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WAEE AV S ERFEMRRE —RRERTAE, FHPICERRIER & 5 Rt £ 5/
27 (13 RO 14) ., RREIEREOZSEICHT LEERAROEROEE (GLP !
Good Laboratory Practices) DIPRIF YT L CERT S = LRk bhd, LHLARBL,
GLP HAI% 541 T L VAN T &5, BRRRR USSR AARE X157 —
5L LTHERATERL A L 2T LLERT B bOTIIR, 20X 5 2EBITRA
RAEECERTAREND S, Bl BHRUEORWNIINHE GLP RANCHTL
THRARVBANH S, RE SN EEREICNT S BRIEFER Sh T 5 RBER
CIRESNZHELH B, ERESERNTERVS, NILEAWESRON TV DHE
DARMIIZ ST, BFORBRA A FI A LB L ICH ISl LM s AV 5%
BEEERERS. HEIXNIBERBBECERTERVILEDD, 0L 5 REE,
P LEZONAEBRETCORBRETRE TS0, ICH ICHER LR L O— BN
B I L RER SN TN MBEORRRIC LY, AEEAVIERFERRE KT
HTLBTED,

in vitro EE—E&%E‘ (% AV 2 EREERBRCHBE) O in vivo ~OBEEEERET

A0

in vivo BB  BMCELERBRISBRORNE ST ER

FFrAVE=y s o MEZAVAERFMRBCEME. RBITER LA
RN R \ BENRUTHE T LETT

Pig-a BB (LK) o HEERATAIZERMEDE (WELRVIERRMERARS

SO FEFFLE T THRfE) *

T, . EEAATIEREMEWE (EEH5ERRERERN

S9 HFET THY) TroREAREFRIFACRERIN
TW5EEHH

5y MEFEHDNAGRE  |* SCHEZAV 2EREERRY S FE T TOHBE
(UDS) R o FEERBFREMICOVTUTAREENLTNS

o HREIZHAW-EME CERIND
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o SAAF—FTFI - EmRETD

2 Ay MR o REAMETRTREDY (TALY RIS —AHH

Gz ¥ OFR & Vot BAERICES RO S5 4]
1 DNA B RA R EIRAERE L bt 52)
o RBRICERLIERCHENRYTHE D LERT

T D

®. %ﬁﬁ@%é*ﬂm%ﬁ‘j}

*

4

BENCERT S (GRS ZLE L T5) ZERREYEICSWTIL, REPORBEENZY
THDHLEMNRTILEEDH S,

TDso 22 5 QEBIEOH

TDs . (EEFRERN S0%LR2ABETHY, BEALV A7 ORRR 12 ThHELE
%) REDT-oWRDERAMET — 210, LEYERNTEERELERT AL
BTEDS, 10 550 1 (Thbb, £EFEY AT LLV) OBEBE~OEBMEIL. B
MHIZ TDso % 50,000 TERTZ L CEETEX S, Zhid TTC 0EMICAV LA FIELH
ZlLTna,

BHEf : =F L ALK

REBPAMET —FR=RC LR, =F L FH T FO TDy HIX 213 mekg body
weight'day (7 < b) . KT 63.7 mg/kg body weight/day (=W R) ThH5, FEERED
BHiCiE. LVEW (Thbb, LVEER) Ty FCOERAV A,

Bt 10 G | LICEEL3 S EZTHAREROZ1TL. UTO X )12 50,000 TR
21.3 mg/kg + 50,000 = 0.42 pg/kg

RO BRIIMTOLS TR 3,
0.42 pg/kg/day x 50 kg body weight = 21.3 pg/person/day

Tok3iz, 1 BYRY 213 pg OTFLUAFY RO—ERIC DR S ERIL, 10° 0R
W EDFERAY RAZITHEEL, ZOERRRFICRES & UTHFET 588 OFARR
Bri2s,

FBAY R 7 OFEIZ B3 S EFER VAR S Bl EOIREEHE
b b & QRN L IR A2 T o mEORAFIERBR) DR L EER Dy EE2AVEH

BEBRT ARV, AFTRLESAMT — 7 2BHETMEATMICTEH/LTL X
WV, ik, ERNMROREREZROALDOERL LT, v FOY R ZEEEE OB
HERRLEVETR (B, BR2Y) 2RICSET DT, £, AR
- RSHROBRICOVTE Y BEEMICERTE1D, BRAMOKHENEEY LT
TDs EZ VB D IT, 10%XF~—7 FEEHE TRME (BMDLIO : benchmark dose
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£S5

Y6

lower confidence limit 10%, T ol BI S RBAES 1% FTHBH L 05%MIELRT
BETE ARERERAR 0LV Fv—7AREAVHILHTED, TOHE,
Biflic BMDLIO % 10,000 TERTZ & T, 10550 1 (Fiabb, EEFFEY X7 VL),
DOEBE~DHEGMIL ZRETE 5,

(LR ASRED, BIREE) R7 LUV ThHD 10° 2V, HFRERE
-(WHO, International Program on Chemical Safety [IPCS} Cancer Risk Assessment Programme)
72 ¥ OEIBAICRM S NS AR L ERENSRD S 2 LR TE S, —RIC, R
s FORBER : LCHEAShAEREHFORNENCEAT ENET —F R HECES
WTWSRERH D,

