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PMMEVVECHIRRT 2, iz, AERBEOSYFEA2FTEERED 15 ng/day THIHEE.
—4ELY HEWVEIBOREM (& 2) 1, 100 pg ESHIMA 1 S£B~104) | 200 pg (1 »
AM~12 5 A) . T 1200 pg (1 # AREE 2015 | HERET CHETES, %L, —H
W7 Y ORAAEI T 100 mg OFEANCHNTIE, FEHRM 1 5 AFRBOTAE | HERE
% 1200 pg TiE7A2< 0.5% (500 pg) ITHIRT A Z &icie s,

73 —éﬁxb%mwmﬁﬂ (LTL) @l&ﬁhﬁ@?b%ﬁ%ﬂii

BEROFER A MBOEERN ) 27T, BRESEBICECTRBAY R 7 7b>iE13[ITZ) & A8E
LT3, Lo T, —AEiblo TEENICENETRESNDERDRIEAY A2 1T,
A—OREREEL LV ERCEY L TRELZBELRATLEZ LN,



TTC i35 < FEARIRTH S 1.5 pg/day i, —EHECHIE > TRHBRBESNTHRLTHD L
Ex b5, ERLDOEREAMMCRT 5 LTL OREICE LT, —EEORFEFAR
(1.5 ng/day=25,550 days =38.3 mg) % LTL BREEHIR P ORWREE B T bl o THEILHRLY 5
FEAEAT 5. Chick Y. TREMAMSO | PEREY. BERAAECDEIBALY
BT BT LRTEB—FT, MARELIEARE L, VA LV ERBEICHRT5Z &
RAlMEL 2B, K2 LROBANDAONELOTH Y, BRBRRMROTRIZET 5, —
AEL D HEVEIED L AEICHE AREOHEEREZFLTVS, FERESOBSITIE, 7
A | AR SN TR RS REICE S S E Th Y, RS ARIEIRY T 5%
2OREMM L BEXEEAXTHE, FIxE, B 1E2FEMRETS (ThbL. 104 HOR
SR8 EERICOVTIE, 1 Ebi ) OFBREL 20 ug k725,

£ 2 : B4 OTFMBICHT D IFERRE

1» A4 14618 10 4558
: L
LS HIR 15 HELF 2w AET S .
1 HERE '
120 20 10 15
[pg/day] ‘
7.3.1 BBAEHE

TOLTLOBS LY, 1 5 AMUT, 1~12 48, R L F2BATHE MIEERERERL D=

COEKERCBITARE SRS U ERFERMS OFFFERENHER LD
(£ 2) , COLHIERELEFAEREIL. T RT7 4 v FEEIISNTWRRWRKRED

TEA T 108D Y 22 L%, BIRBMICIZ 105D ) A7 LIVE#RRLTWS (E6) .

BB 14 BUAOE 1 MEEHRSRIC VT, EREMFMICR L THE Lk 2P AER
BEMEBCEATE k<. RET /e —F R BRAT2 LN TED, 0T 7r—FicBn
Tk, BEMOERFMRSAWE (2 52 1) | BREMESTRACENOERFEWE (75 =
" 2) . RIF Tcohort of concern] WAYEXNARMMOAE, 7 BICEESN TV SHFAFREMT
BET 5 (8 WABE) . SAMAOTRTORMNL, FEREFERMBE LTROHD = &
RO B, CRICHSSEER ORI (752 3) REThTVER, BEHERBED b
B TH. MIEAR LN TWASE 1 HERRRICEV CFE2 M5 = LITEoRA b2y,

732 AR -

RRBLRICRT 5, % 2 OREHM L FERRROSHIL, KESOBESRESLD L FHE
NAYEICH L TEAT A 2 L 2 BRLTWS, ZhboERBEXERATAIHE- T, a2
LF YAk bR hEREORE, F 4 & 7T CERLTVS, —HOBEEERTE, TR
BOSE LD LRYBLDBRHME 2 2BA0855 B, 10 pgday L1 5 FFRBERC
S LTAECHAMIAS 1S4ER Y 10ERB L 5BA) - Jhid. 10EMBRIh 2 KE e 088 THI
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LIciBU R L HBIL T, ERTX 2BEORN (CERZBTEATIL, 1.5/100,000 ~OHE) »
Ei2LN5, |

74 BHOE BRI ET 5 FAERE

TTC 1T E-S < FFAERERRAE 4 OFMMICER T & THhDH, 77 A2Xd7 7R 3 OFMAH
2 ST BHRAL, FANORIEBEZEAT 5, FEOHRBITHESREY 72 2 3y T2
3 OFFHH 3 DU EORAITIL, BRARR UHREROLRFETHAOATHE, # 3105
WERTVAEICHRTAETHS, . '

BEAEFNCDWTH, ThELOARPRS Z LICHRBIT5&Th 5.

