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PUEWE THD Tea¥ <13 (CAS No. 38129-37-2) | (22T, B FERL A
ARREDOTIRAGHE, AR EHRNINHE &R ORBR GRS 2 O TR il R 2 il 4 50 L 7,

I W RBRAGRI L, EERERER (U R, Ty b UHFR A X L A
K, 3. S0 EOE M), BERER (. K BLROSY), BrEEiR, kst

(v A, Ty b, AXKOHE), SEHEERR (T RO X)), 4G AR
(v A, Ty MEOTHX) | AEMFHIEEICET 2REORE TH 5,

Eat<A L AZONWTL, SRR RO RB B TH 722 Eh, AR
EoTHIEE 72D £ ) RBaithidian e B2 biviz, £z, B AR ST
WRUWH, SRS I D BB R BN AE IRV EE X bND Z D, —HE
BEFEE (ADD) 2%ETHZ EITTRETH 5 &l L7,

FHE R T b i NOAEL) Of/MEE, 7 X o3AE RN ER D 74.4
mg/kg K/ H (ZBAEMRE 3V~ A 2 & LT 100 mgkg K&/ H) TH Y | Z44%%55% 1,000

(FE7% 10, AR 10 K OMEMERME L ORI ANMERERZ K< Z LI K 580 10) %
LT, 0.074 mg/kg fAH/H Z 74500 ADI E3%E LT,

— 7 A ADLIZ W TIEL VICH oRUZ L Y 0.12 me/kg (A5/H & B H S,

M) ADL &AM PR ADL & &bl % & TR ADL O 52V NS Wed, v
o<1 ® ADI % 0.074 mglkg (KE/H & 5% E L=,



[. FHMEREMAEES - SAFERMYOBE
1. A%
ETNEpall

2. AP D—HEA
g Eatf<ag v

¥4, . Bicozamycin

3. eF4
CAS (No. 38129-37-2)
¥4, : 8,10-diaza-6-hydroxy-5-methylene-1-(2-methyl-1,2,3-trihydroxypropyl)-2-
oxabicyclo[4.2.2]decan-7,9-dione

4. ZFR
C12H1sN20O7
5. #F=E
302.28
6. EE&EX
0
H,C OH
NH HO  CH;,
HN_ O OH
O CH (B 2)

7. FEREMERMERRKRSE

Bafv A oL, X0 S LT R Cd D Streptomyces sapporonensis 7)>
BREAE SN, BEFOTAEMEOWT D7 N—TICH R S WIAEWE TH 5, HLA
TSI 7 MEMEICIE S, FCHORBELE OV EXTEICAI TH D, 1ERITR
ETHY | D & 2Ry E AR EILET 5,

v oAV ATEWEROBAEWE & LTSN, (B 3)

AARIZEBWT, BAERL T, B ad~A 2o B4R OROMENE FRERTR
FREOEEA] (RGN G, SRR OEWOKEIg) & L <, ZEAME at~A
3 U IR ORI ZAE R HEOKESIA L OVKER (3777 & B AR O SEREEEGR )

LR EYH), B 7 m~A Ty (bicyclomycin) &) AFRCRFMEEEI TR S2D3, ZOR%ERE x4 1%
Lot vl EO LN, (BR3)



OFFEHNINAI & U THR SN TWD, F72, KA OEE RIS E LR & LTh
FBESIL WD,
2B, RUT 47V A MBI FREEEIRARE I N TV D, (BE1)

I. R2HICRIMEDEE

AFHIE L, B H SRS ARTRRE K ORI E R ORI S 4 b & 12, B
P A OB A MR A LT,

FRAAEAERE PRI AR Rk L 7=,

1. EYEhEEHER
(1) EYEeEsis (v b, Ea¥va oo, #OKS)

Z v § CRFERREHE) e a¥~A % 17 Bl 155 (100 mg/kg REZ 1
H2[E5) L, fcf&s 30 20 KO8 24 Bl O O o~ o1 o BN A
FT v EAIZEVPES I, BIRERIZOWTRET S,

BEGBRMED ORG24 % TOE aF~ A o OEIERIT, R 2.2~
3.7%, HND 77.7~89.9% T, MRIENHIL 84.2~92.3% Th o7,

BB 30 43 KO8 24 FERITZ O Ifn il K Ok (W, (O, AR, i OV ) 2>
Bl oo vATRE SR o 72 RHEFRA : 10 mg/L X mg/kg), (B 4)

