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TEMTEEThD (6 . EVITEHIR 2 BED(QSAR FRIELZBRAT & Ths, —>
i1, FRMRERICE SV —AR—ROFE, ZoBEHE - ADOFELT 5, ZhbOFH
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BB (QSAR EF VL, BHEHIMAEMH (OECD) KX > TED BREAY F—a Y
D—REACH > TV B RERDH D,

B2 ZSDQSAR B (FRIHBBICES V=N _—ADFERUHE <~ A OFE) 1o
BOTESEEORN T L AR SN, £ ORMICIZE RREC BT A IRAR R LR T
BOHHTHY, ERIMREMRTZHOTRHR EI1OITRS)

VB UT, BiE, B, MESRERT TR TRRRICEET 2 B2 5 RI0ETTE L b
o, BHREMEXHT S ABNRRILE T D, 2V a—F VAT AMCESETOMNH
RIIEMMRMRICL Y L E2—THZ LB TES,

B Y SNAEEHE B 1075 3) 27+0—7 vy 7510, BHOREEAELTTD D,
TR T OME 2V 3B REERERE BT 5 2 LN TE 5, MEE R AERERRR
PEOICERL (F 2) ZORERERRETHIE, HECESCBARBRENB D, B
7B BEBMTEITHRRS A2 (B D o b OTFMIIHFERRIRMY L 52T~ T
B3 (E1DIFRS5) . MEZACIEREERBROBESBETHIE, SEREAF—F
EREEMERSLEL TS (R 10DFTR2) . FRE, RO LR B2 AR
CEBTERVES. MR 5 EEERRBROMED in vivo 4 FIR 1T 5 BE 2 BT
Bz, ZORMME in vivo BRIETRAERRRTHRIET 5 2 LS HEREND, 1D in vivo.
BEEERREBRT 5 b > T, £ ORMBOEREERUTHE SN 5 E0RG~ORE
CETAMRICESE (E3) . TONFNRRYEERTSBERD S, in vive RERIEEFO
ICH BEBMT A R5A L E2ZBLTFFA LT _RETH D, B2 in vivo RROBERIL, (kA
W RO REEE RET SROBMT LT 57 LATES, o

MIE % F O 5 R RIRHMERBR CIREESUL B LS M 2 BBR Li-ERBRETH L RO, Thb
IEOBEWEE Bzl FUBLRORCEENRECESEERY) 2R OTMBITHFER
FIEL AW END RI1DITRE ' ‘

7. Uzzwﬁﬁ%ﬁ!

6 HIZ R EN TV B F— FIEORE, SFMMIEE | O 5507 TADWTINCHES
na, 792 1, 2 RO 3 CHBEENAIRHEICONWT, FREREOCEHICAWS U X 7
fEATOREB 2 KB TRARD, :

ml'ncm§d<%§ﬁﬁ§

ERFHERSMO TTC IZE S HFERETH S 1.5 pg/person/day iX. Y Y Z’meﬁT% DRRE
(B EOBRIFENA Y 2 7 TEEREICIBVT 10 TR0 1KW) LH2INTEY, —HH
i DERMHCH L, FEICAV 6%‘!‘@%&4@2%&%5%%@ L LTHEHR ’C% 5, TDF
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HIEE, BYRE (10568) KN Ltl:%:.nqu%m/uféT—i’ 73%%6%'(11\721/"2:@)?
HRMPHER ENS (7 T2 2KRT3)

72 COHIGRAR Y 22 LS S SRR

721  BEAMEBIET — 5 8H T SERBRHETIY (#1027 521)

+IRRBRAMET — & REET 250, FABREOEHNY BIL L bAmERN2) X 75
iz, TIC KES FEEREORD YV ITHEATIRETH S, HMAOLERFEEIERAMEIZS .
VTR, BRAMEORS R ERMET BEEROFEIC LY . LAMERNIFABRELEH TS
B HBVIL, ERMRFBETER SN TS LD ARSI SN U 27 SHETFELEA L
THAEREZEHLEY, BAHYNERAAE L TCWABEEEEFERA LTIV (B4 .

- ALFEREOIE 2 R TR MEM&U%h%%HH57“5%Tf Licky, %ﬁ@%mb%g
75 A L ALEEEN TRl LTV B REI OV T, LAV RNFRERE @B T
5(&7%%&%&#@Emg E5) ,

722 FEERYLETEDRMIVE X T S ERRIETHY

DNA DISDIER L EMER T 2{LEWT21 T2 <. DNA RIMELE® T, PRSIk
HETHINEENRBEZF L O REFRTFET 22 L8, RECERINTETWS, £
ORI, FIXIE DNA & OB OREAMBIERAC, HBESNL DNA HEOHRNA
BERECKY, FAHSHLTWIARERH D ZHh DL ~DRH LOXGE LT
—Z BAFARER A, EIEAE (NOEL : no-observed effect level) DRIE & RREEMEE (ICH
Q3C (R5) BHR) (7) IKESE, 3% 1 HIEEE (PDE : permissible daily exposure) ZEH3 3%
TEBTEB, '

 LAMRENRY X HE (72 8) CHEHLAFABREDR. SR AERICELT. K
H (7131 BKRU 7328 KHELESD LRCHETHRET 55, b LIIL 05%UATOVTh
PMEVETHIIRY 5, FIXIE, AERECEYIRANRIFAERED 15 pg/day THDIEA,

—AEXD bEVHBORERE (& 2) i1, 100 pg GR5HRN 1 FH8~104) . 200 pg (1 »
A#E~12 7 A) « XiX 1200 pg (1 » AR &) 1| FENEETHETE S, &L, —B-

