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BERBRAY A7 2ERT37-D0
EIES T DNA K E (BEFME) Rl o ik vEE

1.  #8

REOSRTIE., KSR, K, B, M, TOMOBASEASHS, LEARS
TOHDOHRCLY . TRTORRRUVEAP I THPBEEL NS, < ORMHIzOW
TORLURBRCEFRICOVTIL, ICH Q3A (R2) : [HAYPBSESHERRAO S LREEOTR
MBS T 2T FoA4 ] R Q3B (R2) : [HAEDERSSFERRO S LEAORHSIC
MeadA RTZ40] (1, 2) TEEIFIFRENTWVWA, DNA FIERESIZSOWTIE, B
I LANVRERTWARY, B AL FIA i, BENEBAY A7 25T 572Hi1Ic, 25
LAZERFERHYOMERE, 8. TEMERRCFRICER S EANREES 2T
ZEERABIELTWA, FHALFIA 13, ICHQ3A (R2) . Q3B (R2) (¥ 1) KU ICH M3
C(R2) : [EEROBRKRBECHEREAREEO D OFBRZLHERBROEREIC SV TO
AL ER) (3) 2WETIHOTHD,

BHA RFA T, BRAY R BRERTED L FRINIERFEREYHO LN EHRET
HRHI-T, ZEMRUVHEOREPB VAR VAV N2ERTHZLEZHBALTWAS,
B ORBEX BIBACEET 3 NAFEET 5 Z LS ENIC TR S 1L 2 ERFEER#i O 4T &
BRIV, HRSNIFROEB LIRS, HRINIFEE BB bl oTik. 2hb
BROFEIHAO BRI L T2 HEAEHNEEIN TS,

2. HAVRSAvoBAEE

AER, FEERUHFEAICOWT, BRBRBEME U O%OMERTAERERICRIT 5
BeteRT o L FRME LT3, AXER, TRNEOXBEPH, RUEARNAICSH
TWBREY BV OFRMERFARRRICE LTHEASN3 600, WTFRLUTO
BRI ORERT B, |
o EEOARBOBEILY. FHROTHMNRE DD, BEEDRMMICH 5 R ELE
BE< 25 EE. _
o  BIRIMGCHER. BETROETIZLY ., FHOSBERSBEL S, BFEOCHEE
B+ 2R EREN R L 25BE. ,
s BEREXEBEFEOEEILLY, BASNBIREALY X7 L-VicE LS BB RIE
THE.

KHA F5A RSN B REMOEREE O, KB 5 RECRERONA, F1b

LEMFRRK /A FT 7 ) a P ERERS, XTF R, FYIXT VAT R, EEEER
fn, BREEAERRYD. SRR UEHEHHEROERMERR L LTHRY,

1 -



AHFA KI5 A4 ik, ICH 89 (4) @;‘Eﬁﬁﬁiﬁb:iﬁb\fﬁ%éifL’Cb\éi’éﬁﬁh%ﬁﬁﬁfﬁa'ﬂ‘élE
R OEER CEAICITER ShAY, M2 T, OGRS\ Th, FEMGRRE CEE
EEEFE L, BRAY RS OEMERL ZERTFREINIBERDZ. ZOXIRES. ERR
MR ~OBREIL, TOREORPAY R ZELIHEMEEZ LIZZBLLARY, Lk
T, HEREMREICTT ARV TR EETETEH LELLND, -

EHA BT A VIORENS FHBOBERRIEC ST OFMEIL, BWAL, HaA, B8 RUHE
FOTHRMAI AN LR THS EERFIEERE L LTy, MFloak BT 55y
HATA BT A S DERRETIRRVER, RAA FT4 VTR LT HRIERFRA Y 27 &
BB 27 hDREMEY A 7 HMORANE, HERKRLTHRETAZLRTED, KM K74V
DAY R 7 FEORAIL. BAICHD TERSH, HobEaR SN EEERTMAT OF
SR L, BECK L CHAT AT LN TE S,

3. 8RR

FEHA RS54 3, EV_VTEETSRAICBVTYH, DNA KHEERE L 5 X RRERRZT| -
R FAEERHY . TR o TRARBRT 5 EENSHS DNA R EICERT Y
T3, =03 BEAGEYE T3 ERRMEREAASRI, B, ME2 AV ERERER
(ERENE) RBILVRHENS, FERRMTH 3 MOBEORZEEYE O IEARFIL.

 BERMESELTEY, Rl LT—BIEEL TV L_ATHE NEREBAY R 7 & D
b I LAV OREETH D, LihoT, BIEMNAEREMTMMORE - BBE L
COBENRERAY A7 ZHRT 570, MEEAVIERFMRBRICEL D . FHBOER
MR OCEEOLBEICSWTIHERT 5. BEEAV IERRERBROBEL THT 510, &
& NI AR bR BIEEEC BRSOVl AR A Th B, TOFEET 5 Ik, AFH
ROV o, XEarEa—F i LA RERHMER Y, B RRERD B,

HRENEMINTWEVWLRBEERE AL TH, BEAMEXIIMOFED Y X7 BERT
XBLEXLNIGSRBRNBZRAET S DI, BEHEENEEOKEE (TTC : threshold of
" toxicological concem) & V'3 EANIAE SN, TTC in&-3< Fikid, —RICHWICHER S
YEZLATWD, 2ERLIE. BLESHORV B L ELBZEORVERSRIICN
T5, EERARR 50%L25HE (TDsw) %AV, TDs b OEFRERIEI LY EHR
M 100 FHD 1 L bARERDENLTH S, TIC 2HEA L TRERUCEFAIOZRRET
MmO EREEZIET AR, 107 LW EREOLAEARFENAY A7 ICHETS
1.5 pg/day & VWA ERESEIR TV, —HMOWES N - THERREBFREBLERNED,
TIC # FTHABRE TH-Th, BRI, ELVWERA) A7 ORREEZHED Z L BB S
TW5, ZOBRWERBHIERAMED NV —71% Tcohort of concern] &FEiEh, 777 b %
UAREEAY. N-= b u Y EAMR T ARAT Y UL THRENS,



FabkBHSEHIRT, BICPRARDMOBRAIR SN TS HIERE CiT, TEHEE & T 0FER5I
L OBEINTWARWETFHRENRS, AV FF4 V0, BLEN) AZHEOBRKICESE, &
BESRHMOTEEREYRET S, HROMBERICET TR 2713, ERICER L
LRATHD, BBIF 100 FAIC | AOBAOHEMERES L. BREEHEUTHRERIZS
WCORETRESZRENAY 271X, BRIOCHEHShEL- AV Thb, BBLE 0 FAK 1A
DEME Lic, TNHDYRAZ LYV, b MR—EBIT S AOMADRAZBIET 2RET
HB,3AKE 1T ABMELERTH, T REHRLEOVAIOERICLIRE LEY, 8B, B
NMENERERPAY RAZEMTIEERERIIESSLOTHS, ~AELY LEVEE (LTL :
less-than-lifetime) ORETiX. BHRMBRRUVRERTFERFOVTRICEBW TS, THYMOFEE
BREZERELEL LTLRBREOY A7 LAV ERFT LN TES, BRAT AT LA
ANOBIE (10 FAIL 1A 2AVEZL®, Zh) A2 ESAR 010 KEHRLEY T
5 LIED TREMESTHY, ZEBo U X7 2R TRENRELARTRETHAVLO
D, TIC DFAIIT LY, Ho 2 EEFM LA T L2 REREZHETI LB TES,
—H T, TTC DEHIMEEREEICESNTNEZ b, TICZ EE-kE LTHSTLLH
WAV R O LRI b2V, BECIL, BAORERDEINT. 10 FAK 1 AZAIRIZ
TEAFHBENEV. M2 T, FomEZz AW AR TERREMRPBRBAMRTHD LFE
BENLHE, BRAY 27 OBRMETFRINBVEOLELONE, UEOTATOERICE
S b, BRRRTERFMME THI Z LBERENT-AHBICFERE IR TNZELTHL, £
‘®$%%KTTK&ﬁéhtE%®%ﬁhvz&ﬁhfb%ﬁM?étﬁMB&wum%mmm
BEHELINEINE. VAZFHAICL Y BEIN S,

