.42 pp/kp/day x 50 kg body weight = 21.3 pg/person/day

IOXDII 1 BYEREY 213 pg OTF LA HY FO—EECDR 5BRL, 107 0m
FLDFBHREALY RZICHEE L, ZOEBEEMCAMY L UTHEETABSOFRER
BLirp,

HERAY A7 OFHNCEIT 2 ER VAR Shii- 88 EOREEE

b b & ORI L IR T o EEORARMRER D LR BEER Dy EZ2BVASF
EEBRT ROV, AFTRLBEBAMT —F 2 EMEMEAHEMCE/LTL X
VW, Zhik, BERMEOEESEZRODILDOEFEL LT, £ o) 2L oFE

ERRORVETR @, Bk ) 2RMCRET S EdiciTbhs, £k, FE .

- RIEHMBROBRIC DWW TRV EBENICER T30, BREAMORENIREL LT
TDsp EEBWBRPDVIC, 10%rF<—7 AEGFETRIE (BMDLI0 : benchmark dose
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X6

lower confidence limit 10%. > H¥RICISIT BRPATE 0BT THD & 95%DRERET
FHETEIHERERR L3RRV Fv—7ARFAVSILLTES, TOHE.
Bz BMDLIO % 10,000 TR Z & T, 10550 1 (Tbb, EEFEY A7 V30).
DFEE~DEBMEZERTE B,

A DERNFEERED, BYREEY A7 L-1Th3 10° v, HRREHREA
(WHO. International Program on Chemical Safety [IPCS] Cancer Risk Assessment Programme)

R POEBEMIEMENEBESAR LFERENLRDB LN TEDS, —RIL. B

# EOFREME E L CHEA SN B3 EREFORFMICEM T ShieT — 7 N FBicED
L'"C\/‘Z)ﬂ‘d\gﬁ&! '59

EEFHERHS O NS RNTARHEOR N, LB BRSNEMOENA
MED Y T ATHENEL L TWS (BRAMT — & B872v) ERFMETMYICER L
THEV, FILE, BEEERETAFAORNAALICEET 5EFREE ST TRY
(15 . 2h2EVT, EERERIE LAV LNAELET VI L0—HThHS, BE
BEELTASALOREHFEREZELT A LN TEE, ZERERILT VTNV L
B LT, BEEECAWRED THVERAMETH Y, g ik 36~ 1810
mg/kg/day DFEFIZH D (n=15, PAREICERS 2 2OERERFEHS> Y7k FY X
B4k LTWB) . L7zds-oT 36 mghke/day &5 TDsfEIX. EEEEELT L FAOFF
BEREPENTE, 27 AEROBENAMEICR L, KRL LTERICRETH I
HERELTHWBZERTED, TORERALVVIE, BEECEE TTC (1.5 pg/day) IZ
W%?éﬂ%f%éL%mwgmmnnﬁ®IM?f55tb‘EE%E@&?»%»'
D—EERV—AEELVEVEIHO | RERELZEERD 105LTH I L BRULERD,

EXSDPOERFHETHMCHTI—EEI Y AVHROFEABEREOREIZSNT
1. BRERBASSIOY L CERSM TTC FREEZERELNFAS DS (16) . FHEPORERE
& TH D Haber DBROETIT, BB (C : concentration) xBFf (T : time) = E

(k : constant) TH Y, —FEL Y EVWHROFFERE (AI‘: acceptable intake) OFEHH
T ORI ESL, LeBoT, BEAMMEEEESRRCBRELBOFEFICE SN TH
5, :
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1H

¥ 38250 g

1052 WS RRAY A7 CHYTS
- RHBER

10000

1000

100

e
-

10

1 === ®RLETEERE - 1,5ug
SF: [&224f# (Safety Factor) | (HHAR
LETRARL 0Z [BHE/BME] )

B5RICHE L [nglperson/day]

2 a3 L o

1 10 30 100 365 1000 3650 25500

#E5 A%

B 1 BEHEOESEE LTELE 1:100,000 LWHER EFORERBALY X7 CHEYT IR L
LTEHLEEERETMSO 1 RRE, 7T3HTHREL TWAFEERE LV L O,

B 1 OFHRT. 107 NI RRAY R 7 YT IEREERHYO | BERE L BEH
L OERBEFEEERT, ZOFHER, —4LEORSICHLETA PS4 OERBENS
TTC Vi, §72bh 1.5 pglperson/day &V LR_AZESNTE D, BToXE AT
A '