Wi ) DERFAENRFIZIT 100 mg DEFRCHVTIL, BEHER 1 » ARBONE | FERE

% 1200 pg TiE72< 0.5% (500 pg) WCHIRT 35 Z Lt/ 3,

73 —AEXD bECER (LTL) ORI 5 EAERE

BEROREN AME DB ) 22 T T, BRSBTS CTRRAY 27 SN 5 LB
LTWB, LikoT, —AEE btoféﬁm_ﬁHETEEéné%éw%mh)z?
FA—ORRREEY L0 AR L TR LBa L A& LEL NS,



TTC IESFAEMETH 5 1.5 pg/day pit\ —HECD > THIRES NTHERXTHD L
EZz bbb, EERPOERFEMAMMICKTS LTL OBREICEL UL, —£EDRETEE
(1.5 pg/day=25,550 days = 38.3 mg) % LTL BREEHIR T ORIRE R EICDTc > THFRICHRT 5
FEERERT 5, chick v, ERRERHSO 1 REREY. BESAARCDLEIEE LY
BT BILBTEAH—HT, BARSHIEARS D, VA7 V-V ERBREICHE]FTS 2L
ﬁﬂ%&téoizﬁtﬁwﬁﬁwaﬁ6nt%®f%b\ﬁﬁ%%&%&@ﬁﬁm%ﬁé\—
EFID%ﬁ“@ﬁ#BE%thé%%@#ﬁgﬁi%?bfwé ﬁ%&&@%A .
a1Eﬁﬁ%ﬁ&%éhﬁ%ﬁfi&<%&%ﬁ&_go<«%f%0 E@E&Mﬁ%?é%
2@&5@%&@@5%5«%1&5 plzid, 8 1E2ERESTS (bbb, 104 BOR
55&)E%m_owfi\1@&t@@4@ﬁm§immge&a

&2 ﬁkOKﬂ%kﬁ?5#&§ﬁ§

1x AR 1 88 10 48
: 1 Iy
B PRAET | REc | 0EEc | - —AE
1 BERE ' :
120 20 10 , 1.5
[ug/day] ’
7.3.1 BBRBI%

ZOLTL OFARICED . 1y AUT, 1~12% A, ROV E2BA TH IARARREZER D X
TOBRKRERICB T BREENREHEIE L ERRERMYOFFERESHEREND
(& 2) . ZOXIRWE LERPFBEREIL, ERNKT 4y FARLEN TV ERRBZE D
W%Tﬂuﬁ@Ux&v&»%\%%%%Kﬂuﬁwnyv&w%%ﬁbfwé(ﬁ@g

B5RER 14 BLANOE T HERRRICOV T, ZERFMAMYICH L CRE L RFARR
BEBEICERT S L, RBT 7o —FREATA LB TE S, 0T Fa—FitE
TiE. BROEREERESANE (Z 5% 1) . BEAMESTHOBMOEREMENE (77 2
2) . BO* Tcohort of concem) (CAESNDFAMDHE, 7 HAIC Eﬁéhfhé#ﬁmﬁﬁf
ME?@(8%%%%)O_hu%DT«waﬁ%i %fﬁﬁﬁxm%eurﬁnm ,
RTED, THICITEEHEREOTEY (752 3) REERTVBHE, %Lmnwen
32 TRk, %ﬁ#manfméﬁlmﬁﬁaﬁk wfﬁﬁ%iﬁ?é k DR BV,

7.3.2 RS

HERBLRIC X5 ﬁzw&@@ﬁa#@ﬁmﬁoﬁﬁi REPSOBENRESND & TS
na@ﬁuﬁbrﬁmfa LEERLTWS, thbOEREYERTSICHE-T, ek
STV AT E bR BREORE, £ 4 BT CERLTVE, —HOBSEE T, TR
ROMELEO ERE B HRFENME 2B HERSHS BIZIT, 10 pgday &5 FAERERI
S LIRBHIMA 15628 10FEB2 5H8) . SHud. 10 FRIBMR SN2 KI5 OB CTHIH
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L7V X7 LHBEL T, ﬂﬁf%é&ﬁ@%%(%kéﬁtmfm 1.5/100,000 ~Df#3E) &
EZZ bbb,

74 BEROEBEREASIC T 5 T A ERE

TTC i2 33 < HAERBIIEL OTMPCEATRE Th2, 77X 2I7 TR 3 OFHiMH
2 SHETBHAIIE. BINOBREEEERT 5, REOBRICEESNLI TR 2 ts TR
3 DA 3 SUEOBAICH, BRERERUTREEOLRFIETMIORFIL, £ 3 IR
ﬁénrwaﬁ_ﬂmfmgraa

BARIC ST, ZRENORMIRS = & IR 5<% Th 5,

%3 BRORMBICHT HHA 1 FRERE

: 1» A 14
BEMM | 10 AUT || e |
18
| RETE 120 60 30 5
[ug/day] '

EEOHEMICENCRESNEY T2 2 RUY T2 3 OFRMMOH 2 AHEOHE I ED 5, =
L, {LAWSRGREABRIREES, 5 X HE U A BRBEEL AT 57y (2 5
2 1) B 7 TR 2RO TR 3 OFMMOAEHEICIEE DR, i, BEIRTERT 5 5R
AR ERCE R L, A%wﬁfﬁmﬁﬁbﬁw B

75 77n—?®%%&0%%&

o ABRCARMRE BFlziE, SVATATE FRE) ICHETAAMG~DEREENE
HDTREVES, LV EVHFEREORELESLTE2EARH 3,

o HERB. RAOVMLNIHE. BRESEENOBIRE, xm%ﬁ&@@m&@men
TWBBAITIE, ﬁ@t#&ﬁmi_owT@%®W%%E%mTé LRTEB,

o HIXIEXT 7T MBS, N-= b VigE, TASAT Y FUVEBEREDO—EDE
REWWEOREY 5 ACHRENBLAWIL. BD TRORBAML T EERD

T XS BLEMREERPIIAMD L L TRD ONHEEI
X S OBRVESAMEICKT BHABRBIIAY A FT A VICRES NIFTAE
HEIVLELIEVEEREZ ERRAENS, AVA FFAVOFEERT3Z
LIZFTREIE S, ESKRBER R ORI 301) A AR 2 E S L B b i, B

 ZIR TR CEUBEEZ R OMEORBAMT —FEAVSRYLT, BE, F—X
WA r—ADFEEZRFETIRETHD,

"~ % (cohort of concern) .

