=3I FE I 0214 56 1 =
S 6 4 2 H 14 H

FAERREATE (7)) & OB

JEA T R SR A R A R R
( & EY ) i)

NEAERIREDR AU A7 AR 5 729 DO EFE N, DNA i (28 B5 M)
R OFM B ONEFHT A KT A DT O—ELEIZ DN T

RS DIBTERIFE N A Y A7 AR T 5 7= O DEFK G DNA RS H: (28 B
PE) AA OFEAM M OVE B JR Rl B OVFVE D BARBIZ DWW TR, BRI A
U A7 ZIRIT D 720 OES S DNA SOs Mt (ZERFME) AR o & OV
A BT A DN T ) CERE 27 48 11 H 10 AT SRAFAR T 1110 5 3 5 &

AEGEE RS - AR A REEEBEEEN, DT TATA KT A42)) 1ITLD
TL’C%ﬁ& ATT N, A, EIERLEGFHERESE (CLTF TICH] &vwo,)

BIIAAEBEICESE, XA RTAVEZHHROERBVSKELE LT, |
%%@%@Tﬂ@i BEENBEGRERSFICK LEME BN LET,

REB. REHMOFLIZHOWT, BIEROMRESE CICHEBERKRT DD T, &D

72OHR LA ET,

3]

EI=l=NR
1 Hi

B AU 72 15 38 5 0 [EI RO 72 iR S0 R R O (Rt S VB ~ D il 22 ik & (X 5 7=
w\%%%E%ﬂ@l@%ﬁ%ﬁ%ﬂ6Z£éﬁﬁ%éhfmé:kﬁ%\:
DX BREFFITISEZ D720, ICHIZBIT 2 ARICESE | TFEORZEOES K
@ﬁ&%%izf\ﬁﬁ4F74/ﬂm®%hko

2 ARKHARTALDIEN
(1) KHA FFA 0. TRk 14 4E 12 A 16 BAHTEZERE 1216001 BE



ARG 1R R A A R R A TR A W B A RS 0 BIFEED
I T DA KT A4 L DOHETIZHOWT) (Q3A (R2) A KT A
V). R 15 4R 6 H 24 BAHT EFEFRE 0624001 52 A4 57 {844 3K
FAEHFRR B DA B A EESL D 5 BRAIO AT 5
HA RTA L DUFTIZOWT) (Q3B (R2) HA RT7A V) KOVR 22
2 A 19 BATIT3EEEATRE 0219 5 4 52 A G744 3R 5 R 2 A48
AR T2 SE N O R IRER & O & Ak 7B KGR Gl O 7o D D IERF IR %
MR O ERIZ DWW TDOHA XA 1220\ T) (M3 (R2) HA X
) HRTETHHDTH D,
l:#wu ZEE45H DNA }ir“ (ZHJFME) AT ONT, ERRBH S
W e O 3 i 7 K R BT 2 FEAM 7 K OVE BT R DR 2R
L?‘:o

Lk



(il5e)

H ARG M (A A 2
HAREE T =
KEWFFEREE TR HHITER R
BN SRR & 2=
ISTATEE N5 i SR b gt B R



S AR E B 2% (ICH)

ICHFfI T A KA

BERENRAY R 7 ZERT 572D DEZRSF DNA K
(BRI R OFMmEVERTA RT7A
M7(R2)

SRR
202344 3 H

KRG 74 N 52 \CH B EEFS AP RE L TH Y, \CH THEIZHE D, BHBGEE S D
DT TS, TEDStep 4 DIFNE T, RAKZETL \CH D B HIEERICHRIR S S = & 95
HRES T3,



M7(R2)

XERRE

a—F it B A+
M7 Step 2 D FCEEZERICLVARIN, BEREEDT-DOATE, 2013 4F
2H6H
M7 Step4 O F CHEEZERIC L VKGR S, 320 ICH HHIFEEE 2 £ 2014 ¢
R 5 2 L aHESE, 6 5H
M7 M OITIE, [0 % (degradants) | % [ 45 fif 4 e 2014 4
(degradation products) | Z{&#a, 6 H23H
M7(R1) Step 2 DT T ICH BEDA L N—ZL VKRS, BEREEDT- 2015 4F
filiiE DT, 6 H 11 H
M7(R1) Step 4 O F T ICH #a& OHHIM A > N—1Z X W ER S 4, ICH B 2017 4
i HIBEBA DN ERAIN G~ 2 2 & 2 HESE, 5H31H
M7(R2) Step 2 D F T, ML L7= M7QQ)HT A KZ A 2 KT MT(R2)FfiE~D 2021 4
DEELE DT ICHRED A U ANA—IZ LV EKRISh, BEREEDT 104 6H

DHINFE,
Step 4 FHTHR

M7(R2) Step 4 O F T ICH #& &= OHFLHIMA A >3 —12 10 £4R, 2023 4

4H3H

PEETFH - KL TENEHECIRES I THE Y, \ICH DEEY TH S = E DI 55002 X0 T 548
BNZIR Y, WEIEH D F O, R, MOEFY~DIH, i, 151E, #R X IZa00
FFAEND, KLEZH, EEX LK T 3HE602, TOXFEELEE L SR IZTDOLEIZHES
TEEL=FaEHqi, BEED S 0IEH 5002 T 5 720 DEEERG 2 FNEE IR & 21T UL 6700, I
DX ZEDLG, EIEXIZFINE \CH BIHELER T ELE L T B DPDHIZRE 5 2 5 2 & 1381772017027
5700,

KBTI D F FIRHEZI I, 00370 S FEEDRE S £V \CH XIZTm DX EDEE 51T, i)
REHE S, ANXEDRIFICEINT S H LT, HEXITEDHDFFIZH L TEDZ BRI,

LA DFF A1 = DT S I IZB I IR, LI o T, FEIFERE =1 E T 5 X &
(2O TIE, ZDEEHPIAZ 76 RO 2775 2 &,



w e

4.1
4.2
4.3
4.4

51

52
5.3

7.1
7.2

7.3

7.4
7.5

8.1
8.2

ICHERfnT A RFA

BIERENRAY A7 ZREBT 57200
= ST DNA Rt (BEFEMW) Ao ik &k OV E#

M7(R2)
Bk
B e 1
HA RTA L DFEFHELI oot 1
IR oot 2
TR LT BT D RRRTEIIE oot 3
RO LT, BE L OEBIZR T DIKEEBIZ DZE B e 4
BUFN DAL, BE R O BRI D IKGBIE DZE H o 4
T D R F T T D ZE T oo 4
HIARBL S IZ BT 5 Z OO IR oo 5
JE S K OV 1 D AN B 2 BT v 5
BRI oo e 5
IFFBRIETRAID ovvvvoeeeevee e 6
B PRBAFE LT BT D RRFTEEIE oo 7
N REFAD TELE oot 7
U AL DIEFVEIRIT oot 9
TTCITIE S K FFARTEIUI oot 9
LB B 72 Y A7 G IS < FFEARFEIUR ..o 9
121 BRANGET — 5 2 H5 T SEZEFHY (1 D2 TR 1) v 9
122 FEEHIRENME DRI T ZF T S ZELESTPET T o 9
—AEYEL D SEWHIRH (LTL) OBREICET DFFAEEE 10
D31 JERBITS oottt 10
732 THHRILSD oo 11
MR DZE B AR BT B AT oo 11
T 7 —F DOBIFF LRI E oo 11
BB oo 12
BUTE TFEH SR AT DB TR oo 13
EHITIE DRI oo 14



83  EHIAYRRBRIC BT D MRET I oo 15

8.4  IIFRAEFI DEER oo s 15
8.5 TA THA T ILTE L AL B ottt 16
8.6 B R BAFE T B T D RET I oot 17
9 R 20 2 A U T 2 5 0 et 17
9.1 TABRJE o 17
9.2 AELT I =HNRF 2 A b EUERTEATRHTE) s 18
PP P STTPRPTRPPTRN 18
FHRE DRI ..ottt 24
ZEZE TR cvvvveie ettt 26
TR oo 27
8k L ICHM7 A RT A DOHEARRITET DT U A e, 27
3 2 - FBE S DB BEITIED T oo 28
% 3 : ICH M7 i IC W CIFAEIE (Al UIFFA 1 Hig#EsE (PDE) 2R L7ofba®w Y A

B e 31
Lot I Y T 5= OO OO IR



BIERENRAY A7 2B 57200
EES T DNA K (BRFEMW) R oM &k OVE#E
M7(R2)

1. ¥

il

JREEDERL T, FOGHALTFWE ., BRI, B, i, ZofmoBRIAER S D, PEamse
ZOHDOHIIC LY | T XTOFHERE OBAF PRI BIFAE L TV D, £ < ORI O
TOREMMERL OVERIZOWTIE, ICH Q3A (R2) : HHEMMEAERKMD S LIFIKOR
MZBET 204 K742 KROQ3B (R2) : [H AR EFEHL D H HRAI ORI 2B
TEHARKTA42] (1, 2) THREDRENTVDH2Y, DNA MUSHERFIIC OV T, RHH
TS LAOVREN TR, RIA RT A %, BERRENPAY 27 ZHIRT 572012, 25 L
T BIFVEARKI) OREEDRE . . ZRVEMERE R OVE RIS A S 5 ERB ez~ 2
CEHEIELTWAS, KA FT7A4 0%, ICHQ3A (R2) . Q3B (R2) (7 1) & ICH M3
(R2) : [EEIKSHOEGRRER & OMEIRGEAGR H 5 O 72 8O O IR IR 2 R MERER O E iz D VT o
TAZF A ) ZHTETHHDTHD,

KA RTA LTI, BBAV R DB TEX L EFPRINDIERFTEART O L~V EHET
HIZHTm> T, BEMEEKOWEOWEND VAT~ XA NeBETHI EE2EMALTND,
A& D ST RANCAFAET 5 UTTFAET D 2 & BNABRANC T S 2 28 B FUE A O 314l &
EHICOWT, HRINDIFHOMEZIEAND, HESNLFHEZBDICHZ>TIE, Zhb
BAEDJRFOIHA O BI & T HHERAGUENEB RSN TN D,

2. HA FIA 0@ A%HE

ARSCEE, BRI R OB RAN DN T, BRIRBHIE BERE & OV D% O REIRTE AR GG RIS 31T D
e AR T LB RS LTWD, ACEIL, WIS O&GRE AR, KOPAREANCE £
TV DRI A W2 A O F R BOEIR e AR PRI L Ch#EH SN 0D, WTFILHLLTD
LA OB HT 5,
o JFURARIEOEEIZL Y, FROAHMB AT D0, BEFEOASHDI 62 e L UEN
m< 72555,
o HUFLIFOMBR, BUE TROETIZL Y | FHEOSRAERD DA C D0 BEFO S RA
RPN 33 5 M E HEAED R < 72 D8 E
o HIEMITE G FEOEFIZLY FFRINDIENAY A7 LoUTE L EEE KT
EE AP



[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

KA BT A NTREND AW O RFIEDOFHRIL, KIZHT 2O L ORA], 3720
LAMZERIRA A AT 7 7 vu D—ISREES, RXTF R AV IAX T VAT B RS ESE
Wi LRk, ZESE N OV BIE FROR DR L 2 56 G & LT 7y,

AHA RZA 0%, ICH S9 (4) OiEAFHHICKE N TER SN TV DEITHN A ZHEIGIE & T 5 E
SO JF IR OBIAN I A S e, Iz T, o IEIC W T H, JRIEATRFRRE THEis