HEAHMDICHALTHEENY R PERBEINTVWEEE. COERFIETHPORBTESNRD
BRIV AT LARAVHUTERB I EERIET 2D, BETEOCEFOHITICLSEERZBAHL
T E IR B A RE TH D,

THHNREEORBDTLH 58S 5, TOLIREE. ABEDOERFRMCETS I RS
S LY. FRMORSEETHRTH LR TES,

4.  TERBSICET SRR

EAA KFA VRERMCEET A2 (Fhbb, RAA F74 ORI b S h e
TR AHERA) FERLTVRNS, &3EOEREOEEC SOV CIEREMTHgICET 5
LM OFTMALEE 25, AEE, KHA RS54V ORMAT, UIRHMBIC R Sn g
T AEAREOEREICHEATS, 85 H (FATZFAIZAR YA N &id, FHA FFA
L ORI LR SN TBRICET 5 S bR BMBEEREENS,



41 REOLE, WERCEFRICHTLEBEOEE

B, SERUEEICET A AREORTICE, HRWELEOSHRL— b, BRE, B,
TREEREOEEI L5, EREMETHMNCE D BENY 27 0B ET 5 RME2a05 b
Dr+5, BEMIZIE, EECOWTIHEL, FECL W FELERFERMDSECE D, &
BB T BRI OMERERE S 255 E 5 PR LAT IR bRV, BEIC
X AHBERIRVHAIE, FHPOBEHEERD S bOTIRAY, FIE, METRO—E
LOERSHARNES., ZEREEREMO Y 2 7 M, BRI X0 it REREMER N4
CBM, BEMTNE TRCEWCERT 5 EREMFMMAEMT 50, ERTRNS O
50T R THDBRNT 55 8 5 MRETRETHB, Z0X 5 AEEHED HHLR~
OHEETIE, 92 BTEELRLTVS L5 MW THRA LRIINER bRV, FE, F
RIS, XIHBEMEONEEFOTE, H5VEENOREEEOLEEL T, ZERER
M OWT DY 27 DEFHEIFRETH 3,

B R ESREE 2 RHT BA. TORRESOMET SREXPH SR TRES L
TV BEER LRI UAEA— bERAVWTW AR HE, ZRFEFMMOFETEL) RS
BRRT 4y NERTFIRBIE B2 L, BV FT4 VI R HRIRETH B, 5T
RVRSITIE. AHA BT 4 i ito MBS EIE SIS,

a2 BRI, MERCERICHT 3 RBEOTE

BIF|I B A AT (P, ERCIETR, AFOEERY) Tk, FitaZRRES
BRAERY. FEROEREMAMAERY OHEERENRE 25 T X ITH S BN Y 27 OFE
BELLO LT, BYTHBAITE. SHSR~ORBEORI I AT EBE P RETA I
BTED, RECHTIEERZVREAE, MACERShRECHFTMEHRET I LOTIT
24 RDBLNTWARY, RHIOMERFORRIZHL TR, ERREFHBITONTOY R7
OEFHEIRETH S, T '

4,3 ﬁﬁﬂﬁ@ﬁﬁﬁﬂﬁﬁ?bﬁi_

TR DEEER AT 3 EED 5 b, EREERSYOREMOFTELE L 2 2 WMk
Rps bW, ERAROE LR, RENMOER (Hic, BRFEMFMYNERHOH
IHEE CIXAEEFAEREY LRIARTEFBE SN TV, HBE IS ) R EMOERIC
L0, HIEOEE TR RAE) . UTEMVER. BOFAERERRY L SRBEEEL
QHEAREITESR (750 2o, BEEOFHYOHEEREN L ITOEN TRV, BN
EMERBICE R SNBBERERDS, —H Yk D OEROMEX R SHAOEERRY
BE . Fle R BEEER TR N 2 S L BEEF~OBSEOIEAICHE S . HIRELS O BRER
EROERICONTE, BREELEL LR, |




44 THERBLRICBET 5 2 OMOBRNER

Ba SN AERREARbIT, TRES~OETA FIA v OBABKEL REBERD B,

lcobort of concern] (3 ) WHAEENIWETRWVRDY, FHPICREBERED LN DIET
THRBNEBZRBRTIORR+aEELLRD, LELERL, BERERBREOLDLOE
R EEEBREURB SR LRI E b, THMIcBET 2H N T —FF—% (7
S 1 XX 2IEHHE, 618) k. BREINIHINLERLEZ DD, ZORMBICEEET S5
felan P — FF—& ik, BET38E E0oRBRYIA F7 A VEET2HORWRERRICL -
THELhbDL L, T ERIIBEERBERCAFTELILER DD, FKIZ, BEamo s
7 X 1 X137 7 R 2 ORRFEME S HIRER PIEHI TR SN R EITo0nTh, BE0E
BERVES, ALV TROBRIZEN TS, RFEROFFR2zM- L &It} &
HA R4 VITENFEZIT I RETH D,

5 FEERUMAIF OFMMHICEIT 5 M

FREOSRREUEE. TN R R MRF ORIICA U5 TS E W ERO R &
BN R ARSI >WCEE T2 Z &,

O 2 BRBEORETITY, -
o BEXRESHTWAEEOFRFMBIZ SWTOEREMEEZREL
o BEMNRTHDEEKERPICEET 2 FERFE L. ERRECOVWTOERSFF
D LB R,

AR R USSR BB 5 FIEL. ThEn 5.0 RR 52 ECRET 5,

5.1 éﬁ$ﬂ%

EBROAHITIE, ICH Q3A OREDLELRMEXEL THRETICRD LN THYNEEND,
ERORHPOWMEREIL. T0O LU ICH Q3A OHEREDSHERFBIES B2 5 H4IcE
M3z tiishs, —HMOFRHEMIC OV TH, BERECLELRRERM TH-TH, 4
ERRESHTWAZ EBH 5,

FEEAOBENRRMY L LTI, HEYR. HBYE, LEEKESSH— F LORER G
PRGREEhS,

WEZRELEFHD O H, HEGERECFREPICED LR TW AT, ENCHREDE
NHEREEELAGRN— FMCBWTEEMIICTRENIBERDC OV, FECEbESIH
BV AT EHETRETHB, —HMOFRHDICONWTH., RECKLEBEIRD VA7 FELAY
BNEEZLNA D BT, BVARA— FOTEASRERIIBT ARMGRY) . HHT



EM%#B$%%@K§@E%#%?6 LZEL, TOZEMER Y A7 ITESWTRTI LR
TE D,

FEAROBIMC AV BB MBEHE (0, ZOHBMEOARA— M B2 T BHE)
oW TH, ZOHBHEOSROBMEERO TRICOW THENRRRFETMYICBET 57F
RS ~ETHS,

ARBTG5 EROTAMEC EEC B SN & 5 RBTER R RS oV T, TRE
ﬁmowf6EMﬁofﬁ%f5%%f%én

52 SFRERWY

=R O EESRAERYICE. BRESNEEDEGFERHET. —RAERVTHREAE CRELRET
1. ICH Q3A DBEDNERELXBL TRY bhASRERYREENS, BATOERDS
SRR, BRENVEERREEET. ~REERVC-REE CRAORERC, ICH Q3B
DRSO LELBEEEL TR bR AMRERY, NSRRI OB Iz AR T 5 R
REEND, EROMUERMOMEREL, 0O LV-VV# ICH Q3A/Q3B OHEEREDKER
BiEZBL 5 BAICERT 5 2 EXHR SRS, —HOMRERPICONTIL, WEREDLE
REREREG ChHo THEERBEEINR TR LA H D,