. _ 1.5 ugx (365 B x~—££3E70 48 = 25,550)
EEX DECHIFD A= GRERK

L7eBoTHEH LR 1 BEDREL-UVWE, BSHEN 70 084 1.5 pg, 10 4ETIX 10
pg. 14T 100 pg, 1 ATk 1270 g, HEREOHEEH 383 mg 2725, FOER
WL R—ORERREL 2570, BBAD A7 ZEREICR—L725 (10 A40
1) a K

FEBCR OBERNT, BRARBISE T OMB R RHREMICOVTEYT L R 20 7 B THE
LictBYR—EELVEVHMOBRIEHELE, £80 | BERELA2ET,
TRLEZNOD VAV —RICAHBELVELIEVWED, ZhitkoTEAbREE
P2FRBIRSHEPELS RBITEREI 2D,
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BEHER 6 » BT CHBHS. WRLEHE 1 RENE, 108 NS FBRAY RS
VAMZBARLTWD, £0ED, RR 70y MREERIL TRV, REFCR
FERHE L HOBERRBRICEATETSH S, Z0BE. R0 7 7ITRLIE X
512, BEEEEII 050 1 BDTHEEELBNRD,

YE7 S
%4 FEABREEZEAT B RREHROBEERL T Y 0
Pl F , PR
' (ng/day)
BEHWR1 3 AUT : Al0E, RAABICAVWONIERS RER. B 120
BuK, SMEEMMERET) | HRAE. VT IBERRY ,
BEYAR Ly AB 12y BET: AxiE. B 12 5 A 0RERES FURY 20

FEIE (HCY) . FEEORER. Hil LA FROTENRE 55 8
E) | MRS, AMEHER (ARD . SESE. MRVEE, #E
BE (FEHELE . BIGER Y (CRDITENERTH 5 BEREPE
(AR '

BEHMR 1E8 10455 C : §l0E. THSAREVRIcHARE (B 10
DTNINA <—37) |, REAERT D BELR TR S0 5 FEEFEEN
WAGRE (PR, BHEEMEONR . 10FEUTOERLT3 & 580l
BERE SN EER, AHOERERPIERT 5 DRRMIRESh3E
2 (B~ BRI, %ﬁ@;om%gwrr) EHEH,
HIV 72 &

B 10 FEEEH B—AFE « 20T, mrwﬁﬁgmiﬁﬁﬁﬁéTmﬁ 1.5
PEVWRIEROERE (FLE. BERATE. W, 7oAyl <—#H
(BEOTAY A w—{mEER) | Ferfgs FlxEkER Ve,
FRBRAALTEY, BIFRBELVE 2 | VRVA a7 40—, BAEEH
fE. D0, RO, 7 b —tREER, BMEPREMEAGEEA, PRATIEEAELE.
EEER OEBEMEOT LA —tERR AR Y

' D ORERHAAERLTEY. PRS- AL S RATRETE ThH D, BRI,
BEOTAY AN —HD L5 CBEOTEYRANMB RT3 THRIER B HEF T, £
DERGOERR 10FLEBL D 2BAETH>Th, 10 pgday LW IEEFAETE S,

P 0FEZBASHMIC D sMRMNRERTHHHE, BH LAHMARICES L 1468 104
ETOXERELT .

P OHIV IMBIEEE L £ X bh B, &ﬂoﬁﬁkmﬁﬁmkﬁ?émﬁ&#ﬁﬂ\%ﬁmﬂm
HIVZEZERE S5,
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JsB O

A (AY)  (acceptable intake) :

EHA FFA T, BRAV A7 2ERTEIEREL-VL, XBEEXIIEMEZE»TES
T EBIHEILOVWTI A LRXT 4y e DAT I ABRETH HERE L~V EEWT
B -

?Flﬁlsﬁ‘ﬁﬁﬁ (acceptable limit)
FEXZEAPOFHYOREHFRE, FAENERRVEERD 1 BRAEIOIRTEENS,

B EELNE (aéceptance criterion) .
ST FIROERPZ T ANTENPHET 22 OREME, #B, T D{ﬂ?)iﬁ@ TRELYE

RS (control strategy) .
EFOBMGEECRETEROBMEN LHE NS, BET v AOBREBMHREVUEHEZRIETS
AEShEEFREO—N, BRI, RERVCEROFEMER UBREMICEET ST A -4 &
U, RIFRCEBOEERNH. ITEETR. SRAFERUEETSE=F ) v VB ONCER
DFERCFEE EH 5.

