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PUEWETHD Tead~1 3 (CAS No. 38129-37-2) | (ZOWT, B FHEESK L&
RRFOTIRBGHE, ATBEHRINTE E RO RBRAGE S 2 O TR S i Bl 4 550 L 7=,
I WAL, EERERER (DA, Ty b, UYF AX YL A
K, 3. S0 KEOE M), FERER (B K BEOSY), Bttt Sk
(TR, Ty b, AXKOFE), AR (T v BEROY X)), Egs AR
(FURA, Ty NEOUYE) | EM TR BT 23 BRSO Th 5,
a0 NTE, FEE G ERBR O RN A TH -T2 Enn, A
EoTHIBEE 72D X O eI e B2 bz, 7o, BOAMERBIISE I ST
W2, RGBSR DI RN AE T2 EEXDND Z Eh, —HEE
BEFARE (ADD) ZET D2 EIXARETH D Ll L7,
K HEFERER CE O R E NOAEL) O/ MBI, v X O3EFMRRO 74.4
mg/kg K/ H (ZBAEMRE 2~ A 2 & LT 100 mgkg K&/ H) TH Y | Z44%%5% 1,000
(R 10, fE{AF 10 L OBMETME R OSEN AMERERZ K< Z LI X 2B 10) %5 H
LT, 0.074 mg/kg RE/H 273509 ADI E3%E LT,
— 07 A ADT I HOW TR, VICH 00U L Y 0.12 me/kg (AH/H & B Shr-,
B ADL & AP ADL & &bl d 2 & BT R ADI O 5V NS Wz v
aH<A > d ADI % 0.074 mg/kg RE/H L% E LT,



[. SMEIREMAEERSM - SARLANYOME
1. A%
PrEEAl

2. EMEHD—HEE
4 BEa<Afov

g4, : Bicozamycin

3. %4
CAS (No. 38129-37-2)
44, : 8,10-diaza-6-hydroxy-5-methylene-1-(2-methyl-1,2,3-trihydroxypropyl)-2-
oxabicyclo[4.2.2]decan-7,9-dione

4. 5FR
C12H18N207
5. #F=E
302.28
6. #EEX
0
HoC OH
NH HO  CH;,
HN_ O OH
© CH (B 2)

7. FEREMRMERRKRSE
v ot o, XY BE LR o D Streptomyces sapporonensis 7)>
LREEE SN, BEFOFAEWEONTIO 7V —F 12 bR S W BERE T D, PiE
TEMEIL T DEEMERICIR DAL, P THERBEL Y VERTEICARI CTH D, 1FHITR
HHITH Y . HRED & R B A RET 5,
vatfed VATEWMIEHOFEWE & LTBR SN, (B 3)
AARICBW T, BAERE T, B af~a o BN OROHIENE FHRETRE
AR O#GH] GO ES, SRS OO & LT, ZEEFRE aF~A
> U RO IR UK L OVKER (997 & B A SESEIERE )

VRS, 7 n~A 3 (bicyclomycin) &9 AR CHFEMESIC AR SHTZs, £ ORERR sl
vatfv U EED LN, (B3



OEFEHIIAIE L THGR SN TS, Fo, BMEOEE G E LRI & LT
FRESINTWS,
7B, WUT 47U A MPEEAICLE S RIS E SN TV 5, (B 1)

I. RE&HIRHIMEOHE

AFHIE L, B S ARGERE K ORI R ORREGRR S A4 Ll B =
~A T OFFEICET D E M A AR LT,

PR SN B R S R L 7=,

1. EWERELER
(1) EYFEESE (Sv b, EaYvair, BOKkE)
7w b CREERRH) [cead~A v 17 [FEEEk 085 (100 mgkg (AE% 1
A 2EH%E) L. b 830 73 KO 24 BRI O O B o~ A U U RED A
F7 AL VREES L, BIERIZOWTRE S vz,
P EBRAED b EIE S 24 % E COE a W~ A L o OREIEITL, RD 2.2~
3.7%., FND T7.7~89.9% T, HEIIT 84.2~92.3% Th -7,
BB - 30 43 KON 24 Rfite O ifn i K O (i, O, PR, MEistie OVES D) 7
Sl <A AT S o 72 RS - 10 mg/L X mg/kg), (B0 4)

(2) EMEREEER (THOR, REF®EQY < L0, OKE)
@O MmigdEE

~ A GREAB) ICZBR/ME a~A o2 HERAO#KE (Taf~wsv b L
T 100 mg/kg RHE) L, #GERREAVMAERIREEDHIE Sz,

~ AT, Fh 2 RIS IEE Cuax (21.7mg/L) (2L, (M 4)

@ BT m

7w § (SD %, 5 VL/HER) ICZEFHBE af~ A o2 HEROEE (BEaif~A
e LT 100 mglkg (RE) L, #ARRFIREEICOWCRIE Sz,

JEiE e OV 2 B < W UDRARRIC W T . B~ v o O/MBRRRE I G 1
REZ I Tl U, 2 OREEITE ED O B, i, ficho7z (R 1), &R
4)

2 SRR 1T 4 JEAESHE RS 499 B2 X o TED b iR Vel



#£1 v

B RZEEFRE atf~A U HERAORGZOE a~A v
AR (mg/ke)

e B4 (h)
HER
1 2 3
Jifi 26.4 20.1 15.0
JF g 68.4 63.0 35.4
= 129.0 90.0 43.2
- g <10.0 <10.0 <10.0
TN <10.0 <10.0 <10.0
Q@ HMHBARESR— FRUMEF TOMKI R

ot~ A LU OKBEEE T UL, TRENE SDTE ) T UNVEERERTH H %
BB AT /VRIL, ZVEBPIETEEZ R 2008, mWVRRORINEZ R L, E& L
THEENDO AT Z—BIZ LV KGEEST, v atf<A oo b UChEEEEZ R~
ZENHBNTWS,

ZEFE O T D R — R OIMIE IR
DR SN (3E2),

Tue 17 H FOIME L OFHR TR HELS 3 KN4 3 ThoT, IRWT, BWIEIC~ Y
A, Ty b, AXTholz, A XTI, WTNOMMKICE N TH AT 7 —BIEMEITK
<, WINRL Tield 120 &2 7-, (B4, 5)

JOZRAEME AV~ A O]

2 FEWRICRT MR T YR — FAIFICBIT AR EFBE af~ A
DMK FEA 5 IR
il LRERRY 2~ A 2O Ty (min)
~ A VAR AV A X
13 27 >120 3 >120
Jr e 16 >120 4 >120
7N 22 47 12 >120
R ek 82 >120 26 >120

@ FRApHEMR

~ U A GREAH) .

a: M ECTEat~ A VU ENGEH

7 v b GREAM) .

TR OA R

FHERR DS (o~ & LT 100 mgkg {AH) L,
PRI OV CTRRET S v,
FHea~Ag U ORPHREE R 3 IR,

KEWIREIZES
~ A, Tv b, DX RO X T, BEEOFNZF173.1, 80.5. 20.4 KX 27.3%

D3P A% 24 RERICIR RIS HRIE S U7e,

FlooAX (28 T

NI oY= A DI ED 4~17%D

SR Juiie /e 0 (R
G- 24 BRIt £ CTOR

LRERE 2~




A UPRECED T ERPICHR SN (R 4), (B4

* 3 KEWHEICBITARERRY a P~ A L UHEIROKEHOE af~ (v

R PR FR
" Feh%mH (h) .
s it
EL7/E 0~3 3~6 6~24
(%) (%)
mg/L % mg/L % mg/L %
~ A 8 3,578 | 51.02 801¢| 25.3¢ 73.1
7 vk 5 7,112 574 | 4,461>| 13.1b 718 12.7 80.5
A 5 1,713 8.3 | 3,005 9.6 35 2.5 20.4
A4 X 5 4,226 72| 8,280 6.5| 1,420 13.6 27.3

a : ¥51% 0~6 HEoRIE
b : 1/5 BlidHRARARM CTH - 7= 72 n=4 OFIE
¢ : V8 BlidhHIEAA MG Td > 72728 n=7 O FHJHE

£ 4 ARTBTLREARRE AP~ A 2 VHERARKGROE I~ A RO
TRAERRE 2~ A o B PRAPYRE

B 5HIR (0) e
i - A
JRAE 0~3 3~6 6~24
fill (%)
mg/L % mg/L % mg/L %

vafvA 110,200 | 15.8 | 12,500 3.9 620 3.2 22.9

A X1 | ZRE#EE =Y | 2,200 3.0 5,900 1.0 — — 4.0
v A e

vatfwA | 3,600 9.5 | 11,800 | 11.0 440 5.9 26.3

A X 2| ZREREE =Y | 5,700 | 14.0 3,000 2.0 120 1.0 17.0
v A a

a: o< L HEE

® BBttt
7 v b GREEAH)

T 100 mg/kg (RKHE) L. #7524 Btz £ CTORRT PRI OWTRERT S v,

FERAEE B IRT,

5% 24 BE ORI HERINE, &5ED 0.96% Th -7, (

2P 4)

x5 Ty MBI LREFMRE 2V~ A 2B O ERGR O hk

(CZBBFRE AP~ A AR OKRE (Batf~ L

Fe %R (h) e

0~3 3~6 6~24 .