THEEZAL, BRAY AT OHMERLS ZENTRINDIGER DD, 2O L s, BRIR
PERMH ~DOIRFEIL, ZOFEDOENAY A7 2Z LIBEMEEDL L iFBE26nR0, LEdo
T, HERFVERMDI KT HHFR L~ TR EZEHTE L L ELBND,

KA BT A TR END R OEBIFVEC SN T O, BWEA. Sk, 5B, ROEE
fFOHIRB IV B TW D EIEBIINANZ KR & LTy, A0 BET 2% H Y
IARTA RTA L OBEARGTIIROD, BKAA RTA L TRLUTWDEBERFEN ALY X7 %l
R 272000 %2Mt) A7 dHMhO)F L, VEISCUTHHAT A Z ENTEd, KA RTA4
DM Y 2 7 FHIOJRANE, ®WANZHD TR &4, oA bFE ik S - EZESRINAF oR
MR L, MBS CTHIAT 2 2 R TE 5,

3. —EAl

KHA RFA4 0, ﬁl/f\/l/‘(?(“?(‘ﬁ‘éiﬂ/\ ZEWTH, DNA ICHBHEE S 5 % 55K B4 B
SEZTAREMERDH Y . T K > THRAEFHERT 2R H D DNA GBI E R E Y
Téo_®i9@¢%%V%ﬁ?5ﬁ£F$%#h%g L EE, A DR R AR R
(EHJFE) BRI Xt &b, FEERIFVETH 2 ORI O BB T E OEREF X
ﬁﬁm%@%ﬁbfkw Ry & U CT—MITAFEL TV D LUL Tl e b %#h)x&%%
LT ZEEFRVONERTH D, Lo T, BIEMNRERFVERMS ORE S BE#EL-E k
TOBERIRIER A ) 27 iR 2720, ME 2 2 2 RFHERBRIC LY | Aoz =R
PER OVEBROMLENEIZOWCRHMBZ 1T 5, MIEZ AV 22 BFEMERBROMERZ TR 512X,
NS VTR B 72 DAL RS IS S W Rl S EN A TH D, ORI AT 9 12iE, ATFH]
REZRSCHERD L B —, X a B a— X X 28 MEaHlize &, dx e FiERSH 5,

BTN S TORNWDR DAEFWEICH LT BB AU OBED U 2 7 BT
XHLEBZONDIHARBMELZBET 27010, BEFZHBREOBM (TTC : threshold of
toxicological concern) &9 HE&ENIRE Xiviz, TTC TS HEIR, —MRICIER [CIEE e Hik
EEZBLNTWD, RERLIX, bSO @B & 5 b RS D v BT 5 58 S ALt
T 5., MEERAERN50%E 725 HE (TDso) & HVY, TDso & O MR EARSMEIC L 0 EERA
R 100 53D 1 LD MEERDDING T D, TTC ZiH U TS K O oD 28 5L M Al
V) DR BREEAE 2 3R 9~ 2 BRI iE, 105 & WO B EOEEBRREIRNSAY A ZITHY T 5
1.5ug/iday & W IHENEL(LEINTWD, —HOME 7V — 7T RFEIEFHHEEED E T2,



[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

TTC Z THIZEBIETH > ThH, F@mANTIE, FLWEBAY A7 OR[REEZED Z &R S
TS, ZOMWNERFEMER N AME D 7 )v—71% Tcohort of concern] L IMEEH., 77T %
UK EEY . N-= Fa VLA OIT VX AT YV X AL A TR S NS,

R R BRI, BRI BT R DRRBRANER & 10 T D AT BRI Tl RIS & 2 D F kT Ho12
BRERINTWRNWEFPHEND, ATA RT A4 03, Sz A7 sl OBRg IS &
RIFHEAMD OFBFERELRET D, FABOIEMEIZIRT 527FE ) 2713, EHM’WMLt
LULThD, BEBELZ 100 5 AIZ 1 AOBRAOENN & G%E S iz, BRI I & OV iRk L
WCOFFEFTRERFE N AU A7 1%, HEmICEH SN LIV THhD, BEBEE10HAIZ1AD
e Lz, b0 27 Laybid, b RR—EEICM O OFBEONAERIET HEETH
Dy 3N 1 ANUEESRTEH, DR EOY 27O EFIZULHEY LR, 7k, L
ENTHEPAY AT TR AEERBEEICE SO TH D, —EEL D BEOHIRM (LTL : less-
than-lifetime) OIREFE Tld, BRRBAFER L CRUERGERFOWTNIZEB N T, MM OFFAEIE
EESERELEE LTHRBEDY A7 LA ULEHEFFT D ZENTE D, BBAY A7 L~ULD
BiE Q0 HAIZLAN) ZHRWSHZ LR, Ihx Y A7 IZHESSHE (TTC) AR LY 52
CNIHB D TIRER RS TH V. EBEO Y A7 R THENE L H2 T RETERNHOD,
TTC OBERIZ LD H B L ERFIALEWT ST O L RRREREAHET 52 LN TE D,
JC, TTC OBEMITEE R EICIESNTWELZ b, TTC % kAo & LTHMT LHFEN
AU AT OEFIZIZ B350, FEERIZIE, BNAOREROENX, 10 5 A2 1 A& KIEIZT
[ 2 ATREMEAS RV, N Ty o $E Z F O 72 3B O SR ##%ﬂh%gf%ék%
SNTHAE. BOBALY R OEINETRIN VWL OEE 2N, LEOTXTOELEIC
e, BRI TERFHME THD Z L PR INTAMPIFEI N TN ELTH, 20
REIC T CTICIRE SNTZBEOFEDB A A7 BT LHEIINT 2 LIRS 220, (i 5O E
iU omEI L, VARl XV RESIND,

HDHARMPZE L CEMN Y A7 PR STV D . EOEBRIFIERMBD O BENTFRIND
%ﬁmyxﬁvAquk@é_k%%ﬂﬁét@\%mI&@EM%ﬁﬁ_;ééﬁ%ﬁﬁb
7o) 70 BRI 2 AT RE TH D,

NPT EEORBI T L H L 5N H 5, TDX O RGE, WO ERITIEICET LU 27
I LV RO LR EVEEHEGET D5 Z LN TE D,

4. TRBLHICEET D METEIR

KA RTA AFZMBINCHERT 228 (Thbb, RUA BT A o OFMENC i S 7235
WX DEM) ZEXLTHRWE, HOEOKRBEDEFIZOW TIZERFIERHICEE T 5
LRMEOBFENALEL 725, REIE, KA BT A4 OFMET IFFEH®RIC B Sz il



[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

WZXT D AR EDOLEEIWEN T 5, 85 H (T4 7V A7 NV~Rx VAL R) IiE ATA FTA
YOI B ST 5 S LR HRFEEN G END,

41 JFEEOZR, BEROEBERIZNT IEARBEOER

JRIEDLT, BE K OEPRIZ BT 2 KRB OWEEICIL, HBEWELIEO GV — M, R, B,
TREFMREOELIZL D, BRIFHEAMMI L) BER Y 27 ORBIIAT i 2505 b
DET D, BAERMITIE, BRIZOWTRHME L, ZREICE 0BT RERFEHEAMIBELT L0, &
B WIBEF O BJFMEARMY) OHEFLER G 7B 0 E D v EHIE L e 720, ARIC
KD BEEZ T 20 GEICE, SO BFHMZRD L b O TIEen, flxid, G TRO—
LVAEE SN WGE, ZRFEMERMY OV 2 7590, ZHIC X0 iz /228 BIFEVEAR R 3 4
C 20 EEMTOI TRIZBWTAERT 2L RFVERMB B EMT 50, Lt TR S O8E
HOERFIEARMD NS 2028 9 DCRET RETH D, 2D &9 REFITFE D Bl /R~
DHFETIE, 9.2 HTHEZ/RL T2 X I ICEFHIIC DWW TR L2 T UT e b 720, I, F
IR, XITHEWE ORESFTOETE, &5 WILFEEOMIGEZOLFICE L Tk, ZRFEMER
HZDONTOU AT OFFHHIAETH 5,

Bl MG EE 2 BT 256, oM ER ORET RN HFE S 5 Husl Tliee S
TWBBEFIR E R LAV — R 2 AW TWARHLA S, ZRIFH R OFETEDH I R
RNRRT 4y MR THARIBILE 72 L, KTA RT A Ao Tef I A ETH D, £9H T
RGBT, AHA RTA o TRl i S 5,

42 BFRIDZE, BEROERICIHTHEKBEREOER

RIANC B+ 2 AGBIL RS (B 203, MRS T, AIBOZEE 2R LY) 12X, #Hi-eZk BIFEMS
fEAERY) . XOZBEAT D28 B Sy R AL R O ERER B < 72 D 2 S ATPE D IETERY U A 7 O
EEDbLOET D, YT LHEEITIE. B R~O REEOERICH - 2 PRI A SR 5 Z &
MTE D, FIRICHT HERERR2ONGEE, AN S 2RO FHE 2 HESE T 2 0 Tk
<, RO TWRY, BAHIOEGESFTOZFICE LTk, ZRFEENHMIZONTOY 27
OF MBI ARETH D,

43 THREROBEERERICHTIER

TR DERRFE RN 28D 5 B 4 FUFVEAHIAY) O BREEIE O FFRFAMh 23 24 28 & 7 % AT eEME
WD bOITIE, RKHEOE LWIEE, RHHMOER (Fro, ZREVERAMY 0L ERTOwE
JE TITARVEFAEIEZ L5 & CEE STV, Fi Rl EIZ D &5 DER I
LV BT TII R RD5E) « XTEIED, mWFFAERRENZ N L SN OEEHR L
{BAEMmzZE»TRE (75 ) b, BEFORMH OFFAREREL TR0 Tidzwy, =HE
EMENVRBICEL SN HEREDRDH D, —H YD OHEOHEE IR GHIMOIER D 720



[TETERIFE DS A U 2 2 &M T3 72 00 DIFEH s 11 DNA [t (ZFZJRE)
TR DR VEFE) A F 74 >

Bt #ric I R BRI ST im0/ N R & & Te R R A~ O JSE OPERITHE 5 | il o R
FEHOEEIZOWTIE, Falliz LEE LR,

44 THERESIZET 2 ZOMORNEE

RSN FE R B A DAL, TR ~DOART A KT A LV OBEANNLE L 255800 %,
lcohort of concern) (3 IH) IZHFESNHMEE TRVWRY | RSB EHENRD D 72T
TILBIEEZBGT 20+ EZLbND, L LRt MERGEAGRHIFEOZOOR
JBCHR) 70 A8 BRER IS Mo OSBIAS 2 ST L 722 IS b v, AIc B3 2 8772 — K7 —% (7
TFALXL 2158, 61H) 1%, BERINDFRRBEHEBZ OND, ZORMMIZBET 58T
el P— R =213, BET 286 OB A R 74 ANTEET HEOEWEFAFIEIC L -
THRLNTEbD L L, T—FRa UIMEERBGICAFTELOLELND D, Rk, BEao s
T ALXIT7 TR 2 OERFHEDE D RS PISETICER S NS BT OV TH, BEOH
MERVED, ZROWVWTHOREIZENTH, HEEENZOHRIEREZM 7oL 21T, K
A BT A NGEVFHIMAAT 5 XEThH D,

