A% 3 8 9 &
T2 658200

RAEFBARE
- EfT BA B

BEmTZEEER
ZER  RBA

ﬁ&@%%%ﬁﬁ®¢%®Lﬂ 1ok

FR24FE282 2 AITEAFBEERRBLZ0222E98% b > CTEANBK
ENLRMEEZEERIIERERDbNEA Mr =g — LTG5 A B e 2]

MOFERIITEDOERBY TTOT, BRELEEARE (ER1 5FEEREE48E) &
23XFB2HOHAEBIZESETBAMLET,

B, BREEEEIMOEMIINELOLBY TF,
Fh. ABCELTH->EERE»SOBR - BROEEIC BT, B8 EET

DER - BRPBNHB20LBVFEEOLNELELOT, BEALET,

p=(ll|
cu

AR =Y VIBEEERNAME THA I ENEETET, %bmw&/
— iz

I-HERHFAEEZRET DI LITEY TR,



2014%5H

Al 1




O%E%O)ﬁﬁﬁ ..................................................................................................... 3
Oﬁﬁié;é%%é%% ................................................................................... 3
Oﬁﬁié%é%ﬁ#@ﬁﬁE%ﬁﬁFﬁé;E%ﬁFﬁ%é%% ........................................... 3
Ogﬁa .............................................................................................................. 4
I E¢1ﬁﬁ%@]¢%ﬁﬁ E;T?'épll:ll: @ﬁ%g ........................................................................... 5
1. Fﬁﬁ ........................................................................................................ 5
2. ;ﬁ;j]mzﬁj\w_ﬂg% ...................................................................................... 5
3. 1t$% ..................................................................................................... 5

4 . ﬁ\%it ..................................................................................................... 5
5. ﬁ\%z ..................................................................................................... 5
6. *ﬁﬁl ..................................................................................................... 5
7. 1§Fﬁ E E/‘]&l)qﬁﬁﬁglk;’ﬂ ................................................................................ 5
T P £ 1] . PP 6
1. ﬁ;&#@?ﬂ%&l}ﬁ%%éﬂﬁﬁ ................................................................................ 6

( 1 ) ﬁ#@@]ﬁﬁgﬁgﬁ (V@Z&UE V] I‘) .......................................................... 6
(2) ;ﬁ*ﬁiﬂ%gﬁgﬁ ([: |\) ............................................................................. 8
(3) 1—t§§;} (’(R&U‘t R ) e 10
(4_) 1—%%&# (IH th"O) ................................................................................... 11
(5) y%%![:gb\-c ....................................................................................... 13

2. ﬁ{iﬁﬁgﬁgﬁ .......................................................................................... 13
3. EPEIEPESRER o e 17
4. TEEPEZSMESRER o ooveeerrrreer et e et e e e 17
(1) 4 EMESHEMRR (Sv b, BOBE) (BET—F) 17
(2) 18 BREAMBUHR (5 v b BHERE) BET—F) s 18
(3) 17 ARESMESMHAR (X, BOKRE) BBT—F) s 18
(4) 14 BRESHESHHAR (L. BOKRE) BBT—F) s 18

5. [BHEEERUEAAMESRER 18
(1) 78 RU 92 BRMEMHMUHRR (YVR, BERE) (BFT—5) o 18
(2) 80 ERHBHBEMRER (5 b, BOBE) BET—F) s 19
(3) %bi‘/u:ri(:gl'\—c ................................................................................. 19

6. EFE%E%’IEKE& .................................................................................... 20

( 1 ) EFE%E%’EI:’DL‘T ........................................................................... 20

( 2) %E%'TEIZ’DL\’C ................................................................................. 20

7. %@1&@§rlﬂ5§ﬁ%ﬁ .................................................................................... 21

( 1 ) ﬁ&%’fﬁiﬁ%ﬁ ....................................................................................... 21



(2) THZMESER - vveeerrmrree e ettt 21

8. BRI TR T BERER oo vveee e 21
O, I RITEIFBEIEL cvvvveeeeeeeeeee ittt 21
111, B SBRERESEEETA «-ooooovvvreeeeermmeree e e e 923
1. EIEHERREE TES I F BSRE o vvvverrrrrrrrreeeee oo 923
(1) JECFA [TEIFBIRI -+ -vvvvvrrrrrreeeeeeemmmmmmmmmmee e 923
(2) EMEA [ZFFBEFI - -vvvvvverereeeeeeeemmmmmmmmmmeee e, 923
2. ﬁ&{@%%&%ngﬁﬁ .................................................................................... 23

. 43_?2 8 EMEA (:&"5”’%)%@55%0)%%@%%0)&@ ........................................... 25
- BIFK 1 1’t§§‘j¢%/ﬁﬁ@%ﬁﬁﬂ'\ .............................................................................. 26
. EH%R 2 *ﬁﬁﬁﬁ%ﬁ%ﬂ'\ ..................................................................................... 26
B 27



(BEORE)
20054 11 H 29 A #EkkiEsr (1)
2012 4F

i (EASErE 34 0222 5 9 5) . BURE RO
20124 3 H 1H 421 IR EEZES (EREFFIRLH)
20134 12 A 26 A 5 160 [RIEh) =3 AL P A 2
20144 3 H 17 H %507 RN LZEEES (i)
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L

HURHAITHDH A ha=4#>—,1| (CAS No. 443-48-1) {122\ T, JECFA KX EMEA
DFHIEE 2 TR SRR s BRI A 5kt L 72,

P W RRBREGR S . EERe - 3 (U A Ty b A XKUE N, EBis
wmiE, SNt (U, Ty RO X)), dlatEmEE (T b, A XKROYL) | 181
st (FUAKRNT v N, FEAENE (VA Ty PROK) EORBREGE TH D,

A kv = — )L\ = in vitro KON in vivo D& FE BRI 2B CL B A OY
PEMEORERMG O, A =Y —/UMTHIEAENTE LS, ZORETAECLE R
B% I LT I 03 DNA &G L CEREEE BT 5, b M3 cb = hafk
B ER T AR IMFAEL TEY, B MIBWTH IO OBERTEHCL D A hr=FY
— VD= iR L, Boatta BRSNS bhe, —FH, A hr=FY
—/)VDIETCIE, 1 FFHBAERNTITHEICHERTEZ DIz WI & XD Germ free 7 v T
A ha =2 — OGBS RN 2 &b IFFSEAERNIC T iR oG
YDOERIIIGNHFEEICERT A Z ENEFEL O, L, b FOBNMEEICL D £

R e =2 — VOB ER I ND D E I MNTAL N TIF R, A k=g —L
DOIFEHREOHE G280 & FTDNAHBERA LTS Z L, BRWEEEES
L. A M=V —LNERIZ L > TRIE & 72 8wt 2 3 mlREtEIC DWW TIEERE T
TR &I LTz,