mg/L % mg/L % mg/L % %

A 18.0 0.25 13.2 0.14 11.7 0.57 0.96




® JvkIHITHKE

LRERE AP <A DT v bAORARGIZENT, ZEFRE 2V~ 23
ARNTEE P~ A 2o LRERRIOGHES L, RPITITTE A EPt S 2o T2,
e AR RS PICRTICHt S AL, L BEERIITIRCU IR T2 Y v
EXRTTF RiEE S, BRI E U TURPICHRE SN D 2 L g S vz,

T, REIZiZE a~A o U USNOPIETRE AT 2GR0 b e~ T,
(ZfE 1)

(3) EMEIREHER (XVUR, v b, DHXRUAX, EaVvaI Y, HARES)
® Mm B FiRE

~U A (ICR%&, HESIL), 7w b (SDK, HESPL), UH¥ (HESPL) RO X (¥
—JVHE, HES L) ICEatf~ A o HEIRNES (50 mgkg RHE) L, #5%%
RIS A A7 e A2k i G5 FENIE S,

FERER 6 LONTITRT,

Flo. vYRICEa A o 2wk b (50 mekg AHE) L7c& &, MiE Tie
1345 5 ThoT-, (B 4)

£ 6 ~VURIET L V<A U HEIFHRNER SR O PRE (ng/L)

A -
B Be 5445 (min)
5 10 20 30 60
~UA 65.8 65.9 35.4 28.8 <12.2

# 7 Tv b, UPFROA RXTBIT D EaY A o A RNE S O
MEFHEE (mg/L)

B G2 (h)

1/2 1 2 3 5
7 b 48.8 25.3 8.9 <6.0 <6.0
Uy 120.0 77.0 31.7 14.2 <4.0
A X 76.6 53.9 27.6 22.6P <10

a  3/5 VLI HBRARI T - 72728 n=2 DOIFHHE
b 2/5 i3 HHBRAARG G T - 72728 n=3 DFHfE

@ Ao
7w~ (SD . HE10 PU/EE) (e ad <A1 oo & H ARG (50 X% 100 mg/kg
RE) L. 5 30 0% DI & ORERETIREE DS A 7 v 2 AL 0 HE Sz,
TR Z R 81T,
FHARPIREE IR, BhE,. G, g MolElCE -7, (B 4)

=TI

10



x 8 Ty MIBTLEaY~A U HEFHRNESG 30 2O MG & Ok

(mg/kg X% mg/L)
o 58 (mg/kg (KE)
50 100
Jiti 21.6 42.0
JF g 23.4 62.4
= 144.0 403.5
- g <16.0 22.8
TN <16.0 26.1
i 41.4 93.0

@ PR

~U A (ICR&, HESIL), 7w b (SDA&, HESIL), v (HESHIL) KOA X (B
—JVHE, BES L) (e A LA HEIFHANES (50 mg/kg (KH) L., #54% 24
IFFRI DR PHEIEERAANA AT v AL RE SRR, DT bRGED 70%LL L
Thole (&9, EH49)

# 9 KEIEIZIT D B A~ A v BRIFAPER G52 O R R

" BG4 REE] (h) .
EIILEEG &%

Byt 0~3 3~6 6~24

(PE) (%)

mg/L % mg/L % mg/L %

<7 A 8 3,0632 | 75.32 82 6.9 82.2
7w b 5 4,305 85.9 | 584 5.7 39 1.9 93.4
yAa=S 5 7,490 | 60.7 | 2,560 | 15.2 13 1.2 77.1
4 X 5 15,720 | 579 | 3,758 | 12.6 169 3.0 73.5

a : H54% 0~6 I ofIEE

@ R chHEf
7w b (8D &, HES5PL) (Iceat~A ooz HEFHRNES (50 mgkg KE) L.
B4 3 BER DR RPN DWW TS AT v A I K D I SN TR, REED
0.24% CH-o7-, (B 4)

(4) EWERESER (YL, Eavyva Py, #OKE)

Pv (BEH) ICEea~A v AHERROKE (40 mgkg (AE) L, B5 72 K%
F TORKOSE PR HIE S 4072,

Z ORGSR, FEHRPEIERIE 35.0~75.0% (1) 46.2%) T, RPHEMRIE 1.8~4.0% (F
¥13.1%) Thot-, #HHEIERIT 38.5~79.0% (T 49.2%) ThHoT-, (B 4)

11



(5) EYFRERER GRUK. Ea¥vq oy, HARNRVERNRS)

4 (RVAZ A AE) KO (LWD) Z AWz ot~ A oo Ofmae T i
N, HETEEARN, 3 [EhEGEE RN & OY 8 [BhERe A AN G O h (20 mg/kg {KE)
(2 & 2 FEhReR R 2 Ikt X T,

FERAEF 10 1T,

vatfv A ot EHRE L OIS RS> TH, ORI OFRINZ BV T
FREROHER 2R L, &5 0.5 FFHIZIZHIE Crax (T L, 5 12 K% £ TITHRHIIR
A & 72 o T, 0 3 [ALEFHFFIRNE 55 BRIC B TIE, i 5 12 Bk £ TRl
ENTz, B0 3 [EREGHNIER G RERIC T DRI, RS 1 BRSOl
[ZEE L, EORBRMIGHIRE & [FERECNTRD U, skl 24 FFZIZIE 1.7 mg/L
(2R o7,

R DOREFEY Z TLC A FH— " F 7 THE L& Z A FEHEgEr af~ A o
> O REEIZ—ET 2WE LA OTIFEIEEITRED T, B <A o 3R TRE
SNDZ e IRPICEEI EN S B 2 bz, (B4, 6)

# 10 FLRORICBIT D Eatf~ A o o A& 5% O 8 F & OVUR g E
(mg/L)

R IR Herse 5% (h)

Bpts | AR | TG HE 05 . 5 . 5 2 24
73 HEFRAN | 240 | 23.1 | 195 | 122 | 2.8 | <LOD2 | <LOD
4 3EIFFAN | 22.6 | 16.5 6.0 2.0 | <LODr | <LOD
| iE | SEFAEN | 38.2 19.8 | 6.5 | <LODP | <LOD
4 HEFIRN | 436 | 25.3 | 11.8 | 7.2 1.5 | <LOD2 | <LOD
4 3EERIRN | 177.0 31.3 | 174 3.1 | <LODb
4 JR | 3N | 272.0 | 428.0 276.8 | 114.4 | 16.2 1.7

LOD : #HRA  a:0.625mg/L b: 0.39 mg/L

(6) EMFEHER (K. EaYI4A4 P URUREFREOI YA, OKE)

BaRHWEZEEFRE af~ A v o RO af~A o oR0#ES (Enh 10 KO
100 mgUf)/kg (AHE) FRBR TlE, Tmax | ZFAZETH 7203, ZEFRE 2V ~A1 2 O
HENREatr<~A 00 10 550 1 THAHIZHIDDLT, Cra [ TEEFHRE 2V~ A
U DIEFEDITIN 1.5 o7,

TR Y 2~ A o & R IO EE S (10 mgUifii)/kg RE) %, M e
O VU PRENHE SHT, IREERE TS 3 IIC Cnax (2.12 mg/L) (23
L. kG- Cl3s 3 BRI Cnax (2.36 mg/L) (ZELTZ, HEHIEDEWCLD
WX DZETFRD B - T, 5 ARER G CH RO RNME b, ZEERE =
WA v OFE~ORKR ARG (10 mgUifi)/kg (RE) Tik, MRk OB (s, &
fig, B OMHA) 120046 L, ZDOIRENX 0.31~0.71 mg/kg CHRERL I 2 R & o
72 BAARRICET D Tiax 1. FFIECIIR G- 3 BRI, MO CIX, &5 0.5 BFEE T

12




bolz, ZEERE 2 ~A o ORO#&E (10 mg(Uhff)/kg (AH) OfERE o)~
A T DOFFRNES: (10 mgUifii)/kg (KH) OFERZ T2 &, 5 3 K% LAED
AR B T~ A D URER, KO TR EFR Y A~ A O R GRS
kA>T,

ZRERE af~A oS (20 mgUii)/kg (KE) “ROKRFIZIE, REEMR
Eaffv A RO TN SN, K af~A o ROSSREE S LTHE
M=,

Ko AW Z BB E 2~ A o U RIOR R OOk (B5-8& R o7 o
AF— SRR FE N S AT, MR AIE L, i GAIC 8T DRI ORI S
T Tiaxs Cmax XOVAUC ZF5EE & U CHlsaT Sz RHHBRA : 1.0 mg/L),

RAR 1177,

M G VERNC N U DR OZEIT WV T S vz, (B 4)

# 11 KRBT 2ZEER Y 2~ A o VBRI ORI G715 TO Y E)RE
T A—=H (CFEIE)

ik (h) (mg/L) (mg * h/L)
TRERE G- 2.9 5.23 37.35
oKk 2.8 5.53 35.68

FRHHRA 1.0 mg/L

(7) EYFresRER G, Eavvq Py, #O%E)

% (W) lIceat~A o2 HEROES (500 mgkg KE) L, RRHOIZIMIE,
R, THILENEY R OB PR EEDSNIE Sz (BRHERA © 1.25 ppm) ,

MIETIEE 135 4 B Cnax (165 mg/L) (CEE L, FARREE &5 4 s
IZ Conax (ZIE LT, ZOREITEGG, BliE, i, g, mik, #l. iEoNaT
o7,

e 24 BEREIB DWED 5 | f5'E M OVINBONZY) O PR 3R IR TR CTdb - 7228,
BEIBNEY TIEREEIX 5.2 mglg ThoT-, (B 4)