5. JFEERUEH|FORMMIZEET 2 EH

BIFEED AR ORE I QNS HT G O RS Je ORE ORI AE U 2 ATREMEDS i W EER O M) K
ONEAER R AR DWW TR 2 2 &,

Al DO FAMIX 2 BEREDOIFE TIT 9,
o EENIRE I TV D FEEOARHMIT SN T O RFIEE KRE,
o BIEMIZR AR D ALIFIRPICAFET S ATREME 231 L. ZRFMICOWTOE 2R HFF
1l D WA B % T

BRI S O R AR S 9% FIEIZ, T2 51K 5.2 THTHIAY %,

5.1  ARARMY

EERORHITIEL, ICH Q3A D DB BB Z 48 2 TR PR b A RN G EN 5,
FEEEO R OREERE L, £ D L-UL)N ICH Q3A OAEIE I E O VB2 B % 8 2 D A2 Kl
T5ZENMEIND, —EORMMITONTIE, HEREOMLELRBMERE chH-oTH, ik
DIRESNHTWDLZERD D,

JFEE P OEAER 2 AM & LCiE, HBEWE, HBEWED O REKICEDS GV — b EORE L)
RS END,



[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

WIEZIRE LA O S B, HEWE K O EIERTIZEES DTV A Rl I ON H3smE
NOFRIEIZE D BV — MZBWTEEIC PRI D EIAERDICONTIL, FEICRE b
5V A7 BT RETH D, ORI HONTIE, FEICELESND U A7 XFEAL
nEEZLNLTS BIZIEX, BEWAERL— FOWIIERERHICBIT 5 R i ) | HH T
LIRS D R O RIFHEAZFMT 5 Z L, 2ORY4ME U A7 IZESWTRTZEN
TE 5,

JFIEE OB HEWE (o, TOHEWEO G — MR D> TS 5E
IZ2OWTIE, Z D HFEWE O AR F KB HE D TR DUV CHER 7228 BIFME R M2 B84 2 7
i z47 5 ~&TH D,

HEIE DA T d 2 FERO AR L O EFEICER SN D K9 RIBER RIS O TR, BRI
PECHOWT 6 IHICHE > TR T 2 <& TH .

52  SfRAERY

EBEOJFIRAERR N, RSN RIRESRM T, —REER P ROZETHIEL RED
(2. ICH Q3A O DO E /e BB 2 . TR DL D Lk & s, BAITOEED S
fRAERAICIE, RE SN RIRAESI T, —REZER O R ELE TRAORAETIZ, ICH Q3B
DEE DO VE R BE A 2 TR DAV MR W ONT M 3% D BGE P2 AT 2 A
WEFEND, EEONREARDOREEREL, TD L1 ICH Q3A/Q3B D HEILE D /a
BEA B 2HEICET 5 2 LR SN D, —HOSRAERMIZHONTIT, MEERE D %2
REERBE CTH-> THHENRESNTNDEZ ERD D,

JHE R QM T DIETERI 22 0 RAE L. RIRAESRME T CAERT 2 Z EREENICTRIS LD
IR TB B, AEM 72 AR IX, IR EERER (B 21X, 40°C/75%FH xHE fE ¢
6 » HM) KOV ICH Q1B (5) TR ENTWD L ENZMERET 572D BRIZEHB VT, ICH
Q3A/Q3B DHEENE DM E /e BIEZ B 2 TERT 220, EMIRFEME T, —REEFIZBNT
JEHE ST RAF T E GRS T A WRAERMN G N5,

Bl RSB Dol Bl, B 5 wWrlEakER, K& OBHFE Ry 0 22 EMERR > & 45 7 Fnidk 7a
&L B D MRS O FNER L, AR RFIERHAG O G & 72 DIEER S FRAE R A IR D BRI
RELTRYTDHIENTE D,

A A& O JFH ST RAN TNAAET D rTREVED i < . ARG DIBERN T & % RO /3 fRE R K OVE(ERY
IR RAERMN SV TR, 6 TEICHE » TRSREME 234 %,



[TETERIFE DS A U 2 2 &M T3 72 00 DIFEH s 11 DNA [t (ZFZJRE)
TR DR VEFE) A F 74 >

53 ERRBARIZEIT HRAIFR

5.1 HH & Y 5.2 THIZIR L7 A4 O Rl 2 B IRBAZE th OB T4 2 Z L 3l s Tund, L
MLRR G, FATEDHERIZRON TN D, FI2IT, BRI EMRER & OO EMERER )& D
THEHITERRBARRFICITR/ O N TWRNZ ERH DT, BIERZRS %%EEE% BT DI HITIR S
N55608 %, £7-. ICHQ3A/Q3B T/~ S 7z BIEIXERIRBAFE T DS I S h g2 &
MO HEENRE SN DM DI T2 D,

6. NY— FEEmDOEM

AP — REHlTIE,  EBROAH R OBERI AN 2K LIHE-> T T AL, 235 & LTHH
T 27291, D AJEMERRER & OB 2 v 2 B BIFHERBRICEA T 57 — #1220\ T T —F ~—
AR HRIRFRIC K DD B LETH D, ZDO XD RBHEICHND T — 2 B’ b WiEET,
AHER 2 U o 28 B RRER O Tl 2 B Y & L 7oA & EEAHES (SAR ¢ structure-activity relationship)
DOl Z T T NETh D, ZIUTED ., Rz 7 723, 4 X5 HETE D,

R 1: BENLRERFER O ARMEICET 5 MY O & EHEE

77A | B RESh 3 BHEALE
(FEMIE 7 TH R O 8 HICEER)

1 BN DA RIFIETE S AL (AW B AR A IR LA F G B
+%

2 ReM INEDSTI OB O LS REMEE Gl | ZFAREEE Gl TTC) bLF Cas

& WA BFEMERER T TH Y | SRS
T o HEOREN AT — Z NI W)

3 S A Ly RO & IXBIE L7 | SFAIREEE GiY)7 TTC) BUF C& s
WESHETH Y | BREMRBROT — 2 | 5. ULMEE AV 52 REMERR
PEFE LR & EMT 2

BRIFMENR IR NS AIZ Y A5
BRIFMNH DALY T A 2
4 BIEREAZHT 50, BRBRIC L > TR | FELERFEMERMS & LT D
PERZ2UNT & DR ST B JFEE 3K
Kﬁﬁgiéﬂ:“% (TREPEEZRE) LFE

5 BEMEL A L0, BEMELET D | FERFEMEAMS & LTS
DERIFMES U AIFEDBAMED RN EOR
T T — 2 BFEET D




[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

* IR IR A & B L2 DNA SUGEE R 5, 2 Do B3 2 Pk o &8 BF T
—% (Bl ZIE, invivo B 2R E BRBRICB T MR R e &)

a2 — 2K DRI, M 2 O D48 B ER O R 2 T IT 5 (Q)SAR 1E A W
THEETLHXETHD (6) . AWVICHEMRZ 2 FEHO(Q)SAR THllEZEH T & THH, —>
E. HPRRERIZE S S = _R—=2D ik, ZOBHIIREFN—ADHELE T H, ZAbDO T
HExE AV DH(QSARET M, F IR (OECD) ICk > TEDLNIZAY F—2 3D
—FEANCHE S TWDMENH D,

FABEY 72 — O D(Q)SAR 5 (BEFHHIREERIZEE S < L — N _R— 2D L O i _— A D F1k) 12
%WT@E%L@@W EMIRENARE, F ORI ITE BRIFPEICB T 2 IR&E D 72 &R
WO ThY, BB AHRET 0TI Ry (107 FA5)

MEZIE U T, BBPE, Bk, FRCUIAE RN AT TR RICEDES 2 H e 5 IR MART L &b
(2, Bt am A CFFT 2 B BRI A R T 720, A B a— X VAT MIES S 2T OIS
FIFHFEMORIFRIC I L E2—F5Z2 LN TE D,

ML Shp%EfEE (R 1OV TR3) 27+r0—7 v 7T 5I0F, @UREHENSRET S D,
ANFA B C ORI A2 V2 B R FMRER 2 TS 2 2 L8 TE D, MIEZ AV 528 B MEER
ZEUNCERL (F 2) TOMENEETHIUL, HEICESBEEIRRss s, &
72 HBEEEEFIEHERE I (F D o 2D ORMIITIEL BRIFIE R & Al g RET
b5 (X107 F7RA5) , MEZHNDERFEMRBROGREPEGETHIUL, SR F—R
P B R 2 B L 55 (R 1DV TR 2) , BT, RO L)L % @) 27 F A BR il
TEHTE WA, MEZ AW 2 BFEMRBROKE RO in vivo S:0F TI2E 1T 5 Bl & B+
L1202, E ORI % invivo BARFZ2RE BB CHEET 2 Z L3RS 5, Lo invivo &
BEMERR A BIRT 212h 7> TE, ORI ONERET K OTF A8 S 0 D BRI~ O EE I
B 2mRIcESE (1 3) . ZORFEINREYMEEZ R T HLENH D, in vivo RERIIREFD ICH
BEEETA RTA U EBELTT AT RETH D, Y722 in vivo REBROFE R, LA
B OREMEAZRET DBROENT T D52 &N TED,

B 2 I 2 28 BUHERER CIR SOOI BE L B 2 sk LIRS B TH 570 bIiE, £hb &
s EE#E (BIE, [F CHALOMR CALERBREE O ESRE R &) 2RO NI 5
JivE LT En D (R1Dr7T24)



[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

7. U R 7 ORHEARMT

6 TEIZFLH STV A NY— REHMBIOFE R, £ AR MMIIE 1D 55D T ADNTHNIHIES
N5, 7521, 2RI EENA R HNT, HFREBEREOETICHWD U A 7 EeEfi
HroJF Al 2 ARE TR 5,

71 TTCIZES HFAEBRE

ZEBRFMEARR O TTCIZH S FFAEIE TH 5 1.5 pglperson/day id, U A7 SR T X HFEE
(B ORI N A Y A7 1 ZAEJERBICBWCTL0 500 LR EAREINTEY, — I
T2 < OEFEMTH L, FEICHWOHAREELFE T BEELS LTHEATE 2, ZohiE
FEE, BHEE (10F@) #HIYE LIZEEGF OB ANET — 52 D35 530 TR WS BRI
AR ESND (77 A2KD3)

72 ALEMRRR Y 27 FMICE S FAERE

121 EPAMEBHET — 5 857 SERFMETMY (F1 02 ZX1)

TRIRBENAINET — HBFET DG, HREREORNZ AL LIAbEmFr e ) 2 75
fiz, TTC IZHEDFHFAEMEORDV ICHEMT 5 TH D, BMOERFIEENAWEIZHS
WTIE, ERAMEDOR S 2 EASIMTT S2BEEDTIEIC LY | (baRrRFAEREL R T
Do OV, EHEMBAEETHEN SN TWD KO RSN/ ho U 2 73 HEFELZEH L
THAEREAZFRH LY HERYERAR L TODOBFEEAEHA L TH LW (14

AR 2 R T ERR AR L N N2 /AT 27 — 2 2R 2 LIk 0 | BN AWE
27 F A LAEFBNEBL L TO D RISV TE, LB R RSB RE 2 F B T &
D (7T ARpERMRFFAIE IR, 1E5)