%3 BROFMBICAT 50 1 PRERE

. 1x A | 158 10 4R
BORA G IRART | R | nExc | -4
1H
B 120 60 30 5
[ug/day] '

BEERORBICEBNCHEENLY 72 2 RV TR 30 B OHREEHEOHREICZD S, &
L. LSRN ARRIREES Y 7 ACBE L - HEERBEMAE AT (75
A1) W, 2752 2KV TR 3 ORHOASTHEITIEE DRV, T, WAD CERT 5 HM
ARPEICER L, SRt OMREEER L2V, '

75 FFu—FOHHNRURERN:

o AECREMGH (BRI, FALTATE R ) [T 3R MY~ OBER N E
BHTREVES, LY EVHTFEEREOREZESLTE AEARH5,

o HIEKB, 2aRRLNDEE. BYIRELRORBIERA. IRREOBRREARLN
Twé%ékﬁ\E%&%EE@EKODT@%@M%%E%&?&Ckﬁ?%éu

o BIZET 7T FEVUORMEE. N-= b r VR, TAIATY FUBEREO—EROLE
REMMEOBIES 5 AR INAEEYE, WD THRVERAMEE T TEBEERD
% (cohort of concern) . = D & 5 72 b AW ERLTIZAHMM & LTED DHITBAI
i, B OBWESASEICKHT AFERREIIATA FI A4 NCHESNICHEE
WRELVHELIEWVEL 2D ERRIAENS, AV FIAORANEHEET I
LIXETERITSS, EEABRRE UMM ICE T AU EEREY EXbT 5 DIzik,. #i
2T, WRER LEHEE R OMEORESAMT - EFRVWARELT, BE, F—2A
N r—ADFEERFETHRETH D,
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7 BATHARE FROY A7 RS T R TORERBICERTETH Y | FFREREO RELIE—
Bic B iy, BETREIEBMCI. FEORGERTORERT —F Lo TRENT
WBBANE TN, FRLOBEITSVTIY — 23 7 —ATHHMBET 24 EXH D, Eik, H
B2 ) A7 RSHEA LTWBZ L b, CROORIEF BT TOBRERHCEAT 52 ¢
RTEB, :

8. EH

SRS T B OB R UE TR O HEhN D, BET o A OBRBMER OREME
PRIATAHFHEINEEHO—ATHS (ICHQIO) (8) ., FEERIIILITOL S 2FHAE
Ehoh, THLITERELRY,

o WEALOEE (RF WREWE. TRE R B —ROEMEESD)
o RERUEEOEESEE |

o BETROBFHIER LEENTVIFE

o IERAEE (TRARRRUTE ST A—5 ¥ El)

o FERUMACHETER (I, MR

BHARGMAR 102 T % 1, 2, 3 ESRTOAHE, FERUREH 02 OREHD L1 K
FRBEMEU T Th 5 = L 2T 55 BEEOBENEE L 25, RECHETRICEETS
LR UEAOBETRIT >V TOHS 2T, FRR MM ORE 722 BT 5 TR
PR, SEUSEES T ARAL RS, MR OERFMRIY & S ET 585 O
ICH Q9 (9) iZRENFYRIZwRIA TR ﬁ#énﬂmﬁdlﬁwﬂﬁﬁwh
Z 7wk A L FORANCES < FHEEHIE, TRORIROEHE L EIRTRROMBLED
WHHEX, THICLY., BEZ IRCBTTS L L LT, BENSORBRONEEFR/MTD
WERBLND, |

8.1 METEOHRAMBHOTR
FROEEBIE L RET BI0IE, RO 4 DOFERFETH D,

FFrarvl
ﬁﬁﬁ%h$%%®ﬁﬁ%ﬁb ﬁﬂ&ﬁﬁ%%ﬁwfﬁﬁmEEUTmﬁéﬂﬁﬁﬁkTén

iivaylmﬁﬂﬁﬁmowfu\mHQMwm)mgd%‘ﬁﬂﬁﬁﬁﬁﬁ&ﬁmféca
RABETH D, REPOERFERMHO L~ ANHAREMD 30%KRHBTHHLE, S
9 FASZ =L TIHEET D 68y FUE, XTEERr— A CIEERET S 3 5y FUEDT—5
FPRAVWTRT I ENTESHE. EHNRMERREZY L Shd, ZOFFERTZSRVEEI
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%, RS L B v—F L RB IR S S, £OBORMPRII VT 83 HEBHT
ATk,

FFvar2 ,
Rk, BREMEITREORBICTHORRE S H D0, TRATHE LT ORERE
 FEHEL, HE R e AV CRAREML FOEEHEEEL 5,

F7var3 ,

Rk, HREWE XS PEEORKC R ORBE S Y 50, TENEE: LT MH0RRE
ERL, BORMEERVTEEFOTMAOFARERL B sEPHEREEL T, Mz
T, BESHETHMOSE L BREROBEET A TRERCLY ., #HT5 IRICEVCEMR
BELE LT L b, I ORI LN BRI ERETH S T L BRIET 5,

ZOXAT v a Vi, BREAS—NVOFBRT Y RMERPERSND) FvEa—T52¢
12 k0 [EEE R O R A LSS EREED 30% KRR THE I EERELBHITESETE S,
%ﬁﬁﬁbf‘N4ﬂyFX#—WXﬁ%EEZ#~W®Ny%®?—ﬁKiD%ﬁﬁé:kﬁ
TEAH, R IRV 2EBRTLEIE, AT Va3 ORENERTICIRMWOFEEZERT 52
EHTE B,

A7var4

TRAT A5 LERETETMBO LI E L HE (FABOSE L RECET a8 s
i) KOWTHARFEEZ Lo TEBSNTREY . ZORMMICHT 2HRBUE L ShRVviE
EREOFMBO LV~ DBHRBERERR L 25 (Thbb, WThOSKIC LR Y 2z RET
BB .