11



7 ETHRAT EEO Y A7 ST CORSRBICER TR TS ) . FRARRED AE LT
BICHEL SRV, BETREMNOL. BEOREER TOBANT —F Lo TRENT
WBBEREEN, THHDBAICOVTIRY —2/1 7 — A THHliT 5 BER DD, Eie, &
CEARYAZRSEEALTVAZ b, TRbOMEHERT A TOBEEMERT L L
BTE S, | -

5. &m
SEBIIIEFOMARUEE TROBMEN SEIN D, HIE &7 1 2 OB R R O A

PR AEE SN BBRO—RTHS (ICHQL0) (8) , BFEMIKICIUTOL > RHENE
ENBHHR, TNHITRLRW,

. WERHEOTE (R HRAE. R, . W, R EED)
o BERUEREOERSME :

o BIETROFRHCEEZELEETNTNLIEH

o TERATE (TENRBRRUTEASA—FE5)

o EEROMFICETAER BlXE HERR)

BB RGMRE 1 O 52 1. 2.3 L SR TWBHHAE, FEROBEHOL DR L~-VR
AR T Ch 5 & & 2T 2 EEBOBENEE L 25, FEOBETRICEET S
M%&U§ﬁ0%£1%h0w10+ ek, RRRUEAIORANRRZEMEICET 52K
LhRE, B BERERT AEAL 25, BAIROEREIINE TR 2B ORI
ICH Q0 (0) RSHEY X7 wXVAY M/ REAL—ET 5, BRRVTROBALC )
xyvﬁ/x/r@ﬁwkgo<ﬁﬁﬁwi TRORR VG L B RAFRROBLAED
wp¥x Chick), BB ERICBITS L L bIC BT @aﬁ@mgﬁ%ﬁmhfa'
*%Am%ané

8.1 ﬂﬁiﬂ&%ﬁﬁ%@%ﬁ
ﬁ%wﬁﬂﬁﬁéﬁﬁ?é iE. ﬁ@40®ﬁ&#7mf%6

FFvar1 :
REOSHIFMDORERE 20, BRI A\ CHAREMRL T OE L HELEL 15,

F7vay | DEBEFECOVTE, ICH QA (10) KESE, EHMRERBREEAT 52 L
KA TH 2, FREFOERFHERMBO L~V BHFEREED 30%RWTHE L&, /M1
v PR =V TIERT D 65y FULL, USRS~V CIRERET B 3 Ny FUEDT—¥
%%mrr#_amféé%A ERMORTERBRNRY & SN, ZOFEEHLSBVHEI
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ik FEOBBICLAN—FURBRBHER SIS, TOMORFEHEIIOWTIE 83 HeZRT
5:ko ' ) »

FFvava
BB, HEDEXIPREOBEBICAMMORREESD 50, TEATELE L TRIORRY
EHL., BORONTEZRVTHAREEUTOEZHEREL T 5,

F7vavi

BB BB MR OB R ORB RS 5 b, TRANEHEL L TR 0REE
EHL, WIRAFEE AV CRERO MY OTFARERL B 5 ELHEREL 5, M2
T, EESHAETMBOZE & BEROEET 2 TREEIC LY., %55 TRCBVTENR
BREBELETLE b, FERORMM L~ ARFEREERE Ch 5 = L 2 RIET 5,

TOFTva st FERERS—AVOERT—F (FMERFMERSND) 2vEa—35ZL
i &Y R O R LA DSTAIREEED 30%KRM Th B 2 L 2R RAIESLTE 3,
BBEZELT, MM By PAT—AXBREER S —NAONy FOT—FIZIVEMITEZ L23
TxD, BH IRV25BBTEoL, F7V v 3 ORMEETTICIIMOSERERTE S
LbHTED, -

ZAFva4

TRAT A5 LBET IO L CEL BHE (FROSE & REICET 5 amE S
) OVTHARMEIED bo TEMSHTRY . ZORAMICHT BRBAKE L ShRVE
CIFEORMO LSV REEREERE L 25 (Tabb, WIORMKIT bR % iR
BUBERE)

EREHRSINO LBy RIS 7 0 AR TRAT A —F RER SN THY ., R
M BRI AREE LB TRET S Y AN ERTE B LSV L HE LS
i, SVTRBRICAD ) TREBIC L 3EEBKSETN THE L V2B, EOBE, ZOFES
EERZNFREOLICE SN TRY LTI TH D, A7V a v 4 OFEORYEERT T
DT, BENY A7 FFMOBREFEHT 2R/ TED, OV RTFHEIE, FHMORE &R
T HET IYBENEREROTRERICESS D e BT, [LRRUGHE, BN, B3,
A F AR, RHMPZBRETEEDTFIA L Lich b sWBENARTRASENS, “OU X
7 FMORRIT., TRICL 2RMMOBREICETIHENA—I 777 ¥ —L LTRLTH IV
-an ., )