(8) EWERESER (Y., RRFBHEa Y~/ P, #OKSE)
® BIRKRUDH
SOIZZEFBE AP~ A U RRERS (Ba<A & LT 20 mgUlfi)/kg 4
H) L7k, vat<A T rOmt Craxld 3.61 mg/L THHo7z,

VIZZREFRE af~A v o afkn#&kh (Eatf~A v & LT 20 mgUi/kg 4
) L. BEFBRE aY~A 2 RO a1 3 o DMk K OSERE TEE ANHE S

13



BEBRYE a~<A 2O K OMHET Cmax (Tmax) 1. EVIEZ, FFIE: 9.67 mg/kg
(6ﬁﬁ®\ﬂﬁﬁ.5ﬁ5ng&g( RFfE) . B : 5.57 mg/kg (6 ) . i : 4.04 mg/L
(6 HF[E) KR OB 2.52 mglkg (9 BF#]) THh-o7z,

FIo. BINEMRSRS Th 5 € at< A oo O F K OMERET Crnax (Tma) 1. FFE -
5.20 mg/kg (6 W) . Bl : 3.84 mg/kg (30 W) | IR : 2.35 mg/L (48 IFH]) . ek
2.19 mg/kg (48 FFiH) K UWHA 0.38 mg/kg (48 Kifll]) Th -7z,

LZRFRYE aP~ A 20 FOE aW~ A o DIk M ORERE IS OHER & ik 4%
b REFBE AW~ A 2 DITHHERNNT Crax (ZFE L F D% AR Tl s
DA Z R LT,

@ hoKs \ﬁtr

SVICRBHFRBE 2P~ A o aknkh (Bat~a v & LT 20 mgUifi/kg &
H) L, m&&@ﬁﬁ$_%iémm\%uowfﬁﬁénto

LZREHRE VP~ A 2 D50 OMIRKL O fRIE, iRk g cznzin
15.8 X1 35.6%C, g, BEMEEOMA TIXIT L A ERRH BRI T2,

® ERHRZEICkIEREME

SVICREFBE af~ A VA REE®RE (Eaf~ A & LT 10 mgkg (R,
BeERREATEED) L, M a~<o o OFRBIEIC OV TR S vz,

m¢@53374//ﬁri‘ﬂﬁmuiﬁféﬂ(%u%ﬁﬁmﬂﬁﬂgﬁék\
ZOBPLPLIET L, EFIRREL Ip oo Z 2D, REBFRRYE a2~ A v 2R YIN& S
LT%ﬁ%%T%étﬂ%74//igﬁbﬁmk%i%hto

Flo, BaP<A T UDOEFRE — a2 REG] (BEL 6, 11, 16 & T 21 HFH)
IR LT & 2 A, WO GEET HIEREE L NEICREITA LD Tz, (B
FR 4)

(9) EMEREHER (E M)

bt Mo aP<A oo 2RNES (500 mg X% 1,000 mg/t b) 45 &, 500 mg/
bt MEERETIIRE 30 01412 MIE Cmax (18.0 pg/mL) (ZiEL, &5 2 FEE& I
PR (15.0 pg/mL) A & 72 0 | 1,000 mg/ b MR GRETITS: 1 FFFZIZ M Cmax (31.9
ug/mL) (ZEEL, &5 5 WFERIZITMHRIKN & 2oz, BHEOIZE A EDBRFIZ
PEE < e,

RO (1,000 mg/e &) L7258 0OKRMD 24 B CORFHEIRIL, 2.9% TH -
7=, &4, 7)

2. TREHER
(1) HEAER (4. Eavyvsiy, #OKE)
T (RIVAZ A FE, 1 BEMER) (e aY <A o2 AR OGS (100 mg()

3 DBEOBHIIRS L TR G
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fi)/kg (KE) L. 52, 8, 24, 48 KN 72 W% M M ONERE P ISR DS, T
EAIZEVHES N (EERA 0.1 mgkg).,

ERAER 12177,

oo o, MR ORI Clife 5 24 ez, Ol OB CTldfe - 48 f
fRRICIER LTz, H. /M. KREEROVENR TR S 48 KL IC HIRE DA LIS, B
5 72 Fif#ICIE, SRS hnoTe, (B4

F 12 BT D o~ A o HERR OG54 O Mk & ORFR TS (mg/kg)

S Fe G (h)
2 8 24 48 72
& 0.3 0.6 — — —
O i 0.56 2.5 0.6 — —
JE Mk 1.0 2.6 — — —
S 4.4 10.0 0.17 0.22 —
i W 0.2 1.0 0.1 — —
A 4.6 1.5 0.1 0.1 —
N 3.0 9.0 0.22 0.22 —
N 1.0 30.0 0.5 0.36 —

— : EEfRER (0.1 mgkg) it

(2) BIBHER (&, Ea¥va1r., BHARES)

T4 (RVAZ A FE, 21~31 Hifin, MERE, 2 BA/KER) ICE a3 ~1 o U 8H% 3
AEfANEE (o<1 & LT 20 meke KE/H) L. &b 1. 2. 3, 5.
7. 10 KON 14 BRAICHARE O, AP, /NI, A, GO, JERER, s, "Bt A ONASRREYOr)
HERRE D ASA T A IV RES N (RHIBRS : 0.05 mg/kg),

ERA R 13117,

B E 1 BZIIE, 2D v aP~a v onmiti S, ks 2 B
IR, E‘%%z% 3 HIRIZIT BN S OVEGHINL 2 bR < SRR AR & 720 | &
P b 5 ARITITRBI IR AR & 72 o7, (B 4)
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# 13 PRI L e atf~ o o R 3 ARG G OMMTRE (mg/ke)

» ke 54 ()
R a
1 2 3
., 0.05 — —
Jilt4
0.09 — —
0.29 0.07 —
Al
0.48 0.07 —
0.13 — —
2N
0.32 0.06 —
B 0.26 0.08 —
fifi
0.74 — —
- 0.59 0.08 —
N7
0.96 0.07 —
0.28 0.06 —
B
e 0.60 0.07 —
0.17 0.07 —
T
e 0.39 0.07 —
N 0.29 0.23 0.09
=
0.80 0.20 0.10
N 1.85 0.30 —
TESHEAL
1.38 0.31 0.05
— L RRHERA (0.05 meke) il D : FlE

(3) BIBHE (4. Ea¥yvar. HANES)

T4 (e, 2 FEMSR) I oY~ LU BFAE 3 HIRNES. (Baf~A o
& LT 20 mgkg RE/H) L, Hf&#G-1, 2, 3. 5 KON7 HEOMHE (K, H. AA.,
REWG. 7. Afi. oCofidk, s, iR, BRNEL ONESHAL) HIRERASA 3T v A I X
DRIE ST (BREFRSE © 0.05 mg/kg),

ZTOFER, el 1 BRI SR O B o~ VUM S, RS
2 HRRICITATR, BENE S ONESHAL 2B < ARk R BRI & 72 0 | ke 5- 3 Hi%
(X R BRI & 72 o T2, (BHE4)

(4) %REBHER G+, EaY<va Py, BRRRUHIRNES)

WHLE (RVAZA AR, SEEEE v ad~ 1 v % 3 ARmRNES (o
P A& LT 20 mgkg (REH/H) IFFHIRNE G- (B2~ 1 2> & LT 100 mg/kg
KE/H) L. Sf&E5%84 2 mOPEARFOATTIREN AL 4T v A2 L HIE S
Itz (BRHBRA : 0.05 mg/L),

AR 14 KOV 15 17T,

AN G- TlE, &G 1 BROY T E Tl 4 IR LI, & 2

16



H 1% DA 21 A MR R ARG & 72~ 72,
RN G- T, H&fd& G- 1 RO T TIX 4 Bl6 | midd 5 2 R OHITIE 1 41
MO S L, R T3 BRI R o7, (B 4)

® 14 WIFICBY D By~ 2 MH 3 HRANERGZOFT 7% (mg/L)

KGRI (H) - PERLIRA

45| HH 1 2 3 4

24 i 24 L] 24 i 4 # 5

2.25 0.76 0.14 - -

2.15 0.15 — — —

2.30 0.35 0.05 - -

2.10 0.22 0.05 — — — — — _

QU | W+

8.40 0.45 0.07 — — — — - _

— BRHIRAR (0.05 mg/L) i

* 16 WHAITBT D e a~A o R 3 B HEIRNZE G % OFIT 7% (mg/L)

FeGRIEH (H) @ PERLIREA

FHm | HH 1 2 3 4

24 i 24 L] 24 i 5 # 5

8.00 1.25 0.12 — — — — - _

5.10 0.57 — — — — — — —

5.20 1.25 0.08 — — — — — —

© |00 |3

8.10 3.00 0.44 0.09 — — — — —

10 7.20 1.00 0.07 - — — — — —

—  BHRA (0.05 mg/L) A

(5) BEHER ELt+. Eavvair, HRERNES)

WL GRVAX A UFE, 5 8H) [cEat~a oK% 3 ARmAaNES (2o
~A & LT 20 mgkg (KE/H) L, iR G445 2 [0 OV O LI 7R 73]
AFT AL VRPE S BRIRSA : 0.05 mg/L),

T DORER, Btk 1 BEOY HTIX 4 BT, ke 2 BEOFICIX 1 flice =
~A U SN, [FY FIEEBIBBHHIRFR N & 2o T, (B 4)