FER OSIEKID OBENRSRERYT. BFHRERGT CERT S 2 LREEMICTFAENS
SRERYTh B, BIERRSRARDICIE, INEEZEERE (LI, 40°C/ 75%HENRE T
6 AR RUNICHQIB (5) KRENTWARRERERT T 5D ORBRITEVT, ICH
Q3A/Q3B DHEEREDVELRMEERL TERT BB, RURFEHT. —KREEFITBNT
FEIRATCEFEREI N TWRWIREREBEERS,

Blxid, SARCET B2ORE, MY 5 R, &Uﬁ%ﬁ@fﬁﬁﬁ&%%%tﬂ%&
¥, BT D AREROMTE, E%ﬁﬁﬁﬁ@ﬂﬁk&5%&%%%£&%%&ﬁ?6$k%
BELTRATHIENTED,

Bt 0 RIS BA IS T B RS E < . FESENTH B RROLMBERD R UHEEN
IR R RRBIZOWTIL, 6 THICHE - TERFEZFET S,

53 FEERBAZSICENT A RINIH
5.1 ER O 52 EICR L R Ol & BRBA R OB ICE AT 5 - LA S hTV5, L

BLRNRL, FIATESHRIIBONTND, FIXHE, RYIZENRBRRUOAZELRRIE0
BRIIRARERERFCIE L TWRW I XD BT, BERRSABERMICET 5 FRITRD




NBBERHB, iz, ICH QIA/QB IR & N BB H ORI HER Sz s
L, HENIESND RMIRS 2L R D,

6. NP— FIEEOEH

NF— Rl CiL, ZBREOFMYRTEENTHBER 1 KE->TI7 7R 1L 2XE5 & LTH
|1 5dic, BARERBRCHMELZ VS ERFIERBRICET 27 —F it o0 ToF—F~
—ALLWMRFIC L BTN BBETH D, 20 LI RAECAVET—F BRLNAVEE
X, MBZAVLIERRERROTFHZEMN L Li-HEEEMMEE (SAR : structure-activity
relationship) OFMEZRETRETHDH, ZHICL D, FfiHmE 7 TR 3, 4L SIKHGETE S,

£ 1 : BERRERRER N AR B3 TR 058 & FERR

TSR | ER BRI 5 EHER
(M7 RO S RHICER)
1 BEmOERFEHER LAY LA RN HERERUT CEEY

)

FERAAERREHOBEMOERFENMHE (FR
BHERAWAEERMABRTESE*THY, T
SHEOFEN IMET —F B2V HE)

FAREM (&2 TTC) UTTERY
%

BEEETHAL, EREOBEL IMEE LA
WESHETHY, BREMERBROF—F
REELRW

FFAIREEE (&E7R TTC) BATCEET
3. XEHMEEACAERENRRYE
BT5

BRFUEBLZVERIZ TR S
ERFEMIEHDIERIEBI TR 2

EEBEEZETIN, BRBILL-TERR
HRBZNZ ERRENTVWBREIRE
WEES 3{bEY (TETRERY) R
CREEETHS :

HERRETHDE LTHRS

REHELHE L0, REEELHETS
BEREES LS BERAEEORN &R
TR —F BNEETS

FERRMETRMDE LTHS

+ UDRETEREERR L BE L DNA RS ETHRT 5, £0OMOBEET 5 BltoEREMS
—& (BRI, invivo REETRAERRBICHT 2BHFTRR L)

oy a—F I L AR, AET AV A2 EERMRBROERE THT 5 (QSAR &AW
THEETZ_ETHD (6) . EVIAEHR 2 BEOQ)SAR FRELZBATRETHB, —>
. EFRERICE S —NR—IDFE, ZoBEHMES—ADFEETE, S bOTR



WR VB (QSAR TF ML, EEBHBEBEE (OECD) KL->TEDbREAY F—Tay
D—EBRIC > T BRERSH S, ’

A2 ZoD(Q)SAR ¥ (EMABRRICE SN —AR—RADFERUHIX—RDOHHE) I

L BOWTREEEORN I ERERENE, EORMMCRERRIECETIMER R LR

BOR+HTHY ., BERIRRFBETILOTRRN EI1DFFTRS5),

RS CT, B, B, MESGIERAT R TRRRCHEET S sRAETTE LD
K\%%%%&iﬁTééﬂ%th%ﬁftb\zyﬁz—avz?At§6<éT®ﬁmﬁ
BTEME R L L e —T A D LR TES,

BB ShAREHE (B 10792 3) 27407 v 7510, EOREENEET 2
FEpERCOMEE BV A ERFMERBR L EHT 52 LA TE 5, MEEAVAEERERR
PEOICEEL (2 TORENRMTHIE, BERESESERRINZ I Ehb, B
RAREFEFHRER S (E 1) . ZhbOTMBEIFERRMERMY & 505 ~&T
55 (E10ITZ5) ., MEEAVAEERERROSELSBETHIE, SRS AY—F
SRR EMNERSELTE K10 TR 2) , FLE TGO LN ENRFTARER
THETERVES. WAV AEERMRBROBED in vive =t TiCk T 5 EhEtE 2 F/ET
Biewiz, TOFEME in vivo RIEFRAEERRCRIET 5 Z LM ERENZ, D in vivo
BESHRBRYBRT 2 ChHE - Tk, TORMYOERAEERUTE SH 5 ENER~DORE
CETARRICESE (B 3) . TORNFENRRUEETTUREND D, in vivo RERIIBEFD
ICHRGEMN A R4 Vv EERLTT A I _ETHD, BYR in vivo RRROFERIL, ke
R TAY OREE Y RET BROER T L T5 I L RTEB, o

W 2 EEEERR CRE LAY A RE L EREARETH B R BIE, Thbl
EBOREE (BT, HL%F&UHL&%@ﬁﬁwﬁmﬁﬁ&E)%ﬁOTﬂ%ﬁ#EE
Hﬁk%%éhé(§1®77x®°

7. URT OFHEARLT

6@L?ﬁén1w5hﬁ—kﬁmwﬁﬁ %K%%mﬁ1®50®97z®wfnmkﬁﬁé
N5, 772 1, 2 RO 3 EAESHhERHMIcoWT, FERREOHEHICE NS U 75
FEAT DR A2 AR RS,

11'HCL§d<ﬁﬁﬁﬂi

ERFHRMMO TTC IS FEBRRETH D 1.5 pg/person/day 1L, Y Z 7 ﬁimﬁfg HIREE
(B EOBRIZENRAY A7 ITEERRICBWT 10 40 1KMW LARENTED, —BHY
T DEERICH L, FRCAVAHRAREBLBENT 5BEEE LTERTES, 20K



EEY, BHREs (1068) 28 L,f_E%nnﬂlﬂ@%ﬁWﬁr-—&ﬁiﬁ%fbnﬂxm%iﬁ
HRMICERIND (FF7R22KT3) .

72 ALEPAERAR Y R 7RI ES < AR

7.21 FBALEBE T —5 3 H T SELFRHEFRY (F1D2FR1)

+HRRERAMET — & BT BRE. FABREOEMEFENE L tatsRN2) X/
%, TIC KES HABREORD Y CHEET3 % Th5, BNOERFERRBAMEICD
Wi, BRAMDBRS PESMNET SEEOFEICLY ., LADBENTARREYEH TS
3. HBVIL. ERMREHBECERSNTVA L) AR SN0 Y 2 7 FEFEZEAL
THAERELEM LY. BHMESAR LTV AEFELERALTL IV E4) .