ATV a v 41k, REMCAZERFMY BIZE, KEFESLHHOBECRET 28T 4=
NIRE) R, AEAHICEASNHRICRES NI THBTH L, FFEHATH D,
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AROBHCRMIRAERT 5. b L HEASHBBAIBN T, A7 Y 4 REDRE
ANRHBHEN, TuERCEFDOT—F % bo TESLLRITNIZR LR, '

8.2 BHEFEORNER

FFLa v AT ONT, AT a v 3 bRETHEN, RERRFREREOAACES L ET TIRESL
TEAVEE. BEFES KRBT ASHF— 2 REIESN5, THICE, TROMRIC S 275
MOWEZE ( [%8) ) KB BWERER, S 1y PR —AOSy FIZET BT -
5. = LTHAK Ko THRSiMmE BRI L BRER 7 — A OWE ( [RMER! ) %
EHBILENTE D, 20X RGFAE, FHYOEE - BRECET 2HUFIERTSH Y, FHy
PEAREEL AL CRERETICRET 5 TEEA B TR ARETHE T L kB L TRE
TELDOTHBHEELET B LREETHS, V77 7 F—BERTF—FEIEE, T
BlS B R 7 — R IR BRI DV Tl 5 2 L NEETH 5, BREECAV/ME
BEFARBEER T —AERELAVEEZBNEHE, /S vy MOy F IO
EAFEA Y FCORDAEEERRT S 2 LB, —BHIEEN TS, M oy My FRRE
EFENy FD DT —F OLEMT, BRIy —A I M vy hAF—ADOTF—2 0 bEH
LIz —UT 7 s F—DRE S, REMPHOBAEA Y b, ROTFRIBICBIT BBRERS > M
B 5 M L > TR SN B,

F T av IRUF T ay 4 ORYSMEZRTIENTERWVWES, B HRSEIPRE
OEM. NITRABEL LT (F7var 2) . H3VIEREORE (F7var 1) T, &
BREETORMMICHT 2RRESD SO LT 5, AROBKIRTYEASNE MM
Wi, RUERTRSNRVERY . A7Y a1 OBESEOEB RSN S, |

‘Eﬁﬁﬁ*ﬁ%@V&Wﬁﬁﬁﬁﬁﬁiﬁf%é%é\réﬁ%ﬁ%ﬁﬁ%ﬁﬁ@ﬁﬁf%]
(ALARP : as low as reasonably practicable) &V FHIZSHT UHEA LR T X, R,
RESGPN— PEBRR LI L LT LHRERIE B EV,

BEEAT - THERBIERANO LN ZFEREIRNE CERTE T, 0L ANEEY
CSHTARAIRY ER LIS OTHBHE, Y A7« <XT 4y MWIcESE, LOEORE
EEZESLTEEHERH D, |

8.3 EHIRRABICEE 2 BNER

FREATY 5 Ui, SRCRBRER DS L REESLBE OO, TRTONy FOMBICE
LTA—FVRBRESKEL LB Th IVBEREENS, ZOFEL, ICH Q6A TEMIMHER
XiFAFy 7RI, [EHIORIERER & bIEEZ LR TE B, ZOFEIL. THHO
R - BAROTRIC L o TRRBRRES NS 2 L 2 RETE 3R DITHARBANH D, &
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WRORIERBRZ FEAT 51011, IRAERSNIRBICH 2L (Fabb, —ELTHKREHE
Y EAEREEEAEL, WU SRS, B, TERCBRETEIEICE-> T 5
TRR) PREHTHEZLIEETAEThD, RROME. EEFERMMO LI EHR
BREITO S0 TRESHEAIEERICES L2V E 5 22 LR bhil, EREROBREEET
EbLICEERRR (Thabb, TRTOAYFIOVWTHRESNEE ZRBT 2) ZHhL.
REAORARHRICHESh, RERBERERSL, TOTERFOEFRREICHS - LRI
BTSN D T TEEE LR IER 5720, ICH QGAITRENTWA X 51T, EHRIRIAER
KBV TRES L 720 AT RES BICEM L, RBREEE L b > e MEERD /Sy FIT
DVTY R+ X7 4 v MEHET B, | |

! 8.4 SfEERBOEE

EREERET S & 572 SN BERRSTERMICOVNTIE, € ORI FIER ORH O
BB TR BRI N3 AEHERROVREESG LEER S 20T L REETH S, BE
R SRAERD OBEME RN 5720, BRSNAZQERBICRN T, BHRATEEZ AL,
NI EHE LML MR (i, 40°C/ T5%DMRPRE, 6 » A) ®EMT 52 LAt
BENB, &5V, SRR L OBFEEZE LT B, RHIGEMRE 2 M 281,
BR S TRAEHEBICEO T, BRI SN, BEAHTORERIIC RS EHEER
C BRBREERT S LN TED, MR TIRERRES L TRV, THEMED b 5 AR I
BERICE S e, BIENARSRRAE R OBEE BT 510, COBORRMICERTSH
Do ‘ '

ZNb OMERROBRICESE | RE SN AEHERRERHE T TIFARERIGT N L~
WCHREBDPER SN D Z LR TFHENDHEL. SMERDOLEREZEET HID A
RDBND, ZOLDABAE, MCBUMEBRELRVRY  RERSNRELEG (TREEY
BEAV) TOEHLEERBRICL Y . REIRADOSMERN T =S —F 5 2 L SHIFS
ChB. RS, ZREMESHRERDCOVTRBERRET 5 L NENNY S ML Zhb0
REMRBROMBRIC L > THRE S, ‘ o

BUFIBRSRE AR X o THORRFEMSMRARN O L~ 2 FRREERGICERTE 2V T
LATFREN, ZOLVVBABIICETTERRYERLE LD THEHE, VA7 - X7
4y MEFICESE, RO EVFEREEEELLTE B,