(6) BEHER K. Eavyvsir, #OKE)

R (2 MR ICEaW~o VR HERR AR 4 (100 mgUif)/ke (KE) L, #5
2, 8, 24, 48 & Ur 72 et DI & OFHFE TR DOWTAA AT v A2 L 0 HIE
Sz (E=FRS @ 0.1 mg/kg),

4 D EOFEENES L TRE

17



fERAEE 16 1T,

B 5. 48 FFfIZITIE, ik, A, B ROV CHURETRIEISVER L, O, T, R
K OKIGTIIPTETIEED GRS BT, B 72 FERZICITW T oM O B S
einolz, (B 4)

* 16 JKIZBIT 5 oy~ A o B 52 o ik & xRk 7%

(mg/kg Xi% mg/L)
. Be 54405 E (h)
Akt T
2 8 24 48 72
N 1.2 2.0 0.2 — —
JHIIRZEq
0.4 0.4 0.12 — —
o 05 05 05 0.3 —
SR
1.1 0.3 0.3 0.1 —
B 5.0 2.0 05 0.2 —
i 2.0 4.8 05 0.1 —
- 15.0 32.0 15 0.7 —
a 8.2 20.0 13 0.3 —
— 0.8 0.2 — —
A
— 0.2 0.1 — —
. 50.0 3.0 0.3 — —
70.0 2.0 05 — —
" 20.0 10.0 0.1 — —
10.0 16.0 0.3 — —
0.4 2.0 5.8 0.2 —
K%
1.0 0.6 9.9 0.16 —

— . EEfRER (0.1 mgkg) HKiiE

(7) BEHEBR K. Eav¥vasoy, REEEE)

3 g% (s A, B KON C) TIK (1 BA/M5R) IC B 3~ 1 > % 13 BEERE# 5 (20,
100 X% 500 ppm) L. 554G 6 %, &G TRARIEONCREAEK G 1, 3, 5 KO'T
Ak (I, Bhg. AL OVME) FORBIZOWT, AT vEAIZLD 3
OINTRERE (OFTEERES D, E K OVF) CllE Shi-,

BB R RARGG N 22 > TR 2 2R 17 1R T,

FEMEH R, B TRERTIL, IR, BB O IR 338D BTy, ik
Fe b1 B&I2IE, 500 ppm %5 1 s BREEOR g IR S NTZDOA T, LIRS
TV TN OIREFREIZ B W CHO IR R o7, (B 4)
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# 17T KIZBT D v atf~ A1 oo 13 R 5% Ok h i

. IREHR v atf <A U NERRIC S/ Ha
i S HTRER TRERRRE AZ IR

(ppm) JiF iR Bl A fiEh e

20 — — — — —

D 100 -

0
500 0 0 — — 0

20 — — — — —

E 100 - - - - -

500 0

20 -

E 100

500

20 -

F 100 -

olo|lo|lo|o|o|o
|
|

500 0

20 -

F 100 -

OO

500 0

20 - - - —

(el Nevll Naw)

E 100 — 0 — -

500 — 1 — -

At RERG AREE 0, TOBA (ks 1 %) Mtz 1 L35,
— B E-H XY B O CITRHIRARIC 22 > T2 b

(8) BIBHER (K. Ea¥va Iy, HANES)

K (LWD, 125~145 Hiiin, EEHEROME, 3A/MER) I af~1 v UM% 3 H
BIFRNES (o~ & LT 20 mgkg (AF/H) L., &i&#%5 6 B, 1. 2. 3.
5 MONT HILORERE (ifi, e, e, /%, RERG. fPN. NS, (Ol ONESREAD) A
FREDBAA FT AL E S GREBREA : 0.05 mg/kg),

AR 181177,

BeA&PE G- 6 RFFRRICIT SRR O B a P~ Ut &= n3, BB 1
Hi%. A, JE, e, O, Al Bl OV NG CIdiéie 5 2 BRI R A
Lo T, A ClamikiR S 5 B ISR mHERARM L /e oT-, (B 4)
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#* 18 JKIZBT 5 e atf~A oA 3 BRI G4% O/ (mglkg)

T B4 (B)
6 FRFH 1 2 3 5 7

A 1.22 0.47 — —

J 1.81 <0.05~0.09 2 — —

o 5.78 0.10 — —

N 1.40 0.19 — —

Jifi 3.12 0.06 — —

X ek 8.40 0.08 — —

/NG 1.23 0.07 — —

HER 0.36 — —
BEGEAT 8.40 0.28 0.18 |<0.05~0.06 2 — —
n=3 — RIS (0.05 mglkg) A A - RHE

a : PEED—E RS (0.05 mglkg) il

(9) “RBHER K., Eavva1 . HARNKZE)

K (LWD, 95~120 Hifis, EBMER OWME, 3 BE/MN) ([CE oW ~1 v 8Ufl% 3 A
BRRES (BEa¥<A 2oL LT 20 mgkg RE/H) L. Rfk#eh 6 IR, 1. 2. 3.
5 KONT BeORERE (i, APHs, s, /G, NERA. AhA. B, (O ONESHIAD)
PRI ASA FT v A2 XV RIE SN FHBREAR : 0.05 mg/kg),

BRBe s 6 BEMAICIZEME O o~ 1 Ui Shvesd, BENIERKEES 1
A&, Wi, s, Mo, Ok, A, B OV NG CIIRk&de G- 2 B AR IR TR A
Loty TEHRRAT Tl 5. 5 H RIS 2BIHR AR & 72 o 7=, (B 4)

(10) %BHAR K. REFHE <10, EEEERE)

T (LWD, 80~100 Hifin, 3 BR/MpA, 1 BA/XIHRRE) [CZ2E/ME a~A %27
AR G- (0. 50 X% 200 ppm) L. Fif&#5-0, 1. 3, 5 KOV 7 HIZRICIE LY
HERR (AN, TERG. IFlE, BB OVING) HoOZEFBE 2~ A L U KO a v A
> UFERH HPLC (2 X 0 e Sz,

FERAZ R 19 KOV 20 12T,

LRERE 3~ A 03, &S0 BT 50 ppm #5REO g & OVIMEITFON
200 ppm ¢ G-HED MR M OVERARRD B S 7223, & 5 8 HRIZITmi GRED 4
B HIER (0.04 mgkg) K& 72 -7,

Eat< A L, &G 0 BRRICHE GHRED MK K OV B S 37223,
B G- 3 HRIZIIME GREO2HIDMHRSA (0.05 mgkg) Kiwi & 72o72, (Bl 4)
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# 19 KBTI LEERE af~ A 20 7 ARHRER 5% O Mg OfHk& o
ZRAERE 2~ A 2 OWEEE (mg/kg)

55 e e 5405 (H)
ek
(ppm) 0 1 3 5 7
ik — — —
G — — —
RER5 — — —
0 e - - -

ik <0.04~0.04 = — —

/NG <0.04~0.172 — —

1% <0.04~0.06 2 — -

A 0.11 — —

e <0.04~0.062 — -

200 JHFfigd | <0.04~0.04 2 — — —
B | <0.04~0.052 — —

N 0.29 — —

n=3 — : 3%l LARMER (0.04 mgkg) i A RAE

a : WEMED—EF IR (0.04 mglkg) Al

# 20 KICBIFHALREREY a2~ A 0 7 HIREER 54% O ik & OSHEk o
oo o OWEERE (mglke)

b . Bk G4 ()
(ppm) 0 1 3 5
11R73 0.13 — — —
P 0.07 — — —
RERA <0.05~0.102 | <0.05~0.08 2 — —
50 ™
Friflit 0.51 — — —
ek 0.86 <0.05~0.06 = — —
N 0.43 — —
1173 0.47 — — —
A 0.15 - - -
200 NER 0.27 — — —
J i 3.30 — — —
R ek 2.69 <0.05~0.09 = — —
N 2.33 — — —
n=3 — :3fl& HREHEA (0.05 mgkg) Al U . RKHE

a : FEMEO—E R (0.06 mgkg) il

21




(11) REHER K. REFREQY <LV, BEEERS)

TR (LW, 2~38 7>Aln, 8 BAMER, 1 AT ICZE/BE 2~ % TH
MRS (0. 50 X% 200 ppm) L. &b 2 W, 1, 3, 5 KOV7T BEOIME &
OvHf (TR, g, B, TE R OVING) R ORZEFHBE atf~A v kO ad<
A 2R HPLC IZ X v HlE & T,

Z ORGSR, BRE/MBE AP~ A 2 Cld, Fld b 2 FFi%IZ 50 ppm & GEED/ MG
(2 1 BINETNE 200 ppm B GHEOMAR, FHPN, Blg& OVNG IR S 77225, LA
B GREORFIMBRHIRR (0.04 mgkg) AL 7272,

Bt a VT, RS 2 RIS AL MR M OVasiERk)» O i S iz
23, Hedie b 1 B121213 50 ppm HG8E, A& G- 5 H#2121% 200 ppm & GEEO 27
FEHPRS (0.05 mg/kg) AKiii & 7po70, (B 4)

(12) BREBAE (BB, Ea¥va Iy, EEHRE)

3 fisx (hask A, B XONC) TH (WA, 40 PRI O 16 P ckée 54 R)
e av A vk MRS (20, 100 XX 500 ppm) L. #5E4A 4 8%, &
B TR NSRS 1, 3, 5 ROV 7 BAOMER (s, B, A& ONE)
DFERED, A TT vEAIZLY 3R (OB D, E XO'F) THIE Sz,

