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BER R R AMEOEEN Y 2 77T, REREEIECTRBA Y 27 XEINT2 88
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. ZhbOBWERADEICTEFEBREIIANA A VCRES N HEE
WEIVLEFLIIEWMEEL 2D LBRAENRDS, XA FFA VyORRI#ERATZZ
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12 & Y ISP ORI LS BEEREED 30%RETHE I EEREIRBICENSLTE S,
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JEMOERT., TRICEAFRIMPOBRELETIHESA—T 777 F—L LTGRLTHIN
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NiEREFy 7RREFITh, [EPORERR L LS LRTED, ZOFER. THHO
ey - MABEOTRIC Lo TRAMARESNS 2 L 2R CE 52 LITHORBANRS B, &

14



HpRiR R E2 AT ook, IBRBREBEIREREBH 52 (Thbb, —BLTHEEET
TeimnERRETAEL, BUNCHY SAARE. BB, TERVREEEHECE>THS -
TH) PEHTHIZLBET & ThHI., RROER. EREERHGO L VREHNTR
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T o7, R~ OBREER ) ORENEETHS,
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A HORER

ICH M7 HA KT A ORYE T, R RERERE BRI § B EFHET 57
DOEGOFERFREINTEY, 20X 5 RREPRER2R VAV CERSIH I LS
5. ICH Q3A/Q3B THESN TV RAMMABOLERZBRMEL D bEVIEV I EHD
T, EREMNH ZTHRIEC OV TE bIRESMRHERIT) T L ZRRL ShV, =

IR SADITQSAR YA EER L THECRT AERBER TAT A Z LAEEN

3. ESESICBWTARMYLO | BEAN | mg 282 325AI0IE, ICH Q3A/Q3B THEE L.
TV BREBETIMEZET 5 2 LR TE S, FHHORS | mg RROHE, MTHRE
TV B R EEONERBRECED &3, B IEEEERBIILERY,

ICHS2 (R1) BRTROECD 4TI HA FFA BRI +H@R 2T e ha—A2HNT,
MEE AV AEERERRY —RREET L, FHBICERFIES H 5 TR LD
T&5 (13 K® 14) , RBREERORZSMEET 5 HFRRRROREOERE (GLP :
‘Good Laboratory Practices) ORI UTERT B 2 L ARD bis, LLaib,
GLP HHIZZAIITETFLTWRNWT LA, BRRBRRUEEREARBEIF 57—
B r LCHATERS 25T L EATLLEKT S bOTER, 20K ) RBAITR
BRERCRRT AVERS D, HIXIE, BRYEOMMITE GLP RANCHET L
T2 RWEERD B, B SNEEEREITET 2 BN S T 5 RBREHK
KIRESNEHE bb 5, EREPARATI AV, LA WEPRON TN IHE
®$ﬁ%ﬁowfﬂ\ﬁﬁ@ﬁﬁﬁ%F?%Vﬂﬁ%bIﬂiEﬁﬁbtﬁ%%mwéﬁ
BEMRSR, RSN IRERBRRECERTERNIEEH D, 0L RES.
T LEZ LNAERECORRETERY 7570, ICH KHEH LR & 0—HEEDS
BN L AR SNV A/MISORBRIC LY, MEEHV AERFEURBRE RS
HTEIRTED,

in vitro RIS (% V5 BIFHERI T O in vivo ~OREIEZRFT

in vivo SRER e S E .

FFrAY==92 o MEERAVERFERRTEE, RERICER LIRS
ERERBR - BERZETHEC L ERT

Piga®B (i) |o EEERTAERRESE (M2 SERITHERRA

S9 JEFFAE T TERE) *

AR VSRR | e EEEATIERRESE (Ml AV 5EREERERS

SO FEAFE T CHE) TroRBAREBREASERIN |
TV Bk

Z v MFARES DNA 55 o M HIEERVAERFMERR SO FE T TOLBE
(UDS) 8k | o FELZDIFRBMICOVTUTABBEN TS

o REICHWEISECERINS
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o AAF—TFHZI F%ﬁ%ﬂfé