REERE (cumulative intake)
ABRBRERICEE SN B4 0WE 0REEE,

SrPRAERRYs (degradation product)
R & & BICRU/ Xk, B4 pH RUVKOER. 2 W XERSRMACEEAR /iR
ORI E Y, FEMEFELZRS LTERLED T

DNA Fi5iE (DNA-reactive)
DNA & DRI L ) DNA ICEEREL 32 - 488,

HMRYEE8 (expert knowledge) , |
BTA RFA L TCrL, BFEFT—F O Ea—RUTMMOBEEFROFBIZLY i silico TFMZ L
BEREMEOTROERESTMTS 2 & &, SP0MRe EET 5,

BMEFE (genotoxicity)
FROBFICBGRL, 7/ ACELEEERE OB,

F#i% (impurity) ‘
FERE T ERSTIA LA RIS A P FET 5 55

ERRETHMY (mutagenic impurity) . ,
WERERFHRE BIXE, MEZAVIEEEMRER) KBV TERERELZETLZ L2155
BERTWVWA R,

f#ﬁﬁmﬁ& (periodic verification testing)
ICH Q6A TIXEHMPRR LR F v 7B & bFRIh T3,
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(Q)SAR R TR SAR ~ .

HHA K54 2Tk, ERF—F M BLNE (FRHN) HSHEERRE AV, LAB0HT
(B4Y) HiE L T OEREMIEME L OBEBHR £ 5, -
R—P7 7 7 #— (purge factor) |

BkiZdh 5 TENTRHMORZERT AMAEZRMLTRY | S—U7 77 F— X TRO LA
TOTHH L~V ETRATORY L~V TRUEMEEZSIhDS, V777 ¥ 1THZE
TEREECTRT 5HEND B,

s (structural alert)
EHA K4 Tk, EERERZEET 2EHAEERIST &) &
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fH& 1 ICEMT HA ¥4 DERARRIHT 5T I A

. FE~D | HH~ .
P ’ S DR A b

FEERUE OBEHIOERD | HA i M7 HA KT 4 voxis B8

E

FRERUCZOHEAORRE | #H A M7 HA R4 DERBEN

ICH $9 TRENTEMEEE | HAN WRSN | MTHA FTA o OEBRES

KoFHEORRE

FOBRAEOFREOWR | BH B b —RINA r— R T, R OREBEE

B ‘ ‘L TED '

FREOMBIRICEERR [ EEN | EA BRECEERZVRY, M7 HA K5

BEF DRI R (R LIt A VETHRRIC R 2 ERERE R % B

DILBE | HERLTOARY, FREOAREIIE
BEaenwied, REOBHEMIISLER
W, BERIRFRTHIED, A FZ

_ AV OBEABRD b,

BAROFREAER LLHE | #AS HH 42 SR

il ik :

H5ICHHIKICBWCEBERR | B8R . | #EA WMAESRES2VWED, $5 ICH HilRizE

OB OVT, BIOICHH | WCBDREEOBSIE, B0 ICH iz

BT CERRBHERIT I8 TAFHTORBRF TRERA L L2

A, YHMAITREERL, zha, '

FEROP- 2GRS IE | RS | EAS | REOARESERBOFEL—HLT

T RBEER AR A AR | WBIRY . ZEERRMBOY 27 BF

MEDEE, TNLOMET FERAER, FHEREEARO TR

BRIIEER L, | mpieEmERARNC L 2 ERAT 5 LER
b5, 4.1 BB, ' '

EITRAZENMEL T H6EF | HA A BEEARUCHFESHhIERAY A7 B

DBl (ICH M7 DREHE IR
FEN, ICHSY IoE S &AM
MOREERLVECRES
nTW3) &, Eaighd
RTORVEBEBIGEL L

EEENTWBD, BRBORM D
FHEM R OREEIC OV TEHET 5

BERD B, 43 GBR,
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FRERVCEFOREZEL |HA (F | & BRI LT M7 HA KA %A

PR AR OEBRE 89 T3, BEFOEEITIZ, M7 VA K4
b P S vOEFRE~OEBEMREREZER L
(BEfFD TRV, RECSWTHE, FRHIicy
R BMEhahd, FHROMBAERY T X

D B LAV DS IRE R L TR
1 Fo4 VRSN,

k2 : MESh S FHFEOEY)

HH1: A7 a3 OFBREBROH

PR X BRERD 2 oML TR THEA L. TRE X PITII RS A BAERNICRB SR T
W3, T A ITREREEHTHY, REZTRHRLBENS, EREAS AT, THily A
DOPRE X ~DANRA JRREEORETER L, Zhb0RROBRIL, Ty A 255
i X R I%FEET 2BETHoTh, FEFO TTC &S IREMHED 30%RGET—ELT
frESNTE, TOFREE X IXEERS 2 o LA TOWARWIRETHE L, P& X o
) A D LATRIE S, COTROBREEAICOVTER SRBOLD, B0 L 1
v PR =Ny FORERORFY A OBREZRE L, ZORBRIZ, TIC itH-SREED
30%AKFE CTh o7, LMo T, FHME X FORHMSH A OFHEE LT, FRBREME 1.0%L T
B EETYTHY, FERERTIORMSE R T 5 SHEIT2,