BERE MR HHBRAAG 72 o T2 RERL A 2R 21 1T,

P HHE TR T2 TOMBMIFRE A DL, B b1 B#%I21E, 100 ppm $¢5- 1
BREE M Y500 ppm % 5- 4 FRBREE OB ONZ 500 ppm $5- 1 sBREEORRNA > SR
STz, ENLAEIT M O T ORERRE IO T O RIHIRAAR IS o 7o, (M
4)
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#* 21 BB D a~ A v 8 HHNEA 5% Ok h i

- JSAHR TRERIRIE E:j Pvav i ﬁ§%?ﬁitﬁﬂj iz E:
(ppm) JHhiek R ek Al HERS
20 - — — —
D 100 — — — —
A 500 — 1 — —
20 - — — —
E 100 — 1 — —
500 — 1 — —
20 - — — —
E 100 - 0 - —
500 — 0 0 —
B
20 -~ — — ~
F 100 —~ — - -
500 0 0 — ~
20 -~ — — ~
gy 100 -~ 0 — ~
. 500 0 1 — 0
20 —~ - - =
E 100 —~ 0 -~ 0
500 0 1 0 1

At RERG AREE 0, TOBA (ks 1 %) Mtz 1 L35,
— B E-H XY B O CITRHIRARIC 22 > T2 b

(13) BEHRER G, Ea¥y~va oy, REEEE)

PEONES (/—V 2 101 5, 20 PR (vt~ A o o% 5 RS- (0, 20, 100
XX 500 ppm) L, #HAI, GG 1, 3, 5. 7. 15, 25 KUY 35 HEZIT DN HAELHE S
1. 3, 5 XON7 HLD 12 [8], ZHNZEHRTH OFt 5 FEH 524 H AT 10 FEE TIZPEIR S
IO A SEE 15 EEREL L, IR OIS ASA AT v A2 L 0 IE SN RHIRA
HREE, IRNE & $120.05 ppm),

FERAFR 22 1T,

500 ppm #GHETIE, INENDITWTHORERIZEBW T ORI SR - 7223, I
Tl %GB 3 B ORI, SRR I 2R L, Ri&kGR (5
BAtA 35 HT%) 1213 0.13 ppm THoTz, L L., Hf&EERITIHONTEAD L, Bl
5.5 BEIZIIBRHEBEBARG & 22072, 20 XUV 100 ppm #5HETIE, IIA. I & I
WFNORERIZBW T bR SN enoTz, (BH4)
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F 22 PEUPERICBIT A aY~ A T 35 HIEFIR %O (ppm)

e h& s B G-Bla% R (R) erdfe Gz (R)
(ppm) 1 3 5 7 15 25 35 1 3 5 7
0
00 [0

Y — 0.05 0.09 0.08 0.11 0.12 0.13 0.13 0.05 — —
500 ng — - — - — — — - - ~ —

— MRS (0.05 ppm) A

(14) %BHER (]Y, KEFREaY <1/, EBEERE)

S0 (YEfa, 5 RBMER) ICEEFB Y af~ A vk 5 HEREEES (Eaif~o
T L LT 20 mg(Ufl)/kg (KE) L., #5010, A&l 1, 2, 7, 11, 14, 18, 21, 25,
27, 40 KON 48 HEOMEK O%ERE (A, A OYE ) o at~A1 o v KU
BEMBE a~A 2 %N HPLC (X W lE S (RHIBER : 0.056 mgkg XX
mg/L),

fhR w23 KOV 24 ITRT,

WITHIOREHZ W T H B~ o 2 U REED 2 IRpitel Y Tl e BRI A & 72
5D FETHEEIToIofER. MR, FH, Rk OV CIx, Ehenmiéies 21, 25,
18 KN 21 HARIZRFIH IR A & 72~ 72,

Flo, REBWE 2P~ A 0 TiE REE&E 1 BRI bR Sz,
FRBlO I~ A O R PRHHBBRARRC /2 o T2 RERDN D 2 BERE F TOLER
BHIRAAT & 2r o Te, (B 4)

7 23 SVIIBTHLRESFMRE 2~ A T2 b5 HIENRERS G54 O ik M OSkER
e a A U RE (mgkg XiE mg/L)

s AR (H)

1 2 7 11 14 18 21 25

27

7.65 | 6.25 | <0.05~0.322 0.13 <0.05~0.052 | <0.05~0.052 - —

1.28 | 1.65 | <0.05~0.41a 0.21 0.09 0.08 <0.05~0.052 | —

12.16 | 5.79 | <0.05~0.282 | <0.05~0.16 | <0.05~0.062 - -

s2EI=sxe[ry

11.89 | 9.99 | <0.05~0.702 0.13 <0.05~0.082 | <0.05~0.062 - —

n=5 — : 2R (0.05 mgkg) A 1 REE
a : JEMHEO—EABHER (0.05 mgkg) A
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#* 24 BB DILEBEmYE aV~A L5 HIFENEATRS-% O M & O%Afk+ o
WHIZEARBE a <A VU RE (mgkg X3 mg/L)

oo HA&PE G4 (R)
1 18 21 25 27
k73 5.27 — —
P 5.79 — —
J e 8.89 — —
R ek 7.09 — —
n=>5
—  2FIA R (0.056 mg/kg) A . KHE

(15) %EBHER (Y, REFREaY <1 L, EBEERE)

50 CY4ifa, 5 RBMGR) ICZBERE oY ~A v & 5 HIRRERE (Fatf<A
Tl LT 20 mgUifi)/kg RE) L, BEHAL, & s 1, 5, 7, 11, 14, 18, 21, 23,
25, 27 KO 35 AEOMEKK ORERE (P, Ik VBl o atf~a o RO
BRI W~ A o 5885 HPLC (2 X v e Sz,

ot g Lt B E 7T B E TCIReRE b Sy, ik, AR, BT
g K OV i Tl F N E ik 5- 18,23, 14 KON 21 H 1 I226175 3 HBRA (0.05 mg/kg)
%ﬁ&@oko

Flpv a~A o 0d, Bk 1 BEOSRED ORI SN2, iRk U%
fﬂfrﬁa%é: %ﬂ: AP A ORI (MR, B, s OV CIE L Ehums
P2 518,23, 14 KU 21 H%) KOV DOROIEROFECIE2F 03 RS (0.04 mg/kg)
KL Ipot=, (B 4)
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3. EizEHHER

a2 OBIGENECRT 28D in vitro KON in vivoilRBROFE F-23% 25 K&

W26 7, (=R 4)

3 25 In vitroiRlk
whng FRAIE H o5 JiEEs i A
a3V~ A | EIHGEIRA | Salmonella 50, 100, 200, 500, 1,000
v R typhimurium ug/plate (—S9)
TA1535 . TA1537 |
TA1538 [t
FEscherichia coli Blr
WP2 trp-
S.typhimurium 50,100, 200, 500 pg/plate
TA1535, TA1538 (+89) Sl
S.typhimurium 20, 50, 100, 200, 500,
TA98 . TA100 . |1,000 pg/plate (£S9)
TA1535 . TA1537 .
TA1538 3
E. coli
B/r WP2 trp-. WP2
trp-her-
DNA (& 15 3| Bacillus subtilis 10, 100, 1,000 pg/disk
Bk H17 (Rec"). fetk
M45 (Rec™)
LR C | HIR22RAEE| S typhimurium 0. 78.1, 156.3, 312.5,
YA R TA98 . TAL00 . 1625, 1,250, 2,500, 5,000 ...
v TA1535. TA1537  |ug/plate (=S9) -
E. coli WP2 uvrA-
Yt IR B w5 | CHL i [ELEE
Bk 0. 15.6, 31.3, 62.5, 125, oot
250 pg/mL =
24, 48 IRFfEALER
RENEMAE
0. 125, 250, 500, 1,000 p&fE

ug/mlL (£S9)
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# 26  in vivoilR

wEwE | HmAHEE kB & (EES

v | MERER ~ 7 AR 0. 1,250, 2,500, 5,000

v mg/kg {KE i
RGN G-

LR | /IMZAER ~ U AR 0. 500, 1,000, 2,000

a3 mg/kg {AHE ot

> B[R KON 4 H BRI D =
B 5.

n vitro X in vivo iR DO W T IUZEB W T HEMEORERM G ON-Z Evn, B atf
~ A ATl ARICEEE RITTEsEET VWS EZ NS,

SMSMRAR
(1) Ea¥A L o0alsEERR (IOR. v b, 41 XRUE)

vatva o OMEERBRASEE (v VA, Ty b A XKOE) ZHNT
AR (RO, EURN, BEFENE O T) ICXk 0 Eiash T,

MERAR2TITR LT,

VU AKNT v T, —EBICREO BB N ENTZDOHR T, WIS
TR T, ﬁﬁ?ﬁ@*ﬂx»ﬁ(@ (ZEF T B IVT IR G 72 o T2, SIS 5 B
FHNIRo T,

A XOFRNE GHETIEL, 4,000 mg/kg REHRGHET, 1 FI3HRG 24 KefiizIZEC L
7o —URMEDOIREJD DA HAL, BILEHIRIKE TR E TR L7o, SRICI T 5 B b A
SR Te, BROEGRECITET T AL OSEEHITA DR - T,