= Ay MR o ZUUERTFTHREDY (TAH Y EREERTAS—AE

Il EOHREE Vo fe, BRERITELTEEDCHSH]
1 DNA BIEILSE R ERBRE 2B Licibdh s S R)
o FBRICEBIRLUCHEEORAZIUTHEZ L 2TT

£ Dl

» HABAOHLBRETS,

*

4

FEAICERT S (R EE BB L T3) ZRFMESHICSWVWTE., REDOBEERZY
THDHZLEIFETILENSH D,

TDsp 2> & DEMRIFOF

TDs . (EBFEEN 50%LR2FRTHY . BHBAY R OFER 12 ThBZLE
RI%) 20T >EEHOBBAMT —#2b, {LAYBERNFEERESEHRTA - L
RTEB, 10 5HO 1 (bbb, SEWAY 27 L-UL) OREE~OEHIFEL, B
HEIZ TDsp & 50,000 TER§Z & CEHTE S, Zhid TIC OEBIZAWSh A FIEL
LT3,

SLEGI = F VARV \
EBAET —F_N—RCTEhid, =F L rFF Y RO TDy fEiX 21.3 mg/ke body
weight/day (7w b) . KTF 63.7 mgikg body weight/day (=T R) Thb, HEERED
iz, ZVEY (Fhbb, LVEER) Ty FToOERAVA.

B 10 DI | ILicER R 5| BT AR RD ST, BT X 51T 50,000 TR,
21.3 mg/kg + 50,000 = 0.42 pg/kg

E RO BRI TOL 512k 3,
0.42 pg/kg/day x 50 kg body weight = 21.3 pg/person/day

ZOLSIE, 1 BSEY 213 pg OZF LU ARy FO— LB 3BT, 10° 08
mLEDOREBAY RZICRYE L, ZOEBREPICAMY & LTCHEETIBASDOHFAER
BLird,

FBAV AT OFMICET 2NEFER AR SN RE FOBEE

t b & ORGSR R T o BROP AFIERRS> DR LIEER Dy 2 A W5)7
BEBRTIRDLVIC, AFMRERESAET —F 2EMFMAZAEMCTEMLTH &
VW, Zhit, ERAFROERBIEFROIL-OOERL LT, £ oY RZFEME OBEE
HERRLEVETR (B9, BERE) 2ROCHEET I EDIThbh?, £k, A& .
- KIGHRBROBRICOWTIVEEMNICEETIED, BRAMOERENRELLT
TDs fEZ V2RV I, 10%rFv—7 HRFETRTIRME (BMDLI0 : benchmark dose
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x5

6

lower confidence limit 10%., o WHITHIF DFEPAER 10%UTTHH L 05%DFEET

EETE AHERERR 0LV F~—HEZANHZLHTE D, TOHA.
ﬁ%mbmm%ummf%?:af,mﬁﬁol(fﬁb%,iﬁﬁﬁvx&v&w)
DFER~DEFHMEL EETE D,

LAY RNTARRED, WUREE) X7 L_rTHS 10° 2RV, AR GRERE
(WHO. International Program on Chemical Safety [IPCS] Cancer Risk Assessment Programme)

2 PO EEMCRM SN BERAE LCHERESRLROD LA TE S, —RIT B

&) - ORREE L UCHEA Sh A EREFORENICEMN T ST — & X3 HEEES
b‘Tb\5M\§ﬁ§§J5o

I RS DA WS RO A EREOEIL, L0 RESNERO RN A
WMED 7 T ATHEREL L TWS (EBRAMEF—& 320 ERFIERMeTER L
r%;woWzﬁ‘%ﬁ%&ﬁm7w#ww%ﬁﬁﬁmmﬁfé@%ﬁ%ﬁénrﬁD
(15) . ChEAWT, EERARICL AN IELT AFAO—HTHS, BE
BT AN ORSHEERELZEET 5 LA TES, ZEHREELTAFIE
BB LT, BERELABIED TRVESABETH Y, Ty B 36~1810
me/kg/day DREEICH D (=15, WREICRAR S 2 DOFEREZFO =7 ulk FJ VR
BaLTWW3) . Li=i-oT 36 mgke/day &5 TDsfHix. BEELREE(LT NVFL-OFF
BEREPEHTHE. 77 AERNBERAEIH L, ERE LTHERCHETHLE
%ﬁabfmwﬁcaﬁféao:m%ﬁ&v&wm\%ﬁmiﬁTn:usmﬁw)m
E%Ténmf%éL%mﬁymmnnﬁmlmTfﬁétw\%ﬁ%%ﬁm7»#w'
D—AEERC—EEL D EVHEO | AEREREERED 052351 L ARYLERS,