R EMRH O S RNTEEREOR T, {LENICERSNIZBEMORER A
YEO 7 T AEERRELTVS (FEEAET—FB20) 7 B A E A L
TH LIV, BlziF. BEEEELT LS L0RSAMCEET 3RTFREESNTRY
(15) . chERAVT, EERARIZISAVORAEETAZIAO—FHTHD, BF
BB T AIAOREFEBRBLBETH LB TE 3, FEBREELT VXL L
HEgL T, BEEECAMEED THBVWERALBMETH Y. TDs N 36~1810
nwmmwwﬁﬁmaé(Fw,%ﬁmﬁ&a20@ﬁ%§%ﬁo:ﬁynwtkuym
B/ LTVB) . LizdioT 36 mghkgday &5 TDslik, BERERLT VXN OFF
RERELENT B, 77 ABRRORBAEICH L, AL LTHECHETHIE
Eﬁ&bf%wé:&ﬁf%ée:@%ﬁhv&wﬂ,%ﬁméﬁTﬂ:QS%@mb:
ﬁ%f%HM?béLﬁm@@mwowﬁ®1uT?%5tw\iﬁ%&ﬁ&?»#w'
D—AEERC—EEL VECEEO | FRREYERRD WHRLTILRRLLRE,

EE AP OERRERMMICR T2 —EEL Y EVHBAOFERERECREIL ST
. R L CBRES TTC [REEERELLHFRSS (16) . FMFOENE
4-Cd 7% Haber DIEAOEIRCIX, ¥E (C : concentration) xF§R] (T : time) = B
(k : constant) TH Y, —EEL VEVHMOFARIE (AI\: acceptable intake) DHEH
Xz ORBICESS, LER- T, BEAMEREERCBREHMRAOTES ES0 T
Do
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1A

¥ 38250 g
10000 10° 203 RHBAY R 2 1TSS
1% H T HHER :
E
‘5 1000
&
]
£
R LS
” 100 120 g
B 104
L T
5 1 sr:10-1x
& 10 e
P - 10pg TOE
rJ
i 1 === BRLEFEAR i - L5
-t SF: 28 (Safety Factor) | (BHAR
CRTFHARLOFE [RAR/ FAME] )
1 10 30 100 365 1000 3650 25500

BEAEK

1: FHHMOBEE LTRLE 1:100,000 2WVWHEREORBRALY A7 IcHYT3EL
UCHMUEEREMFASO | BEE, 73 HCHRLTOAHEERE L~ L 0 sl

mlwﬁﬁm\w*aw5%ﬁhU2&mm¥T5%Eﬁﬁﬁﬁ%®1Eﬁﬂﬁk&%ﬁ
#FLoERAEREERT, ZOFEIR, —SEBEOREIIH LA FFA o tRBESILS
TTC V)b, T2 1.5 pg/person/day & Y 5 LUz ESWTEY . BToXyAWT
W3,

. L5 pgx (365 H x—AEHET0 4 = 25 550)

LieBoTHEHLE | BERELAE, BEHER 70 £08B4E 1.5 pg, 10 T4 10
pg. 14FTH 100 pg, 1% ATk 1270 pg, BEEHREOHEAR 383 mg & 725, FOKR
b‘ﬁ‘h%ﬁl—wﬂfﬁﬁﬂﬁkr}tét&b\ EPAY A7 IERAICR— 25 (10 FSo

1) 0.‘

PEBAR OBARIT, BRARBISE T ORER CHERERIC SV TERT A FF4 20 7 HTHE
L7c BV I—4AEL VEVHIROBREICHE L, EBO 1| BEREV_AE2ET,
RRLEINLD VI RICEHBEL VELEWEY, Zhick-oTEbha%k
P2HRBIRGPAPESRDIEEREIRS,
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BEHER 6 v ANT THHHE. |ARLEFFA 1 BERER, 108 L WS RAAY RS
LA B BRLTNS, 20D, X741y PREERIL TRV, BEESE
EXHGL LEOHOBRRRICERTETHS. J0BE, MR0S 7 7ITRLEL
51z, BEHEHIT 1050 | KBS THLZELbND.

Z7
# 4 FARRERBENT SR RREBROERER YT Y 06
s b LI AR
(pg/day)
WEIAN 1 % AL : 2id. RenBEcRVLh ERER BEH. K 120
B, ArERMARNED) | ERAE, VT IBERRE —
WERMR 1 % AR 12 p AET: PR, Bk 12 0 A ORE¥HE D FUR: 20

SEvRRE (HCV) . EERERAL. il v TN PEOPHRE (51 A
RE) | WCHEEE. ASUER (ART) . R84, MEIRTEE. #0
BB (PEBHE . BHBER2E (DR bIMEHNERTH 2 RLMHNE
vy

BEMBN 1@ 102 T : flxid, FESAREVRICHIKR (EE 10
DT NY A=) | RIS S BEERCHEA S5 PR RSN
R (A, SHETHEANR | 10FUTOERET5 L) HIICE
BWESNEERS. RECERER 2T 5 bRREKICRE SN 3K
B2 (B~ R, BRRE, BEO LS RWEKEE) | EHEE.
HIV? 72 & .