Flo, vUAKOT v MEHAWTERENAERBRICIBW T, A =&Y — IR A
NRDH BTN D, b MIBITDEFREICH T, B O I RRSNTEY
IARC (%, A hr=FYV'—/L %t M3 L TRBAMEDO RN O DWE (7 /v—7 2B)
LTS,

LEDZ Mt A =Y —UTBEBEERPAME THL Z NG ETET, —
AEIGTARE (ADD Z%ETH 2 L1302y TRUY,



[ FHMEREYAEEROME
1. A%
FUs A

2. EMRSD—E4
M4 A ha=4r—)L
4, Metronidazole

3. k%4
CAS (No. 443-48-1)
#4, : 2-Methyl-5-nitroimidazole-1-ethanol (= 2)

4. 5FR
CeHoN303

5. #FE=E
171.15

6. #EEX

K\OH

N

O,N CHg
\jg;}r/
N (&0 2)

7. EABMRMMERKR
A b=V =L, =haA IEZY — VBT AHRERFTH D, A b=
V= d, JRESUTE RN OB LIETTRICE VBT S, = ha HMbEmICZE{LL., Bt
JFBRERA L OTEER 2R, 72, MISOBRFPTERLZE RafsibT Dhum,
DNA ZtJr L, DNA 6EAMBEORLENEH EbiESnTnsd, (B3, 4)
AT, KR (U aEF A, PLARR— KOt A METFR) | REERIERESE
T TaAT A, TINRITTYTL a7 Z—Kk07uaXAR ) UUL) ITX
HIEYYEDIRRICE NHERERME LTRSS, (BH3)
AARTIE, BAERLE L COIER ST, B NAERRELTRY 2E
FRIE, Y a sy Z—-vn Y EYYEFEOIRRIE L L TSN TWS, (B3, 4)
¥, RYT 47V A MABEEAIEE LT, BMIZBWT IR & S b 2%
DGy Th D ERESIL TS, (B 1)

1 HEO—#E LT, MU REOEA, @, RAIZIEA ha=2—L LT, 17—
JLELT1EI250mg # 1 H 20110 HERR OB G35 L snTnb, (R 4)



. Z2MITRIAMEDHE
AFHIETIE, JECFA XU EMEA O HMiliESEZ LI, A hun=F Y —/UZET 5 E
IRRR AR LT, (B3R 3~24) (RS 3 SRR M ORISR 2 AR 1 SN 2
W= LT,

FHREAEH L R TR LI A b r =2 — L O BEHEERSA GO T
(%, LUTF OmsHrZ VT,

PR B (VAT

[1-ethanol-“C] X ra =%V —)L | & ) —)HED 1 MDORFEE 14C TR L7-H O

[2-ethanol-4C] X ra =&V —)L |=& ) —)ID 2N DRFEE 14C THEER L= D

[ring-2-14C] X b =4 —)L A B —NVBRD 2N DIRFEE UC TIEH LI-H D

UC I A F =4y —)L SR E RO B D

1. EMEERVERERER
(1) EWERESER (IVRARUSY R
@ IR
7w hTlE, A ha=F Y — L OfRO#S 1~2 FREI% IR OSHRR O ki
JE (Cmax) (ZEELTz, 1 HHEZRICHRGED 80% W Si=, OfMamEIT, BIRiKE
E—HL TV e, MRS BT 2R EREDINERER, 181, B L OVEBE oM
i Enz, (B 3)

Zv MZBITAHA ha=FY—LOMiEFROYEH (T (X, FIRNEERFTIX
11 W], FERNEERFCIX 13.6 BFffi TH-o7-, A bu=F V' — %, RIZEEE R
L CRPICHRIE S A, BB 2R M OMGREZ @ L CHEEPIC b Pt Sz, (B0 3)

7 v MBI 2B 2388 [11.1. (1)@] 128\ T, JR, #EXOMERH OHE
MR ZNEI 58%, 24% KN 6% Tho7=Z Linb, A hu=F Y — L O H#
HRFOWINERIT, D7e &b 64%L EEE 2 BT,
@ 7

7w b (Wistar 2 X% SD %, M, KE 200 g) (Z[ring-2-14ClA fr=F>Y —/L %
HERRO#EE (10 mgkg RE) L, &5 1, 4, 8 KU 24 Bifij#4 O ORIkt
TEPEIREE DSREEIEIZ X 0 JIE ST,

BARRE T O IEHEMERE 2% 1 1R L, Tweld, AT 8 i, FFiE K 10
IR M OVE g ©f 34 RFfEl T o 7=, (ZFR 5, 6)

)



#1 T bh~OUCHEFRA b=V — ) LVHERR OB G#ZICBITS

AR TP ORBEHEMERE (g eq/mL 3 g)

- B4R (RRR)
Gl 1 4 8 24
JilIR7:3 6.36 3.32 1.35 0.21
JH i 11.04 6.84 3.41 1.06
ek 8.57 5.04 1.98 1.57
HIE 14.24 35.40 30.04 13.27
Al 5.71 2.48 1.12 0.29
VY UATI, A ha=FY — LR OZEOREWIE, M 2EE L, 2ROl

IF

FROMERRIC i LTz A =&Y — Ui, HitHIicB T L. %@/&%&“&iﬁu WL

DRI B0% T o7, (B 3)

@ K

7> b (Wistar 213 SD %, #f, 200 g) (ZA hr=4>Y— /LA HERFEOES (10

mg/kg (KE) L., #51% 24 R OR L ONEHHOREINERE 7 o~ v 7T 7 41—
LD FHRBNTZ,

PRECIT 14 O i S, 2056 6 X, A hr=F>Y—/1 (¥
H-80 15%) WNZE Ol N7 v 7 v ARaa R (B8 T~11% K N 3~11%) |
1- (2B FaFvoT) 28 ReFoAFn-5=hadg IL ) —n CIF @
Al EW9, 4%), 1- 2B FufFv =)L) -2-INARF 5= haAf I —)L

CLF M@ Bl L9, 0.2%) WNZ 2-AF/L-5-= b A I X —)L-1-1 JL-fF
it (LLF (M@ Cl Lo, 5%) ThHote,

ARAH-HICIE 3 RO MBI S, BT A ha =X Y — Wil Z OFfifig
KT a sk ThoTl, (B 5, 6)

F v NI, RPHE SRR EEHENED 9T% D S A F O FIREF L=
A IFZ—LTHEOLNTW-, (B 3)

@ Heitd
Z v b (Wistar 52 X% SD 5&) (Z[ring-2-14C] X b v =% — )L ZH [ O#%5- (10
mg/kg (RE/H) L., #h51% 24 RRIDIR, FR T CO2 DHGHEM:ZHIE LT,
HEREMEIT 4 BRENCDIZD . FEICEEDIRFIC (RG2ED 58%) HEftZiu, K
o303 24 FHIUIN (B G-20D 53%) ICHRt STz, 3R BITHREGED 24%5. CO2
L LT 6%ngittsnr, (&He)