722 FEEH)ZEE DRI XL Tor S ERIFIET Y

DNA DA ORER) EAHBEAER T 2bA 721 T2 <. DNA KIS LA TH . ARKGRERAIE
HRIE CTd D 0 FERIRBMEZ FF O L 9 RFFEET 52 2 L8, REBICRMENTETWD, £
O OIEMIZ, Bl 21X DNA & O#EEALETORUE 2 fiFmEHSC, FHE S 172 DNA BT ORI IME
BREIZRY, FHHi STV DAL H D, 2 bDEW~DOHH Eoxtice LTk, 7—
2N ANFAREZR A . HEAEf& (NOEL : no-observed effect level) DI[FEIE & ~ieF4%% (ICH Q3C
(R5) ZMR)  (7) k3%, A 1 HEFERE (PDE : permissible daily exposure) Z R4 2 Z &
NTED,

IbEWE R ) A7 5 (7.2 TH) TR LA EREIX. SHicBir 2RI LT, &
H (731HKLOT7321H) ICHELZLO LR CHERTHET 00, 6 L<IX 0.5%LL FOWT I
MMEVMETHIFET 5, Bl 21T, AJEREER O(L AR RN R EREN 15 ug/day Th D556



[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

—AEL D AW OMRE (322) 1%, 100 g (F5-HIS 14EHE~104) |, 200pg (14 A
#~12 % H) | XX 1200pg (1% AKNE) VW) 1 AEBEREE CTHETE S, 2L, —HY47
D OERHEDMF 21X 100 mg DIEFNT DWW TIE, BEHED 1 » HRHOFS 1 HERE % 1200
Mg TiE72 < 0.5% (500 pg) (ZHIBRT 2 Z L2z %,

7.3 —AHEEXY BEVHIHE (LTL) OREICET 2FFAHRE

BERIDFED AE DOFEHER Y 2 7 5HfE T, BRERG RIS CTHENA Y 227 BN+ 5 L 8E
LTW5S, Lo T, —AJEI bkofLﬁ%’ﬁﬁ%f&ﬁéﬂéEA@%%AUﬂ?H
[Fl— D AR EE B 2 K0 IR L TG L2 FELEZOND,

TTCIZH S R ERETH S 15 uglday 1X, — D> THEABRBESNTLLETHD &
Ex bbb, ERLFOERFERMMICHT 5 LTL OREGERICE L Tk, —AEORETE &
(1.5 pg/dayx25,550 days = 38.3 mg) % LTL Mg IIf] h OfRIgER H 5 kaTﬁ#LAE¢5
HiERERT 5, Zhicky, ZREMERMYO 1 AEREL, BENS —AEICDEBE LY
WM< THIENTEL LT, ARG HIBEAELG L, VA LV EFRBREICHERT 2 &
NAfEL 705, R2IZELOMENLEONTZLOTHY | KRB ERE L OHRICBIT S, —
AJER D BEWHIHD O ATEIC DI 2B OFAERELZ R L T\ 5, HEEGOHEICIE, 7F
ElHﬁ@%i&%éht%ﬁ?iﬁ<@&%ﬁﬁ_%O<A%T%D\&ﬁﬁﬁiﬁéﬁéi
20FEGHM EEESELRETH D, HlxIE, @ 1E2FEMBEEGTS (Thbb, 104 HO#
55@)E%m_owfi\l@%t@®ﬁﬁ%ﬁ%ﬁﬂngﬁ&

R 2 : x4 OFMBIT D HFARERE

15 AiE 145 10 Fi#
: 1 L
B PRI e | w0gEc A
1 HE
120 20 10 15
[ug/day]
731 BB

ZOLTLOBEIZE Y, 15 AT, 1~12 5 A, KO 1VFL28B L2 TH AR 21 2 5 %
TORFBRZICE T 5 RE SN BGHRICE U R FEEARMD O REREN R SRS
(% 2) . ZOX)MIE LEHFAEREIL, $F%7 1 v bR SR TO AR W ERRBRE D
WIHATIZ108D Y A7 L~y BARBINCIZ 105D U 27 L~ULZ#ERFL TV D (716)

B 5 B 14 B LN O |ABEERRBRIC OV TiE, ZBRFUWERFIMIT S L CTRHIE L- A B R
AEEIHERT S 2 & BT 7 —F 2T 5L TES, ZOT7 7R —FIZBWNT
X, B OERFEWERENAWE (772 1) | BRAMERRHAOBEMOZERTHEDE (77 A
2) . J O Tcohortof concern| (2 SV D NI OH % 7 HICFEH STV D FFA IR EE CF

10



[TETERIFE DS A U 2 2 &M T3 72 00 DIFEH s 11 DNA [t (ZFZJRE)
TR DR VEFE) A F 74 >

B35 @EEZK) , 2NN OTXTORMPIL, FEERFERMY & LTS Z &M
TE 5, ZHICITEGEHELZFHORMY (7T 2 3) NEENTWER, BEEENEOLND
72T T, WA G TV A | FEERR RIS W TRl 2 Ehi T 5 Z ST 27 blavy,
732  TikEE
AR AL I35, & 2 OBRGHIH EFFABIREO SEIL, RS OBENREEIND & TS
AR L CEATAZEZEM LTV, ZRODOEBREZEHAT HICHZ->T, Hixl
SFVAICE bR EREOREY, #£ 4, E 7T IR L TVD, —HoBEER I, ki
DR ED EREZBZ HIREME L 2286083825 (Bl 21X, 10 pug/day & 9 FFFEBIEIC S
Lﬁ%ﬁ%ﬁlwﬁbkwiéhzé%é)o_ﬂ . 0BRSS D R OEE TR
TR A7 LB LT, WX HREORM (Sl 2T, 1.5/100,000 ~DO#EE) L&
bbb,

74 BEOERFESMYICEET 5 A ERE

TTC IZED < HFFEIEIIE 2 D AMBIET T RETH D, 77X 2XIF7 T A 3DOARHIH
2 OIHET DA T, 1@%'J®BEV1E“%:LH§?6° JRFEDHRITHIE SN2 T A2 T T A3
DAH A 3 SLLEDZEITIE, BRI K O O L FRFEPERMIH O A FHT, £ 3 IZFEH
STV D AEIZH] KE'@“/\%“C%%

FLEFIZHOWTIE, ZNENDOAZSG Z LIl T ~xThH D,

XK 3 BROFHMPIZHT 55 1 HRERE

15 AiE 145 10 Fi#
51 15 AL
B AT At | 10fEc —
1H
R 120 60 30 5
[ug/day]
JREEDOBRNMERNCHE SN F A 2 K7 T2 3D DI SFHMEOHBEICED 5, T

72U, ALY BRI R EREESC 7 T ACE L 2R ERREE A2 AT 2 R~ (7 F
A1) NE, VTR T A ZORMPOETHEIZITE O\, Fiz, BFIRCTARKRT 5 ofiE
AT EBNER L, AFFOREMITEA L2,

75 T Fua—F OFIHN K OTERME

11



[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

o  EMONEMERS (BFZIF. BALT AT E KAL) ICH¥RT A AR~ iE &)
OTREVGE, LMV HFAEREORELZ EALTE 2580855,

o HIERAE. RMVBIRONDGE. BRWFRIEMLOERMERE, UTTEFRIEORIRBDR 5L
TWHHEAITIE, WY RFREREIC OV THEBOFSNE EYLT 52 &N TE D,

o BIRITT 7T MR UBRMEE, N-= hu U TARAT Y % MR & O — 0%
RIFMEDE OWE Y 7 A SN DLEWIE, WD TROIED AMEZ R AIREMED &
% (cohort of concern) . = D L 9 b SN EIR LTI A M E L CRD LA
T, T DFRONFENAMEIK T DFFERIEREIIART A N T A NIHE SN TRFRE
WELDBELIRMEL 2D Z LR RIAEND, ATA T4 OFAIZHERT 5 Z
CIXAIRETEDY, BRSPS M O IR B (T 38 1T D PR IE IR & IE X T D 720121,
ZIE. TR HRELE A R OMBE OR B AT — X BN L7e L L T, WE, F—A
NA G —=ADTEEFFET DS TH D,

7 HTIRARTZ EFED U A7 5HGRIE TN TORGREICEMA TR TH Y . FAERED LE LIT—
RICHELE Sy, BETNEFSMIIT, FFEDOHGRE TORENT —ZIZL>sTmahT
WOHEENEEIL, TNO DRI ONWTUIT —ANA F— AT T 20BN NHDH, Fiz, 18
TRV AZEEEA LTS ZEMND, TRHOXGEHTIEITT R COBEEMEAT D Z &
NTED,

8. B

F ERING 1 RO O B B O TR DB &AL 5, ST 18 2 ORI AL B DML X
ERFAT HHES N EEDO—ATHS (ICHQL)  (8) , FEMMSIIILTOL 5 2TANE
ENDLR, ZHHITRG 720,

o WEFMEOEE (5B HZEWE. TRE R, B, ke at)
o i KL UL E O EER A

o BETRORGHIFELGENR TV L EH

o  TREAEH (IERNRBRAKODIREAT A—Z2aET)

o JFEEKRORANZBIS HEEH (BT, HIfTER)

HHRMHNE LD T AL, 2, 3EINTWDHIGE, FEERORAFOZE DR D L~
TARREMELLT TH D Z & 2T 2 HEIE O RN EE L 70 5, JFEEORGE TRICEE T 5
{2 R OBIAI O BTE TR DWW C O+ e i, K OBAI DR A1 72 22 BV B3 2 BRAR
L. EOIRE AR T DAL 2D, WA O RIFME NI & B B 5 BRI OBHFE 13,
ICHQ9 (9) ITR&ENT-V A~V A Ly hFak AL —F+ %, 8E KO TEROEME N Y
AT =RV A L b OFAN S EF IR IT, TRORGH R OE I & #7220l oM a6 b

12



[TETERIFE DS A U 2 2 &M T3 72 00 DIFEH s 11 DNA [t (ZFZJRE)
TR DR VEFE) A F 74 >

HAEE, XY, BHEZ LfICBITT 2 & L bio, kil ORBRO LB 2 R/N2T 5
WM GELND,

8.1 HETERHBRAMYHOEE

JF S O PRS2 B 2 1213, IRD 4 DD TIENATRETH 5,

ZTFvavl
JFEED BRI A ORER %2 & D, WU omiEEZ AW CIFRREMLL T OEZ HERXEL T 5,

A7 a1 OFERFIEITOWTIE, ICH Q6A (10) 12H3% EHRMRERBRAwEMA 2 2 &
PHRETH D, JRIEF OERFNERMB O L~V BFFRIREMD 30%RMTHDZ L&, /(1
Y B A=V TIRERET D 6 Ny FULE, IFEER S — L TIRERET 5 3 Ny FUEDOT —F
EMOWTRT LN TE D56, EHIBRERRNEZY L SND, TORELHTZ S RWEGEIT
X, FEOBMKIC Lo —F RO HERIN D, TOMOBEIFHRIZOWTIL 83 HESRT
HZk,

FFvav2
JEEE, HRWE SUIF RO B ORER 2 G 50y, LRENEEE L TREY ORISR %
Fhii U, w8722 ik = O CRREARREEMELL T OfE A2 HIE AL 5,

FFva3

JEBE, R E ST MR OB ISR OB 2 5 570, TRNEEE L TR ORER %
FEhi U, #7220 triE 2 W CRIER O R OFFRREME 28 2 DA HELLEL T2, Mz
T, FEFESNIAMP) OZE) & BREROBEST 2 TRERIZELD | T 2 LRICBW GBI
e nEmeE T e b, RO LAV RBREMERGCH D 2 & 2 IRFET D,

ZOF T a ik, KRERA S —LVOFERT—F (RINERPHREIND) Ll ba—T52 ¢
(2 L0 FEE R ORH) L~V BFERBREE O 30%A5M TH 5 2 L 2R 24104 {ETE 5,
MBI UT, S ey FATF— LV UTEEFERr— LDy FOF—Z 2LV EMTLHZ LN
TX%, 1R N2%BRTHL, A7 ar 30RYMERTIIMO HIEEENT5 =
Ly TED,

FFvarv4

THRRT A =X LIERET HRMP O L) 5 2 D58 (R o268) & BREICET 204 5
) IZOWTHNREEL > THMEINTEY . ZORMMITKT 2R BN MLE L I nE
EIRIEORF O LA_NUPNFHFEREMFEART & 702 (Thbb, WTNoBUEIZ S RNl & 5idi 4
ZDMEERTRN)

13



[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

BRFMEARHY) D L~ EE I T 7 AR TR RT A — 2B ST, R
T IS B JFR PSR AR IRE 2 B 2 TR T 5 U 27 NI TE HIEE/NI WV EHE LI GA
X, ATERRERIC D ) TREEIC L 2 EBERIE N EY ThH D Lz D, £ OHA, ZOFEY
RO RSN TEY L TIUT 0 Th D, A7 v a v 4 OFIEORSEEZ 7T
WIT, BEHY 27O BEHEEZFHATHZENTE S, 20U 275, R ozEE) &k
F\ B DB R R O TR R IC S 2 N TE . ALROGNE, WARE, FEFS M,
A F AR, R ERET DO TFA v LEEb b 2WHNATENEEND, 20U X
7 OFEFIT, TRICE D AP OBREICET 2HENS—T 77 74— LTRLTH LW
(11) .