85 TFATHAINTRVAVD

R, AHA FFA L OABBICER SN BRE~OBEAZER L LTVS,

ICH Q10 TR LIl s 27 ADERRL ERMORIEL. 54 794 I L OEBERICIIT 5.
RERUY 27 S FHREMNS Z L ERRL. THICE D BRT A 79 2 L OB
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i D HEREISRE R BET 5, BERURET 0 e X ORI, REOHMENOHRETEED.
R OFEENEMOYBZRB L CEHETIRETH D,

TR AU D B TR OBIR R O EIHE . %@747#4&Wé¢%LLTﬁF%_ﬁb
Nz, SERKOEDEEED, BETROBRBIEES EHNICTMT X Ths, EEENID
BN AMEERAT L, TROBRCTEOKRBIEEY S bIckE L, THEMEEET
ZLBWTEB, -

WS TRICHT A M POEE#RET 556, FERUEAOSEICHT 5 BB >\
FENERD B, OFMINETROBRCES~ETHY, BRLEERCL 2B S
it 5 e DI EE 2R LETH B HIET LT R ER bRV, T, SIEOKE
AR OBEREIC RN S TRIER S, 0K 5 REA, $ﬁ4F74/Tm%LTm5
L 5 HHBE O E REIEIC SV CIHET 5. :

@%@347#4&Wé%ﬁmbtb\EELK\XM%@LTw&v%EﬁI&K%ELR%
AlciE, RERAHR SN S 0EIET 52 L ABEL 25, Thid. FAREETOBRIHTS

L FVUIBERSNTOARVES (F7V sV 3RIAT Va4 0FEFE) | idAyFT

k@ﬁﬁfi&<i%mﬁﬁ%ﬁﬁbfwé%AkﬁTmiéo_Gﬁ%ﬁ%Llﬁwﬁ@&T
4/%(%%TA%T%6

%%MIﬁ&ﬂ&wIﬁﬂ@ﬁ@ﬁm%ﬁi“Kmm%ﬁ@mﬁﬂfatboﬁﬁfutz@%
G B MR RN I & R BB AR D 5, REOTEEE, FHMHRABNICE=F—
SHTVRNES BliE, 7y ay 42Y) KBV TY, Kﬁ%@iﬁ%%i’wﬁ%ﬁz
BIRBANTA—F %ﬁ%k?‘é TEBTEA,

3o B EEEELRES 25 AO—H L L CHEEEv XA Y b/ oe 2O LT
»% (ICHQl0) , HEEH AR INTWAERICXT 2EEIL, %@@ﬁﬁ&@ﬁ4k74
s TSI RIS B LER D B,

8.6 ERIRBAZEICEET ZEBATR

18,2 TRICET 5 AR BROBRLE L CER ST LEBER TG, LEHoT,
EEPRBASERRBR BT 351 5 BN 2 R T 57 — 411, BUSIRITRE AR LT RN D
LTRSS, FRUIMEIRICEIET 5 TR R b I R T B AT DM Y R E
FRSEHLD, TREAMEEORAFRICE S Y R S~ ROFEMERSND, FHiH
FETET B RSBV B, TIMIOBRER 2R 5 bIc, T —F BT L b S
TVRVH, FEDRIETH > T b BERRABRMCB T, FEFEE TR 50105
W — s MEDRBA b B, Eir, TIRAF ORFHIRKBEEOBMITONS L bERE
CRTWBRD, BREREOTIC RS RSN BET 5B ME SRR TS LEX D
o, ’
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9.

R A F—varv

AAA T4 BT 5 5801, BT OB BB TR 5 KBS 5.,

9.1

| BBE

SR I 5 THAWEOUR AT 5 ORI ‘wfn%ﬁﬁ%%%%%'
BTN B 2 LIS RD,

‘14EMW®%Imm%ﬁﬁ_ow1m 7ﬁfﬁmbfw5 &7x1&077z2@

R B Teohort of concernl & EN 3 Rz e asrBx. EEREMARMG DY R
7 BEBT AWM EHICETARAEED 2L, 14 ARl 3% [HERRREOE
Ma MERRRBRICOVWTIL, SR EZET 27 7 A30FRMHLEDZ &,

5 TIb ABR OV I MERERERBRIZ OV TIX, (Q)SAR IZ & Vil L7 Rei D—E 2 &
BRETHY, TRTOI TR 1, 77X 2, Nid7 TR 3 ORBORHM R OETEN
Nl u’Db‘“C‘ CEEE L & HICHHT 52 L, FECER Lz in silico (Q)SAR ¥

- AT BEOVWTERT D Z &, ,%%(Dxﬂ% B B M B A B BRI O R

rHETLL,

T&#é? ﬁmﬁmﬁﬁmxm%_owrm 8.6 THIZ Eﬁénfwéioh\\ﬁ

— & T2 ALFRUFRHLASE &%ﬁ?ﬁ Xb Do

9.2 :%V?&:ﬁwk#zfy$(ﬂﬁmﬁﬁ%$%)

EHA W5 A Ao I L T s TR BT 5 S R MM o4 A e T O

TEH RIS A RERDI OV T, BRFERMY OYRR T OBORILE TR,

CTBRIL,

o ZhITIE. insilico (Q)SAR DIERRUMER Liz o 27 LADH, 7 L THRER
. EDT??Z4&07315@Kﬁ%ﬁomf%§%&%ﬁﬁ§ot§ﬁﬁb
 RBEBREE ’
o Kﬂ%;omfﬂ%%mméziﬁﬁﬁﬁ%%WLt% v BREEBRICONT
RBAEELRINT 5, -
BEINEHABROEERFEOZ LML _ou\f—aiém“é b2 (mx . ICH Q11 # 5b
RE) (12) . ATz OERCT, FAERE. BETSARMNE=S) LS ORE
BA Y MROFORENEEND, F7Ua 3 ROT TV ar 4 DEBFEIZONT
X, RV T 7 7 F— BT 3 AROEN, ROBBICS2RZEE BWxid. TRX
7/7 %@&A@ﬁ%ﬁ&&)@%ﬁ#ﬁ%f%é
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B HORBR