FRET DT b (6 P/RE) 1T[ring-2-14C] A b v =&Y — /LA #RNIE G- L, Byt
PEUNE STz, £, B0f5- 6 R ORI S E S,
RN GA% . BORTEMELR 6 BRI 072 0 JBy i DAg S S, BE7FrraR=R 3%



HED72%THV ., BFEICITIE HICKRE 2 (14%) Rt T-, B ~Dfth
TIFAEH T 3% RIS 7=, (B0 6)

(2) EMEResER (B M)
@ RN - S5
A ba=FY =%, ROEEE, BRI S 4L, A ORREE
I%. 500 mg D 1 [EF544 0.25~4 FEFLINIZ 8~13 pg/mL (2T 5, A& & iR
FE & ORNCEREURDA Y S2oDI, 200~2,000 mg O TH D, 6~8 HEH L D
FEHG-Tlx, HAREORFNOBRENIEZ 5, 256 OIFNOWHIIT HERENE
RY, A =Y —)LOMBEIIIT D Tl 8 BHE T, B CAI-HE DFA|D
AL, BE DK ONAIIFIEE LV, MEF 2 o 7 fEEOEIRTE, 20%LL F T
b5, (BHT)

L ME (B BI) 12X hu=Z Y —/LNIREE 250 mg & HEfRO&KS 35 L. 2 B
AT D mfEZ R L7, Crnax (3 8.7 pg/mL Th o7, (BH4)

BOKGTIE, A br=Zy—E, HEEPLTIZ, FEREIIWI ST,
FEWAROR ARITIEE 100% TH 577, Cmax UMLIH) 135 1 BEEZICA LI, 524
IEEI I T < ENTHRE ST, (B 8)

A ba =Y —E, BAEG% LSRN E D, ZEIERFOMEFE 72T 250, 500
X% 2,000mg DA Fr =Y —VEROERIEH L, Cna (MHE) 13 1~3 FEHLL
WIZA B, ZOREIZENZIN Y 4.6~6.5 pg/mL, 11.5~13 ug/mL, 30~45
ug/mL Th-o7=, (B 8)

EFRE- T, A o =&Y — Ut EIBEE S ES I AT EITRIN ST,
EFS- SN A b a =2 — LR OG- OEA I T X 0 eI S,
Crnax 1359 4 BEFIRR A DALTZ, & OFGREEI TR T 2 EWFA0RFRITH 710% Th -
72 (BHE8)

A b=V — )V BT A7 )L (Benzoyl metronidazole) (D% RREITT &%
325 &, nHME (system availability) 1%, A hr=4%>Y"—/10 80% ThH -7z,

HIRDLE T SRR Q3500 44~80% T, T 61% TH -7, (&
H8)

@ #»fm
TR AR BRAE RN D A b o =4 — LINAREE 200 mg A SHE = & (¥ 5. L T,
FRFOMmMPEERZRET S L, A A=Y — WIEEEM 2 miE U RIS T
HZ ENRDOLNT, (BFE4)



R 22.5 Ik DOREBLL OVER 5 A OB 10 Hla 180N REEICA hr=4>—
JVNIREE 200 mg AR OG- L, 4 Rl U CRELH R O R o i ~of
ITINR—=T 07 Z77 4 —ICX Vb,

FEFLH ON-EIIRFE 1T 4 K112 3.4 pg/mL, 8 FREEIFZIC 2.2 pg/mL, 12 FF#E&IZ 1.8
ug/mL TREGI DML & FIFREICRAT L72S, AR o iR I TRDF~0.4 ng/mL &
WO THETH-T, (B 4)

IRHNT DA EFEIL 0.6~0.8 L/kg T, 400 mg ZFHRINF5- L7- & & Ti%1.05 Lkg
Thol-, (=S8

A ba ==, EOUWNR, FRIR, MR ONRERL 2 & Eekifk X OIRNRIZ L < B
7L, IREHE IR E TET 5, (B8

FAAREF DA h =Y — LV ORMIEREZ R 2 1R U, 18I, EB&ONRIRE
AR CIIMIERREE ISk L 55%, KTk 20%. F FHfECIX 10% Th -7, (B 8)

F 2 BHFRICB T DA bo =&Y — )L OXMIIERE (%)

AR FMIEEE (%) AR XHMIERE (%)
Hh DR 180 T= 95
AHFEAR - 135 b bl 90
CSF (l4#Haik) 120 [R5 85
& 110 B 80
PpAE 100 K 70

SEERFEHTIEC L 0 RE L7z S X7 G313 1 pg/mL O AR Tl 8.1%.
10 pg/mL OEETIE 11.2% Th -7, (B 4)

bt MIBITFDH A ba=& Y — LR O K OFIRINER 5% O T lE. £ 8 TN 3 ]
Th-olz, (ZH3)

®
B MCA FR=FY =A% 1 BEHEDES (250 mg/l) L, #2/54% 24 W07
FORBN, ~—rS—sa~ I T DRI,
6 FEOMEI (A hr=2Y—LROZDI ALY o BRARK, R C. R
WA ROZD 70 0 BIAEE O R B) BRESHE, (B 5)

A hv=Fy—u, £& L UHETRE NS,

PRECHEES L= P r A2 BT, REMDRA he=FY — LR ED T
VT RIE DS 30~40%% (D, N A KOED TV v R G A
R T 40~50%% 57, (B 4)



BEHNOHRTDHA b= — D 50%LL EOHRICH T 2L 2 b 0T
BHD, MHOBALIZ L > T, R A KOBALIRD 2 FEO TGN FEA S ILD,
KEALIRITFALIAR L D b TipldR< F128E]) ., A hu=FY'— LD VY aE)
AIEHEOBI L Z 50%IX 3 A I2 X 5, 77 a VRS ROER LD Hils,
A o= — VO LERENE., 7=/ e X —, L R=Yr V778
Y. ZLTEBELLS Y ) —/UZ Lo THHEEIND, VATV UAIARFOIH TOR
WERET D EEZ LN TWD, (BIRT)

@ HEitd
7t BB I2A br=#Y —/LNREE 250 mg ZHERROKEG Lz D
48 W £ CORTPEHERIT, A FRIRIEETIL9.2% CTh 72, (B 4)

A hr =8 = OPMO FERRFIIEIR CTH 7225, ML ORFL G bRt S
Do TI%MNRDG, 14%DME BRI S 37z,
& % BEDRDPAFIBRORFEGCRKICLY | el o7, S8

A ha =&Y —LOFRNES: (1.5 g) %D Tizld, 6.6~10.3 IKFHORIT, F
84 R TH o=, KA D T lE, 13.3~19.1 KO TH-7=, 6~8 IKFfH
T EICKERE LIS A TR, BT OERMENRA DT,