FREMRMS O LNV EESY RET e AR ITERAT A —FBHfEINLTEY,
AR EENCEAREEY B L TRE T Y A RERTE DIEE ISV L AE LSS
i, SIFRRICAR DY TRER L > WHEREAENCHL LWVA D, £#{ORE. ZOREY
IERREEEORCE SN TRE ETHETHThD, F7 Vs v 4 OFEORSHEETRT
Wiz, B R 7EROERZERTIENTE S, 2OV AIFHER. SR OEE) LR
BT S PREFNSHERVIRERICE I 2 e TE, LFERIGE. WAL, B3R,
A A AR, R ERET ZDT A Likb b oHHAATERSENE, ZOU R
I ORRIT, TREXAFMHOREICHATIHEA-T77 74— LTRLTHLIN
(1 ,

ﬁfv;ygu\KEMKxfﬁt$m%(%iﬁ\maﬁ¢#mo%étﬁmféﬁm¢#:
th)%‘%ﬁ@%mﬁlénﬁ%mmﬁféhé$%wtﬁb\%Kﬁmf%én
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SROBYIC A AAERT 5, b LLTEAINIHFICBWTH, #7/5/4#ﬁw@%'
ANBHBN, TR ADT—F 2 b o TER L LadRiER bRy,

. 82 EEFHEORNIIR

F TSy 4IZONT, FFYav 3 BAKRTHES, RENFBEOAICES T TIRESL
TERWVEE, TRAELIFTHIORT— 483, Zhigi, TROMLFC LS8
HOfEEE ( [28) ) BT 5EIRER, SMny PRS- AOAY FIZET AT —
#. FLTHAI L > THAHMS 2 BERAICHERN L ERZER 7— 085 ( TFINER] ) %z
EHHILRTES, 20X 5 REE, FHHOED - RECETIHLIERETHY . THMY
A EATREE A L ORISR TICRE T A TS SR CE SRETH A L 2 B L TR
THELOThHEEFTIZLPBETHD, A—V7 77 F-BHERT—FIt&EI<EE. T
BEd D R — MR SULIFERFEIC OV TRRD Z 2 BWEETH 5, BRI THY /R
BEFABREEER TN ERBLRVWEELONEGA. N1 vy MOy FIUIMHAO
BAEA Yy FTOBEPRERERRTH 2L, —RNICLENTHD, NA By b3y FOH
Ay Fnb DT —F OLEWE, EREA S — VXA vy PRy A0 — 5 bR
L= T 7 s 5—DRES, Tﬁ%@%ﬂf4/b B FRIBIEBITAMERL M
By 3aRic ko TEASh D,

FFva v 3RV TV sy 4 DRBMETFTZ LS TERVES, kL HROETPRIK
O, IIBRATHRL LT (F7var 2)  HBAIVREORE (720 1) 5
EREMTOTMBICHT 5RBEBD D bOLT 2, ARORKKTETEA SN ST
WL, ZUBERRIARWRY, A7V s | OFBFEOEABERENS,

FREMAMY O -V BHFEREEANTHLBE. [SEMICETAIER BB 0 W55 |
(ALARP : as low as reasonably practicable) &3 FRIZZT L HEM LA THEW. [RlBR I
ﬁﬁﬁﬁW~F%ﬁﬁbt:&%%Tb%%é&<&%IMD

BRE{T-> CHERFEHFMYO L~ 2 FFREMARE TERTE T, OV IVHEEEK
L%ﬁT?@ﬁbﬁﬁLt%@f&é% VUARZ R T4y MATICESE, LY EWRE
BEESETEIEANRDS,

83 ISR 5 MR EE

CLEFTVE VI BRCRBEED D ZEBHRBENR OO, TRTOy FOHFICE
LTA—FUBBESEE LR ThIVEANE ENS, T OFEL, ICH Q6A TERINIHER -
NiZAF v 7RBR LT, TEMRRIERBR] L bFEEZ LT 5, ZOFER, K%%w
R - BABEOTRIC L TRMpRBREShS 2 k&%ﬁf%bfiaiiﬁ@fx%Aﬁ>%é ¥
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ORI A AT S 10k, ITEAFESHERECDS L (Thbb, —BLTHREENH
FrEREARR R AEEL, WU SN, E, TRRCBEEEHEICES TS
TH) REHETHEILICEETRETDHS, RROBE, ZREETMAO L~ EHIR
BETHICY o TREINHEEECES LRVE I R BN, EERORMEEET
Ebics=ehRi (Fabb, T_TOAyFEOVWTHREShETRRERT3) ZEHL,
RESORENHBCHMES L, REEBRERSh, TOIERIFUERRIBICHS Z LB
FITREEN D T THEE LT B2V, ICH QA IZRENTWS & 51T, EHIRIBFEAR
EBWTAES & o B RiFN R Ea L., BREFE L 2P hffERD/Sy FIT
SWTY A7+ RXT 4 bEFHET 5.

' 84 DRERBHOEE

BEFERAT B & 5 SHIBER R A IRERIIT SV T, % DX RERA R A
BT R S N B AT AR R OMRAEGE L BB B AT 5 T L B EETH S, WIE
HI 72 MR A R O BN 2 I 5 7 3, R SN AR IBIT IOV T, YIRS I,
B EHE L R R (P12 E, 40°C/TS%DMFHEEE, 6 % A) M5 o L it

BXhd, b5V, SRR OBENEFOMICT 50, REAZENRR L EH+ 580,

B S IR I T, EEICERE Sh. BRSM CORERIIC RS 2 EmE et
SEBAERT S S LR TES, MR THRERERS L TVRVE, RO B 5 SRR T
AT S . B ORRAR O RBEM A EMT IR, ZOBORBESFICARTH
5 : '

b OIERB OB RIS E | RES N AEHER ORERE T CHAREMEICEN L~
NCHRERIBAEREND Z L B TRISNAHAE, SRERMOLREEERT SR EHS
RKDbND, ZOLIBEE. MCRYMIRINAVIRD | BEShIRESRE (TRREE
BAAV) ToRMEENRRIC LY, BEESHAOSBERYEE=F —T 52 LBHFS
‘hén—&m\%Eﬁﬁ%ﬁiﬁ%momfﬁmﬁ%ﬁﬁfézkﬁﬁﬂbgbﬁm\:h%@
ZEMRBROBRICL > TRE S, ’ o