EXRhofREEARSESICNT 2 ~E2EL YV EVHHOFEEREOREILS>WVT
i, EERREASSITH L CEREAY TTC REEARELAEBNSS (16) . FEMEFOEFMY
A T35 Haber OEOEBE T, #E (C : concentration) xFFf (T : time) = B

(k : constant) TH Y, —EEL VEVHROFEERE (AI‘: acceptable intake) DHEH
HCOEBICESL, Lo T, BERAEEERRUBREHBHOWHFITESNTN
Da :
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10000 . 1 105 WS BRAY R 7 IRHYT 3
1% A T R :

1000

100

10

== = ®RLEHFERE - 15pg
SF: [Z&Z2fR¥ (Safety Factor) | (HHAE
LETHAREDE [BXE/ BME] )

LA RS L?‘t’.}ﬁi [pg/person/day]

L3 #r 2 2

1 10 30 100 365 1000 3650 25500

#"EA%K

B 1 E@EFQ@B@%&& LTERLE 1:100,000 ¢ WSHEHFBEOBRBAI A AL L8
LTHEHLUAZERER MO 1 BRE, 73HTHEREL W AHFEFEREL VL OLE,

B 1 DEBIL. 107 L5568 A ) R 2 IS B ERFRORHAO 1 B L 85 R
P OERBEERT. JOFHER., —S£EORSIZHLEATA FF4 o CHEAShS
TTC LV, T2 1.5 pgiperson/day & W 5 LS AACESWTEY, BLToREANT
V3, '

B _ 1.5 pgx (365 B x—4EIET0 £F =25,550)
AL DEVEFO Al= BEERK

Lo THI LKL | BERELV- VL, BEHHRE 70 E0BE 1.5 pg. 10 T 10
pg. 1 EETIX 100 pg. 1 % AT 1270 pg. BEREREOHEH 383 mg L7225, TORER
WTRbRA—ORFERE LR 5D, BEAY A7 BEBHICF—L2% 10 Lo
D '

REE-k oL, BRBBEFORBROHERRICSWWTEN A FF 1 0 7 ECHLE
L7t BUVI—EAELVEVEMOBREICHELE, EEO | AEREL-NV2ET,
BRLEZNbD LA —BRICAREIVFLIEWED, ZhitkoTEbh3%E
AR EHRBEL RBBLERELARS, :
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WEMEBR 6 7 BT THAEA, WRLETE | RERER, 10°LWIRBAY Z7

LA BB LTWS, 0D, F 74y PAEEEILL TR, REFCE

ZEupd L BOBERRICEATETHS, ZOHA, RO 7 7ITRLEL
517, BEHBEIT 1050 1 REPTHLEILND, '

77
% 4 SAETR R EAT AR R SR ORI LT Y A 0P
vFryFt A FEBRE
_ - (pg/day)
BESRER 1 AT ; Bzt RALECACLRBERS EA. K 120
B, AdREARET) | ERAE, VT IRERY

BEBMALy A8 12 5 BET: Bzl BK 12 2 A ORERHED FUsS 20
SR (HCV) . SEEDSSER. il VI AT FEOTHNRES (55 A

2R | LIRS, ATBBIER (ARD . BEISHE. IHEhEE, MR
Be5 (FEEHE | BIEERY (ThbENIERThH 5 R
AV

BERREN EBI0EE T AT, THAREVRNCH KRR (EE 10
DT YA IR | RRETET 5 BEEE CHEA ShaEREREEN
BARE (. BUEEFBELIR) . W0EUTOERE TS X 3aMcE
EREINEEER. AROEREEL RT3 ORRMITRE SN 33
2 (B~ Tﬁ%¢~ﬁﬁwiot%ﬁﬁrr) FRMEHE,
HIV 72 ¥

B S 10 FBM b—EE « 2T, mrwﬁﬁgﬁiﬁﬁmﬁéTﬁﬁ 15
ﬁﬁwﬁﬁﬁmmﬁmﬁ(ﬁmr EEREE, M, TAYNA IR
(BEQTAYA M v—mEEL) . FAEVEE BIZERERVT L,
FORBARAE Y, BIERBFEALEVRE) | URVR a7 14— BEEH
. 50k, HRE, 7 hE—iEBUSsk. BAERAEMEITRR, FERBMERRMERE
FHHRUBFEOT VAX—EBRR L