ATHSBEREE D HRFTIE, PRI Th -T2, BAEOFFITIL, A bn=F>
— AT A DI o 1o Dy, RO Tig 1 UER LTz, (BHL8)

(3) K# A XRUEH)

AX (BE—=FNFE) ITA he=FY —LZ2HET2—7I12L V&5 (100 mg/kg &
H), XTIt MIEEREO®RE (1g) L. &5%Z 9 RHORP OIS —r—7
0~ N7 74— XD,

A XROE MZBT G 7 — IR Ch -7, IRPEEY 3 FkEIX, W
C. A =X —NLEOFOT VT a ek Tho7-, (BB 5)

IFHHETIE, = FeEARE LA XY —BEFOFFRET 5 6 FEOHn
FIESIL, TNHITA ba=FZ Y — N DOREKR N V7 a U EEEE,
WA RORZED TNV a BREEIR, R B RO C Tho7z, (BR9)

E b, Ty FPRUA XZBITDA b= — LORGFOMELZX 1 12R- LT,

10



N N
| |I
05N | N/chH3 OzN N/ILCH3

] |
CH, CH,0CgH, Oy CH, CH,0S0;H

2-(2-methyl-5-nitroimidazol-1-yl) ethyl- 2-(2-methyl-5-nitroimidazol-1-yD) ethyl

a-D-glucohydroxyacetic acid hydrogen sulphate

N
\ || /|L D2y
VA= 0;N N CH;
|

CH, CH,OH
Metronidazole
N KAt Rft N
0,N Jq/u\:ﬁ?cm 02N ’qj\ CHs
CHpCHOH [ty A CH,COOH
Be{ & C

N
|| |
QN 7)‘ COoH {3 B

CH, CH,OH

1 Bh Ty ROARXIZBITDHA =Y — /L ORI OME

A =Y —d, R CIREE2ICRH SIS, EEREHI. EORR L&
WV Ta B KV ERESND, A ¥ — VEROBREEY % & i o
DN O, IBNHIEFEIC L0 Bk an s, (B 8)

FERBIT, TEEEET DG A KORNEEONRS C Th-o7-, (B 8)

IFHIETIL, 5= b A 2 Z YV —/LD in vivo TORENL, kT o= b oisclgs

(nitro-reductase) 1EMHEXK OWERDEIZEEL TNWD, 5= kA I ¥V —/E, £

FELTA XY — /UG E AT 20 EEMEAE LD, 2 b OEEMOEMET:
B2 M TRHE S TV, (B 3)

(4) K& (n vitro)

[1-ethanol-14C] X}Z[2-ethanol-14C] £ hr =4 — /% T v NOGMMEE LY
BARNYTTL =T Y REEHITEER L, A br=F Y — L OGEHBTH~
LTz,

ZOFEMF T, 7 b7 2 REAOY N(2-hydroxyethyl) oxamic acid 23 [F]/E &7z,
ZNHDOZOORBWNTIE, = FRIEEZBRNTA e =Y — L ORFEFR T M OER
JRFNTRTEENTEBY, HOMISRIESNIC= A IZ ) —LDAf IF ) —)L
BRD 12 O 34D RA L TRERICK VW AE L LN E -T2, (B 5)

11



EiRoFEERIZBIT ST T2 KEOY M@2-hydroxyethyl) oxamic acid i£, A ~&
=X =)V ORFHNZ Z 0 AR ST O Z < —EIC Lo E vy, D728,
X T A F U =B EDIRERTRE W TR S 305 FTREMED & 2 305
Y Ve

o F U AFIH—BEHNZA R =Y — VORI B [RE SR
=% ) —)L7 2, Nglycoylethanolamine, MN-(2-hydroxyethyl)oxamic acid, N
acetylethanolamine, Fff, 72 b7 X REOVZ U THY | A ha=F Y —)Li,
PUSOREEE TH LT 5 Z ENB X b, MO ZX 2 1R LTz, Zivh
DFEFIL, N(2-hydroxyethyl) oxamic acid X U7+ F7 2 &AL 5% (a).
Nacetylethanolamine N (X' oo &AL B8 (b), =X/ —L7 2, Higk
W7 Y o BAE T 588 (¢). MNglycoylethanolamine M OWEEE A /L U 5% (d) T
bole, (B3, 5)

HO

N-(2-hydroxyethyl) oxamic acid
}/ acetamide
10H HoN
N-acethylethanolamine
E
H OH
Oz d k‘ b o O HN
e L G &
NH, HO OZN\QY NH, O
o / \ 4 glycine
acetate I
} l
OH

OH

ethanolamine

0
NH,
0 NH HO O Y
i o0 9 - HO
—5 HO\<; >\/ NH,
; lycine acetic acid
N-glycoylethanolamine NH ElY

X 2 A k=& — L oW Lo

HE M N In vitro 2 ClX, A ha=%>Y—L, Wikt (fragmentation) (22 V.
Z< OHMITRINCH D5 FICETHfSND Z e, (BHR9)

12



(5) EBIZDOLT

A ha = — oWl BHE (food producing animals) Th oM. 4
L OWKIZEBWT, xR EFEAAIOIER O RO OB GZIC LD, FITRINL T
R IR R Y TR T — 2 O EhRE T — 2 1372, E7-, FIHTE 2%
) DT RER N OGN BIT 27 — & 13720,

b-=huA IFY—UL, RIS Z EDHOBNTND, 1 IX Y —/LER
D C2 LOIBEDIEA) B EEAG N SN D, FREWIE, MRy > 77 LG
HREET D, A bo=ZY— /LI L T, XSEOMFET @ﬁé\?)@é@% ZOUWTH
HTEEHRITR, (B 3)

TRFREE DI K OHIRIR N 5 80 25~ — I — OEIGIC BT D 1FH 345 b Tuis
Y,

W O DRARR A M ORI T — 2 DIRKICEB W TR DAL TN D28, A hr=FY
— VORI, MEROIRPTOHRBO b, FET 132 ERE . T oMM
TliE A b=V —)VOERBIIH LN T2s Thud, S FECERT 5 6
DEZZ BN,

PITHEE B2 TENR G Lz, A br =2 — /L RO ORGP Th G
A OFERE, &G 2 SO 6 IfRtR OFLITF IS A B AL, 43 IR I3 R AR
(I LTz, LanL, A hu =&Y — /L R ORGEW A 1L, 7R SHUTZRIGRER S 3
T oNTE DR IR S OVE BRI O  FERICER SN b D LT A0, (BH3)

. EinEER
A ha =& —)L® in vitro KN in vivo DiE{nit B 22 3 MOV 4 [TR LT,
(2P 3, 8, 10~19)