I, I EOKEESRIEN A SN T=DRThH -7, (B 4)
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#* 27 vaVeA T rOREEERBEEE (mgkg (AEH)

, LDso
hiyfE P HARE m "

& >4,000 >4,000
~ A HRATRA >4,000 >4,000
(ICR %) fElE >4,000 >4,000
KT >4,000 >4,000
& >4,000 >4,000
7>k HRATRA >2,000 >2,000
(SD %) Jig e >4,000 >4,000
i’ >4,000 >4,000
e 0 >4,000 >1,000
#HIRPA >4,000 >4,000

et - i_ ) ® 0 >3,200

(2) ZREFBEEQAYIA L UORMENE (RIARUI Y H)

REFHE AV~ A o ORMENRERD~ 7 ZA R OT v bW TERGREE (f%
H. BEEAKLORT) 280 EiiSh T,

HERAFR 28 |TR T,

FRORE OG- TOEMITRL | 2,000 mgkg (REZHE- L TH, LKL R0 -T2, (&

i 4)

# 28 RHEFEWMY o ~A o OatEmtEiiEE (mgkg (KH)

) LDso
Bl E R v m m
= = >2,000 >2,000
(ICR ) gz 763 800~900
& F 3,000~4,000 3,500~4,000
Sk | >2,000 >2,000
SD %) gz 397~642 450~700
K’ F 940 1,299

5. BRMEEEHER

(1) 4 BHBIMSHERER (Sy b TREREIY < 0, BORKRE)

Z vk (SD A&,

MERERS 12 DURE) (2B a2~ A 2% 4 HFERGRE 05

(0. 200. 650 XI% 2,000 mg/kg (AHE/H) L. dAMEMEERA =i S 7,

AR T, SECHNIA BN -7,

—RIRRETIZ, 2,000 mg/kg ANE/ HFGHEORE 5 51 & OME 6 451 T—1i M DIFTHED 7+ &
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e,

RETIX, 2,000 mg/kg REE/ H B 5 HEO MERECHNBNH] 23 7 H A7z,

PRI T, 2,000 mg/kg R/ H G REOMET 2 o 77 ORI, M THE DR
IINF BT,

MR I G- DR T I 572 - 1208, AR ClE, 2,000 mglkg
IREE/ B B GREOMERET CL 23 L, BECP 2L 7=,

IR OVEES BB ClE. 2,000 mgrkg AR/ H % 5REDOMEREC B RGO & O L BBl
NZERO L E RN LT,

JRBRFARR AT T, 2,000 mg/kg RE/ H BeGHEORE 3§} UM 1 51 CRRE g
JEE D BEIRNE ONCIE 6 151 S OME 3 51 CIMRiE A DB DI R N A b, (B 4)

A5ABRIZI 1T 5 NOAEL 1. 650 mg/kg (AE/H L&z bz,

(2) 13 EMEMHEERER (v b, REFHREIY Y0, #OKE)

7w & (SD R, MERESR 12 DU/EE) IZZER/BRE 2~ A 2% 13 ISR 05

(0. 200, 650 XI% 2,000 mg/kg (AFE/H) L. dattmEmBRsE£in S 7,

R T, FECHITAR DN T,

—IRRETIL, 2,000 mg/kg IRE/ H % 5HEORE 7 451 K% O 4 41 C—i&PEOFRHED S P &
e,

RETIE, 2,000 mg/kg (AH/ B 5 5HEORETHABNHIZN - B vz,

JRIGAECIE, Z v/ 7 O 650 mg/kg RE/ HBE5HEDOHER O 2,000 mg/kg &
B/ AR GREOMERET, FEEE OB 2,000 mg/kg A/ A # 5D TH ST,

MIRFHIREN I G- DT I DR o 7283, MR L FHIRMRAE i, 2,000 mg/kg
{RE/ A FEHEOMET T.Chol DB )S, HET Cl DD KNP OHINA A BTz,

TR OYifes B2 ClE, 650 mg/kg R/ H UL B GREOE CIFIROLLE RS, 2,000
mg/kg PRE/ H 5 5REDOHERE T B Ofx M O EE S DN B oD FLE B2 L7z,

TR AR ClE. 2,000 mg/kg AR/ H 85 REOME 5 41 K OME 2 1] TR LD
B DI 2 BT, (B 4)

ARBRIZH1T 5 NOAEL 1%, 200 mgkg (KE/H & &2 Hhi-,

(3) 3SMhAMESMSEHSRR (v b, Eafrasir, BOKE)

Z v b (SD &, 6, MEMES 10 IL/EE) e aW~A v % 3 ) H skl 0 &5
(0, 250, 500, 1,000 Xi% 2,000 mgkg (AH/H, W6 H, BF=2—71k0iEs) L,
HAMERRMERER N I ST, G HIRT I —CRREDBIZE, (RE R OB EOHE,
PRI 2 5506 L, Bef& BG4 I IMIFIRREL, A LR, iR, e e
T OVp BEAR RS2 HORR AT % S50 L 72,

AR, BT DR T,

—RAETIE, 500 &N 1,000 mg/kg R/ H B GREOHENF N 2,000 mg/kg {AE/H
e GREOMEREZHRATE 3 2 540, HEOIME O H ok & & bizZofEuIEmL iz,

REE, BHE, MRFIORE, MRAECFIORE N QYRR IR GICRERNT 2 21biX
FHNIRo T,
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fEREE BTl 500 mg/kg 8/ H DL B3 5RECE M E & HEMEII /2NN A b
72o F7=. 2,000 mg/kg R/ H B 58 CEBRE ESHINN L7223, xhiisd 2 Bk Rk 1
AT A NI Do T2,

iz, Hikk, e E L OYRE AR 7 HOMA T, BEITERT 2 ZE I IH bneh o
7. (BH4)

500 mg/kg REE/ H UL B BRECH LI BFEEOHINC OV TIL, PUEEE O#
B X DN #EOEENE S 2 TH Y (T HHEEO GO 2 EBET 5 &
FHEFIERRICZ LWL E B 2 b, BIBIZOWTEH ZAUCBIE L7-2LTH Y |
REC—RREICR AN T2 <, FT, DUKSEME DR, M EE OBl
LALLM T-Z Enn, BEFIERIIZ LW EE X O,

ABRIZH1T 5 NOAEL 1%, fEHETH D 2,000 mgkg (AHE/H &% 2 Hilz,

(4) 6 MAMESMSHRR (v b, EaYfrasir, OKE)

7 v b (SD &, 6 HEln, MEHES 10 IU/ED) (e a~A 2% 6 A Rk 05
(0, 250, 500, 1,000 XI% 2,000 mgkg (AH/H, 6 H, §F=2—71Ck0is) L,
d A E R ERRER N T STz, B GHIRT T RRIRBE OBIEL, (R K ONRERZOHIE,
PRI 2 550 L, S AR RO, IR0, SR, IR e
T OV BRE A AR A A S0t L 7=,

REHIRT, FECHITA DN T,

—ERAE T, SR GEECHEN A HIL, HEOHEINC - TREFRRH R, 20
b L < o,

KEE, BEFE, MRFIOMRE, MR LA N ORI G EN T 2 21k
Sy VANV

lEESEECIL, B CEIEED HEMBM NN A ST,

iz, R, BEEsE L QYW BER AR AR E C, WGITERT 2 ZF 1T 61700
7=, (BZH4)

BERECHOLNT-EIFEEDOHEINC OV T, FIEMEE ORI X 2 IGNHIEED
TENEE Y B TH Y, FomEEOBHBORRENMZEE T L. BHFERICZ L
WL EE 2 Dz, BIEIZOWTH ZAUCEE L7221 TH Y | RES IR
BT Fio, BPUKSLEMEORE . HILE ORI TIIE LS Dol 2
Eh, BEFIERIIZ LW B B,

AR ZH1F D NOAEL 1%, i HETH D 2,000 mgkg KH/H E#E 2 bz,

(5) 1 AMERMSEERER (X, EaYvas Iy, &OKE)

A X (E—Z)VHE, 112 > Aln, HERES 2 IURD) Iceaif~A oo 1 ARRO
#5- (0, 250, 500 i 1,000 mg/kg (AE/H, #6 H, EZF o h 7wk v&ks)
L. SRR e S iz, B HARH IEREOBIZR, (R L ONERTEOH]
T, RIS, MR AU, MR L RO N ARRF PR & . B 512121
FEgEs OFIR, Nekes B 2 E M OV B a2 920 L7,

BRI, ETHNITA D272,
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—MIRFETIX, TEHEDOZ < OB THREMIRHITERE O MRS UL LIEAR b, *
7. 1,000 mg/kg AR/ A FGHEOME 1 FITIRDS 1 [E], M 1 6 CHRERDM IR BT,

RE N OMBER ISR G- OB I A Lo T,

MR M OVR IR TR 137 D 72 o T, IR AE LR T, 250 mglkg
IREE/ H B GHEOME 1 515 O 500 mglkg AR/ H £ GREORE 2 11T ALT TV AST 23—
PEOEEZ R LT203, BeGBith 4 W% TIEF EOSPHANIZEIE LT,

TR, EES T K OYREARR AR Cld, B5ITERT 2 BIIA B2
7=, (BZH4)

B GRETH OB 72 FRIIHTAYEME O 512 X DI 3 O BN {9 4
ECTHY ., IRE~OFE, BKLOEREORE 2 NET 52b b7 <. MEEIZRE
FAREFHIE L D A ORI T2 Z D, BEFERITZ LW B X b,