{LE R 2 R T ERRIE TN BRI 3 F — 2 2R 2 it X0, BaoRBAME
7 9 A LALFAIEB L CWATRESIC SV T, (LADBEENLFEERRELEICEE TS
3 (7 XGRMRTIRBRE, ES) .

7.22  FEEBLEE ORBDE XN T S BRI

DNA LIS DIER) L B EERT 28875 T2 <. DNA B EEH th. BRRGEENIE
BRETHAPERENRREZES LI RBFRTFETIZ LY, RELBRINTETWS, £
NeHOEMAIE, FIXiX DNA & BT ORERFEEERS. FE St DNA BIEOCRERN:
EEALICLD, FAHSRTWATHEERS S, ZhbOEY~ORM EORKEE LT, 7
— X BAFEAREES, ®IEFRE (NOEL : no-observed effect level) DREITE & FREEMSES (CH
Q3C (R5) BE) (7) RESE, ¥¥F | HRERE (PDE : permissible daily exposure) ZHHT5
ZERTES, '

- LAYBRRENRY XA (72 1) CHEHLEFSEREL, SRR AERELT, K
H (731 EEW 7328 KHRELALOLRACERTRET N, b LT 05%ETOoWh
PEVVETHIBR T 2, FlZiE, ZEREOLSOSENRFEERER 15 ug/day THIEA.
—4E LY LEVHIFORERE (% 2) . 100 pg GREHIMA 1 £8~104) | 200 pg (1 #
RE@~12 » A) . XX 1200 pg (1 » AKWE) 205 | ARBAE THETES. L. —H
Yk ) ORARESHZIT 100 mg OEAICOWTIE, BEPRR 1 » ARBONE 1| PERE
# 1200 pg T3/ < 0.5% (500 pg) WHIRT A Z Lo/ 3,

73 —AELD BEVEH (LTL) 0BRSStk 3 AR

BEAMORER AVHRAOEEN ) X7 TH, RREERITISCTRBA D R 7 BNT5 L 48E
LTWS, LieBoT, —£EZDl- TERMICERARTRESNDOIFEEORBA Y 271,
A—OREREEL LV EPRCTFY L TRELEBSLASLEILNS,



TIC k-5 < SR TH B 1.5 ug/day 13, —EERCDE > TERRESNTLRETHS &
22505, EXRTOEERMERMMICT S LTL ORRICE LT, —EEORHrAR
(1.5 pg/day=25,550 days =383 mg) % LTL RS- ORRE ARl > THEILRET S
HHEAEATS, Thicky, ZREEERAYO | BEREY, RES—4LBCDEIEALY
BTBHoLRTEB—FT, EARELIEERRE L, VX7 VOV ERBEIHESTH 2 L
RAREL 2%, R2WEROEEPLBLNLLDOTHY , BRMREME TR S, —
AE LD bEVEINS bAEIT D AREOFFEREEF LTS, MKREOBEITIL. 7
1 BERERES SRR BB BHICES RETHY, REBRIIRST R
2 OREHM L BESE S ETHD, A B 1E22FRRSTS (Fbb, 104 AOR
5B%) EERIOWTHE. 1 Ebk ) OREEHE 20 g & 25,

I

%2 : Bax OFRMBIICHT S AR
' ' 15 A8 14548 10 4E48
% Iy
REMM | IRAUT | o Rec | omwc | —sE
1 FERE '
120 20 10 ) 1.5

[ng/day]

7.3.1 B

TOLTLOBEAICED. 12 BT, 1~127 A, RO IELBLTHE IMHBRRRERZ DX

COERERICBTABRESN RS L ERERERAHOFFEREFHERE SN D
(& 2) ., —OXIRHELESTREREIR, $75%7 4 v PSR SNTWRVERIRBAFED

TR0 DY R LAk, BRBERICIZI0°0Y A7 LULEERLTWD (H6)

R RER 14 BUAGE I HEERBRICOVWTE, TREERMIICY LTHIE LA
BEMEmICERTS o L2, RE7 7u—F 5 EATAZERTES, ZO7 7a—FIB
Tik, BMOEREERRAME (757X 1) | BRAMMEBTHAOEMOEREEYME (77X
- 2) . BT lcohort of concern] Fiﬁﬁéﬂé/?ﬂ%@%‘%\ 7 EITER STV A ARERET
wESS 8 EEBE . CAUADTRTORMMIL, FERFHERMY L LTRVES =

W& B, THICHEESHEREOTHY (77X 3) BEEATVEHE, FEHENED bh
BT TR, MEARLNTHVAE [ HEFRRICE VT2 T 5 2 LiTiEoRR biav,

73.2 iR .-

HIRBLRIC T 5. % 2 OREHIM L FABREOSER. AESOBENREESND L THES
NAMEICE LCERTA D EAERLTVS, hbOERELEATIEHIoT, #Hia i
SFV FizE bR BRECRE, ¥4, E 7 CERLTVNE, —HOBEEMTHE, TR
RONEED EREBLSHRAME 25 HERHD BIHE, 10 pgday 215 FFEEREI
i LIGIRAIRIAS 15 4R F 106282 5188) . Zhit. 10EMIBREAI KBLOBE TREH
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L7 A7 LHEEL T, BRTEARECHEM (GRIZZETFITIX, 1.5/100,000 ~DFH) &
Ez2bhb,
7.4 BBOERFHEAHM T 5AERE

TTC &3 < FABBEIE 4« OFMBICERATRETHS, 7 7R 237 7R 3 ORMMRE
2 OFET B BRI, EOREELERT . FEOBBICRESNEZFR 2 37 F A
3 DFFHH 3 OU LOBARE. BRBAZERCTRMEOERFERMBOSEHE. & 318
BENTWHEIZRRTRETH S, '

EERICOWTIE, TRENOREST T THGHT~ETH 5,

%3 BROTFHIICHTBEE | ERERE

. 1 B8 14688 10 8
BSHM | 12 AET RHAET | 0FET —HEE
1R
7:%13:78 -8 120 60 30 5
[pg/day]

FEOBBITEMNCBRESNEZI FA2RTI TR 3 ORI OAREGHECHRITED D, &
2L, (LEMSRNAFAERBEES, 7 A CHR LA RNBREREZE T 278y (75
A1), 79X 2R 7R 3OFMPOEFHICIIEDR, £, AR TERT ISR
AERENICER L, S OREMIER LRV,

75 T Iu—FOHAROREYE

o ARCHERKERE BZIE. FALTATE FRY) IHET 3RS~ ORERNE
BHTREVES, IVEVWFERIBORES ESLTE 3EE1H 5,

o HIEKA, 2OBROLNIEA. BHBREEORERS., NIBRREOBREARON
TWAEAIHE, BOREEREC SV CENOFNE ES{LT 52 LR TE B,

o FziET 7T FEVUOBHEE. N-= b YiBE TAXIAT /X UEEREO—EDOE
ERMNHEOEES 7 ARSRAINALAYIE, BOTRVEBEAMEEZRTFEENH
% (cohort of concern) . — D X 5 R {LEHHREERFICTHSH L L TRDLREEEI
X, ThDOBEWRBAMBRILSTAFEERRIEIAYA FI4 VICRES AR
BRELIVOFELIEWELRZZEBRAEND, A FFA VORAFERTSZ
EIXFTREIEAR, EEAMBRUMEAMRCRITAFFEREF EY(LTa7dizix,
Z i, AR CEEWEE R R OBHEOERAMET —F EFRAVWARY LT, BF, y—A
A RAOHEERRT 5 RETHD,
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7B TEARE RO Y R 7 HSIETRTORSERICEATETHY . FFAERECPRE Lid—
BIHEL Sy, BETREPNCE, BREORFER TORSHET —FILL>TRENT
WABEBE T, TLLOBRISWTIRT —AAL =2 CHETISERDH D, £, B
HA) AZHEEEALTHWAI b, ZhbOREHERTATOBREERCERTEZ L
RTE B, -