FFa v 41F, RNERICREERRHY (B 21, KL ERLHIOBRICKIET LT 4=
e ) R BEAENICEA SIRIICHRE SN A RMmICH L, Bl Th 5,
BREOBBICRM N ERT S, b LUITEASNAHAICBN TS, 7 3 > 4 N
BRHDHN, TR REEOT — 2 %&b > TIESE LARTIUZR S 20,

8.2 BEIFEORFEIER

FT a4l onT, A7 ary 3bHEEKRTH LN, FHENFEIOIIES 2T TIRIEYS L
TERWGE, BEFIEE SR T 5007 — 2 P HfFSiLd, ZHuUdid, POz X 5 R
WorEEZ (158 ) (T 28 REHR, A vy FX T =10y FIZET 507 —
Z . Z L THAIC L > TUIRMP 2 BRI L7 RBRE R r— L offg ( TIRMSEER ) %
BHLILENTED, ZOXIRYGE, AMOZES) - [REICET 2mISEEETH Y | Al
DSFFAR R 2 8 X TR IR IR B T D rIREME DN B CE 2 RRECThH H Z L & —H L TIRGE
TE2bDTHLLFENT DI ENEETHD, =V 777 Z—DBHRET —ZITEI<GE. T
P S D Al — ARTFVE AT FEARAFIEIC DWW TR D Z E N EETH D, BIFERE TH W /MR
PEETNVNEEERA T — NV ERF LW EB I ONLGE, /54 12y MOy F TP D
FAEPE Ny FTOME R ER AR T 52 LD, —RAIITE TH D, Ay by FROHE
HEPFEN Y FNEOT — X OVEMT, ERERAr— L If vy NRAT—LOT —& b HEH
LTeR=U T 77 8 —DRES, RMHOFEANRA b, ROTiLRIZEBIT DBRERA M
M4 2makic k- TEASNS,

F T ar3IRPAT a4 OREMEERT I ENRTERWEGEE, B HIEWE I RIAE
OB, TTRERAFEE LT (F7var 2) | SH5WVIEFFEEOHK (v ar 1) 1o, §F
KIREME TORMMIAT 2 BREEZOL2 DL T D, GROEK TR TEAIND Mo
W, ZYUMEDRENRWIRY A7 v a v 1OEBEGEOEAN RIS,

14



[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

EERFVERMP) O LSV PNFRBEERBG CTHHGE. [ABEMICEIT AR/ IR Y (KT %
(ALARP : as low as reasonably practicable) &9 JFHIZ 29 L HiEH L7 < Th L, [FAERIC
RGN — FERRLIZZ 20T LE RS R ED L,

BELAAT > THRRFIERM O L ~L 2 FREIREAEARN £ TRTE . £DO LR EEE
[CEATHRERMR VIR L 72 b D THLHE. UART « "R T (v Mo EESE . K0 @EmVIRE
A IEX LT 25E0H 5,

8.3 EHHIRBRICET OREEE

EReA T v a i, HRICRBRZE DD Z EBRERSND OO, TRTON Y FO M IZER
LC—F Uizt L THLXWEAEREEND, ZOFEX, ICH Q6A TEMIRIER
XiTAF TR E T, DEMIARGERAR) LS Z LN TE D, ZOFEZ, Ao
AR BABO TRRIZE > TRMIDBRESND Z L2 FEFETE 520 1XHE G608 H 5, &
WHRGERR A AT 2100, TEMFHILREICHHZ L (Thbh, —B L THIKEZTH
e mnE e M A AR PE U, U, SR, . TREROEEE B ICE > TV D
THE) BEETHLZEITHBETRETh D, RBROFSR., ZRIFH AR O L~ L3 E IR
BREAT OIS oo TRRIESNIHERLEEICHA LW H 2 2 EnbuE, ERMLORIEEF T

EbLICREERRR (Thbb, T XTORYFITONWTHESNEA 2RBRT5) 2B L,
R A OJRKR DS HE S, RERENE/R S, 2O TESFOEIREICHS Z 03
EpﬁﬁéMéi?ﬂmbﬁfﬂiﬁ%&w ICH QBA /RSN TWAD X 91T, EMAIMRGERER
WZBWTAREG & 72> T2 EI TR Ric@mm L, 3Bk 2 i L7 7o g D3 FIC
omfvxﬁ-ﬁz74ykéﬁﬁiéo

L}\_s

8.4 SfRAERMDER

BERIFMA AT D & 272 SITIBTER 72 53 fRAE I DN T, & D43 R i 73 JFUHE K OML A oD
BOE TR IR E SN DA ERE R ORF R L BE N H 2 0BT 5 2 ENEETH D, BTE
(72 53 iR A OO B 2 FIT 3 5 7o 00 . R4S ST EEEEREIC IV T B AR A TiE A V.
YN FHE L2 EZEE MRS (5] 21F, 40°C/ T5%DRRHEE, 6 » H) &34 5 2 &3
ﬁéhéo&éw@\”ﬁﬁﬁk®%\ﬁ%%%ﬂ’#ékb\E@%%¢ﬁ$%£%féﬁm
R INTHIREEFREIZIEW T, @YNCERE S, mRS: T OB E R AT [R5 7o B2 E v
R A £ LN TE D, B i%tﬁméhfwﬁwﬁ ATREMED &> 2 Sy MR I I BE
D HFRZFED N TER 72 0 AL Rl O B A2 BEAR 3~ 5 121X, Z OFEORBRBFFICAEHTH
%,
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[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

TN D OINERBROME RIS E | BE SN OISR L ORAFSRM T THFAREEIZITVD L
VTR ERR S D Z E BTSN D5E 13, DIRERY DL A2 E BT 5 B M2 23
RKOOBND, ZOXDRGE. MICZEEIRISNRWVIRY | BE SRR (keI
Bz V) TORMILZEMRERIC I Y | FEIIRAN OSRERY 2 =4 —3 5 Z EBEIFS
No, —MIS, REIFIESRAERDIIC OV TRREZBET 2 Z LN E H0iE, Zhbo
ZEMERBROFERIZ L > TR E D,

BUFB 6O AR T S o T b SR AR A S 0D L~ L % R IR A BT & 220 2
LTS, 70 LAV A B FATATREARIR D R L b O THEEA, U RS « NET
4y MHCES X . LD TR A LT B,

85 TFATYAIN=TXVALE

ARIEE, BKAA RTA L DORRABRITEKR S W] E~DEHZEX E LT,

ICH Q10 T/RLEME T AT LAOHER R OEEMO BT, 74 7 A 7 VOFKERIZBIT 5,
RN ZA7IZHES FEEAWDZ L 2LERH L, ZAUCK VBT A 704 7 L O8I
b= 0 MGE A RET 5, B R OME 7 o 20 HEkIT. OB LS E TR ST,
L OMFEENFEMOYME® L CTEHET & Th D,

JRSE S TR D B TR OB K CYGEITEE . 207 A 794 7 V2% L Tl T
N5, EHEMOGMEL T D, WE TROBEMERZ EMICHHMI T & Th D, EEEND
BoN DMz f AL, TROMEFES TROBEMEL S Sl L, S A+EET S
ZEINTED,

BUE TR T 2O NOEEEZRET 256, FIELOBA O S E 5T 2581 O TR
THMLERD D, ZOFHMAITRE TROBMICKSIRETHY , B LEERIZL D EEL
W3 5 72O 23RBS BTl 2 02l LT U T ud7e b e, £, oinikodsE
INAHW DOREEREIC SN D RN B Dy ZD R I REA, AHA FTA L THBE LTS
KO NTHHIREE DL RV DWW TR 5,

DT A 7 A 7 VEHEIChEZY BRI LU, UIEK L TORWEFEN TRICRAE LS
Hl2iE, RBRAHERE S NS0 FEHM T2 2 ENEE L 2D, ZhuE, IFAREE O HEE =
2 TPEBMENTWRWEGES (7Y ar 3 NI4TV ay 4 0FEGE) | XiFAAyTF D
L ORBCII < EMHRBRAEN L TWASBICE TITE D, ZoRBRIIRE TROBEY) 2R
A FCHEMTRETHD,

MRt TR B O TRESHAME O BRI I, AHli 2 @I E B 5 720 OIS 7 1 X Ok
fed DWUMWEN OREINCAM L2 256030 %5, St TREEIL, A2 B HEIICE =5 —
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[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

ENTWRWEES Wz, 7Y ar 4728) [ZBWTH, RO ARSCREICEELY 5 2
HBIBNRNTA—HBRIPLTBHZLNTE B,

HOLPAIEERHIIMES AT LD E L THNHELFE~YRI AL P Tk 2005 E+T&xT
»5 (ICHQ10) , HFEEH CARIN TV AIERIZKTH2EE X, BMBORH L OTA F7 A
ANHES THEIY RICHE T HILERS S,

8.6 ERRBARIZEI T HMAIFR

Ui & TREIZBIT 2 A0akiEBA R OmFEZ B U CEREIN TV R I TV D, Lo T,
B PR B R BR B P (2 5 U 2 BRSS9~ 5 7 — 2 13, RS IEAGR BRI LT Z
EMTREIND, JFRESIRAIPIAFET D /REME & b i\ WA )T 2 08T OELY $1A %
BRESED70, Ta AMEFEOEAFHICHE S U AT R=ZADFiEMEREN D, FHR
TFAET 5 ARErE MR VA @%@%ﬁ%%%i%#ék :\“ﬁ?~&isz%%ﬁéh
TWRWA, FEEORILTH > THREPEARRFEICB W T, FHGEE RS 5720
Wrr—2 @bt bd s, £, m%ﬂﬁ@aai%f%%®&ﬁuﬁbhé t%mﬁé
ALTWD T, BRRBHZE O W I BEH 5 R A i B 2 I AR RSN TS &2 6
N5,