% 3 in vitroi R

AR E S M= i

T2EIRAE | Salmonella typhimurium | ERFM 2R LT IKHE 25

H.|
Wtk |TA100. TA100-FRI, ~250 g s
(2 10)
TA1535. TA1535-FR1
TA98, TA100 0~100 pg/plate (£S9) (18
(B0 11)
S. typhimurium 250 ug/plate (+=S9) (€38
TA98. TA1537. TA1538 (& 12)
TA100, TA1535 50~500 pg/plate (+=S9) BoHE
(&M 12)
S.typhimurium 250 mg % 1 H 38, 10 HF#E e
TA1535 N5 Lt NBEZEORE 02 g
. (&P 12)
S.typhimurium 0~3,200 nmol/plate (+=S9) . 718
TA100. TA100NR BRI T M O T (&M 13)
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R *t5 JiEEs i e
YG1029 0~3,200 nmol/plate (-S9) . 718
TA100/1,8-DNPs AFUE T (5 13)
S.typhimurium 87.6~292.1 nmol/tube (- S9) Gk
TA100 116.9~292.1 nmoltube (+| 0

39) (&P 14)
S. typhimurium 40~500 pg/plate (+-S9) B
TA100 20~500 pg/plate (- S9) (ZH 15)
TA100NR, TA98, TA9SNR|5~500 pg/plate (+S9 i - (X5
S9) a (&M 15)
SOS 7 v | Escherichia coli PQ37 87.6~292.1 nmol/tube (+S9) kR
ET AR (M 14)
SRS B3R | Neurospora crassa 4.4 mg/mL BoiHE
R (&M 13)
IERER | FERE R Y voNBR |2.9~584.8 pmol/L S35
24, 48 K] (B 15)
Greto (78 B | T3 ER MEAR, (EERET (kR
kiR (ZH3)
=) R RN X5
(& 16)
BRI~ A VT —~ FAEAEH ke
ZRAGR | L5178Y M (HGRPT £ ) (ZH 10)
F¥ A =—ANL2E— |HEAH (+7 v MMUTH ot
V79 A (7 7 /A ARBUE| ) (BIE 10)
%%\ 1Z HGPRT 5 T
BIREMEE| U o NER TR M AR AT (kR
H (ZH3)
G fRZ8 H | SR 5.8 mmol/L, 45T i
kiR (ZH10)
F ¥ A =— AN A AKX —|10 mmol, HEERIET. 6 BHEE: e
V79 fife & (ZH10)
5 mmol, HEKMET, 5.5 RFfEE: B
= (3 10)
o Xy M7\ b ML R TNT U =
veA (ZH 15)
mk eS| & MAER FEAIANE AHERE
(AR (inconclusive)
(1 16)
INIA S — BRI SN [£xe8
(1 16)
H K%y 5458& | Saccharomyrces cerevisiae | ZEHIANEA B
{12k (ZH3)
Y Saccharomyces cerevisiae|0.02% (£3e8

D4

(ZPf10)
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R POE s Ah
REH] bt MR EES NI e
DNA &)k (B 3)
RV ~ 7 AHIFHER EES NI e

(B 3)
body fluid | FERAAEA mEEINTEe b (F, HEED] Bt (Active)
assay JK) . oA (R) (ZH 16)

E3 NN BEHEERG N FO Bot:
JZs (M 8)

a : S9 FEFFE T D TALOONR £RIF QN S 174 F K OFEFAE T D TA9S 1 Tl FHE COABGHE

x4  in vivoiRBR

R ﬂ e HE o
/] \*Z%it%ﬁ ~ v X R EHH@ 7 ]\ﬁ’ mii{ﬂfﬂz:ﬁﬂ Bé‘;m\'l\é
AHAE (i 16)
~UA, 7w b ~ 17 A : 100, 500 mg/kg R, (£
Z v b : 100 mg/kg K (ZH13)
EES N S5
(&M 13)
(BET—42) 5. 10, 15 mg/L, o
> 7 U K (Oreochromis |24, 48 O\ 72 Wit 5% (2%?73 17)
niloticus) 7RIMER =
PR R~ T A EEa N [
Rk (M 3)
GetofREE v b CGRIY v 7EK) MHEAE, &RO#kh [
R (M 3)
HEARE, &ROkh ftth: (RERTaRR
HAREDT
W) (BH3)
aRxy b7k CRIEY 7 38K) HEARH, #EA&E BEE
VA (BH 3)
MEARH, fO&s ftt GREatrIRR
HAR DT
W) (B 3)
TR ta Sy | T v A =— AN A X — | SEANEA (=4
IRA AR | AR (&M 16)
ANE W e Y R EES NI o
DNA &g 5 ’;E 16)
AR i
R v N (BBE. U 2 NER) e N (=4
(& 16)
DNA#15 | & IR E, HEREO&RS Bt =
(M 3)

2 AR AW CTH D ENbEET—H L LT,
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ik *t5 & i
MM 3 | Drosophila EES NI fet
SERRER (/e 10, 16)
EMEESER| 7 v RO~ T X Z v b 300, 600 mg/kg A</ e
R H. <7 % :300, 1,000 mg/kg (%Elm

RE/H . 5N, 5K~ —

a : — A4 DNA D%

A kv = — )L OHUR A UIHIETEIED A 1 = X L%, = h e o7 T

BV SOSTERE S M OSIRRN O 57 1+ %ébf%%%%@%%rfoﬂlf
1%, ROSPERGE) &M DNA & OFHAERIZ LY DNA GO X7 B AR
EIH, MEIIIEET 5, B FRUEMICEWO T, SUSMEEY) & Mm%
DNA & OFHAEAERDHER S TW5D, 72, B MIBWTIE DNA —AKEDOHEE)S A
1= — )L OIRRHEOHER G- TH LTI Y | [FEROFT A in vitro TOE FO
B ) U ERICB W THIER STV D, (B 3)

EMEA TiX, & in vitro KO in vivo DEmEMHFBRIZ IV T, Bt K Ot ok
ERNELNTEN, IBFEAN TR SN MZBWT DNA BENRE S Tns 2 L
NH A ha=g Y — Utk MIEGEEE RT EEZ LN E LTS, (B 3.12)