AR L o CHERREQMAERY O V- NV EFEREREICERTE 20
ERTFRER, FOVVRESHENICETTRZRVERLELOTHERG, VAT - _F7
4 v T ESE, LY BVIPRREREZESKTE D,

85 FGAT7HAINZRIAD

FEL, ATAFTA V@&Eﬁ&b:ﬂ%ﬁéﬂf:ﬂ&f\@iﬁ)ﬁ EER LTS,

ICH Q10 TRLEGEVAT AOBEREUREMOBRFTL, 54 7% Z7VOFERCBT 5,
R R 7 ICESSFRESHNEZ L3 EHL. TRICKVEET A 731 7 AoLEic
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b D e R EL RET D, BREUEE S o 208k, MAEOER»EEEE TEE T,
Mo OmEMSEMONEZEL TEETLIRETH L,

FE TR ORETROBRER CRELGE. %@747%4&Wé¢&ﬁbfﬁﬁﬁmﬁb
nz, SHBBOENETED, NETROBEIEREE EFICTHETRETHL, REENDL
BLn2aEERHETE. IROBMLTREORBEEY S LItKkEL. THEEKEZEET S
ZEBRTE D, , :

BETRIZ AT ML POEEXRET 56, FERUERO BT 5EHIC OV TR
FEMER DD, T OWMIEETROBMIL S RETHY, RELETEICL2BEESD
Wi % 7= 0 CEIARBALETH L0 LR iR b vy, £k, SfEolE
RRMOREREIC SRR B AR S5, DL I RIBE, AN FFA L THAL TS
I 3 i g 0 RIEMEIC S WO B, -

BBOFA THA I NVEPRICHTZY . X L, XEERLTWRWVERNTRICEE LIS
BTk, REBRSHER SN PEFETH L L RREEL 25, Jhit, FFREETORENT=

L FVVIREESRTORVES (£ s IRET v a v 4 OFBEE) | XidsSyFD

EORBRTI2 EMNRBREEAL TV S BACS TIRED. JORBIIETROBEY 2R
A ¥ P TEBTRETH S,

G TRSER O TR OBEMARINL, R % S ST 5 b ORET 1 ¥ A O
e B R UREHIE A L i BIBEH B 5, %%MIEMEH FHtid s A BRI E = 5 —
ENTVWEVES BIE, A7 ar 4RE) ZEVTH, TRBOERSRECEREFER
AZTRAGTA—ZERNE T ENTES, :

b&@é%ﬁ%ﬁﬁ&gvz%A@—%kLfW%EEv*VﬂVbintx@ﬁﬁ&f&%?
H3 (ICH Q10) . HFEFBE TARIN TV ABRICHTIERIX. FBOBRK TN A F7 A
VI HE THFIYRICHRET 2MENH 5,

8.6 FRERBRZBIZEET SRHNEE

BIG - TRICEHT AMBIEROBEZB U TERINL TN EFEHENTWD, LEX-ST,

EeERBITERREY T 11 A W EIRE & T 57— & 13, SRR MR R T
L AFREND, FEUIBARICHEET 5 AR A b BV R B A OB D Mk
Eisgsrid, 7ot AMEFOEAFRICESS VR R—2AOFERERIND, TR
AT AR NEVEE., MHOBERRBEZFTL20I, 7 —F R8T LR/ Sh
TWRWR, FEORIR ThH > CHEERAERRPFRICRB N TiL, FRFEE2IRFTLZDILL
W — 2 pGEEB e b b5, Fio, AL OREHNIBEMREOHRBICITLIS Z & biEHRE

CRTWARED, ESPREAZE D #IHIT I RA S MRAERD T BE T A MV AL RREA TS EELDL

o,
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9, FHFarrF—rar

AL K54 S 5 4RI, Q’F@%ﬁx‘“ﬂ%};i&bf%ﬁ:f@ﬂgﬁg)5D

9.1 BBE

. %Eﬁﬁ%ﬁﬁ#éxwwﬁﬁwﬁﬁwﬁﬁ?—ﬁ@%ﬁm‘mfﬂ%ﬁﬁﬁ%ﬁﬁé
WU CHEMT 52 LAfFEh D,

o 14 BUHOE TBEERBRICOWTHR., 7THETERLTWA, 73X 1TRBIZFR 20
FHidn BT [cohort of concernl & EN5 Trfﬁiﬁ%hﬁ)ﬁ%‘%% . BERFMETHSH DY A
JEERTARMOAMACETARPEEDHBE L. 4 BEEAZE ABRRAREVE
M2 MBERRRICONTIE, OMERL2ET L7 7 A3OTMBLED D L,

o b FBATRE NI AAERRRRIZOVWTHL, (QSAR IZX VW §Hli LA o— B a0
BARETHY, TRCOITA 1, 2T R 2, X7 7R 3 DEBEOHMY R CEEN
TR ONT, BHEHEL L bICHAT L, FHBIZER L i silico (Q)SAR ¥
AT MCTONWTTRRT 32 &, FEEOFMBICET MR 2 AV 5 ERFRERROBER
PRETAIL,