9. FF¥a2 A T—var

KITA RTA NZBET D HIE, U TOREEICESW TR T 2LEND S,

9.1 BEBE

o BRI GG T 2 SRS DR O T — 2 OEREIT, Wb BRI FE I %
WUTHEINT 52 LRSS,

o 14 HLUWNOHE | EEKHRBRICOWTIE, 7THTHH LTS, 772 LKRI T A22D
K R Teohort of concern) IZH N AR R A E S, ZEFMERHMPO Y X
7 T 5 MR T 2B EED D 2 L, 14 HEEZ 55 | FHERRRER K O
lHa AHEERIRFRBRIZOW TR, B BAET 57 FA3ORMBEEZD5H L,

o b AHEOE N AEGERRERIZ OV T, (Q)SAR I XV FHl L /- ARty »—E % 5
HERETHY, TRTOITF AL, 75 & 2, IV T & 3 DEEORHMM I OWAER
AHEDIZHONT, FEGFHE & & HICHIT 2 2 & FHHICEEH L7z insilico (Q)SAR A
T AIZOWTERIRT 5 2 &, FEERO AWM T LM & D24 B FMERRER ORE R 2
WETLHZ L,

. ff?éT%@ﬁﬁwﬁf%K%%’owTﬁ\&BQK%ﬁémfwéiﬁﬁ\%ﬁ

— & TlE7 <ALFHERILE O 25503 8 5,
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[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

9.2

B¥
p=(3

%2

AEUTI=HN R AL b (BEIREARBE)

ARAA KT A NHE > TRAM L 7= B5E TR B9~ 2 FERR O R <000 i A i B OV
TERY IR A 2 o0 R AL AR Z DN T B RIFEMEAKI D 5038 K OV Z D3 FEDARYL 2 Feal

THZ L,
o ZHIUZIE, insilico (Q)SAR DFERLOMEM L7z v A7 A, & L CHE|C
U TT T A4 RORT T A5 DRI TRRAI R FERICE o 1= AT &

BRHMEREED D,
o MM OWTHIEZ MV 5 B R FEMERERZ Eli L 7= %6, Uikl HONT
AR 2R 5,

BRINTHBR L OERFEDO LGP HOWTE#HT 5 2 & (B2 1E, ICH Q11 4 5b 7¢
£ (12) . PIIXZ ORI, FFABIE, BET 5 HFENE=41 VT ORER
AV MROZTORENGEND, A7 ar 3/OA Ty ar 4 OFRFIECHONTIL,
NR=U 77 7 Z—ICEATHHEHOEL), KOEHIZORNHER (FlxiX, TRAT v
7 VERAS ORI L) ORFENEETH D,

ICH M7 1A R A > OEVETIX, R mZeRE R A 5| & 2 3 rTRetE 2 il 5 72
DOFRFOFENRINTEY, 2O LX) AT ZRR L SVZEBRIND Z & n
5. ICH Q3A/Q3B THIE STV D ZEMMRDOMLERBME L D BV Em W E o
T, BERFMEND DA ONW T E GBI 21T 9 2 L2 0B L Ik, 2
HUTIE, HADIT(Q)SAR W — L 24 L CHIE TR 28 RIEME 2 TRIT 5 2 E G Eh
%o FHFEGIZBWTRMB O 1 HEN 1 mg 22 5854121, ICH Q3A/Q3B THELE L
TV L BEEHEFMABET D2 N TE D, RMPOEN 1 mg LLFO%E, M CHE
EN TV LEMEREGROMERBIEICE D 53, B2 5B EHEERBRIINER W,

ICH S2 (R1) KRUNOECD 471 A RTA NZYEL L 7= 4yt Ze 7 v b a— % VT,

AHEE 2 2 28 BUFMEERER 2 — BRI HE AU, RIS S RNED & 5 RTREME & SR A
TE5 (13 KO 14) , ARBRILERS ORI 2 IFMARRBR O F MO HAE (GLP :
Good Laboratory Practices) DOHFIHIZESF L CHEMET HZ ENRDLND, LLRRD,
GLP HAIZ SERITITESF L TWRNT &2, ERRRER K OGS IR e AR E R 57 —
ZLLTHEATERIRDZLEZLT LHEKRT 2O TR, £D X9 Ziiidak
B S LT M ENH D, BT, EBRME ORI 2 GLP HANET L
TITA RGBS 5D, B S B S E I 5 B MERFE ST 2 3B F %
IZIRESNDGHEbH D, HEFPARN TERWA LA ENR LN TV L5GE
DRFEINZHONTIE, BUTORBRTA T A CHERLL ICH (A LIZME 2 V54
FFHRERD, HREINOIREHRBRIRE CEMTE RN EBD DL, 20X 5 RGA,
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[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

T L2 HID RIE CORMBRA FIREL T 5725, ICHICHERL L 7= 38R & 0 —Febknii
VI E AT STV B M ORBRRIC K 0 | A % A SRR & R
ZERTE S,

7E3in vitro ZEEEEME Gl 2 O 2 28 SRR TEAME) 0 in vivo ~O B 2 et

2 12 Dk
in vivo AR HAOIE L7 R iR o 2 4 M A R 5 5R
NG AY 2= o B A VD HL MR TR, BRI IR U 7o fHA%
ZERE LR Mg N L ThHDH Z L ERT
Pig-a s (1fLik) o EHEEMTHEEFEMEME GHEZ H 52 BRI

23 S9 FEAFALE T TRatE) *
INZERER (iR S 3E ) o EHEEHTORRIFEVEME (IR Z2 HV 5 2 B
P S9 FEAFAE T CHHME) T DY R B ETEAE M 23 Head

STV BIEEY*
7 v MNFARER DNA ARk o RRITHEE A R D A BFEERER A SO fF1E T CO ARG
(UDS) kBx o K& R AAFREICOWTU TR EN TV S

o FABRICHW-BWFECARIND

o NAX—THXJ NEFHEHTDH

a Ay kR o ZUMEIRTMEDY (TN VICKREE RIS —A
PO 72 E DB & Vo Te RIREBRICE L RO &
o013 DNA HEGICRA2RIEMEF 26 Liclbam s 7

)
o FABRIZEIR L MBS % TH D Z L 2T
Z DOt o BRNDHHRMEIRT,

* o HEAICERT S (NG b2 L E L 95) BRFEEWEIZ OV T, Y OBREE & %Y
THDHILENAET DMERD D,

7£4  TDso 2 b O EAFAME O F
TDsofli (TEEFAEHRN 0% & 2D HETHY | BBAY X7 DIEERP U2 THDH Z L LIF
H) IR EDTF o WEORENANMET — 2 0D ALEWFRFFAREBREZ BT 2 2 &0
T&E2, 1055501 (T7rbb, AEFEY X7 LoUL) ORER~OERIMEIL, B
TDso % 50,000 Thr9Z & CHEMTE D, ZHUTXTTC OREHBIZHWLN D FIEEFEEIL T
W5,

HEH . o F L AFUR
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[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

745

FRININET —H R—=2 2L E, =F Lo A% RO TDso i3 21.3 mg/kg body weight/day
(7 v ) . KU63.7 mg/kg body weight/day (~ 7 R) Th o, FREREORTICIT,
LW (Tbb, KVEER) 7y bTOMEEMAWD,

# 10 HUEH LIRS 25 2 2T HEZ RO 5121, LT XL 512 50,000 Thed,
21.3 mg/kg + 50,000 = 0.42 pg/kg

E ORI AEIIUTOLIITKRD D,
0.42 pg/kg/day x 50 kg body weight = 21.3 jug/person/day

Zokoiz, 1YY 213pg DF L ATy Ro—AEIChZ 28 EIL, 10° O
FOFENAY ZAZITHEYE L, ZOMEPRIEFICAHY & L THET 256 OFF A EIUE
LD,

FER AV AT OFHIC B S 2 RIEFHIE KR OVAE S Bl E o BREfE

b k& ORFEE & XBIR 7R < F o BB D A AJEMERRER > b e b IEE 72 TDso A VN2 57
EEBIRT 2ROV, AFTARERENAMNET — % 2B EEMENFEMICRHEL TH X
WV, ZAUE, EAMTEOEMESEARD DI OORBELE LT, B hOU R 7 EHEE O RE
PR b EWATR (B, Ba/e &) ZRIICKRET 27e0lliftbild, £z, HE
- SHRROTRICONWT RV BEMICELET 570, BRAMOREHIEES LT
TDso 2 VDV 12, 10% > F~—7 FHE(EHE FRfE (BMDL10 : benchmark dose
lower confidence limit 10%, (> SFEIZIIT DB A LD 10%LL T TH D & 95%DfifE# T
FECXIMEREARE) OLH> B Fv—V HBEAVDLZ L TES, TOHA,
Hiffil BMDL10 % 10,000 TERr9Z & T, 1055301 (T72bb, AEFEY X7 L~L)
DFEZR~DEMIMF A FEhi TE D,

ILEMFFRNOTFAEIED, BUREREY 27 L THD 105 2 vy, AR RS

(WHO, International Program on Chemical Safety [IPCS] Cancer Risk Assessment Programme)
72 EOEFRNCRM S NI BEEN AR LT HIHEN O RO L Z N TE 5, —KIZ, B
il EOBREME & U T M S 2B OIS E A T ST — F T FEITHED
WTWDHLENRD 5,

75 B PR DL A Wi R AEREOZ I, (LFEMICERE SN OREN A
WE D7 T AHEEDELL L TWD CENAMET — 23 7e0) ZBRFPERMMICEH L
Th I, FlziE, HEREEEAT LR LORNAMICEET IR FIIBEESNTEY
(15) . THEMAWT, ERHERICESHVWLNIEILT VI LO—FETHD, BHE
BRI VXV OZEHRBERELEET L ENTE S, ZEERE(LT VXL L
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[TETERIFE DS A U 2 2 &M T3 72 00 DIFEH s 11 DNA [t (ZFZJRE)
TR DR VEFE) A F 74 >

716

il LC, HERERL AT TV AWE TH Y . TDsofEIT 36~1810 mg/kg/day
OEPAICH D (n=15, HFEICHR /2D 2 DOBERRELZFO>-E s ol R 3R L T
W%) . L7223 T 36 mg/kg/day &9 TDsofii, HEREEMEALT /L ¥ OFFRERE
ZHERMT OB, 77 ARFRAEN AT L, IKRE L COIEFICEE CTH L AR S L
THWHZENTE D, TORENALLIE, BEEDOAEE TTC (1.5 pg/day) (ZFHHY9 5
TDso T 5 1.25 mg/kglday @ 10 73D L LA T CTh ATz, HEREEILT VX Lo—4E
MO—EELDENHIMO 1 AEREZBREERED 10f5E T2 2 &R RE L5,

P 3 T D28 BT AWM T2 — R L D FWHIF OFEEREDOHREIZ DN T
&, ERIRBAZEIT R L CEPERY TTC BREEEARRE L7l o5 (16) . miEF oA
&R TH D Haber OIERIO I TIX, A (C : concentration) xKEf] (T : time) = &K
(k : constant) ToH v, —AEJEL Y EWHIMOFFARETUE (Al @ acceptable intake) D%
X2 OB ES L, Lo T, BB AT G & &K OWgEHH O 712 S0 T
Do

1H
¥ 38250 pg
10000 105 LWV HFENRAY X7 ST S
A=
=
3
= 1000
o
o
[«5)
o
> SF: 300-10x
= gop e SRS S s
1] 120 pg
B 10 4F
£ eeesea- |
) SF: 10-1x
B» 10 2ve R ), . e
2 10 pg 70 &
rJ
m ll,s Mg
o | T RLERAR 15 g
S SF: [%44%% (Safety Factor) | (B
CRRARE O [RKE o ME] )
1 10 30 100 365 1000 3650 25500