A bhua=FY—i, S typhimurium OEENTIE= b niEcEEE (nfsB) |

2 EEILSINT= M YiRERD, B Raxi A7 I 2R TT I 2{bai qffl:é
N5, ZOERTETIE Faxi b7 I 003 DNA &S L CEEESE 2R 5,
—J7, B FEELIFIHICIE, MEO= N riRT#EOKENREr—7 T D
NAD(PH-% / gfig ot (EC 1.6.99.2) WMFEET D, £/-. = bafbdW%a 1%
Fi8#9 5 NADPH-F ~ 7 = A P-450 ffbioclesR (EC 1.6.2.4) . NADPH-b5 [#{ti%E
JilER (EC 1.6.2.2) 2MEET 5, = hefkEz 1 BT 2 2O ORI, =
N EINBIEA F T U INEERT DR, 20T U hIERIC I VRS =
AL SNDH T, T ORERITEERR ME= F oiE ol R &M D, =
N 2 LA~ L S DI CHAT HIGHIRERE (A—/S—F4F% v K7 =4>) 1%
WHAREOMIZ DNA $HEIr 235367 5, (B 18) LIein-> T, kb MZBWTH, I
FLOBEHRIEN A b=V — o= fulkziEic L, St 23883 5 TetEns
bz, —H. A bhup=FV =L, b=hu 7T R 2l = b ke AT 5 2-= |
0 ILZ =)L EHRTETIIUILL W ERHE SN TS ZE (B 15) D, A
ha =& — Ot FFBEAERNTITMEICEITEZ DI WEEZ LD,
Germ free 7 v k %:ﬁﬁb\é L. A b=y — oG E L T= hu g S
R DL Z TNV RNZ &G, I TFIERNICE T 2o SN 1
LVARENL ZEnEZOND, (BR19) b FOBNMEENDBEEFR= ks
Waig T H= heigEmERN A S Tna, (2R 20) B FOBPHIEEIC LD A
k=2 — ORI ERR SN D E D MITA L TIF RV, A ho=FY
—LOIBEHBEOHEIESIC LY v FTDNA HBERLSILTND Z LG, B4
FERNF, A bu=F Y — VBRI & > CTRIE L 70 5 a2 R~ I REMEIC DUV T
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LETE RV LT,

A ha =2 — D OO A (R A X OMG C) O frErEiz >V T,
1 IR ZEIRIE B BRI T ST B,

FERAR B IR LT, R A OBEEMEL. BUEEmE 0 b 10550 o7, (B
3. 12)

H

# 5 WA AR )RR BaiR

K BOE M= it
A S. typhimurium 250 pg/plate (£S9) petE
TA98, TA1537, TA1538 (M 12)
S. typhimurium 50~500 ug/plate (=S9) Bt
TA100, TA1535 (B 12)
C S. typhimurium 50~500 ug/plate (£S9) "
TA98. TA100. TA1535. 21
(B 12)
TA1537, TA1538

SMEHAE
A b= =D LDs %K 6 - LTz, A hu=FY—LOAMEEHRIMRy, (&
fd 3, 8)

F 6 A o=V —)LOEFERGREKIZEBIT D LDso

ELY) P GHER LDsy (mg/kg {AE)
[ qn 4,350~5,000
~ 7 A* g 1,000~5,000
FRARA 250~1,260
5 M >5,000
7w k¥ N 1,000~5,000
FRARA 100~1,575
A X* g >750

MRS STV,

mRMEEHER
(1) 4 ERESESESEER (Sy b BOKE) (BET—43)
Ty MW= A Fa=2Y— o 4 B O #S (25 KO 50 mgkg RE/H) 12
& % HAVE R ERRBR N I ST,
(RER OVEALTFRI/ N T A —Z I3 IREE & [AEk T o 7o, EMEA 1E, ASUROFH#7)
+ e BIEHENIER I THH7-0, ZORRITZ T ANl b
LTW%, (ZH3)

3 MR RE SN TV RN EMBRET - L LT,
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(2) 18 BEEAMEUAR (Tv k. BERE) (BFT—429)
7y MeHWEA he=2Y — 1o 18 R G- (75, 150 & T* 300 mg/kg &
#H/H) 1T XDl T S A,
SF G THREREMET L7z, 300 mg/kg RE/H B 5HE Tl JHB VB g Fa %t
HESHEINL, HECIIRREEEN O FEROIK T B SN,
EMEA TiE, AR NOEL [ THE TE 2o/ LTW5, (ZH3)

(3) 17 EEERMEHERAR (1 X, BOKks) SET—4%29

A Xu WA Fr =Y —L) 17T HERA RS (756, 110, 150 &KUY 225 mg/kg
RHE/H) 1T X DMt 32kt S iz,

150 mg/kg (RE/ H L E# GREORFINFETT 50, XITEEHH, AHPAREE, Rk
S O 2 R U T2 T2 DI T RESEHCALE ST, [RERODIEIRAS, 110 mg/kg ARH/ B 5 5-8¢
THHELINIZN, FHTIL 1 BIOHRTH -7, 75 mg/kg (R H I GHET b EEIHH X
UMRER IS A HALT,

EMEA Tix, AR5 NOEL #1455 Z L1 TE o7 LT3, (BE 3)

(4) 14 BAMERMESEHRE (L, BOKRES) SET—49
P ERWNEA ha =) — L OBEET 2 — 7R O&K G L 5 At BT
b TWb, 45, 100 KN 225 mglkg R/ H T 14 BFS L7-RABRClx, BakoXx
IR OMEEAR T AN G RETA S, 225 mglkg RH/ B GRETIE. TR ERSARY
R LB STz,
EMEA Tix, A#B72>5 NOEL 2195 Z L IX T& ozt LT 5, (BIR3)

5. 1BHBHR UK AR
(1) 78 RU 92 ERMBHEMRAR (TR, BERSE) (BET—5 )

<A (CD-1 kO CF-1 5%, BEAH) 2V k=&Y —1o, Zneh
78 KON 92 JH[MIRERR G- (75, 150 &N 600 mg/kg KE/H) 12 X D&M
St < i,

CD-1 ~ ™ A ClL. 75 malkg (KA GRHCEBNT, KD 26%I (KBS F RO
WT AR BTz, 150 mgkg (KEY/ H B GREC Y, HECRIER O RO/
TAK BT, 600 mgkg MRE/HESEECIE, HED 53% OISR EREDIE TR
DNET TR A, 23% TS EZERES . ME - - ORI B OIR T ST,

CF-1 ~ 7 2 TlL. 75 mg/kg KT/ H ¥ GHEOHE TR RO EEIME T L=, 150
mg/kg TR/ H 5% 5REOMERERL ) 600 melkg (R H £ 5REOMETIT, OO HE
DIETFAH B,

EMEA Tld, AR NOEL 135k E T& noTo b LTNG, (B 3)

4 FREROTEANRE SN TWRNWZ LNBEET—Z L LT,
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(2) 80 EfEEMHEMHHAER (Tv b BOKE) (BFT—439)
7y MeHWEA be=2Y—1o 80 HHfEN#& 5 (75, 150 & UF 300 mg/kg &
#H/H) ICX DM T S 7o, BIFECIEA hr =4y —L % 13 HFREA
e 5. (600 mg/kg (AE/H) L7,
300 mg/kg R/ A HGHEORHNIBNT, AKEMET L, S HICHETIIHREROZEM:
DAL, L VIERHAEREGRETIE, Mk T A —2 03Bk Lz,
600 mg/kg ARHE/ H % GHETIEL, FEEROZME, RINLIRZERN N ORER O T AMEEIC
BTz,
EMEA Ti&, ARBRO NOEL [T E TE o7 LTWnb, (ZH3)
(3) EMNAMEIZDOT
~ 7 A (Swiss 5k, 6~8 ifin) & H = A h =&V — )LOIREERS- (0%, 0.06%.,
0.15%. 0.3% 1% 0.5%) 1T X DA ERBR N T2 S 7z,
ALFRIT, R CRETH -T2, MIEEORAERNEIN L, (FET) 0.3%LL =&
EREOMETHEME Y L JENEEISEIIN U722, TSN O NEREOETIE, A&
IREIMIA SN2 o T, (B 11)