D ZoRE—BERelERLTEY., %ﬁﬁ&—xn%#—xfﬁﬁTA%T%é %l % P,
BEDT VYA w—f/0 & 5 BEOTHAMRR DN TV S TS b SR T, £
PEEROERNR 10E2B2 5 5BETHoTh, 10 pgiday &V HEEFETE S,

z mﬁéﬁiéﬁﬁmbtéﬁﬁﬂtﬁﬁf%éﬁ\%mbtﬁﬁﬁﬂﬂﬁd<klﬁﬁlwﬁ
ETONRCHET B,

3 OHIV IRARIESERE L X BB, ?ﬂOﬁ%LﬁE%mkﬁ?éﬁﬁﬁ#ﬁh TR oD
HIVERZE &5,
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J:: =) 4 )

PrAEE (Al) (acceptable intake) -

FHA RFA 2T, BRAY R7 PERECEABREL-UL, XREE T ea e G inm
WX ABINEREDWTYI RZ L RFT7 4w b EDOAT U APBETHEBERE L~V 2 BT
B i :

FFAMREEIE (acceptable limit)
REGIRF P ORFHORETERE, FEERERVERERO 1 BAENDRESNS,

HEEE (aéceptance criterion) B
ST FIRORERBZT ANTREPHET S OREME, @H, £ OmomEsREE,

EHHERME (control strategy)

BHORERCRE TROEM»LEIND, BT v X OBRBMEECHSSE R RET S

FHE S - BHO—, TR, RERVCEAOFEHERCBREMICEET 517 A—F &

CUMHE, RERUEEOEEREF., TREFE, SREAEERUEETIE=4# ) v X oNcgs
DFERUEEEEHBE,

RERE (cumulative intake)
ADPEEERNIREE SRS OME ORERE,

SPRERRY (degradation product)
B & & IR/ . 8. pH RUKOER., AV RERLFEMASLHIESS, iR
EORBIZE Y, FEMEFEMETREZ LTER LT,

DNA It (DNA-reactive)

DNA ¢ OEZRIFIZ L Y DNA K EEREL B &R 236,

BEMAaiR (expert knowledge) _ _ & 7
FXA KA TR, BET—FOVE2—RUMOBEERROMAIC LY i silico EF ML
LERFHEOTROERELZFGT 5 &2, BEMNMREEET 5.

BEFME (genotoxicity)

FROBFICBRR, ¥/ ARE LA ERELORT,

% (impurity)

S E R S EA AN RS SO R T R T B AT

ERFHEARME (mutagenic impurity) ' .
BYRERFEHERR FIOE, HEZRV2ERRERR) KBWIERFEEEF T2 L1
BERTWBREY,

El% BRRZERABR (periodic verification testing)
ICH Q6A TIiXEHRIRABIUTZ ¥ v 7R L LT TV 5,
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(Q)SAR R (F SAR
FHA BT 4 /T, %ﬁr~5f;ﬁ=5ﬁ=6ﬂt (i) WIEEEEEE AV, LahosT
(%) WG L ZOERRFIERENE L OHBEREV 3,

N—TTr 7 %— (purge factor) ,

Bk h 5 TEARHNORLERT SRARRBRLTRY, /S—I7 7 7 ¥ — X LERO LHA
T ORI L% FHA TORBM LA TR LUE LEBEND, V77 F—ITAE
FTEIBEEXTAT RN DHD. ' : -

R (structural alert)
BHA FFA TR EREMCEE T EEER ST (30) s
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FRERCZ ORBIOERSR | B BA  |MIVA RTA v OEDAR
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FEERCGEOSFIOERE | BA el M7 HA K54 DEEBZEHN
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EEEOEETRICEERRZV | ERA b3 ARBICEERRWEY, M7 A K7
PO REAFR Lo HiR A VTR R A BIEER ® B
OIERE Bl TR, REOCSREIHEE
EAZWED, RROBFMITLER
W, BRIEHRTHHED, AV KT
7 A OHERABERD B D,
FAEORERFEALICHRE | HRMN A 42EBHR
HOEZBRE
5 ICH M= B\ CBEAR | EA EA MEFRER WD, H5 ICH HIRIZE
DORFIT-OVT, FIo ICHH | WUBERBRORMIE, IO ICH Mgz
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REOBE, ThbOREET ESLERY, REENEAROTRS |
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FERERUCRFOFELSL | EH (F | B FRIEITH LT M7 HA FIA 2ER