AABRIZH 1T 5 NOAEL 1%, 1,000 mg/kg (ASE/ H O TIRERDS A HaLT- Z & 225, 500
mg/kg (KE/H & & 2 bz,

(6) 6 MNAMESMSHRR (X, Eavvsr, OKE)

AR (=7 )VHE, #)12 2>A e, WERES 3 DT/ 5RE, MERER 2 DUAHIREE) ([c e =
~A V& L ARROES (0. 250, 500 Xi% 1,000 mgkg (AE/H, 6 H, EZF
YHTEMIL Y EE) L, SaMEEERER S FE G S e, B HETIE—ReRRE o8]
2, REAXOEBHEORE, JRME, MR, mRAELFRRE, R OEHLE
A, DERRAT N IRB IR A 2| iR BRI T B s OHIR, e A
TE M O BEARAR R % 2t L 7=,

AR, BTSN 5T,

—RRAETIE, BB GRES THINA DAL, HERINI L THBUSIE S O H3HN
L7z, F7o. BEGEEODEREICIEHEA 1 [ DA bz,

FEEH RN GRED VI C DI o T2y, IREICHE I Do T,

MIRAACFHIRRA T, BB G REOR P TR GBI g ALT OEfER A5
N, BH5OMEICED LT, ZD%M b 722  IEFEOFFHENICEIE L,

MIEFHIRRA, SR, R IR E S OMMOMRAETE B IR IR T 55
ORI T, (B 4)

B GRECH DIV FHRIIHTE M E OG- X D IO LB S 2L TH Y |
(REA~OENIK, EREORT 2 e 52t 70 < BB IR ERF AR RO Z L
HImoT=Z ED, EFHERIZIZ LWE B X O, IEHIEA X ClrlEE OREE
THHLNDLFTRTHLZ L, ZORELIRNZ &6, HEEFIERIIZ LN ES X
bz,

AFBRIZEBIT 5 NOAEL 1L, fmHETH D 1,000 mgkg (AH/H &5 2 B,

N
I

it

4

e

(7) ShAMEAMEEHAR (Sy bk, Ea¥fvair, BRTHRE) (BE2T—4%)
7w b (SD &, MERER- 10 PU/EE) lceaf~A v % 3 ARG (250, 500,

1,000 X1% 2,000 mg/kg REH/H) L, diadmtEatings&hi s, 5 —ix

RREDBIZR, RE L OMEEHEORE, JRIRE, MR FAIRE N iR A LR %
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AP GRAICIT R B OSIRR, hses B B E M OV ERAR R A 2 550 L 7=,

ERHARI ., SECHNIA BRI T,

—MEIRAE T, 2,000 mg/kg (RE/ H 558 THRGIERZITH DIV RIED, D EBl i
HBRtG 50 HRE LR G TIRFE TR H A b,

MR CliX, 1,000 mg/kg (A5 H LB GREORET Ht &Y Hb OB O
73, 2,000 mg/kg PRE/H £ GEEOMET WBC OB DB STz,

TSR EE Gl MR, JHER OV iR &% 1,000 mgrkg ARER/ H % 5HEDHER TY 2,000
mg/kg AR/ B 5RE OMEMECEEE (2B L 7=,

JREFARR AR A T3, B GEOIIEMEZ LY 1,000 mg/kg R/ A HHED 3 430
1 } X 2,000 mg/kg RH/ B B 5REOYEUC A B, 72, 1,000 mg/kg A&/ H LA B
HREOMECIIR NSNS A DT, (B 4)

(8) 1 NAMEAMEMHER (X, Ea¥va iy, #kNEE) (BE2T—4%)

AR (B—Z VA, MR 2 DU/BE) Icea<a oo 1 ARSI S (250,
500 X 1% 1,000 mg/kg AEH/H) L., darEmttEaliRn s ddin S e, H&GHIRHIE—HeR
RROBILE, (KEAXOEEEEORIE, IRIA., k7N N iR A b rmE 2 |
BB HAZ T E B EER D5, fEes B 2 HE & OYR BRI A & 320 L 7=,

A, ECHIEA DR T,

—MCIREETIE, 1,000 mg/kg AR/ A GHED 3 FillZ, M2 F G440 3 IR ORIZH
BL, 20250 1 FICiEB G O% IR ONZ S K OHEIED & F 3 A B i
77

BEEEOZE LR 1,000 mg/kg (KH/ H 580 1 IIIRTRGHMZE T THRL
iz,

MRFHIRRA CTliX, 500 mg/kg AR/ H 50 1 41410 1,000 mg/kg A5/ H 54+
® 3 iz Ht X O Hb OB, £ 95 1,000 mgkg ARHE/ A5 1 4Tl
RBC O & A bz,

R & OVEEREE = ClE, 500 mgrkg IRHE/ H LB HRE TR O IR A K OVEE BN 23 4
Hat, 1,000 mg/kg (REE/ H B 5HE TIEEBICA BTz,

JHERFRRR RS Cl, 500 mg/kg ARE/ H 15 5-F£0D IO JE K OVEE EHE NN 7 B 4
T B TR RO T & OO S & L2 o> 1 BN B BEOE M TTEN 7 BT,
1,000 mg/kg IRE/HESRETIE, BREOEMITE, MigD 9 i, ~EU7 U LihE K
OBESMSE M N 7 S—H DO~ DT U ARENMIELBNC BN, &5
(2 1 BIZHFED 7 < 2 S—HIfR ORER K QSR i IRIE B ORI ON SN 2
fENA LT, (B 4)

(9) 1MAMESMEERAR (X, Eafva1or, BTHES) (BET7T—4)

A R (= 7V, MRS 2 DL G4F) (28 =~ ok 1A IR TR (250,
500 1% 1,000 mg/kg K/ H) L., SRR EIE S, 3 5IR b —lk
REOBIER, (REROERONE, R, MRl N iR A a4 |
BA R 5%\ I E BB ORI, MBS B E R OV B s 2 520 L7,
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AREHIR T, BT DN T,

HRT, SR EGEEORHITREORE, BT ORI E ORI B B, 250
mg/kg (RE/ H &% GHED 1461} T8 1,000 mg/kg (KE/ H % 5HED 3 B THEHRE N ITHER DI
BRI,

TR IR T, A GRED 2 CHGHNL D KRG DRIEVEEAL N B BTz,
& 512, 500 mg/kg AR/ H#GEED 1 611 T8 1,000 me/kg A/ B F5REO 2 gD
9 oM Hiv, 1,000 mglkg ARE/ H £ 58 TR OBESME L. TTHE & OVEREO & LT
ERENZEN 2 HBICAHA LN, (B 4)

6. EHEERUHENAMHE
TEVEFRME K U988 AMEERBRI T S S 40T Ru,

7.$ﬁ%iﬁﬁﬁ%
LA R BR I L3 S AL TUNR L,

(1) RESFHHER (vHOX, Eavfvsir, BOKE)

~ A (ICR %, 322w, 20 IL/EE) OHR 7~12 Bl at~A o 2Rk N5

(0, 1,000, 2,000 (% 4,000 mg/kg KE/H) L7zikBRrn3sEhs Sz, 4R 18 BITRE
Wz FYIBH L CIRIROBIER 21T o7, F7o. K0 6 Bz AR S, Ra24%
21 HETHIZE LT,

FEWCIX, AEGHE b—iiRiE, RELOEBEEICET ITA LR o7,

EIREL ﬁﬁt&(ﬁéfﬂﬁﬁa}&aiﬁiﬂ%f&m T3 CEEAEAERR VAR 4,000 mg/kg
(KEE/ A SR TR E Ch -2, IBIEOINERR L. SBEEZ S HARET 1~2 filiC
OIS, B ETER T 2 g OVERE R F 13 D Ze o T2,

AN GEEAL E CTORDBIZZTIR, PERE AR ROKEN, FECRLOITE)
DWTIUTEBNTHEGORBIIL N2 -T2, Tz, IELOWIRD B3 &7
EbRb LNtz (BH4)

ARBRIZ BT, RISk 5 NOAEL 13, =& TH 5 4,000 mg/kg A5/ H .
JE¥Zk4 % NOAEL 1%, 2,000 mg/kg R8E/H TH V| EAEMHEITRWEB X BT,

(2) REFHHER (v b, EaYvasir, BORE)

Z v b (SD &, 3 A, 20~23 UL/EE) OIHR 9~14 HiIZE af~A v 2Rk 0§
5. (0, 500, 1,000 X% 2,000 mg/kg KE/H) L7-akBRAN5E0M Siiz, ©HR 21 HIZRE
Bz rr FOIH L CIRIBOBIER 21T o7, £z, &80 6 iz Aottt Ra4%
21 HETBIZE L,

FEWCIE, SEGHEE b—iiRiE, ARELKEEEIZET IS LR T,

AERE ORI T, 1,000 mg/kg (KH/ H #GHECTOOEME LR L2, SECHR
IRB OVEFRR BRI S GREH & OREZELIR Do To, ST IR X T 1,000
mg/kg R/ HEEGHACZENEIN 1 BIALNT-OHR T, B5ITREKT 5 NIg& OVE# R
XA DI Te,
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MAENGHELE CoOROBIZ T, ERE, NS VoOKEEM, FECRELOYTE
DWTHIUZIBNT b G- OB I 6Wm>o7‘_o (R 4)