£ T wIREHNEA Fa =Y — L OIREEE 5T L A EERBR AL
FlEEOFAR (%)

- IREREE (%)
0 0.06 0.15 0.3 0.5
yaid 19% 33% 58% 67% T7%
ik 20% 40% 50% 70% 44%

7w b (30 mg/kg RE/H ., MR O&RE) KO~ 7 A (2 mg/H ) 66 mg/kg AE
/R)., SRR OB 2 W Cllr 3266 S 7= 100 A Gtk & A ERBR o
LV EHETEmINTZT v N RO~ T ZAOIREEE G2 L5 ATEBROMS R 2 FHEL L
72. EHED 30 mg/kg (AHE/HIZE MIBIT HIBRAEOHKIHCTH D,

ZDT v MIBTARAOKGEICRWT, FIREE GRRHEIRIE | TRREE 18%2%F L
56%. MMIE : 16%I2%F L 36%. HRHERE : 0%I2%F L 22%. ASAME : 0%I2%F L 10%) D
BEILBENA, RN 100.5 A O M CBIER ST,

~ 7 ATIL, 66 mglkg KT/ HOE 8T, EMEY Lo JEAMEZ GREREE 0%2%F L
44.1%) . PR NHELS  CofPREE 26.3%I2%T L 66.6%) Blzisniz, (BE3)

A hr=FY—d, BOFHH%, ~ T RN AMEE R L, MR AIES, M
U VOB AR GBS, T v b~OROEG% TiE, HRRHEIRED
TEABERE R OGS A PN S8 7=, (B 21)

5 BRI RE SN TV RN EMBEET - L LT,
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CYRKOT v MEAVEA FRSS L ORAREICE D A br=gy L
DR INEBTR DT,

~ Y AITINT, MR, BECENE Y L SEORAERRN, Ty MCBNT,
M TR, R OO A T NI LT, £, T b
CiE. 1,2-dimethylhydrazine O FH5AC LS4 =L m—3 = 12 & 0 KIBEED
RPN L=, (B 16)

FEHEITEVEE (500 mg/kg (KHE/H) DX bo=Z Y — x2Sz~ 7 A2k
WCHIIEE D 7 aE— a NERANA LIV, BRSO a BN A2 5| &
B Lz, NAARX—Z W AATERER 2 BRIt cho7-, (B S)

A ba=Z =V OFEPANMERIE, WEOEGA =2 =—a AFHLD T L
A7aE—a MERICL A DTHD LiEmmSivTns, LU G, AlRetEd
DHAN=ALIREINTEL T, THE—va AN ALIONTOT =X
STV, (B3R 3)

EMEA TiZ, A hu=&Y—/UL, 8icxt U CRISEIERD AME L e S b
ELTEY., ZORMEI. A hue=XY—)L%& 71— 2B “possibly carcinogenic to
humans (& Mk U TRBAMEDRIEEMERH )" IZET DWW EIT/H5FE LTZ IARC &
—&d 5, (B 3)

6. EIERESMHER
(1) EHEHREFMHEICONT
ATHEMEN~ T AR ONT v RO EEEERBR ORI TEY . FRIB TR
A, BN RO EEOK T R4 LTV,

K (6EA) A hu=F Y —&2&5 (50%iEfE &E (overdose) /4 BH, 100%:ifE] &
1288) L., A M=V —)LORE IR~ ONTRRbN, &5%, 2
AR 10 M E TR 28I L7,

AL, 1R OFMWE IR CTH 4 58T, GLP ICHHEILL TR 59, B8R
LEHITH T, T2, EMEA I3, AGRBROREFIL, BEREA EUNREG LT
WD L3 BIR ST o T, FRIHEDOATHERRIZIT 2 B MEEIRDNATHRE N T A — & (T
WA RF T RTREME AR L7223, AESHARIC B3 B R BRI LB S o T, (B 3)

(2) RESMEICDONT
~ 17 A (Swiss Webster &) OFE 8, 10, 12 kN 14 HIZA k=&Y — /L% [E
PENF G- (15 mglkg RH) L, IREMER OMEFTTEMEDSTHIN DivTe, JEC KR OFIERO
ZE=RAS VIV N SV g Wi
5548 SD 7 v b OME AWz in vitro i BRIV T, 2mmol/L D A ke =4 —)L
(RO IRIREME (EAFRRILO V11 BICETE) &R Lis,

20



/\L

WL ODPDFATRHERIZIN T, M TR O & - 7228, a3 +5
AR SN2 otz (BH3)

N

A ~r=F—Z, IR Al LB IRIEERICA D, & NHEORK 5 FEE
TaERG L7 v ORI, IRIRICK U TIOFEER L HE S TU7Zen,

A b= = UTIHROS AT — VB W TR OIS STV 553, BITER
ITRE STV, LU G| HIROE 1 = I HER STk
720N,

BH L CO DR O AEIRIZIW T, 0072 Ui GBI X723, A hr =4
V=W, G & FRROIRE TRILPICALIND Z 2, T A—SELSMT I
FTRETIIR, (BH8)

7. ZOthOFEHER
(1) SR
TR OWTIZ IR LICE NI D 2o T, (B 3)

(2) MEMEEER
[EAIEEER TR o an =Y QAN
% O4 (112 80) RV A hr =X — U xd~ A 2 ARB RO EEARRER )
5. IBEAEOTENES-CIE. BWERZ LICHET 2 2 LB fEmfi shnsg,
IRIIBHR AR 4 [FEZ R NG U=alBR il BEFLE% ORIZB O TH 720
PEIR LTz E SN TS IRERETENUCA LD RIWERIT, 522 rT 72 iR R
ERGK OGME O CH T, (B 3)

8. WEMFMREICEY HHER

A hr=ZY = OWAMIT DML, B MAEERICRKT 2EHGmeNnT
W5, A bu=2Y— 3, FEGENGO TN 2 T BE OINRERGE TR D72 DI
shad,

KIGOBHENERE DRI % A b v =4 —Lo MIC fil%, 2~6 ng/mL T -
2o BIIZ I DIAL DOBEMED & 2 6T DI TH o7, L LR b,
BREME R OB AL AT D &V ) B G, EMEA CTORHETIE, iBMOT —# 1%
ROBITWRV, (B 3)