5B

X1 FEHEOBEEE LTHELAZL1:100,000 8 WS B FORNAY A7 IZHYTIEE L
THHLULEERFEHEAMYO 1 HELE, 7T3HETHR L CO AR ERE L ~UL & O,
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[TETERIZE 534, U 2 2 75 /= 6 DIE S 7 DNA St (ZF2J71E)
PR DFFMR OEFE) A4 NZ4 >

B 1 OERIT, 10° LW IHI RNV A7 ITHEY T 2 ERIFEAMO 1 AEIE & &5 H
Bl oEMEFREERT, ZOHREIX, —AEEOERGIIXH LATA F74 o CH#EfInD
TTC L~UL, 725 1.5 pglperson/day &9 L-ULZ SN TEY . LFORXE AT
Wb,

e e _ 1.5 ugx (365 A x—/EJE70 4F = 25,550)
AEIL D EVEIE O Al = NTEEE

L7eo TR L 1 BEREL~VLVIT, &EHIFS 70 084 1.5 pg. 10 4£ClE 10
Mg, 1 TIL 100 ug. 1 4 A TiX 1270 pg. HFEHE G OHAEK) 38.3mg & 72 b, Z OfE RN
TNHLR—ORBEERE L 25720, BRALY A7 XEGROICE 722 105501

BEBCIR ORI, FRARBAZE P O G R ORI DWW TR A R T A D T THESRE L
T BVIZ—EELVEONEIROBEICHIE LT, EEOLAEBREL LV E2RT, &5
LN LU —RICEHE LI D F LRV, X > TH L X4k
BB G HMNEL I ZEREL D,

B EHIRIA 6 5 HULF THDIHA, TR LR 1 BEREZ, 108 WO RBBAY R
LAULIZHBE LTS, TOED, X327 4 v R EEHESL LT, s H 0l
Fhaxtg e LS OBKRBRICER TETH D, ZOBRE, FiR0sZ 7R L&
ST, BRBREIT 105D LICEY T L EZBND,

7T
KA AEREE AT D% 2 S OBEEE R I U Ao
v YA FRERE
(ug/day)
BEHIES 1 x ALLT  flxiX, EREIZHO O D RIS (R 120
RS, SRR MENAE) | ERAE, VT Rk L
BEHES 1Ly A 12y AE T Hl2X, &K 12 5 H OG5 % 4 9 Huk 20

JYUEIRIR (HCV) | FEROREA, PiA1 > 7= o RO TR S (5
H ARREE) | IEVEIESE. AGEmiB R (ART) | RIS, IR R
AE. TATG: (FEREN) | Bieie L (o I3EH#EHRTH 52
RIS V)

BEHRD 148 104X T : flE, FHRGHAEVHICH DKE (E
FEDOT YA = —iH)  RIAEGFT 2 BFEHTHM S 208 s
RIGTAABREE (FUE. BYEEsEME B m) | 10U & 92 X9 Fr
PN IEE MR S Uz E G SWEDIER R 21603 5 7o DM BREYIC R 5

10
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[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

SNDIEA2 (1B~ EEGIE, 2RO K5 R EIRFAE) | EEE
IR &

&Eﬁﬁwnﬂﬁﬁﬂa—iﬁzwzﬁ\@fw%%ﬁﬁiﬁ@%#éﬂ%
PEREWEMIEEH OB IE (EifE, IFEEFE, WE. 7Yy ~—
%(EE@T»yA4v~ﬁ%%<)\$w%/$%(mKimE$w%
v BRIBARALE S, BIFRIEARLE LR E) [ URY A e T 40— B
BRFVE, 5O, e, 7 N E—MERER, BRI R, Tt
RRMERE . ZEFiME R ONBAEPED T LV X —PEE A HIV3 722 &

1.5

1

ZORFEA B ERLTEBY, FHNTT—ANNAL = AT TXETH 5, HlziX
HEOT )WY NA 7 —I{D J D ITEE OB RM IR AL T\ D AIREMED & L FEA] T
DEFRLOFEHN 10F2B2 ) D5E5TH->TH, 10uglday & W IHEEZHFRTE 5,

10 FEZ B2 AW O - A BE2MER TH 208, EHLZBEAEICHKE S & 14 104

FTOHZBITHEET D,

IBREOHEARZ LY | MI(R2) Tl L 10 £ T D 10— AJEICERE SN, QA %

ZH,
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[TETERIZE 534, U 2 2 75 /= 6 DIE S 7 DNA St (ZF2J71E)
TG DFFMR NELE) T4 FZ 1>

FAEDfRM

FEEHRE (Al)  (acceptable intake)

KA RTA L TlE, BBV A7 Z AT LHBIE L~V TEEXIIAEmEE T HEER
WX T DBINEIZDOWNWTY A7 LXK T 4y REDANT U ANMEYTHHEBIE L~V 2 BT
%)o

FFAFREME (acceptable limit)
JFEE ST RFN T DA D Fe md PR, SPABINEROERELO 1 AHENORESNLD,

H|EHEME (acceptance criterion)
I FNEDFE RN Z 1T AN ATREDHE T 5 72O ORREE, #PH, < OfoimEy) 7 iue,

THEEM (control strategy)

BT OB K OGS TRO PR GBS, &Y 1 2 OBMBIER L ORG WE 2 RS 5
FHE SN CEEBRO—A, BRI, JRIER ORI O 5 R ORERCE M I B3 5 /3T XA — 2 &
OVREPE, 580 &% OVEE OIS, TREH, SR OBEE T 25 =4 U 7N E B
DITERCHEEZ G55,

REFERE (cumulative intake)

NSRRI ST 6 OB OB,

SfRAERY (degradation product)
i & & BT RO/ Uk, B pH K OVUKDOIER., & 2 W IR E S RINFSC B A
EDORIRNZ LY FEMEFE b E R 2 UTER L0,

ﬁfz
X
5
H>
;N

DNA KJi#E (DNA-reactive)
DNA & DR ISIZ L Y DNA ICEPHEEZ 5| =i 296

HEMA &L (expert knowledge)
KA RFA o TlE, BET—F DL Y 2— RO B EROF] I in silico &7 /12 &
5B RITHEO TR O EMEME A2 TS5 2 & &, B S ERT D,

#=F M (genotoxicity)
FHROBFICBR2 <. 7 ADITE U A FRELORER,

A#i# (impurity)
JEUHE S P 3E S RN LA IS S XA R AFAE T D Ak Sy

ERFMHARMY (mutagenic impurity)
W) Ze AR B MERRER () 203, M 2 IV 2 2 RFVERER) ICR W TEREMA R T 5 2 & 05
BENTWD A,

EYIRRRFERBR (periodic verification testing)
ICH Q6A TIZEMREER ST A X v 7B & HIFEXIL TV 5,
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[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

(Q)SAR KT} SAR

KA RTA4 2 Tldk, ERT—20oEG007 (EEM) BEEHEMEEE W=, (LEWD 1
(Eh4y) ik & = OB EFMENEME & OFBEBREZ WV D,

X— 7 7 7 #— (purge factor)

FREEH D RPN OEZ KT 2N EZXL TR, "=V 7 77 X — X TRD EiitA
TORMP L~V % FRAETORMM L~V TR LUIZMEE EREIND, =V 7 7 7 2 —3HE
THLGESTHT 256086 5,

BpgE (structural alert)

AKHTA RTA 2 Tlid, BERIFVEICE#ES 2L ERE T+ GH5) i,
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[TETERIZE 534, U 2 2 75 /= 6 DIE S 7 DNA St (ZF2J71E)
TG DFFMR NELE) T4 FZ 1>

=%

N

10.

11.

12.

13.

14.

15.

16.

% 3CHR

International Conference on Harmonisation (2006). Q3A(R2): Impurities in New Drug
Substances.

International Conference on Harmonisation (2006). Q3B(R2): Impurities in New Drug
Products.

International Conference on Harmonisation (2009). M3(R2): Guidance on Nonclinical
Safety Studies for the Conduct of Human Clinical Trials and Marketing Authorization for
Pharmaceuticals.

International Conference on Harmonisation (2009). S9: Nonclinical Evaluation for
Anticancer Pharmaceuticals.

International Conference on Harmonisation (1996). Q1B: Stability Testing: Photostability
Testing of New Drug Substances and Products.

Sutter A, Amberg A, Boyer S, Brigo A, Contrera JF, Custer LL, Dobo KL, Gervais V,
Glowienke S, van Gompel J, Greene N, Muster W, Nicolette J, Reddy MV, Thybaud V,
Vock E, White AT, Muller L. Use of in silico systems and expert knowledge for structure-
based assessment of potentially mutagenic impurities. Regul Toxicol Pharmacol 2013
67:39-52.

International Conference on Harmonisation (2011). Q3C(R5): Impurities: Guideline for
Residual Solvents.

International Conference on Harmonisation (2008). Q10: Pharmaceutical Quality System.
International Conference on Harmonisation (2005). Q9: Quality Risk Management.

International Conference on Harmonisation (2000). Q6A: Test Procedures and Acceptance
Criteria for New Drug Substances and New Drug Products: Chemical Substances.

Teasdale A, Elder D, Chang S-J, Wang S, Thompson R, Benz N, Sanchez Flores I. Risk
assessment of genotoxic impurities in new chemical entities: strategies to demonstrate
control. Org Process Res Dev 2013;17:221-230.

International Conference on Harmonisation (2012). Q11: Development and Manufacture
of Drug Substances (Chemical Entities and Biotechnological/Biological Entities).

International Conference on Harmonisation (2011). S2(R1): Guidance on Genotoxicity
Testing and Data Interpretation for Pharmaceuticals Intended for Human Use.