. TE?%T%ﬁﬁﬁw@E%Km%LomTﬁ 8.6 HICTEEBINLTWB L5, 2
F— 2 TrR ALPIRRILSEE R S 05 D

92 FELFI=ANREFaALh (QUERHEAENN)

o KA FTA o TR L BLETRIC BT 5 IR ORFM AL RS L U
TEMY 2 TR Y BRAEIC DWW T, BRRMEAMS O 3R O Z O ROREE Fo
“FBHIE,

o ZHIZIX, insilico (QSAR DHREMER Lic v A7 AORHR, £ L THEIC
WLTIZ TR 4RUT TR 5 DREMPIC OV TREHREMICE - B &
LA EREEDD :

o  FEMICOWTHIEEZ AV 3 EERMRBRYZE L2 HE, YERiconT
RBREELRET 5, _

s BEINFABRUEBFEORYMIZOWTESETAZ & (HxE. ICH Q11 # 5b
ey (12) . PRIz ofRiciE, FRERE, BETIEENE=FZ VU SORE
BV FROCFDRENESEND, 7 a 3R T v a v 4 0EFRFECHSNT
. A—UT7 7 7 ¥ — BT A EROEN, RUEBEIIoARSESE (XX, Iﬁx
T o7 WER~OERERE) OBENEETHS,
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&
M1

72

3

ICH M7 FA K54 0iE Tk, FimA S EE 25 & 2 et 57
DOBRFOFERRINTED., 20X 5 RAMPITIRLELNVICFBShLEZ LR
5. ICH Q3A/Q3B THEEH TV ALZLMUMBROBELRREL Y bEVIEV 22D
ER Eﬁﬁﬁ?ﬁ%éﬂﬁ%ﬁbtomf EHICEENRETI e BMNEL SR, T
U, TABIZQSAR YV — AR A L THIEIC R 2 ERENZ TRT S 2 L BEEN
%, EEREICROTAMSO 1| AES 1 mg #BZ 5EA101E, ICH Q3A/Q3B THEE L
TV BEEEFMEZER TS 2 LB TE D, RPOES 1 mg RIROBE, i CHE
SNTVHELMEROLELRIECHED b, B2 5 REEERBIILER,

EHQ(m)&UOHm¢Hﬁ4F?%VK$MLK+QEWETEF3~w%ﬁwf\
WE 2 AV A EERMRRE —RBRER YL, AR RIS 5 5 FTaEE R Rl
Tx 3 (13 RO 14) . RRIERROZSIECET 5 FBRRROKROEE (GLP :

‘Good Laboratory Practices) OX¥IANZMFLCERT 22 L B3KD 5 nn, LhaLids,

GLP HAZERITEBTF LTV &2, BRRBRUOBEREABEIRTL7—
FE LTHEATERLARDIEESLTLLERT 2 b0 TRV, TO X5 RBEEHR
BRI BCERTALER DD, FIXE, ERWEORRISNE GLP HAlCETL
TR RWBENRH D, BHENEEHEITHT BRI S Ty 2 ABREK
WRESNABRSLH D, HEEPARNTEAVS. RiMEEHERRLNTWIEES
DTGV CIE, BAFORBY A K54 VICHERL ICH KEA LR EAVE
REMREAS, BRI ERRRBETCERTERVWILEH D, Z0O L HREE.
BYLEL LAIBRECORBE WL T 5, ICH (TR L - #BR & O—BckRs
B L ATER SR TV AVRBEORBRICL D, MEEAV 2 ERFEERBY R
A ERTED, : '

in vitro TERIFHLME (W% 2 ERFWERBCBAL) 0 in vivo ~OBREIEERATT

27 b ORBR

in vivo SLER B #9103 L 7o SRBREERIR 00 3 M M iR R

FFrAD==y . MREAVSERFMRBTHIL RERICER LIRS
RN B - WRREYThHH I LExT

Pig-a 3B (M) o EBEFEATIEREEDE GREE AV ERFERRS

S9 FEFFFE T THtE) *

IR (ML) o EEERTAEREEVE (WEER5EREERRS

SO HAEFET CHE) THORAEREBRIEASMEBEN |
TWH{EE%*

7 v MIFREH DNA 654 o ICHIEZ AV 2 ERIEIBRL SO FE T TORBIE
(UDS) o FR:AZBFRBECOVTUTHRREN TS

o RMRIZAWEBHECERSND
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o SNE-THY NEBRTD

2Ry MR o FUBERILEDY (TAh VICREERIBA SRS

iz EFOER E Vo, BALERIELFERHOH S
EumAﬁgm%ﬁQWﬁmﬁ%ﬁbtm%%&ﬁz)
o RBRIOER LB NRATCHHI LEFT

DAt

o FRNDOHLBIEITT,

* REAICENT S REEEEELELET5) EREEYEICOVWTE, RMWORERY 2
THDHZEEMFETIHENRD S,

M4

TDso 2 & DEAAFEDF]

TDso i (EEFARN 50%: RAMBTH Y, HBAY R7 ORWER 12 Thd L
%) 2 O olEORBAMT —F b, (bEWRENTFEEREZEHTAZ L
WTED, 10 R0 1 (Thbb, LEFRY A7 L-UL) OFRE~OERIMEL, B
#LT TDso % 50,000 CEd = & CEHTE 5, Zhit TTC OBHICA bhva FIELE

BLTWA,

&R = F LR R ‘

BERAMEF—FR—2IhiE, =F L3 FO Dy fEiX 213 mgkg body
weight/day (5 v ) . RO 63.7 mghkg body weight/day (=7 R) Thd, FFERED
BHICE, L0iEN (Fhbb, XVEER) Sy b TOEERAVS, '