8. &m

R BT OB B U TR OB b EMNG, BT & R OBBEER OB
PR AHE I NEFRO—RTHS (ICHQI0) (8) ., FEHEKIZILTOL S RBENS
EFhBAN, TALIRLAN,

o MERMEOFTE (R, HRBWH. TR, R BT RAEHHESD)
o BRFERUEBEOEGSE

o BETROBHEFELESITIhTVEER

« IEAYE (TENRBRROIERATA—FEE1)

o EEROMAICETAEE BIxiE, HETRR)

HEREMHRE 107 TR 1, 2. 3 LERTOHHEE. FERVRHTE 0L DR L~ 5
HABEEUT THE 2 & PRET 5 TEBMOMEREE L 25, FEOMSTRICEET 3
fLERUEFIORE TRICOWVWT ORI, RREOCMAORGHRZERICET S ER
LB, EOATELERTAERE 25, NATOEREMRMYE TET 5 BE0OBERI.

ICE Q9 (9) IERENEY R I=AVRAY b ruvR—ET5, HERVTEROBFEERITY
Ry wxY R FOFRCES FREKIT, TRORSROEE L BORANRROELED
EREE TRICLY. BEELRICBTTS L & bt RERAORROUEMESRNCTS
BEnELhB,

8.1 BETREXFMBOEE
ﬁ%@%ﬂ%ﬁ%ﬁﬁ?éﬂm\&®4o©ﬁ%ﬁﬂﬁf%6o

Fravl -
FEOFECAMNORRE S, BWH2MEE A THEREEDN OB HESEEL T2,

A7y a v | OFBRFECOWTIE, ICH Q6A (10) ItE-S&, EHMREERRY BRI L
RAEETH B, BERPOERFEETRHPO LVRAVRHRREMED 30%RBTCHIZ L2, M0
ybz&—wfgﬁﬁ?ésﬂyfmr,Xﬁiﬁz#—»fﬁﬁﬁfézﬂy%th%—a
ERAWCTETI LRTE RS, EHMNRERBRBEE LS5, ZO&RGEFKEERVEET
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T EEOERIC B A—F U RBRNER NS, ZOMORNEEIC VTR 83 Ar8RT
Ak,

ATvad
FEEl HBEHEIPREORBIIAHBORRESD S », TRATEL LTAREORR 2
EL, BERSTEZAVCHFEBRERTOMEHEEE LTS,

FFvar3

Bkt HBEHEIPREOCRBCRHBLORREESD 5. TEATRL LTRMSORRY
=L, BRRAITEE AV CUREFOTRMOFERERZ B MEEZWEREL T2, MA
T, EREESNFHHOED) L BRERVEE T TREHIC LD, BT 5 IRICBWTENR
BRESELET L, RETORHD VSV PFEREMERE THD Z L 2RET D,

TOFTa i, EREAS-NVOERT—F (BRIMERBRAHREEND) 2LE=2—F52L
iz & D EERDOREY LSBT RBEED 30%EBTHE T L ETELRAWENS{ETE S,
HBEEZBLT, A uy pAF—AXBREBR T —ADNyFOF—FIC LV EBHTHZ &5
TED, B I RG228RBTH2L, FT7var 3 0REEETTIIMMOFEEZERTSZ
LB TES,

FFvar4

THRT A—F LBRETIRHPO VNV EZ DR (FHmOER L RECRT 2alEE
) KOWTHARREEL b > TERSNTEY, ZOTMMITHT 2RBESHEL Shizvnig
YEEOFHGIO LR ERERKRE L 25 (Thbb, WThOREIC S Rt e ERT
BLERRN)

TREERMSO VMBS RIFT T o AMEER VTN A —FSBRINTER, &
R RRFER T RREEL B TRE T2 ) AIRERTERIEENSVEHELEHE
12, SRRICAL Y TREERIC LI FTEEEEETHD LWL S, EORE. ZOFERS
BERRENIREORICEINTRE L ThETSTHDE, 7 a v 4 OFBEOREEERT
Bz, BEHY A7 THEOBERPERTI LN TE B, 2OV AZFER,. FHiOEE LR
%m%ﬁ?&?ﬂ&%&ﬁﬁ&vlﬁﬁﬁmgd<:aﬁf%\miﬁmﬁ,%ﬁﬁ\ﬁ%ﬁ\

A F R, TP ERETHIDT VAV Lih b YRR TENEEhD. ZOY A
I EMORERIT. TRICE A THHOBRECETIHRE AV T777F¥—L LTRLTH LW
(1) .

A7V 3y 41k, FEMCFRRERAMY ExE KEESPPOFRIRET BT A=
W&E)%\éﬁ@%ﬁﬁléhﬁ%%ﬁ%ﬁéﬂé$ﬁ%ﬂﬁL\ﬁﬂﬁﬁ?%én
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A ROEECRMRERT . b L A SR BBARBNTh, 7 sy 4 RGNS
ERHLHB, THEAEEDOT—F b > TESELATHIER B RV, '

. 82 BHHFHRORNIOR

ATy 3y 4RRONT, A7V ar 3BRAETHES, BENREOAICE S B TIRELS/L
TERVEE, BEFEZXFT 07— #8383 h 5, JHITiL, THO(LFC X 5450
MoEEE (128 ) BT 3ENL2ER, S uy PRS0y FIET A5
F, FLTEAR Lo THFHWEZERMICEM L EZRER 7y — VOB ( THENER) ) &
EHDHENRTED, IOLIREBE. THYOES - RERETIHRUIFERTHY . THD
AFEREELEL TERERTCRE T RESER CESBETHL L2 —BLTRIE
TEHDOTHILEETHILNAETHD, V777 ¥ —BRRT—FITESHE. T
RIEN DB R — MR IR TSV TRRB Z L REETH D, BREM CHVE/I
BEFVREEERy -V ERBELRVWEBL BN DHEE. /0 1y MDAy F IO
AR Sy FCOHEDREREERTHI LN, —BHNIREDTCHE, M uy by TR
RN FHBOF—Z OHBEMEIT, ERERF—AI M ny NRAFr—AOF—FhrbEN
L=V 77 7 F—OREE, FHMOBARA b, ROTRIBIZBITHERERAS - M
B2 mmRkic Lo TERFEND,

A7z 3IRAT Va4 DREEERTIERTERVES, B HBEDEGITRE
OFM, LTTERATELLT (F7var 2) | HA2VEEEORE (F7va 1) i, 7
FREETCOTMBIHT ERREEHEHOLT 2, AROBEIETEASNTHMIT
WTIE, RUERTENRLZWRY, 7V e v OFBRFEOEASSHFEND,

FRRERFMADO V-V NHFEREEERRTHIHE. [6ENCETRRRDERT D)
(ALARP : as low as reasonably practicable} &5 FEBIZ4 T LHEA L2 Th IV, RHRIZ,
REGHRN— FEBRRLEZLZ2HT LB RERS EDL LV,

%ﬂ%ﬁottﬁﬁﬁﬁxﬁwov&w%%ﬁmgﬁ%ﬁiﬁﬁMT%fL%wV&Wﬁ%ﬂ%
WESWREZBVERLELOTHIES, VAT « RRXT7 4 v MW ESE, LVBEWERE
BEEESETELRERH S,