ABRIZB VT, BEW R OREICx3 5 NOAEL X, &&EH®ETH D 2,000 mg/kg
KE/HTHY ., AT EEB 2 bz,

(3) HESMHEER (Sv b RR E’a%l:“:b“‘?/r vy, #OEs)

Z v b (SD %) Ok 7~17 BIZZ BRI E 2~ A v 25l 0% 5- (0, 200,
650 X1Z 2,000 mg/kg A/ H) Lt@h%ﬂ%ﬁm I,

REMCIX. 2,000 mg/kg RE/ H B GHE CREGEZRICHEBE OB LD EB XD
D —IBMEDFRRE, $5- BRI O RIS QMR SO FMEm A BT,

Z O, REMO—BCIREE, BHEEGE &K ORIV TR GITIRR T 5 BE 1T A B
inolz, (Z=H4)

ARBRIZBN T, FEWIckd % NOAEL 1. 650 mgkg AE/H, BIZICxT 5
NOAEL iF, & mHETH 5 2,000 mg/kg (AH/H Th ) fEFIEITRNEZE X BT,

(4) REFHHER (VUF¥, REFREQY < LY, BOKRE)

U (NZW &, 16 PU/EE) OIHE 6~18 BICZEFE Y 2~ A oo Zaiifilie 0
5. (0, 100, 320 Xi% 1,000 mg/kg RE/H) L 7=5kBRH SN S 7,

FEM T, 320 mg/kg (8 H DL BB GRECRG WM P I BT E D 211 5 R EHEN
I R OVE IR OIR T 5 AEAER R DR 53 HEFRBIRIZ - B LT,

R T, \EITERT BT 6N oTz, (B 4)

AABRICBW T, BEWICKT % NOAEL 1%, 100 mgkg KHE/H., BIRICKT 5
NOAEL /& . ixmMHETH % 1,000 mg/kg RH/H Th  fERFHIZRNWEE X Bz,

(5) HEFMEHER (¥HX, Ea¥vasir, BTRE) (BET—4%)

~ 7 % (ICR %, 3~4 7 H#h) OIFE9~14 Al a¥~A > o 2/ F#%5 (1,000,
2,000 % 4,000 mg/kg (KE/H) U7-iRBRMSEM Sz, 4R 18 HIZHHED 3 70D 2
OEEN) % FUIBH L TR E 1T 72, 0 OB AR &, WA LR
21 HETHIZ LT,

FEWI T, SEGHE b—RiE, ARELROEBEEIZET 3R LR o7,

FBEREL, AR FEChR RS Bﬁﬁﬁ@iw R 0)57% (TR 5 Pl
JOVERS B I3 e h o Tz,

A BEEALE CONOBIETITAENRE, WWOEREEM, EFRLE O TR0V
HEG-ORBIIHR LN oT, Flo, SVELONIERO BFFIIAHE L HER0 Hit/ens
>7, (B 4)

(6) REFMHER (Sy b, Ea¥vasir, BRTERE) (B3&FT7—%)

7w bk (SD &, 3 Al DR 9~14 Bz 3~ A &2 F&5 (500, 1,000
1% 2,000 mglkg KE/H) L7-aBRASFEME Savi, WER 21 RICREBW &7 OB L T
MR OBIE 21T~ 72,
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REWy I, BEGHIRF. 1,000 mg/kg (K5 H LB GRECREETERVD 2 £F 5 (KR
IEN G /APEN Y dWiat

EREL EFREE SECRIRE WBRIAETONCRIROINE, PIEE OVE#IZBES-
(RS 2 B IEA -T2, (B 4)

8. MEWMFMEEICET SR (£ MEEERKRIBEEIIx T 5 MIC)
Rk 18 RIS B HTIEEE O EM FRIFZEIZ OV T O
A (CFRk 18 4 9 H~FRk 19 47 3 A %) (23T, & b HBRERIR BRSSO 5
v oA 2 DK 5X 108 CFU/spot 1281F % MIC 2MHIE SN TS (3 29),

# 29 b MHSREERSEEHRICRBIT A Ea <A 2 d MICso

4 — R/ NEBRLIERE  (ug/mL)
MICso A

$Gilees St
FEscherichia coli 30 32 8~64
Enterococcus sp. 30 >128 >128
MR
Bacteroides sp. 30 128 32~>128
Fusobacterium sp. 20 >128 >128
Bifidobacterium sp. 30 128 32~>128
FEubacterium sp. 20 >128 128~>128
Clostridium sp. 30 >128 >128
Peptococcus sp./ Peptostreptococcus sp. 30 >128 >128
Prevotella sp. 20 32 16~>128
Lactobacillus sp. 30 >128 >128
Propionibacterium sp. 30 >128 >128

PESNTCEFED 5 B, bRV MICso 23S ATV DI Escherichia coli }e O}
Prevotella sp.? 32 pg/mL T ->7-, MICcalcdiE 32.0 pg/mL (0.032 mg/mL) &HH X
iz, (ZH8)

9. Tt
(1) BRALIERBEEER

TYX (HABGRE, #E, 5IURE) [ aF~A v (2 T 20% /KRR, w7
BAK) Z 18U FORICEIR GEfFH LWhidz L) L, lE~ORIEMEA
Draize {EIZHEC CRMIT L 7=,

20% K RHRRE (Peedh v e L) IRV, 5 Bl 1 BIOFEFN AR 2 RFHE

5 BRI Z DB U CTIEIEZ A3 2 BIED & % 8 045 MICso 0 90%(EHEPR D FRRAE) 55 H
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B IEPEDEE DOIEIRDFRD BTN, KIR 6 R ICITNA L, 7o, AREAT
AN RS R TN gRAY/ERY
2% K HRIRAE Tl AR, ADZ R ORRICERF IS bk -1, (B 4)

(2) Ea¥IA4 S UOHREMICONT

oA o OFEMER DR D= ) o b DR A 7SR O TR &
Nz, Batf~<A %, 870DV EFE T T I EEWHE-RET 5,

EaW< A T DH R FEAIRI, IRIMEREEESIG, AR MEREEEINHISIL,
EBmIEENT T RIS RN PCA (2§ T T 7 1+ 7% — : passive cutaneous
anaphylaxis) OFEND, VHF, BE Y N ROYIUIES LIRS, ZobeEwE
(ZRPT D RERA PR ZEEAE Lz, L LS, viFiceat~Aa v 2N
ROBEE LT, FRIMEREMEFURIIEA S o Tz, SRIMEREEESE, FRIMEREEEND
IS, EBIENT T VILIER)GSE O PCA G LD, Baf~w v bR vns=
U SRR A R S o T, (BHR4)

. B 25
1. BNVEIZHITSEHE
v at~A . JECFA, EMEA 50O U TR S 1 Tu7auy,

2. EMEFHMADIIZDNT

LoV~ VU RHOEEERE 2V~ A 2 AZOWTIL, in vitro KO in vivo DAFE
BARFEMERBR NS S AL, WTTIOREBRIZIN T M%@T“zbof:: Emb, ERIZE S
THEE 72D Ko pEfmmthlin e B2 oz, £, BONAMRBRITSEE ST
TR, SAEERERAE R DB R BN AWE TIE VW EEZBND Z EhD, ADI %
BRETDHZ EIEREETH D LI L7z,

FHEEMRER % b7z NOAEL OfIMElL, 7 oREFEERR) /LN
74.4 mglkg KE/H (ZEEHHRE a2V~ 2L LT100 mgkg (KE/H) TH-o7-, 72
B.7 v FROA XD 6 A a0 T 250 mg/kg (RE/H UL ERGHIZIBWLT
PUEANEE OF 512 X 5 BN 35 O ZEEN A © #RAE U T FHIDSERD DAL, RENAR

F ORI OWTIE, b N OERREER A ORI L 0 iREICFEH S b
D L ST,

FMEERY ADI A RET HITYS - - Tt Z® NOAEL 122244525 1,000 (Ffiz 10,
fEARZE 10 L OMBMETENE L U AR 2 R < 2 LI X 2B 10) i@ H LT, 0.074
mg/kg (KE/H (B at~A v o) EE LT

3. WAEMER ADI IZDULNT
ot~ A U OER RN OWTCIE, VICH OHA RIA AZHESSHE L
1T O DREMR A RN, PRk 18 R R i B A i [ TR E O E
MR ) DOELNTEY ., ZOMENDMEYFH ADI 28T 25 2 LN T
&2,
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v at<A 0 ® MICer id 32.0 pg/mL (0.032 mg/mL) T, FEIEAEMIC 220 g
H AR 2S5 S D02 1 O MAEIZ 60 kg @M L, VICH 0B HIFIZ LD |
LIFDEBYEH L,

0.0321 x 2202
= = .12 mg/k /
ADI " x 60t 0.12 mg/kg A=/H

1 : MICeae = 32.0 ng/mL

2: & MEBNEMOR (g)

3 A DFI I FTREZER 0B D /3= b b Off A GF8RI I 1T D3P RICRE B 2 A
DELN TV WD, fHx 1 L35,

4: v MEE (kg

4. ADI MFFFEIZDLNT
MR ADI (0.074 mg/kg (RE/H) O 709 ADI (0.12 mg/kg (KE/H) %
32 & SR ADI O 50V NSWewd, B atfe o v O R AR S
WTIE, ADI & U TIROEZERHAT 5 Z 0N & B 1 Hivd,

vatf<vA v 0.074 mgke (AE/H
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