Bot 10 HICF 1 Pic BB 5| EB2 FEARD Bl BFOX 31T 50000 TR,

_ 21.3 mg/kg + 50,000 =0.42 pp/kg

B ORI BRIEUATOL Ik 3,
0.42 uglkgiday = 50 kg body weight = 21.3 pg/person/day

SOXSiC, 1 BERY 213 pg O=F LY AR FO—AIEC D SR, 10° 0B
mEOERALVAZICHY L, ZOEBREEFIIRHMB L LTHFEET 2BEOFAER
BLR2D,

 RPBAY A7 OFHRICET AR FER OAR Sl g FOIREE

t b & OB L BRI S RO B ARERRN R LRER Dy EEZAWES
EEPBRTARDY I, AFRELERAMET — ¥ 2REFMEFEMICHEmLTL X
W, ik, EEAMFORBENERDIDOEELE LT, ¥ hOY RS OBE
AR BAEVEHR (B, HRk ) 2RMCEET DI fTbhd, £, HE
- BUSHROFBRIZOVWT LV EBMICEE T, BRAAMOBENEEL LT
TDso EZ AV REVIC, 10%rF<—27 HEFEBETRE(E (BMDLI10 : benchmark dose
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6

lower confidence limit 10%, F > ¥R BR/BAEMR 10%LL T THB & 9S%OBHET
EHETE ARERIEHNE 0Ld RV Fv-7AREAVIZLLTED, TOBE,
Bz BMDL10 & 10,000 CHTZ & T, 100 5RO 1 (Fhbh, AEHFEY 27 V1)
PREF~DEMIMELEBTE D,

(Lo ROTARTED, BORAE) X7 LV Ths 107 2RV, HIREIHES
(WHO. International Program on Chemical Safety [IPCS] Cancer Risk Assessment Programme)

T P OEERERAS o gE R AR UHREN LRI IR TE D, RIS A

H) OB L LCEA I3 EIXEFORFENCEMT Shiey — & I EicdS
WTWBRLENRLD,

T REMFF O RNTABRECE I, LENICERSRIEMORERA
BED 7 5 ACEERER L TWS GERAET— #2872 BRFEETRMSISER L
Th AW, P, BEEEELT AL ORER AT R AR ENTHY
(15) . hEHWT, EEMLERIZCIS AW BHBAETAFALO—-#HTHS. HE
(LT LI NOELHEBNBRAEETS - LN TES, ETREELT AL
B LT, RERELAMEED TRVWRAAMETHY . Dy HEIE 36~1810
mg/kg/day DEERICH B (n=15, FERICRERD 2 SOFREZF>=E7urk FY AL
B LTUVB) o LR T 36 mgke/day 2V 5 TDsflix, BEREELT VIV OF
RERREERTHE. 77 ASRNRERAMICH L, KR LTHRECHETH S
ﬁﬁkbfmwézkﬁfﬁén:@%ﬁhv&wm.&ﬁoiﬁTH:&Sg@mi:
ﬁ%?énhv%émeﬂymmnoﬁmluTﬁhétw\%E%Eﬁk?»#»'
D AERU—AEL VEVERO | EEREZETED 0L T2 L BRYLRE,

EESDOEEBEERMBIET 2 ALV VB0 EBEREOREIC2NT
k. BRERBAZRIC AT L CERMEY TIC FREEMEZIFRE LGNS S (16) . FHFAOEFN
BT D Haber OEHIOFE TIE, #E (C : concentration) xFEM (T : time) = E#

(k : constant) Th ¥, —HEL D EVHHOFEFEDRER (AI‘: acceptable intake) DEH
R OFMCESS, Liedio T, BRAEEES BRR CREMM O CESN T
Da '
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18

¥ 38250 g

10000 W7 EWIERAY AL ITHEYTS

1% A AT BHAR

1000

100

10 [

BERITRELEAR [pg/personiday]

SF: T2 (Safety Factor) | (BHARK
LEFRHEEOE [RXE/B/ME] )

1 10 30 100 365 1000 3650 25500
#E5H¥

9 1 SEMRMOR Y LTELE 1: 100,000 2105 BB EOBRAY A7 AN 5EE
LTEHLEEREEFMmO 1 BEE, 7T3IETHRL TOAFFERREL -~V L OLE,

Bl 1 oEBT, 10° VI RBALY AZICHETIERRETHSO | AERELRSA
¥ OEMBEFREET, TOFER, —L£EOBRFIIHLEANA FIA4 o TEHASHD
TTC L3, b 1.5 pglperson/day &\ 5 LUt ES0WTEYD, BITORXERANT
W5, | '

_ o _ 1.5 pgx (365 B x—EJE70 £ = 25,550)
APEL D EWEIMO Al= WRE AR

LisdoTHHLE 1 BERELV-VE, BREHES 70 FOBRS 1.5 pg, 10T 10
pg. 14ETHE 100 pg. 1% H TiX 1270 pg. HEREDBEH 383 mg &%, TOKR
WFERLbR—ORBEREL 257D, EBAY A7 FERIICA—L22 (10 B0
I) o R

BEERSRORRIT. BEERF OB B OHERMBICOWTEIA FI A4 0 7 HTHEE
L BYIE—4AEL v EVHMOREICHELE, EED | AEREVVEERT,
BRELEINLO LA —RICEBELVELJENWED, Zhick-oTHLhLR
SRR EMNEL 2PIFERE RS,
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BEMEN 6 » AUT CHEEBE. BFRLEHE 1 PEREIL, 10 WHRBALY RS
LAUME B BEL TS, EORD, ~X 74y MAEEEIL TR, RESTRE
Erxwpr LEBNOBEARBRICGERTIETHS. ZORE, IR0 7 7R Lk

Hio, BAEHIT 10490 1 CEDb T EEZLNRS,

77 |
24 FEERELERT AL RS OBERER T T U A0

!