83 EHRBIZET 2 RNEIE

| ERATY s i, BRRRBRESD DRSNS SO0, TRTONY FOMMICE
LTA—F U RBELEE L ThIWEAREEh3, JOFEE, ICH Q6A TEMMAR
XA Fy 7RREMEIN, [EYNRIERR] L LRI LA TED, ZOFER, TR
AR - BABOTRIC Lo TRMMIRKRESND = L 3 EECE 52 LINHIRBARD S, &
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MORTEABREZHAT I, IRPFRENERBESHZ 2 (Tabb, —RALTHEEMN
EyRAERMNAEAEEL, BRI S NARE, KE, TERUCREFEHBEIE> TS
IR BEMTHDILERTETHS. RROBE, ERFETHHO LUV ERIRGR
BT O Yo TRESNAHEERICES L2V 3 R AN, ERROEEREX
ELHIEenElR (Thbb, TRTOAyFROVWTRESNEEBZFRRTS) £HRML,
TESOFENHRICHES L, RESESERSHL. TOITRAFUEERERRICSHS Z LB
EXRGESN DL THE L 20N B7ev, ICH QAITTRENR TS & 5 i, EXRVRITAE
KRBWTARER L 2o BSITHARNY BB L, RBRERE L 2D o tHRFERD/ v FiZ
DNWCY RS « _RT7 4 v bEFET B,

S 84 LRRERGOEE

FREMRH TS L LR SR BENROBERYIC SV T, £OSBRESRERUVEA O
BETRIRBREINADERBRMRELRE LBEEN LI MERT I LHEETH D, BE
B2 AR R O BB 2RI A7, BEILBEBBICREWT, BEIRSEE RV,

BENCEE L ER EERER (Bl2id, 40°C/ 75%DBMBE, 6 # A) £2EBTHZ L
W\, HANE, HEEREOBEEMZALMIT LY, RUKESERREERT A,
REINEHRAEERICBVT, BRI S h, BRLG TOERERNICRSRENEEYE
RRERETHAZ LN TED, BRTIIREERIN TN, WO H 2 0BERICET
BEETESWE, BENRSBAERD OEELBAETITIE, COEOBRIRICERTH
B, :

ThEOMERBOBRICESE . BRINAEBER RESET CHFRERICEN L
NCHRERDBAERSNG 2 BFHSNSEET. SBERMOEREETET 5] BB
ROOND, Z0OL5REE, MCRERRFRINZVRY , BREINEERYE (TROEY
BERV) TORMREMRRICL Y, REXREHONMBERNEE=F —T 50 L REFX
nB. —RC, BREMESAERMIC OV CERERRET 5 - L NESNY I i, Zhbo
EEMRBROBERICL > THRE S, '

BIKIBRSE AR R K » THERBRMESRERDO VSNV EFAREERBKICEETCE L2V
LBFRIEN, FOLARESBOCETIREZBVERLAEZLOTHDLEE, VRS - X7
A4y MITCESE, JVRVHFEREEZEMETE D,

85 SAZVFALIN=ERTAV]E

FIH, FAHA P71 OARBICEARS I BME~OBERZER L LTS,

ICH Q10 TRLAGE VAT hAOERRUEEMOFHEL, T4 791 I NORBEMCBIT S,
RERRY A7 EESSFEEAVAZLZEBL. TRCL VAT A 73 A 7 V028
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bl ) REGORE T RET 5. BRRUEET T AQHRIL, BMRACHEILEEETESD,
HROBENFGOMMEL B L TERT 5 ETH,

FE A0S TROBMBER VWEIEN, TOTA 7V 7 V2% L THRIITTD
no, TEEMOEHEEESD, BETROBIERE EMMCHET & THs, REE,D
BORAEMERATNE, TROBRSTROBBIEEL S OCWHEL, TERRBEEETS
ZERTED, -

BUETIRICHT BT HHOER FRET 258, FERCEROSHE I 2 ST o\ CiFf
FEBERS D, ZOTBIINETROBRICE S _ETHY, BELLEFRL X 58885
Wi B T I AR N E Th B A L2 S 2l b iy, i, ArEoRkE
AR OBEREIL SRR B AER S S, 0L RPE., BHA FFAVTRALTNS
X 3 CHRRE OB R BRI W TIHET 5. :

ﬂ&@?#?ﬁ%?mﬁ%ﬁﬁbtb\ﬁﬂbk\KﬁﬁELTwKWQEﬁI&K%ELt%
BTk, BRBRASHERSNWAPERMET 5 L RAEEL 25, Zhid, FRREETORENE=

L BV TBERESNTWARVWES (I 3XEA T v a 4 OFEFE) | XSy F D

L ORR TR BEHNRBREEA LTV ARAICE TIRES. ZORBIIMETROB R
A ¥ NTRBTRETHD,

SN TREREE CTRIMEOEAMNIL. FRYEENICEET R ONET 1 A0H
S B EENER VR E R L R BBERH 5, KHOTREEL, THMSARHICE=—
SHTORVES @RS, A7Vay 428 RN TH, FRPOLERCKREIEEEESX
AIBRANTA—FERIETHLERTES, :

HOWIEFEEIREY AT 2O—BL LTARERRTV AV MR ADHRLTRET
$% (ICH Ql0) ., BESH TARSh TV ABRICHT 2EE L. FEBOFEHROIA FT4
VLT THEIS RIS T NERD 3,

8.6 EERMSICIT S HRNIH

B L TRICET 3R EROBEYE L TERS KTV LEBRENTVS, LSBT,
BB RE R BRI 31T B G & S B 7 — 4 1, MBI AR ST RN S
LRTHREND, FE AT B THRIERE b BRI B A OR D 5%
BAESE B, PR ALEOEARRICE S U Ry _R—2OFEMEREND, FHiMH
T B RSBV RS, DRORERRE L ERT DI, SHF—F LT L b s
THWARNE, AEORRTH- THEBEREABHFCENTE, TEFEEIHTILHES
B —p D AEA b b B, (. TRASORHIERMEROEMITITONS 2 L bW
CRTVBTD, BRBBROTIIC IR RSB DY MARRORTHE L EXD
ns,
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9. F¥aArF—vay

EHA WT4 e EET B, ST OBV TR 5 BERS 5,

91 IRBUE

o FEFRMEFTFMTIAMDBEOHRUCLNT —F O&HI. WThbERRBEDNHRZ
BLTHMTAZ LR ENS,

o 14 AUAOE IHEERRIZOVWTE, 7TETERLTWS, 77X 1R TR 20
A K%} Tcohort of concern) IZEENDIFHMICERZEE, EREREFHBOY X
7 EBRBT AR ESCETARAL DB L, U BEHLAE ARRRREUE
T ABERRBRRICOVW T, TEBREPETI 7 7 AIORAMLED D2 &,

o bR I EEEERREICOVTH. (QSAR & Y Tl L= Relith n—E 8%
BRETHY, TRTDIFR 1, ZFR 2, XiE7 TR 3 OEBRORHHE EEN
RHic->NWT, BEEE L L HDICHRATAZ &, FTHEIZEA LR in silico (QSAR
AT BMZONWTRERTEZ &, ERORMDICETINEZAV2ERERERROKE
ERETHZL,

o HFIET BABRMAEVEBENREYIC OV T, 86 BEERSATVA L 51T, O
F— & Tidde ALFERIRILASEEI 2B S 5 B,

02 EVFI=HAREF2AY b OUSRIEKESH)

o EKHA FTA AR TRl L 8GE TRICEEE T 2 ERO RSP AR ERY R O

TERRTH-CRRERDIC OV T, ERFEETHPOFRE O OL B ORI A TR
TR,

o  IZHITHL, insilico (QSAR DFERRTMER L VA7 ADHE, £ L THEI
IRLTZ TR 4RI TR 5 ORI SN TREHRERICE BT &
2AFEREED D, '

o FEMIZ-OWTHEZR AV AERFEERBRT IR LEE, YRRz onT
REGEFLRNET S,

s BRBINFHBRECEBRFEORUHIZ>VWTERTIZE BFAIE ICH Q11 4 5b
2E) (12) . Pl oFRIcE, FERRE BETIAENE=F ) S ORE
BA YV FROCEOREREGEND, 73V 3R TV a4 DFEEFEICONT
W, =Y 777 F— BT HMOERN, RUBHICORBIER B, Iﬁz
T o7, EHE~OBRERY) ORENEETH D,
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22!
1