ICH M7 HA K5 A v ORIE TR, R RRAE R A B X SR 2 5l 5 72
DOBRFOFERTRINTHEY . 20X RFRMBIRELE L~ NVICEBEND LD
5. ICH Q3A/Q3B THE SN TV A REURBOLERREL Y bEVIEV1ZR D
f\%ﬁﬁﬁﬁ%éﬂ%ﬁﬂowféBkﬁéﬁﬁﬁ%ﬁ5:&%M%&éh&wo:
Ik, 2ADIZ(QISAR Y — A E M L CHEICRIT 2 ERRMEE FRIT 2 Z L B8EEN
%, BRBRECRBONTRAYO 1 BEY 1 mg #B2 354101k, ICH Q3A/Q3B THE L
TWBECEETHEL EEB T 52 L8 TE D, Kﬂ%@ﬁhln@*ﬁ@%A L CHRE
ENTVAEREMEROMLERRECEL LT, ERIEEEERRIILER,

'mHy(m)&UOHm4nﬁ4b74/ EMLL+Aﬁ@t7mL:~w%%wT

MR R 5% BEIERRE —RBREM T, Feilic ZRIFIES b 5 TR £ 7P AE
x5 (13 RO 14) . RBIERROLLIECIT 5 HFMERBOEROEE (GLP :

‘Good Laboratory Practices) OB BT L CERTE L BZRDOND, LHLARRD,

GLP HAIZZ2IIETF L TWARWI 3, BERRARRCEERTARBEXKT 7 —
FL LTHERATEARIRZZLESLTLHERT IO TR, £0 X5 @ik
RS ECERT A LERD S, AL, BRUEOTEEIANE GLP RAICHFL
TIHZRVEER S5, BHSNBEEEICTT 2RFENER Sh TV 5 RREK
CIRESNAEAbH D, BEEPARBTERVS, HLAWRABON TV EHE
DRI NTIL, BITFORBRAIA KT 4 L icHEML ICH ICBA LB AV 5%
REMRBA, RSN RERREECERTERVILNHE, ZOX 5 REA,
B LEZ DNAGRECORRY LS 57w, ICH UL L7 3RBR & O— B2

BN EBSERSNTOA/NIEORBRICE Y, MEETAV 5 ERFERRE KiET

6:&7b§’6%23

in vitro %ﬁﬁﬁ%g (ﬁﬂi%%ﬂ?b‘éﬁﬂﬁﬁﬁgﬁﬂ%ﬁ) D in vivo ’\UDESJEfi%iﬁ_H“ -

in vivo FRER B B L?‘:?ﬁﬁ%‘i?ﬂi@%%ﬁ%ﬁﬁ“iﬁ

VARV z=y s o MEZAVIEREFMRBRTHIE, RECBRL AR
B RAR , BEBSRUTHD L BT

Pig-a B (LK) ‘ "Lﬁﬁﬁ?é%%ﬁ&%g(ﬁ%%%wéziﬁﬁﬁ%#

SO FEFFAE T THE) *

NERBR (TR | e E&ﬁﬁ?é%%ﬁﬁ%g(ﬂ%%mwéxiﬁﬁﬁ%ﬁ

s9#ff?f%ﬁ)fﬁo%@¢&#$%ﬁ%ﬁ%
TWB{EY*

7 v MIFAREH DNA &% o RICHEZAVERFERRS 89 FET TOHBME
(UDS) 8k o RELRBFRBMICOVTUTARRERTNS

o HBRICAW:-BWRETERIND
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o SNER—THY P EBETD

oAy MR e BUMBTRIUEDY (FAYVICRRERBA A

Wi EOBRR E Vo T, BAZRICELFHEEOH D)
) DNA REBIHFE R IEABF 2R Licb&h s 7 2)
. ﬁ&uéﬁbtﬁ%¢ﬁ%m%é1%5 L ERRT

Z DAh,

. RBNDOHDIRIMETRT,

%

4

BB AT 5 (BTG RELT5) BREBNEIL >V THE, REWOBRERRZY
THDHZEEINRTINERDA,

TDs 226 DERRSME DB

TDs 18 (EERAERN 50%E 25FBTHY . BB 27 OBEERR 12 THBZL b

A% REOToHEORBAMT — b, LEMRENFAEREZRET AL

#T%&]ﬂﬁﬁ@l(?&bb\iﬁﬁﬁvxivAW)@%4«@Eﬁﬂﬁﬁ\$
#lZ TDso % 50,000 TR+ & CEMTE 5, ZhiE TIC OEHIHAWONE FIELE

' 'ﬂ/)[ L/Tll\éo

S :1:9"1/./2}‘5?/ K

ZEMN AT — F R— 2T IR I%V/ﬁ%vboimﬂﬁim3mmgm@
weight/day (T v }) . K} 63.7 mg/kg body weight/day (=7 2) Thd, HEBERED
BHICE, ZvEY (Thbb, XVEER) Ty b TOEERAWVS,