FrAERR
(ng/day)

BEHMN 12 BUT : AT, HELABCAVLADERS (HEA.
Bk, AthEmEREd) | biRAlE, VT IHRRY

120

BEHER 1 AE 12 p AE T f2E, BA12 5 B ORERES Hik
SEWaRE (ICV) . HENEEF. Hif o7 AT FROTFHORS G A
BE) | WLMRE. AMEIER (ARD . REIS. EEPEE, a0
BE (FERILE . BIAEAZY (ThbITENERTH 5 S LR E
vy

20

BEBRNS 1B 10T UL, EaRarEvmiich okB (EE
DTNINA =—1F) | RYAETFT 5 BEEE CFER & h 2IRREFIERN
NAEEE (L, BEEEMEaR) | 0EUTOEMNE TS X 5 FlicE
B S n - ERE, AMOERERLEFET T ORRNICRE SR
# 2 (B~ RRREME, 2RO S RPHEKRTE) . REEM.
HIV 72 ¥ ‘ ‘

10

FEMRA 10EBH b—AEE « Fl2 1. RIAVERB LIRSS 5 FTHEME
BEWEHEROBIME (0T, RERANE. WM. TAY (v
(BEEDTNVINAv—HBERL) | FSAEVEE BITRERAT S,
FRBFAAE . BIRRBREAELRY) | VRDR 74—, HERHR
fE. 5O, B, 7 R Y—tERER. BHPAEMER. BIRIERHEE.
FEHER CBFEOT LAX—ERRIR Y ‘

1.5

U o0 EERLTEY, FEr—AA A r— A CHEMTRETH D, HRE,
BEOT AV AT —HO L5 I BEOTHRARRS TS AR 5 SHEM TIE, £
DEEROHBN 10ELZBL D 5HRETHoTh, 10 pg/day &V 5 EEHFTE 5.

2 104ERBABHMICh MBI ZER TH 58, HH LICRBARICESS & 14548 104

* COHBICHEY T3,

3 HIV B MRS L B BB, S~10 FEITRERRICHT AIEFEAEN. BRSO

HIVEICEE XD,
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ﬁ%@%ﬁ

FAIEEE (AI) (acceptable intake) -

BHA RFA T, BRAY RAY P ERTEZEREL-V, VIEEXIEGZENTHER
T ABEIEICDWTY A7 X7 4 v b EOAT ARENTHEIERELV~VEEKRT
5, )

PFEEIREEfE (acceptable lil-'nit)
BEEINA T ORMMORETFARE, FEERERCERSD 1 RAENDRESND,

W|GEEN (acceptance cfiterion) -
S FIBORRBZT ANTREPHET 5 2 HOREME, . £ ofoEREE,

WIS (control strategy)

B OBLE R UBE TROHM, HEPND, Bt 2 % TR R B OB S (RAET 5
HESHEEO—R, TEIC, L OHIO SR BRI BT 587 A—F R
DS, BRERUSEOEESRE. TREH, SRAIBRUMET5E=s ) L /B TNER
DHERFE R EHH5.

REEHE (cumulative intake)

JBSRAERICIRE S MR E OMEORERE,

SYPRARRY) (degradation product)

BRI E & B RU XL, B pH ROAKOER. 55WIEESFIASCERESR kSR
EORISICE D FEMEFELER L TER LS T

DNA Fjtttt (DNA-reactive)

DNA * O{bERRIC LY DNA WEERE L7 22 2 78R,

EMRER (expert knowledge) |
FHA RFA Tk, BEF—F OV Ea—RUMOBEEFROFIBICLY in silico T MTE
AERBEMEOTHOERE ST - & %, EMNARE EST 2,

BZEM (genotoxicity)

BROWFICER L. 77 AL U ERELOBH,

i (impurity)

JE I L E SR AL ES A LA R I A T T B R

ERFHAMY (mutagenic impurity)
BOATREMRER (WL, MRV 5ERFERR) KB Tﬁﬂﬁ’r’i’i’ﬁ‘ﬂ" DI LI
BN TVBARMY,

E%ﬁgﬁﬁfﬁ& (periodic verification testing)
ICH Q6A TIiTEHARBIIA R v 738BR & b IR TV 3,
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(Q)SAR R UE SAR :
KAA BT ATk, ERT— 5’75361%6:}1»71 (BEH) WHEEEREEZ AV, bEBoST

(%ﬁ)% &L FOERRMNM - OREEEE VS,

=77 7 58— {purge factor) ‘
BREiLH 5 TRATHMOREYERT 2BAERKLTEY, /=7 7 7 ¥~ TRO LR
CORG L~k FRATORMY L~V TRULEEEZEINS, P77 7 #—-RHlE
TERECTRTIEEEH D,

ik (structural alert)

EHA RFA Tk, ERFEICEET 2 LEEEH 0T () e
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6% 1 : ICHMT HA RFA  DHEBARITBT 70 4

. JFEE~D | BB~ .
bl | i 2RV

FIRHER O ORBIOFGRY | B WA | MIAA RTAOERDEN

R .

FEERCZORAOERE | B 1 H M7 HA RFAOxisBE

ICH 89 TR Shi-iBHEE | EAM BRAN | MTHA FF A @ AEEN

EKoHREDIRHRE ' ‘

o ERAROFREN ER | BH i R = AT, FHHORERE |

& B TES - '
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W, BERFRTHI D, KFA FT
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EARORELFHLAHRY | #ERA HH 42 EHBH

Fl AR EE

& % ICH BB BV TREAGE | A ki) MAERIENR2 e, H25 ICH HUkiZ

OREBIZOVT, BIOICHM | WCBERGBOALIL, B ICH Ml 3

T TEAEBPEEITIR i BRI TOARBHRE TR L A2

A, YRS ERERL, . .