PE2

73

A oRB

ICH M7 HA FF 4 v ORVE TR, RS SERERES| BT iiEZfHi+57
HOEGFOFEWTEINTEY, 20X ARMPIIRESR LV ANVITERENDI I LS
5. ICH Q3A/Q3B THEEN TWAELMEROLERREL Y bEVIEVZRD
T ERRERSHD AL YW TE B IR T Z e 2 BBEL sy, O
T, BBDIZ(QSAR V— AR ER LTHBEICRIT AEREMZ TR Z L BEEh
3. EMBECEOTREMO | B RS | mg #BX BHAICH, ICH Q3A/Q3B THEZL
TWABREEREFELEE TS LB TE D, THYOER 1 mg KGDPE, MTHRE
SNTV B EMRROVELBIEED b, B2 5 RESHRRIELER,

ICHS2 (R1) KU OECD 471 44 K54 VicHl Lic+4rltl 7 = b a—A g v,
S AV 5B BRI S — RN, R SRR 5 5 WSk 2 FE4E
TEB (13 BV 14) , RBREBEERKOTLEET DHERABORBOERE (GLP :

‘Good Laboratory Practices) OHRAIZBF L CERTD Z LARD NS, LLLERD,

GLP HPIZ 2 AL TWARNWE & 28, BERRRCRERTAR L XIFT57—
FrLTERTERRB I 2L TLLERTS bOTRARY, 0 X5 2REER
BRREECRRT I LER DD, AT, BRYE OREXITHITE GLP HBUTESFL
TIHLRVEESRH S, BHEINESEETHT 2 BRI ER S TV S RABREK
WBESNZPEELH D, BEPARRATELVY, NiMLERRERLALTYWEEE
DRMIZ ST, BIFORBYA K54 VICEAL ICH iTHE LB AV3E
BEMREBRR, HBRINIEERABRBETCERCERAVWIERDZ, 0L REE,
R LEZLNIEHRECORRETIEL 57, [ICH ICHER L RBR L 0—FiER
BN EATEH ST/ MUEORBRRICL Y, MlEAV A ERFIERE Y T
BIENTED,

in vitro BRIFMNE (WEE AV 2ERFIERRTHL) O in vivo ~OBEEZRIT -

in vivo B B89V L BB ESRIR O T2 5 R

VARV =y o METAVIERRERBRCRE. RBICERLAAERS
RREEAR BRBIZUTCHEILERT

Pig-a B (LK) o EHEERTIEARMYE (MEZAVIERFEARS

S9 FETFIE T CHAE) *

NERR (MBIRED o HEHERTIERFEWE EEHAVZERFERERS

S9 JEFFET THIE) THoREHKREFRIERAVHEIN |
TWALaH*

Sy MERESDNAGR | *  HICHEZRV SERRESEN 59 T TOHEE
(UDS) R# o FR:RIFRBIICOVTUTARRSTNS

o RERIZAVW:BHETERIND
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o ANE—TFIEBETS

Ry MR o RUMBTRITHNESLY (FAHVICREERELAD—HH

G YO &V ote, BRERIEESTREEDCHBH)
# DNA BRI fEFIF 28 Litlbe®s T R)
o  REIGERLARCHENRY THH I LERT

DAl

o HEBNHDHDLIRUETT,

*

E4

FEERICER T3 (RETEE R SELET2) ZEREDREICSVWTE, REBORERSZY
THHZEZMATIMNERED D,

TDs 22 B DEARIMEDOH]

TDs fE (FEESRARR S0%E22ABTHY ., BRAV R OREER 12 ThaLE
[4%) REDITWEORERNAMT—220, LAYHENFEEREZEETA L
BTED. 10 FH0 1 (Thbbh, £EFEY X7 VL) OE~OERIMEIL, B
HilZ TDso % 50,000 T4 Z & CEBETE S, Zhik TTC DEHICAWLN S FIRELIE
HLTtna,

HEH = FLVAERUE

RRAMMET —FA—RicEnid, =F L rFF Y FO Dy fEIZ 213 mghkg body
weight/day (5 b) . KRR 63.7 mg/kg body weight/day (=7 R) THd, FHEEHED
BHICiX. IvEY (Thbh, LVEER) Fy FTOEEZEVWS,

B 10 FILP | LICEE L5 R ¢RREZRD BTk, LITFO X 5 I 50,000 TER.
21.3 mg/kg = 50,000 = 0.42 pg/kg

E ORI BREUTOLSTRD B,
0.42 pg/kg/day x 50 kg body weight =21.3 pg/person/day

ToLkS. 1 BYEED 213 pg O=F VL rAFy FO—4AEic b 28 RiE. 10° 0@
RLOREAALY RIITHE L, ZOEXIFREPIIHS L LTEETSHEOMEER
B'BLi3,

FPBAY R OFFfCBET 5 REF R VASR Shic B EDREEE

b b & OREE L BHRR C o WRO S ARIERBR) bR bIRER TDy HEHAV5T
EERIRTARDVIC, AFTRZEBAET —F 2 HERMESFHICTFE L TH &
W Thit, ERSMFOEERERDZHOEHL LT, £ D) X 77 L OB
HEXELBVETR (B, B Y) 2RANCHEETIEDICTohd, £, AR
- RISHBROBRIZOWT IV EENICEE T D, EXAEOREMBIELLT
TDso fEZ AV BV IZ, 10%F<w—7 AEEETRIE (BMDLI10 ; benchmark dose
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S

M6

lower confidence limit 10%, V> WRICIBIT HREBARB 1% T THD & 05% DFEFE T
FEETE3HERERAR 0L RV Fv—AREAVDIZELTES, TOHA.
E#Ilc BMDLIO % 10,000 THRTZ & T, 10 FHD 1 (bbb, AEFEY A7 V1)
DREE~DEMIMNTLEETE 5,

e G ERNTAEREY, BOREEY A7 VA THD 10° AV, HRREHE
(WHO. International Program on Chemical Safety [IPCS] Cancer Risk Assessment Programme)

72 OEBMICRASNHES AR L HERENORDI LR TED, —RITCH

H)_EOREE X LTHERAS WA EREFORFEMICER T Shiey —F XRFHEEES
WTWBHERDH D,

R ARG O ROTAERBOEIT, LEMCEESNEEaDERA
BRO Y 5 AHEREL LTYS (BRAET —F B2V ERFEMFMICER L
THhEW, PRI, BERESELT AFAORSACEET 5RFREESNTHY
(15) . “hEBRWT, EXRAERILECAVLNEEIETARAO—HTHD, BE
R T A FNORLFFEREEBTET 5 LR TE 3, SEBRERELT ATV E
WE LT, MERELAWEIED THVRERABE TH Y. Dy EIE 36~1810
mg/kg/day DRI H D (n=15, FARICERRS 2 SOFREEZF O/ vk FU VR
A LTWA) o Lo T 36 mghke/day & VY9 TDs X, BHEREEET NV FALDFF
AERELEHTIE, 7 ABRNERAMEIC L, KL LTEERRETHIE
WRELTRAWAZ ERTED, ZORRAV-IUL, BEDLE TIC (1.5 pg/day) i
FHYF B TDs, T D 1.25 mgkg/day D 105D 1 LT TCH DD, BERREEET AL
D—EERU—EELVECHRO | BERELETRD 05L T L B8RYLR5,