Test 471. Bacterial Reverse Mutation Test OECD Guideline for Testing of Chemicals
Section 41997July

Brigo A, Miller L. (2011) Development of the Threshold of Toxicological Concern
Concept and its Relationship to Duration of Exposure, in Genotoxic Impurities (Ed. A.
Teasdale), John Wiley & Sons, Inc., Hoboken, NJ, USA. doi: 10.1002/9780470929377.ch2

Midller L, Mauthe RJ, Riley CM, Andino MM, De Antonis D, Beels C, DeGeorge J, De
Knaep AGM, Ellison D, Fagerland JA, Frank R, Fritschel B, Galloway S, Harpur E,
Humfrey CDN, Jacks ASJ, Jagota N, Mackinnon J, Mohan G, Ness DK, O’Donovan MR,
Smith MD, Vudathala G, Yotti L. A rationale for determining, testing, and controlling
specific impurities in pharmaceuticals that possess potential for genotoxicity. Regul
Toxicol Pharmacol 2006;44:198-211.
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[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)

TR DR VEFE) A F 74 >

E>3

6% 1: ICHMT HA R v OBERAMBICET S

OFLE (ICH M7 O F& IS
A S, ICHS9 2SR
Tl ORREEEL L 0 & < R E
ENTWD) &, Emign
AV TR B A i I E &
L CHI KGR EET 2%, A

S U FRAD | B~ axy b
HA DEH
B K OV D BLAI D 7GR #H i M7 HA RTA4 v DEDHE
i
B O oRF OER)E | 6 i M7 HA RT7A4 L DEDHHK
ICH S9 Trr SN T-HUEMEIES; | 664+ RN | M7 A R A O A#iFE s
FEOFFFEDTRERE
AP ISR O FRIEOIRER | 16 1 I ANA = AT, ARl O BR S
Jii @ TED
JFERORLE TRICAE N 20y | #Hsh i BRIEICEENRNRY . M7 A K5
BEAF D JRFE A U 7 i Al A E TR S % 2 el A iE A
DIRER HAJS 1T LTy, BEDOASRIEIC
TEER 2N IO FFEAR 24
R, BMATHH LD, AT
A RFIAVDOEMAPRD BN D,
BERGROJFHE A U7l | sk i 42TEBR
Fl O 7K 7
& 5 ICH #2335\ CTREGE | i 1 H FEAFEREDS 7228, D ICH HUkiC
DOELIZ DWW T, Bl ICH Hh BWTBIAGRORMIT, B> ICH Hilk
BT CORRBHFEZ1T O % 21T D41 TORBHGE TIXH RS
o HHBMITIIET L, LRI EIND,
JREE DR 7o 7R A 3EE ST | S WA | REO G IENRPEAKR O F L —H L
7o 7 BUESG T A 1B N % 7K TWHIRY | BERFHERKMD DY X2
FEEOHEG. 2 boilE T BRI LB 22, REEILBEAR O
FRICITEE R L, TRESCHIICEE N RN & &GRS
LUER DD, 4A1HEBH,
HEATH A & IIE &9 2 BEAF | 3 H i BEEMROTFREINDHENAY AT

DEFRINTWET-D, BEEEO R
Yy o> 7 BRI M OVBR BE B (2 D C T
3 B20ENH D, 43HSMH,
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[TETERIZE 534, U 2 2 75 /= 6 DIE S 7 DNA St (ZF2J71E)
PR DFFMR OEFE) A4 NZ4 >

HIFHE L OB O 2 Ede | WM O | 8 BIRFEIZKE LT M7 A R A %

Brlid & Al O 7K H g JiR ) T 5, BEFEOFEIIZ, M7 HA F7A4
TR PN > O BEAF 8L~ o [l g 7558 ] 2 B (X
(BEfE D LTV, BHNZ ST, P
JRHE) SEINDTD, BB SRR

L LV @ LUV D 4y R AR R 6
LCARTA RIAUNEHEINS,

ik 2 : FE SN D EHTHEDOEH]

BH 1 TV a v 3 OBEEHEBEEOH

HFEMA X3RN D 2 DB 72 TRE TR L, W X FIZIEARHY A 23 B B ESICHR T S Tun
Do AR AITLZERMEEHTHY, FEETRLEINS, EREA 7 —/L T, FHimAOH
A X ~D 2SS 7B A T2 OWRECTHERM LTZ, 2O ORBROMEIL, Al A 2R X
P IBFEET B HAE TH->Th, FEP O TTCIZHES S PREMD 30%AKME T—H L THES
oo ZOHREXIZFEHENS 20 LB TWARW TR THER L, TREX TordmAD L
~NUVEHEE WD, O TRDOBRERENCOWTERDIMRDT-D, EEDO A1y h Ay
— Ny FOFIEF ORI ADEZAE LTz, EORERIT, TTCIZED < BREEE D 30%Ai T
Holz, Lo T, THE X TRy A OFFE LT, FFRREMEZ 1.0%E 952 LI1T%
MTHY, TP TZORMYEZ BT 50 T80,

BH| 2 A S a v 3 OEBRBROG]  BEHIITELZ AW ANRL JBBRP LTRSS N—
TERILE LT RE

HHWE Y 135 TRENLRLEMOH 3 TRTEASIL, HEWE Y PITiX 0.1%K0 O M
B 8@ H DHHEIC L > THEIICHRIHEN TV, HRBEWETD 0.1% &\ 5 RH DBk 137
RTEXDONHEWTT D720, Al B % 10%E TORE 2 72 E CHEWE Y IR L 72 3EBRE A -
— NV TCORERBR AT A, HrD 3 TREEZELTS00EE2BR 53— 7 77 X —D3
BINTe, ZONR=U Ty —2HNDLE HRERWE Y O 0.1%E W9 HENH b, FEEFO
R B DT L~LE 2 ppm K & 7e o 72, ZOFERIE, FEF O Z ORISR TS TTCIC
FSREMTH S 50 ppm L VRN Z End . HEDE Y T ORHY B O TH 5 0.1%I1%1E
BlbE, A 7y NAT— )V UIFEAEFER T — Ny FOREEOT — X 21T 5 MBI,
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[TETERIFE DS A U R 2 & T3 72 00 DI H s 11 DNA [t (ZZJRE)
TR DR VEFE) A F 74 >

BRI 3: AV ar 2 RO TV a v 4 OBFBEREOF : EEMICEL L TV B ERFEEARMY
DEHE

5 TEMNGRLEMDOE 1 TRPMERIIGER= afbEWThHY . LEORKY C 23T rHE
PER B D, A CIEsE 1 TRPBEOMERMEATHY . FEKE=ta{tEmTbd b, H1
TREPEEFOAHY ClE, WHOSHETIIRE S TRV DETHET D ARENN H
Do B 1 TREMPEMIL, MEE VD ERFEERBRICBW T TH 5, 5 2 TROKFIEIES
2L, 99%D% 1 TRETHEIT, YT 25EFBRT I AR IND, T TRNERIC X
DHERSNTWD, BT 558 1 TRTHESEE = {tEMOBREICEAL GHEL/ZE 24,
ZD®%RIHES 5 3 TRLAVE 4 TRRIZBT 2BRERA » MIESW T, @W0WR—U 77 7 X —3
TSIz, F5 LRICBT2MBEEIHFFTET, B 1 TERTHED TTCIZAESS REMASE 4
TRPEEORKE LTRESNE (X7 ar 2 0FHTFE) , MEREETH D R CIL.
1 TRPEREFCBRERA Y FTHRESND ETRIENS D, FICH 1 TREPERL DI
LD 72D, LR TRERIZIAETH Y . Ay ClA 7> a v 4 OE B A W5
ZENIFEF SN, BMOFEBREAr— A X3RS a2y NAT—OTF —ZTME L IR,

B4 AT a v s OFEEKOF . BRERMY

WAL TF A =IO EWMEEM TH Y | ZRFEMHEZ AT D, ZTORFEIT 5 TRNLR LG
DF 1 TRTEAIND, AROEEORA » MIBWT, ZEOKMMER NS, BT 4=
JVITBRIRFIC K E ROGT D728, RIRIZERE T2 2 L3720, A7 ar 4K 5EHENE L TE
D, ERERF—N I AM 0y NAT—=LVOT —ZIIAETHD,
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[TEFHIFE A U X 2 295 7 80 DIEH 47 1 DNA St (52 ) 1)
PR DFFMR OEFE) A4 NZ4 >

HA R4 v DENE :
M7 IZABRBICE G HETE SN D, 72720, A RTA4 URNEHETH D720, ICH TDXLAEH 18 »
A% FETIZ, M7TOEAITRD S0,

18 5 A &\ Wi & IFRNC FREDFEDEH S 1D,

1.

ICH CORABBIIMTICH > To— 2 AR a2 ET 5 L, 72721, M7TOABRIICT
— A AR AL L TV AEE, RVELET OB,

M7 OABRNZ, B 7 1 777 L0358 1Ib F83UTE N FEOIRBRA MG L T eiga, 2
noo7 a7 AORERTARBHRFESCAGE L TOHRIZ OV TIE, RIZHET 5 FER
WA SND,

o  GIEIIMEE AR LTZ. 220 QSAR i i~ 5 LI L0,

o SIHICHEEE A R Lz, S OARM) OFEMEFR I HERL L TV 2 BT,

o QIE|IIMEAZ/RLZ., F¥aA T —va rOHERERIEIZHEL L TV A MLIET 0,

PAEAPETAEOBR O REOMENE Y Z L2 EE L, M7 ICH TABESH TS 36

H A% ETIE, B b FH U N FITRER 2 & £ 72 W Bl LS I e KGR G~ M7 O
AIIRkD sz,
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[TETERIFE DS A U 2 2 &M T3 72 00 DIFEH s 11 DNA [t (ZFZJRE)
TR DR VEFE) A F 74 >

f18% 3 : ICH M7 fiBICBWTHARERE (Al) XiIHFAR 1 HREE

(PDE) ZRL7cfbE#Y X b

Compound CAS# Chemical Al or PDE Comment
Structure (Lg/day)
Linear extrapolation from TDso
Acrylonitrile 107-13-1 _N 6 TDso linear
H.Co # extrapolation
Benzyl chloride 100-44-7 41 TDso linear
©/\CI extrapolation
Bis(chloromethyl)ether | 542-88-1 PN 0.004 TDso linear
ci— o extrapolation
1-Chloro-4- 100-00-5 NO, | 117 TDso linear
nitrobenzene /©/ extrapolation
cl
p-Cresidine 120-71-8 | HiC. 45 TDso linear
extrapolation
NH;
CHa
1,2-Dibromoethane 106-93-4 | g, 2 TDso linear
B extrapolation
Dimethylcarbamyl 79-44-7 0 0.6 (inhalation)* | TDso linear
chloride C|)J\N«CH3 5 (all other extrapolation
CHy routes)
Epichlorohydrin 106-89-8 0 3 TDso linear
cl
~ extrapolation
Ethyl bromide 74-96-4 HyG__Br 32 TDso linear
extrapolation
Ethyl chloride 75-00-3 e _ci 1,810 TDso linear
extrapolation
Glycidol 556-52-5 0 4 TDso linear
O~ extrapolation
Hydrazine 302-01-2 H,N—-NH; 0.2 (inhalation)* | TDso linear
39 (all other extrapolation
routes)
Methyl chloride 74-87-3 HyC-Cl 1,361 TDso linear
extrapolation
Styrene 100-42-5 ey, | 154 TDso linear
©/\ extrapolation
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TTBTERIFE DS A U 2 2 & T3 72 0 D H s 11 DNA [t (22 )
TR DR VEPE) 4 F 74>

Threshold-based PDE

Aniline 62-53-3 NH, 720 PDE based on
Aniline HCI 142-04-1 ©/ threshold mode of
action
(hemosiderosis)
Endogenous and/or Environmental Exposure
Acetaldehyde 75-07-0 0 2,000 (oral)* Oral PDE is based
HJJ\CHS 185 (all other on average food
routes) intake; all other
routes based on
TDso linear
extrapolation from
an inhalation study
Formaldehyde 50-00-0 O 8,000 or 215 Inhalation route
HJJ\H ppb, whichever | based on TDso
is lower linear extrapolation
(inhalation)* or local irritation;
10,000 (all other all other routes
routes) based on average
food intake
Hydrogen peroxide 7722-84-1 | HO-OH 68,000 or 0.5%, | 68 mg/day is 1% of
whichever is estimated
lower endogenous
production
Vinyl acetate 108-05-4 Q 2,000 (oral)* Oral PDE is based
H c)Lo/‘* 758 (all other on average food
3 CH-
routes) intake for
acetaldehyde: all
other routes based
on TDso linear
extrapolation from
an inhalation study
Other Cases
p-Chloroaniline 106-47-8 NH, | 34 Al based on liver
p-Chloroaniline HCI 20265-96-7 /©/ tumors for which
Cl mutagenic mode of
action cannot be
ruled out
Dimethyl sulfate 77-78-1 Q.0 1.5 Carcinogenicity
H3C. 55~ 5-CHa data available, but

inadequate to
derive Al. Default
to TTC

* route specific limit

32