B 10 HIE 1 LIS %3] < B2 TRBERD 51T, BT X 51 50,000 TR,
21.3 mg/kg + 50,000 = 0.42 ng/kg ’

b ho# 1 FRIITO X 51kd 3,

0.42 pg/kg/day % 50 kg body weight =21.3 pg/person/day
C®i5u\1E%t@2Hug®i?VV%#VF®~Eﬁ’btéﬁﬁi 10° O
BREDRERALY ZZ IS L, ZOERRESICRMY & LCTHEET 358 0O AER

BLR2D,

ENAY X7 OFHECET ARBFERVAR SNEEE EOBERE

B b & OBSENE L BRI T o RO S AFHRR Y bR BHER D, EEAVDSE

EEBRT ROV T, AFTRREPNAMET —Z 2EHEEMRPHFMCTEL T &

W, IR, ERAMEOEESERDBEDOEME LT, £ FOY X 7L OlE
HEARLEVITR @WE, BBRY) 2BACRETsdIciTbhs, £, AR

—Em@ﬁwﬁ&;owfibﬁﬁwhﬁé?étb\%# HOEMAEIEL LT
TDso fEZ AN BZRDVIT, 10%XF~—7 BEEHETRME (BMDL10 : benchmark dose
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%5

76

lower confidence limit 10%. F' > WHRIZIIT 5FHAEH IQ%BL_F'C“%é & 95%DFERT
EHETXAHEERERE LRV Fe—ABEAVAZLLTE S, TOHA.
Bl BMDLIO % 10,000 THRYZ & T, 10550 1 (Fibb, EEFEY 22 L-U1),
DHEER~OEBIMEEERTE 5,

(A YERNEAERED, BHRAEY X7 LV THS 100 ZAV, HHRRERE

(WHO. International Program on Chemical Safety [IPCS] Cancer Risk Assessment Programme)

e POERMICRASNEEBEARAE LEHEREN RO I LR TE S, —MRIT. B

& FORRERE L LCHEA SN ERESHORSEMICEM T ShieT — & Xt Fikic &S
WTWALERD S,

7 B MR O AW BT ABRE OB T, (LI ES SN BEmOFRNsA
WED Y 5 ACHEERER LTS (ERAET —F23720) ERFMERMSICER L
T%lwo%iﬁ\%E%gﬁmTW#ww%ﬁkﬁm@ﬁfé@%m%iéhtkD
(15) . ThEAWT, EXRARICE OO BT AV FLVO—RTH D, BE
AT AR N ORRFREREZEET 52 L8 TE 3, SEEERLTAVFIL
mﬁbf\iﬁ%%ﬁé%ﬁ@bf%w%ﬁh%gﬁ&Dumxﬁﬁ3&ﬂmo
mg/kg/day DERICH B (n=15, FARICERS 2 DOFREELZFH > 7 ik KY UL
B LTWB) , L7282 T 36 mg/kg/day &5 TDspfEIX. BERERIEL T AR OFF
AERELEHT B, 75 REROREPAECH L, EAL LTHBIKEETHIE
WAL LTRAVWAZLENRTED, ZORKNAL-IVE, BEEOLE TIC (15 pg/day) i

HYT B TDsy TH 5 1.25mg/kg/day D 103D 1 AT TH BTz BRI T XL

D—AEERV—AELVEVEEO 1| FEREZEEED 105 T2 b RNRY LR,

EERFOEREMRMMICHT S —EEL VSV OFEEREOREILONT
k. EBRBESEIC R L CEERERY TTC IREMARELERBINDH S (16) . BHEROERE

A ThD Haber DERIORITIZ, BE (C : concentration) \ xBERE (T : time) = ¥

(k : constant) THY, —EFEIVEWH Fﬁ@%‘ﬁ"&ﬁﬂii (AI : acceptable intake) DEH
HoOEBICESL, Lo T, BRAMIEEERUVBRAROEF CE ST
5 o : ’ "

20



1A

¥38250 g -

10000 . 0 10° 10 5 BN Y A7 ST B
lfaﬂ | T BMRE

1000

100

10

1 === BRLIHERAE ] - 1,5pg
SF: [&Z&ff8L (Safety Factor) | (BHAE
LETRER L 0% [BXE/B/ME] )

BERICRE Lfcfﬁﬂ [pg/person/day]

-2 # Ly Loy

1 10 30 100 365 1000 3650 25500

®BEBEK

M1 BEHROBEE LTERLE 1:100,000 $ W EBEDORBAY X7 THYT3EL
LCEMU-ZREMRMY O 1 BEE, 73 ECHEL TV AHAERE L~V & 0,

X 1 OFERI. 10° VI RERA Y X7 AN TAERFRERHY O 1| BEREL®ER
L OERBERERT, ZOFER. —HEEBEOREICHLEATA R4 THASRS
TTC L-~Ub, T72bH 1.5 pgperson/day &\ 5 L-YLIZESNTE Y, UTFORERNT
W3, '

- . 1.5 pgx (365 B x—ZEHET0 4F = 25,550)
AELDEVEIFO Al= | RRE %

Lf:ﬁiof%tﬂ L7 1 BERELV-VE, #REHER 70 £0KE 1.5 pg. 10 FETIX 10
png. 18T 100 pg, 1% A TiX 1270 pg. BRBREDEEH 383 mg &725, ZORKE
WENLR—DORBERBE L RS, BBAY R 7 38R EI’J WRI—&72% (10 5o
0 .