WY 2 AT a3 OFEBREON  EENMTEERVER AL 2 RBS L PR S B A—
VEBRHLE LSS _

HEWE Yid 5 TRALRZEROE 3 TRCEA SN, HEME Y PITIE 0.1%KE 0 R EiY
BSEEOGITECL > TEEMIBHEINRTWS, HEHEDOD 0.1% L\ 5 R ORER
BECEBDHETT B0, Rl B & 10%E TORA ZRBECHREYE Y 0N L E5RE A
T—NTORERREToHE A, BREOZTEZELT S00EERLIA -V 777 Z—
MEREhic, ZOR—U77 758 —2fnd L, HEHE Y F0 0.1%&W 5 HEM»S, FEP
OR#Y B OTFR LA E 2 ppm K& RoTe, ORI, BEEFO - oR#Hiow+ 5
TTC it E-5< REMETH S 50 ppm L VIRV Z &2, HBWE Y DORMY B ORETHS
0.1%IFIEH/ES I, M2y PAF—AVIXEEERr— VAo FOREDOF — 2 2N+ 545
Eixlawn,
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CHP 3 ATV a Y 2RS4 OEERRON | EERITEE L TV S BRI
DEHE _ . :

5 TERMLRBAROE | TRPMERNER= FrtdwThy . SPEROTHMY C 2376
MRH 5, FHi CIHE 1 TRTHEOMEREERTHY . HFEE= kP TobdHs, F 1
| TERGE&RORHY C1k. BEOSMETIIRH STV, PR TEET D FREND
%, %1 TEPREEL, MRV 3ERRERBRICBOTBETH S, & 2 TROKRLRE
2L, 99%D%E 1 TRPMET. MYTAEEERT IVEERSKD. JHETENRRICL
VRSN TVS, BETHE | TRPHASEER= o LABOREIBEL Tl L s 25,
FOBITHELS F 3 TREVE 4 TRIZBT DBRERA ¥ MESVE, B U777 -5
%Méhko%SIﬁmxﬁéﬁfﬁﬁﬁv%f\%11&¢%¢®ﬂtﬁ§d<mﬁﬁéﬁ4
TRYMEOEE L LTREINE (A7 3V 20FBFE)  MEBREETH LR C 1.
% | TEDEELFAURERS Y FORESRS EFREND D, FioH | TRTPMEL Y IX
BRI R D, LRo TRBEFETH Y, T Cict 7y a v 4 DEERKE RS
T ERFREER, BNOERERA S —NAXiEAM vy hRAF—VOT—FRMGEL éﬂ’bfotb"u '
B4 F7Y g v 4 OFEBROM BN .
BILFA=VREBEOEVEENTHY . BREEZET S, COREL s TRPLRHEKR
D& 1 TETEAShZ, SROEEOFEA ¥ MTBWT, FEROARZMEBENS, ELF 4=
MEBRZR L RIET 570, FRCEET2Z LR, 37V 4 L X2EBRELTE
v, EREAF— A 0y PRF—NVDOF—FRZFRBETH B,
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M7 EABRICERIHEREIND, KL, T4 KTV BEMETH B D, ICH TOAR 18 »
B#ETIE. M7TOERITRD b,

18 % 3 &5 MR & Rl FROSESER Sh 5,

1. meﬁﬁﬁﬁﬁNﬁmﬁofi—Azﬁﬁéiﬁ?élkoEEL\M7®ﬁﬁﬁK
T—ARABRBREZERBLTHIEE, CVELZTAHMLEZTRL,

2. M7 QAR BRI T ARE Db HULE M HOBRREEG LTSS, =
hoO7 2T ADREREARPHOARE COHMICOVTIE, KRICET 5 HEN
BRSNS, :

o GEIIEEER LI, 200 QSAR iHili% M1 5 BERFA2 L,
o SIRICHEEZT Uiz, WGP ORMYOFMEFEE I B L T 35830,
o 9EBEZTLE. F¥aAlF—>ia ORBEEICELL TS BERA,

3. PEAETROBN S FEORENES - L 22/ L. M7 ICH CABSh-Cib 36

H ARETIL, & bBXIIE IIERRE2 SRV FHRANERFEAERE~D M7 O
Rk bnisu,
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