FEOH 2 ERE LS | @R | EAS | REOSRESERROF L —RKLT

e R BERF BT 5 AR WEIRY , BRFERHHO D X7 B

BMEOEE, THHORET HEBER, BFEEIIEAED TR

BIZRIZERL, ' WRICETERRVC L E T BES

| 55, 41 BBHE, | |
HATR AR TEIE LT 58 | ER BA | AEEMRUHESRIERAY R HR

OHLR (ICH M7 OZEHE 0 &

BENR., ICHSO IZESE R H

HOREMEH LD BBRES
nTWa) &, EMRENS
hTWRWHRBEBEINES L
THI AR RET 585

ERENTWaiH, BEBOFHBO
S TRENE T CIREEEIC SV CEI 4 %
BERHD, 43HBR,
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FRERVBEFEORERZSL | #EM (3 | BA FREC LT M7 VA FTA1 &EH

A H OB %) T5, BROEEIL, M7 A KA
| & A A v DEEFE G~ O RS EE L
(RHEO TR, BHEC oW T, HRFc s
) SN Bd, FROSMBERNULL

0 B\ LA DARERINC K L TRY
£ RS54 UER SRS,

62 : MEIHWAEEFHEOEH

HH 1 F TV 3 OEEERKOF

R X RN D 2 o TRRTHEER L., PREE X P e A RRAFENICREShT
Wh, R A ZEEREHTHY, RESTHLBES, EREXS VT, T A
OHEE X ~DASAA rRBREE 2 ORETCER L, ZhbORBROKRIZ, THY A By
IR X IC 1%TFET 3588 ThoTh, FEEFO TTC IS REMED 30%RMET—ALT
MEINF, ZoWRRE X RREERS 2 2 LAER TWaW TR TERL, PRE X PO
M) A DL ~IALHBE N, O TROBEEIC OV TER SHRED D, o, o
v hA—ARNy FORETORHY A OBRZHIE L, TO/BRIL, TTC &3 REED
0%KRE ThoTe, LES-T, PHME X Fof#h A 0BFRE LT, F#FREELY 1.0%E 7
BHIEEHRYTHY ., FERETZOTMMSE AR 5 LEILR,

CEPI2: ATV s 3 OFERBON | EENAFELAVEASAL I RBN LTRSS~
VERILE LEBE .
WMBEHE Y I 5 TRMLZ2ZGHOE 3 TRTEA I, HEHEHE Y FITid 0.1%KRFE O
B ASEE DOANIEIC Lo T ARBICRHE S TVS, HEREHO 0.1%8 W\ 5 R0 B35
FTE BT BT, A B B 0% COREL A CIIZSWE Y ICIRI L7z ERE %
L TORERBREToLE 25, BED 3 ITRFELT S00BEELE -V 777 ¥—3
RSN, ZOR—VT77 2 Z—kRVS L HEDE Y FO 01%L W RENE, REF
DY B OF WL~ 2 ppm KW L7z ote, TORRIE, FEFO ZORBICHT D
TTC IZHESIREMETHS 50 ppm L VEVWZ b, HEDE Y TOFHY B ORBETHD
01%ITEHE=h, Sy FRECARIIREER S — Ny FOREOT—F 2RYE T8
i,
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B3 7Y a v 2 RO TV a v 4 OFBEIEOH | BERNICEL L TW S ERRIETME
DEH - _ ‘ :

5 TRAM b2 5EEOE | TREMKISEE= t k@B TohY . PROTHY C ZETr7TH
MRH B, ThY CIIE | TRPMEOMEBEEEETHY, FEE= kel Tb b5, F 1
TRPEEFORMY Cik, BEOSIETIIRH S TWRWA, 2R THEET 5 RS H
7. &1 TERDEER, MEZAVAEREERBICRWTEBETH S, & 2 TROARRIE
I ED . 99%0E | TRHPRKE, MY TAEERT I VEERSNS, JHIZTERNRRICL
PHBSN T3, BETSH | TRPMESER= P okaBORECE L TRFEL L 25,
FORITKES F 3 TREVE 4 TRIZEITDBERA v FcESWik, B0S—U7 77 #—H
FHEhR, B5 TRICBT2BREEF . 1 LRPHED TICIRES REFEEE 4
Iﬁ¢ﬁ¢@ﬁ%abrﬂﬁénk(#7v5y2®%ﬂ$&)u&EEﬁWT%5$M%CM\
%1 TRDRMKLFURERS L M TRESAS EFRESNS D, HICE | TRVMELY I
BANCPRL D, LR THBRIIAETA Y, FHilh Clcd 7y a v 4 OFBEIRP AN S
T EREEEN, BMOEREA VIR 8y FAF—ADT—H MR E SR,
#H4: 37 a 4 OFBEEREOM  BEIGET Y

BEF A= NVIEEREOBRMEE T THY . BRIEEHET 2. TORKE s TEMORIEHK
OF 1 TRTEASIND, AROBEOEAS Y MoBWT, $RBOABER SN, HEF4=
MMIBRIT K & ST 5, BRCERETAI LAY, F7va v 4 LR ABEMELTE
D, ERBAS VM 0y A —AOT—H IR ETHD,
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NBOT Y S AOREREERPHECARE COMMIC VTR, RICHET 5 A
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o SIEKHERSR LUz, BEPOFMY OFMBMEICEERL L TWSBELR,
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