B LR 10 S48 b— 8 « 1T, AV ERE A AR T B FTRR: 1.5
ﬁ%wﬁﬁﬁm®ﬁmﬁ(EEE\EEﬂﬁE\%E\TWVA47—ﬁ

(BEOTAIN NA—RERL) . FATUVEE BZEERRRAVEY,
FRBHFEAEY, BIRREGRAELRY) | VEVA a7 44—, HEKLHA
SE. 50, B, 7 MUk, BAREMEMER, ERMEHRIEE,
EHURCBFEOT LA —ERRR Y

1 r pRE—RERFARTELTEY.. BRIy — RS F— ATHElTE ThH B, BRI,
BEDT ALY A —iRD & 5 T BEOTHRMBE DT 5 AN & 5 EF Tk, £
PEXLOERR 0E582 5 5BATH-Th, 10pgday LV HEEFETE S,

2 10EFBLAHEIChE 2P RERTHE R, BEHLERERRICESC L 148 104
£ CORECHST A, |

3 HIV RBEESE L B A bR AR, 5~10 FRICIIEERICHT HERESTNL, BRSO
HIV B R Sh 3,
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BEOER

PN (AI) (acceptable intake)
FHA T4 Cid. BRAV R 2 ERTEX 3BRE LUV, XREE A BrTER
T BBENECOWTY A7 LR_RR T 4 v F EDOAT U ARBENTH HERE LA 5B

e

PrAEREME (acceptable Limit)
FREXIRATORY ORRTERE, FEERERCERSD | RAE, GIREEND.

H|EENE (acceptance criterion)
ST FEORRBZ T ANFRPHET 27D OREM, fH, FOoMhomEe ki,

TN (control strategy)
EHFORERCEETROMMEN L EPND, BT oY X OBRBEERCERSE P RET 5
HESNERO—N, TR, RERUNAOFMEE CBREMCEET 535 2 —# &
Ciett, RBRUCEBOEESE, TREE, SRGMAERVEET3E=8 ) L 7SR
DHFERCHEEZEH#B5,

RFEERE (cumulative intake)
ABBEMIRRE SN BE0DEOKRERE,

ﬁ'ﬂﬂi&% (degradation product)
R & L BIC R/ ik, . pH RUKOIER. &2V IERLFMASCEEESR /R R
EDORINIZE D, ﬁ%ﬁﬂb%%ﬂﬁ%ﬂ: LTERELESF

DNA i (DNA-reactive)
DNA L DF2EUEIC & 1) DNA ICEERE % 3| = 2 - T8,

B4 (expert knowledge)

EHA BG4 Tit. BEF—¥DOV Y 2—RUMOBEEEROMBIZLY i silico EFACLE
BERFMEOTFROEREZFET D - & 4. SMAMEE EST 5,

MEFHE (genotoxicity)
FROBFICEGRRL . ¥ ARE CEFEERE(LDBTF.

Tt (impurity)
IREE T ERESMA LA REGIRA P FET DD,

ZRFHEFRHY (mutagenic impurity)
BEERERRMRR BT, MEZAVS ERFHRR) B\ TERRMFT5Z LRk

%gén'fb‘éz:ﬂ%o

EEARREERAB (periodic verification testing)
ICH Q6A TIIEMFRBRXIIZ ¥ v 7RB L I T3,
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(Q)SAR T SAR

AL K4 T, ERF—FhbELRE (CEMN) HEHEEEERAVE, LehoiT
(B4 #E L T OEBFIEREIEE OEBBHRE VS,

NR—T 777 #— (purge factor)

BETH S TRARHEHORLERT DEAERBLTEY, =Y 777 F—xTERO LA

TORE L~ & TR TORFY VT LEErESZESNS, =V T7 77 F—3HE

THEAETTHTIREEH 5,

Bt (structural alert)
EKHA K54 T, EREHCEET A EHEBEN TN (B2 BE
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BH1: A7y a3 0BEREEOM

FEE X RN D 2 OB TRTHER L. BRI X TR MY A 2R ERICRHERT
W5, T A RRERKLEHTHY, RETZTHLIBESN S, EREXr—/L 0, FHiy A
DHEHE X ~DARA JRREBELORETEE Lz, L bORBROBRIL. Tl A 230
IR X I I%FET BHATHoTh, FEFO TTC itE3< BEMD 30%kEE c—B LT
Brk &, ZORRIEK X BEEND 2 o LB TWAWTE AL, BRI X hoR
1A DL IVEHBRRV D, ZOITROBREERAICOVTERIREOE D, BRO A, o
v PRGNy FORBHOAMY A OBREHIE Lz, FORKRIL. TTC ITE3< BEMED
30%RMTH o, LAN>T, FHHE X POTMM A OFEL LT, REREESY 1.0%2+
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0.1%FIEEHbSh, vy FRF—ANRREERr —N Ry FOREDT — & # BN+ 55
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