EXRTOEREEREMCHT I —4AEL Y BVCHFOFEEREORECS>NT
V. EEEREISEICHRT L CEPER TTC RESEZRE LAifISd 5 (16) . BHFEOERE
&TdHh D Haber DERIOEHETIL, #E (C : concentration) xFff (T : time) = BH
(k : constant) Ty . —AEL D EVHIMOIAERE (Al acceptable infake) DFEH]
I OEERITES, Lo, BAAMEEERSER UCBEFROASFICESNTY
B, :
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SE: P&efR¥ (Safety Factor) 1| (MHAK
LT ARE 0E (B RME] )

#EH RS L EE [pg/person/day)

1 10 30 100 365 . 1000 3650 25500
®E5 R

H 1 #5HEoBEKE LTHLE 1:100,000 EWHIBREORRAVAZITHYSTIEL
LTEHLUAZERERASO 1 BRE, 73 B THE L TV AHARRE L~V L O,

B | OFRIE, 10° £V 5 RHAY R ST SERFFASO | BETE L 25 B
e DEREREET, TOHEIE, —SEORECH LA K54 L TEAENS
TTIC L3l T 5 1.5 pglperson/day &5 LASAREINTED MTORZENT
Wa, '

—EﬁiDﬁw%@mAPJ5%W%ﬁg§§§g$=%ﬁm

LizBoTHEHLE | BEREL UV, BEHHER 70 EOHE 1.5 pg. 104E T 10
pg. 14T 100 pg. 17 AT 1270 ug, BEREOHEH 383 mg L 23, TORKR
Wh b RE—ORBERE L 2 e, BFAY A7 BEROCR—L23 (10 H0
Do '

REERRORGRIL, BRERTOME R OHERREICSVWTETA R4 0 7 B THIE
L7t BY—4EEL Y EVHMOBREICHELE, £ 1| BERELV_AVE2ET,
BRLEINSDO VI RICABEL DV ELLEWVWED, ZRRLoTHEDIhEE
SEHEIBREHRANE 2B FEERE RS, '
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BEHRAR 6 » FUTTHAEES, BRUEHFE 1 BERER. 10°LWHREBAV R
v&wm%ﬁﬁbrmég%@tb\&$74ybﬁiﬁmﬁbrm&w,@$%%%
FErHe LEPHOoBRARICERATETHDS, Z0BS. RO 7Rk

T, BEFHET 1000 1 KB THLELXDRS,

%7 o
# 4 HABRBLEET B4 B EHROBRER STV 06

vy !

B
(pg/day)

BRI 1 ANT : HliE, HALBEAVLASERR (EH. B
BE, SRmAREg) | ERAME, 7 IRRRY

120

BEHMB 12 AB 1R 3 AEC: AT BR12 0 A0RERMED FUER
FErAgE (HCV) . FEROEEF. HiA 7Aoo P EOFHNHRE (2 A
RE) | WSS, ATEEBIERE (ART) . BREISM, EIRTEE. Hal
BE (FEHEHE | BHREERE (ChbiEiERTH 3B EENRE
) .
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RN 1EB10EE T FIAE, EHS&GEEVWRRICH KRB (BE
DT NINA=—47) | BMETFT S BELRM CHEA Sh 2 FFREFERN
BAFREE (A, BEFHEALR) | I0FEUTOERET 2 LSRRl E
BRE SN EER, AEOERERLRETI 2 ORRNICREINIE
ﬁﬁ(ﬁﬁ«w&z\ﬁm%W\%@@i5&%ﬁ&#ﬁ)\ﬁﬂ%&,
HIV: 7p ¥

10

BRI 10 88 b—4E « AT, BBV MR B A T R B AR
BEWEHEROENE (GLE, IFEEFE. WE. TAY {1 <v—5h
(BEEOTNVYNA+v—HEERL) | FAVERE BIZERESIES,
FRBEATY, BIFRBEAVEVRYE) | IRVR IrT7 01—, HEERA

fE. 9O, HEE 7 MRk, BRSNS, FERERHEE,

EEUERCBEEOT LA —ERERE

1.5

' L oREIBHRFAERLTEY, s —ANAL A THEETRETH B, FZIE,
BEOTAY N <—F0 L 5 L BEDOTHAMRMESN T\ B RN S BEATIZ, £
PEEMOHERAR 0EEZBLIBZBEGTHoTH, 10pgday LWHEEFETE S,

2 0 FEEBADMMICHI s MRARERTHL AR, B LERBARICEI L 1468 104

ETCOSBRICEY TS,

P OHIV iMBEEEE B2 bh B R, ?ﬂOﬁ&LﬁE%mLﬁ?éﬁﬁﬁﬁﬁh AR M D

HIV e EE Sh b,
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FARE DR

PFRZEGE (AI) (acceptable intake) -

EHA RTFA Tk, BAAL) A7 2ERTEABEREL UL, XFEEXITEMEEITERER
T BWSEILDOWTY A7 L R_RT 4w M e DART U AREYTHLTEREV-AVZEKT
B, )

PATRAEME (acceptable limif)
BEIHADORMPOEFTIFERE, FEAERELRCEELO 1 PAENDRESIS,

H|FEHXM (acceptance criterion) '
SWMFIEORERRZITANTREIHET 2 O OREE, S, £ oMo,

HHEEEE (control strategy)

BHOMGERUETECEM,LEINE, BEET vt X DRBHEERCNAAE 2 RETS
HESHEEEO—RK, BEE, RERUMAOEMHE R UHSRENICRETZ T A R
Uett, RERVEROEESH. TRYTE. SROABKVEETIE=4 ) V7 ECIETE
DFEREEE S 5185,

RBERRE (cumnlative intake)
ABRERNCERBE SN BE0HEORERE,

3B RS (degradation product)
R L & IR/ X, #. pH RUKOER. &5 WEEERFNFICEREERHeR
EDRBIE LY, REPEEREZEI L TERLES T

DNA it (DNA-reactive)
DNA & OIEZFRIGIC L Y DNA CEHFREBE 5 B T8,

HRHER (expert knowledge) |
EHA FFA 0Tk, BEF—FOVE2—RUCROBEEROFIAICLY in silico TFMI XL
EEREMOTROEMEEZFME T L%, EMMMRLERET S,

MEEHE (genotoxicity) )
BROBFCERRL, &/AL&Ltﬁ%&E&@%ﬁ

F#i% (impurity)
BEIERLFIAI LA ERE R R I EET 555,

ZERFHEAMS (mutagenic impurity)
BURERRERE Bl2E, WEAV 5 EREMERR) By \Tﬁﬁﬁﬁi EHTDZ LB
BENTWBFHEY,

E'ﬂ BURREERABE (periodic verification testing)
ICH Q6A TITEHRRBRI LA % vy 7RR L bFHIN TV S,

L%
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(Q)SAR KX SAR
EHA FZA Tid, %ﬁ:}‘—&ﬁ%{‘%Ehﬁ_ (EER) SEEYHEERVWE, kEBoa+
(Bh4y) g &= OERREREHEL OMBERREE VS,

N—V 772 #— (purge factor)
BRELH 3 TEATHYOREZERTIRIZHRLTEY, A—VT7 77 ¥ —RTED LRI
TORMM L~V E THRATOREG L~V TR ULEEBESNG, VT 77 ¥ —3HE
TOIRECTHTIHREEH S,

BEHGE (structural alert)
AHA RS A T, EERECEET AEERBERUIST B #iE
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1 A O LB ). ©OTROBREEAICOVTER BREOLD, D/ o
v bR =Ny FORERORHY A OBRZRAE LT, TORERIE, TIC ITE-I REMED
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