S AOERHE RE) 5, BEFORERIZ, M7 ¥4 K54
W A 5 Y OREFRH~ORRBALRAZER L
(EFED TV, BRI OWTiE, HEHI4
IZE3) BEXn3w, FiROSRERY XX

DB LA ORI LT A
A FZAVBERENS,

%2  BeIh2Ba5 B0

B 37V e v 3 OEERBEOH

FRR R X RURSED B 2 ORERE TR TR L. FRIE X I Reus A 25 BRI ST
WA, R A REER{EEHTHY, REFTTRLBINS, EREX/—AVT, Ty A
DOHFFE X ~DASA JBBEE4 DRETER L7, 1 0ORBROMBSRE, A8 A B
RME X I I%EET B EATHoTh, FEPD TTCIZHE-3< REMD 30%REc—BLT
BrEENTL, ZOWPRE X IXEERL 2 LR THWRWIRTER L, PREE X RoF4
B A DLYUVEHBSEVED, ZOTROBREERNICSVWTERZRRO:LD, BEO A o
v FAGS—NV Ry FORERORHS A OZ2EE L, TOERL. TTC B BEED
30%FKM CThHoTr, LicdoT, PHE X FOFHY A OFRL LT, A5BREEY L0% L3
BT LR THY . AT ORI ERET B BER,

B 2 F v a v 3 OFBRBRKEOH  BEHIFBEERCER AL JBRBMLTHENE —
UERARL LHE i

HESE Y5 ITENCREROE 3 TETHEAINL, HEHE Y PICi 0.1%REORHY
B ABEOSHHEIZL > TRERICRHERTVS, HEWED® 0.1%2 15 R ORERE
BTEBDPUBT HH, FH B % 10%% COREX RIEETHREWE Y IFM L BER
—NTORERBREZToR LA, BEERO I TEFBLTSOFEBLIDZ A=V 777 ¥F—H
EREINT, OR-PT7rrEZ—2fndE, HEHE Y FTO 01%EW5REND, FEP
DOFRF B OTH VAL 2 ppm Kk oo, ZOFFRI, BEPOZORHMIZHTS
TTC i FE S BREMTHS 50 ppm K VENZ LD, HEWE Y ROFHS B OB THS
01%IIEL LSRN, /M 2y RS ARIREER 7Ny FORROT—F ZRHT 524
R, -
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3. &1 TEPREGL EEERVIERFEERBRICEVTBETH D, # 2 TROKFERE
LY 00%nE | TRPEEE., MY TAESET I VBRSNS, THETEARRIZL
DREBSNTVE, BETSE | TRTFMESEE= F o {taPoRECELTRHIELE L 25,
'%O&hﬁ<%3Iﬁ&0%4lﬁkkﬁé%ff4fkkﬁowt BV A= T 7 7R
FRIShE, B 5 TRICBT AREISETET. £ | TRPEHED TIC KE-S REMEZSE 4
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D 1 TRTHAXNS, SROERORA » MeBW T, FEOKBERENS, BEFI=
APERERT K L RS B, BEEBETAILREARN, IV 4L X2ERPELTE
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1. ICH TOABREIE M7 iZifo T —ARBBRYERET AL, F L. M7 OAESIC
T—ARARBREERBL TWAEE. CHELZTIHEZIR,

S 2. M7 OABINNC. BRI u S5 ARE Db XIS M AAOKBREMBLTWEESE, =
nH0Tn T AOREREARRIFCARE TOHMIC 2V TR, WITET 3 HER
HWHXhA,

o GHEICHEE LR LTS, 200 QSAR FHlE £ 5 LB ev,
o SIHITHMELFR L, BRMORMHOTEESEICERL L TOALEERY,
o OMEIZHMEERLE., FX¥a A T—i g OMBEEITERL CWASBEIRRY,
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» RHEE TR, 5 Db AU WAABERE & ERVFRELEIRIEABRF~D M7 D
Rk bhize,
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