9. EMIBITAHR
A b=V =i, b MAERLE LT 30 FRfEH SN TE W5, FREAR
1%, BFEMERERYE, 7 A— NE, MY B FRE, DT ACTIER N —a FEOWE
RCTHD, HETEIVEICXL > THEZR Y, 250~800 mg/H % 5~7 HIf., & K2 g DH

[BlfEh- & STV 5,
bt MIBWT, 180 mg/kg (KEDHFIRE IR &S, BEEOM: X KK ONEMH23 H i
LHMBREDOEMETH D, L DA, A hu=FY— Wt EHREFRICOMEH S
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ns, (M3

SRR OMBRE & L TEHED A =2 — L 2§k G S v
BNZFUNT, AR~ DEZERERIC LD TADARIEREL D EHE SN TVD,
(& 8)

H A OMEREAEERGIZB W TC, 15g B2 D A hu =&Y — ) LO AR A&
HERHE S T2, SERIE, B, TRH-AOEERGH CTh -7, (B 8)

R HEEIRF OB R & LT, Bl 508, 18, HIBREE, BB, KRR
[ GRALOFE YR RHUR, JRREE, S>FEdk, BEOSL BITETOHER) &
OvFisrie by (RSP, SRR, M. SEEOE, RIBIEREAE) 23 S
ncnsg, (HS8)

BB L LTI, FMIE, RIS 2 Bt m 2, A 6~194 g% 5
~T7 ARG LT aITmE ST b, BIRMRIGR DS ESEEE T, 2o EFLE DRI
2 BB SNz, AMEREIENRE SNz, (B 8)

A ko= —UE, b M L TREPAMEOA[REME S 5 (Group 2B), (Z4 16)

b MCBITDIEEE A =2 —)L L ORARE 7 5% 0O BB 2 3l © & 5 Erge
DT —H TN,

FESEOEMAE R Y T RIEOIREIZ A ha =4 — L& T ek O
WD —HOOFBRIC A LT, MY 22 RIEXFESEREOGKRIEF-TH Y, 1 R
TIIA b= Y — W IBBEINR)o72 b aT T AJEOHEE BN TR AD
FEAROBIMMN A BTz (FEXHERE 2.1 GEZSBEEDICHT L 1.7 (BREED), /=, [
ZE Tl O HE S TWD  (THIE 0.6 1ZxF LERINE 4) 25, &9 13 BT
HEINEEE SN TR 57 (FHIE 2.6 (25 LSEHNE 2) . Z OO L5
DT D AREMDVRE S Iz, 2O 3 d— MIFFED 7 + v —7 » 7753, 1985 4L U 1988
FITHE SN TV DM, TARC 1% 1985 FEOWMEN S, MR AEMIBYEIC L5 =
ETCRAICHATE D L LD, —J7, NTP X 1988 FEO#iEN S, A ha=F Y —
P %i0E ST BRI T D fites (VB STRMERE) OINE, B K DMEZIT 72
%TH, WA RLIEEEThHomE LTS, (B 16, 22~24)

A fB=H— U8R ST 12,000 ALL EZ AT R TIEL 2 207 v —7
v T DADOEEIMEA B> T FERHERE 0.89 (95% X, 0.45~1.9)),
(B 16, 22)

HAERNIZ A b v =4 — W8GR SN PO KRB 8 LD 27— MFJETIEL, &
IREUZ DS AV DB T H VT, FEEEEHIIAED U R 7 23 2 f5SHIN L 723 B 257 )
Sl LTn5, (B 22)
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111, BAfEEZEE
1. EFF#EFICH T 55
(1) JECFA IZH 155
JECFA X, A b=V —LIOWTHMHTE 2247 — 2 B3 Wnizd, mik
FHREHI AT o TRy, (R 9)

(2) EMEA IZH 1+ %

A~ =& — L OMRENCET HIFHRIT, tho=FrA IF Y —/VEICE L TFEEE
ENTWD LI 7%, MFRCBIT DA 27— UG5S LA IMADI L & 7
MR BEREME S LT R 7z,

FEEGFMERBRICBW T, A ha=&Y'—Z%ld % NOEL [Tk 5o
Too Fio, KEHG BRI TREOAFEREDREE DGR STV D 2N, AJHAE
IZB8T 5 A ha =&Y — /L OFEIL, BIEICHNON TR, ST, A=
V= VMERTTENE R T D AHEMEAR STV DD, HIli B STy,

A ha =&Y —/X, invitro COIFFEMILL e MR NS in vivo TO~ T
ANZRBNTC, BEmtEE G T 52 EBHLNISN TN D, Fio, EfsmtEERI,
A ha=F— L EROBS Sz hTHEIBNTWD,

Aha=FY—Ux, vUALDNT v MZBWT, BRAMEEET S Z ENHLN
IZENTWD, A bu=FY —LORINGEZ 32T 123 I GO BB BN TER
DOFERPEM L2 EnD, A o=V —/Ldk MZBWTENWNEEZGT 5D
TIFRUVDE WV BEORIRE > TS, TARC (IZLUL, A b=y —F kb
IZBWTRNPAMEEGT LR H D L SN TWD, /2, A hr=F Y —)LCHf
BEMEMN DI CW A Y 0 — 3 L DA B = AN AR HATRE/R T — & 1372
AN

EMEA [X, A =Y —)LOFENBAMDBIGTFEIEA =AM X D &, BHERE
EREL, ADI #H T 5 Z LT TERW ML T\ b, (B 3)

2. BRI g

A ko= —)L& = in vitro N in vivo D& FEIE s M ERBRIZ BT, Bt K&
OP2MEORERBE SN, A =&Y — UTIEARNCE TS, ZOBRETELS
b Re$i 7 I 0L DNA LS L CEamEZ2B8ET 5, b Mgl dEch =
N b A ERITCT DEREPFIEL TED . B MZBWTH 2O OEERERICE D X K
n=FY— D= raERel, Boalte BT 2 RiENEx b, —FH., A
k=4 — L OIETEIE, 1 FFEAAERN TITE IR TEZ 0 I2< V2 & LD Germ
free 7 v N CA b=V — VBRI ARSI LD IFHIAAEENIC
BT HETAGHY ORI IENHIFEEICER T2 2 B2 b/, LL, & FOG
WHIEHEIZ LD A b e =Y — L ORI N ARSI D E D NI 60Tl
<, A b=V —/LOIREHEOHFIEGIZL Y b N TDNA #HERALNTND D
EMND, BRNWZERERIT., A =Y — U ERICE > CRIE E 72 2 BismttE 2R
FHREPEIC DWW TIIAE TE ARV &l L7,
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o, vV RAKOT v FERAWTZEN AR T, A Fr =Y —UIFER A
PEDFRO BTN D, B MBI DEFEREICIW T, GO BEMEI VR S TR Y |
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