PEER ORHNE, BRRBER T OMRR OCHRERICOVWTELA RS540 7 HTHE
LB ie—EEL YV EVEROREICHELZ, £80 | BEREL L 2ET,
BRLEINLDOL-VE—RICEHEL VEZELLBVED, Zhitk-THELhBER
SRR EHANEL RBIELEREL AR D,
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BERIR 6 5 AT THEHAE. BRLEHE | BEREL. 100805 BRAY 27
LU b AR LT G, E0RD, NFT7 4y MEEERIL TR, BEHCE
FEHREL L NOBRRRICEATECTHS, ZOFA, MROS T 7IRLEE
5ic, AT 050 1 CBbT5LELLND,

77
4 %aﬁﬁ%%ﬁm#éﬁb&&5@%®%ﬁﬁm/%)ﬁ@ﬁ
vFUF! _ : . HAERE
_ ' (ng/day)
BEHRN L p AN : P, HALECAVONBERS A, K | 120
BE, SMEBMMERET) | ERALE. VT URERE | |
BEHER 12 AR 125 BET: Al 8K 125 AOBRSRHED FUR% 20

FEWREE (HCV) . SEEOEEH. Fif v 7= FEOFHEE G v A
A | WLHIE. ATRBIER (ART) . RIS, HEPEE, H78
BE (FERUI | BIBB2Y (Sh ORI Th 5 R ERIN R
V) -

BEHES 1EB10EET: AT BIRGIPEVRRICH KRB (EE 10
DT NINA ) . BT 5 BEERCER ShA EREEI
BAGEE (FLRE, BEREEA0E | 108U T OEA LB &SR
BRE SN ERR, BEOERFERZERT 5 ORRNICERS Sh oK
Al* (B~ VR RRRIE, SED & 5 R RIKIFE) N
HIV? 72 ¥

BEHMR 10 FEEHD—4EE : fl X, %ﬁwﬁﬁgméﬁﬁmﬁéTmﬁ 15
FECEHIEAOENE (GiE, FEEFE. WE. TAY/ A~
(BEDTAVN=—HEERL) « SVEVEE BIERERLVE S,
FRIRGAE Y, BIRRBEALELRYE) | VRV a7 40—, BEKHR
fE. Do, B, 7 b e —tEREYE, BMEPAEIEIDEE, AHRIEE,
éwﬁ&UL$ﬁ®7vw#—&éﬁﬁb

L pREZ—BEARETLTRY, %mw&—xn4#—xrRMT«%T%5 Bz 1%
BEOTAINAT—RAD LD %%@iﬁ%ﬁmmahfwéﬁm&m%érmri\%'
 OEESOHEFER 10E2BL S 5BETH-Th, 10 pgday &V EEFETE 3.

2 mﬁ%ﬁkéﬁﬁkbtéﬁm%&ﬁﬁfﬁéﬁ\Embk$ﬁﬁﬁtgd<klﬁﬁlwﬁ
* TONFEHELT B, | S

3 OHIV IBHEEREE Z 2 bR, 5~10 FRICIZERRICH T HEFUERTNL, TRRRMLO
HIVEIZERE I,

22




BB

HEERE (AI) (acceptable intake) : ‘
AHTA RTA TR, BRAV R 2 EBRTEIBRE VAN, NEEBXIEMEENTERE
AT BBEIZOVWTY A7 ENXT 4y b EDART UV ARBENTHLBERELVSVERRT
5 . . v ‘

PAIREE (acceptable limit) ; ,

JF%X BRI ORI ORETRRE, FEABREBRVEESLO 1 PAEMORESNS,
HEEE (aéceptance criterion) o

ST FNEDORERDBZ T AN FIREHIET D72 OIREEE, . T ofh 031%’@3 TRELYE,

SIEME (control strategy)

B ORGSR CEE TROEMY BN, B5E7 0¥ X ORBEER AR EZHRITT 5
HESNEEREO—R, FHICIT, EERVEHOEMHRUEREMICEET 35X —2 &
OHHE, REROEBROEESM. TRESE, SREAKELOEET3E=8 ) L 7R
OFERVEEREL®D, | | |

REFEERE (cumulative intake)

ABBAERICRE SN A OWEORIERE,

53R (degradation product)

R & BICR O/ RIEH. B pH RUKOER. H3VIZERSFMAICEEAS k%
LORRC LY . FEMEFELERT U TERLER T, |

DNA KJi#t (DNA-reactive)

DNA & DEZERIRIC K Y DNA I[CEEREE 5 & 2387,

PR (expert knowledge) _ ‘ .
KIA KA Tk, BEF—FOUE 2 —ROMbOBBEERORBICE Y in silico TF /M X
SEERMEOTROEMEZFHETS L 2, FMNMBE ERTS .

BEEM (genotoxicity) . |
FROBFICERRL, 7 DT E UAERBLOR

FHti% (impurity)

ﬁ%xm@%&%Mﬁﬂ%nﬁ%xm@ﬂ*mﬁﬁfémﬁo

EEFEERHY (mutagenic impurity) | -~
BULRERRERE B, MEZRVIEERERR) ICBWTEERMZ2HFT23Z L 036
RENTWAREY,

Iﬁ% FIBRRERRBR (periodic verification testing) |
ICH Q6A TIIEHMRBR TR ¥ v 7RERE bIHIN TV 3,
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(Q)SAR KU} SAR

AHA FTA T, %5%7—57%6?%6%71 (EER) *%ﬁi%tﬁﬁli«%%ﬂ%wt {LEBDOHT
(Bh5y) HE & FOE RN L OMEBERERE VS,

/\°‘—°/°77?5 — (purge factor) ' |

ki35 5 TRATHMOBEL ERT HRAERKILTEY , S—U7 7 7 R TRO LA
TwTﬁ%V«»%TF&T@K%%V«WT%LKWEE%éhé R=VT7 77X —ITHE
THRESTHT 25801 H 5.

BEE (structural alert)
KA RFA 2Tk, BERFECEET A EEEEH IS T Fa) HE,
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m&ma LB e
HEWE YIiXs TRADZDAROE 3 TRCEASH, HBEWE Y $11 0.1%KE0 R
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