(2) EyEFeEsiR (vHOXR, REFHEaIY /L0, #OKE)
@O MmIFFRE

<A GRHEAH) ICLEEFRE 2~ Lo AHERAKYS (Fatf~(f b L
T 100 mg/kg REE) L., HGERRFICMSERRENRE Sz,

< AT, 5 2 B ICIIE Cnax (217 mg/L) 1ZEELT-, (B 4)

@ HAhH

7w~ (SD %, 5 UL/RER) ICREF/MBE af~A V2 HEROKRE (Bai~Aa
& LT 100 mgkg (AH) L, AHEETIREEZ DWW TRIE STz,

FE R OV 2 B < W FNOFRRIC BV T H, B o~ v O/ RIS 1
RIS S L. OB IE E BB, . ficho7m F 1), &R
4)

2 SRR 1T 4 BB R 499 BT X o TED AL A FEUE(l



K1 7y MIBTOLZREFMRE 2V~ A VO HERE O GHROE P~ A 2

FLAETIEE  (mgkg XIE mg/L)

P Fe % (h)

1 2 3
Jiti 26.4 20.1 15.0
I ek 68.4 63.0 35.4
= 129.0 90.0 43.2
JEL ik <10.0 <10.0 <10.0
TR <10.0 <10.0 <10.0

@ AT OR— FRUMFF TOMKDE

v oA U OKEEREET VUL L, IR E ST ) T U NVEEREIR Th 5%
BEHRBT AT VRIT, TN AFPEIEEZ R0, SOtz L, &L
THEEANDT AT Z7—BIZL VKGR ES T, B atf<A oo b UChmiEEEZ =~
ZERHLITN D,

BEFEOMMEAE X — MR OIMIEFICHB T 2L EHFBE 2~ A 2 O
BRET Sz (E2),

T 1T 7 X OIMTE KR O TR L 3 L4 53 Tholz, IRWT, BWIEIC~ Y
A, Ty b AXThHoT, A XTIEL, WTNOMKIZHBNTH T AT 7 —BiEHIHR
<, WIS Tl 120 a1 7=, (B4, 5)

# 2 BEPREIZET HMEMAE YR — FEOMEICBT 2 ZER/BE a2~ A
DA R FES 2 RFfH]
P HEEBRE afF~A > ® Ty2 (min)
~ A 7w b AV A X
IR 27 >120 3 >120
Jr e 16 >120 4 >120
7N 22 47 12 >120
ek 82 >120 26 >120

a: AT aY< A U ENDE

@ BRepHE

~U A GFiAB) . Ty b GREAR) ., UHFROS XICLZBERE af~ A1
ZHERROKS (Bat<A & LT 100 mgkg (KE) L., &5 24 Bt £ CTOR
RPN OW TR S T,

BEWFRIZRT D B~ A v o ORPPENE £ 3 1T,

~ A, Ty b UHRROAS XTI, \EEOZNZEI73.1, 80.5, 20.4 LT 27.3%
D3 H4% 24 FERIIZ IR RICHRE S 7z,

Fo. A X 200 Tl a¥~<A 2o DIENHEGED 4~1T% D2 EE R Y 2~



A UPREMED FERPICH SN (8 4), (B4

* 3 HEMEICBT DL,

BB oV~ v UHBIROKGHOE <A

PR

B e h205HE (h) e

EylYa () 0~3 3~6 6~24 %)
mg/L % mg/L % mg/L %

~ A 8 3,578 | 51.02 801¢| 25.3¢ 73.1
A 5 7,112 57.4 | 4,461 | 13.1b 718 12.7 80.5
AV 5 1,713 8.3 | 3,005 9.6 35 2.5 20.4
4 X 5 4,226 7.2 8,280 6.5| 1,420 13.6 27.3

a : 5% 0~6 BB oBIEM
b : 1/5 BliFHHBRAART G T o 7272 n=4 OF)E
¢ : 18 Bl It HHBRA ARG Tdh o 72728 n=7 DOI-HHE

K4 ARXIBILRLRERE 2V~ A L OHERNORGHROEa <A 2 K
LRAMRE 2V~ A 2 LR

Gz (h) .
i) ,% &3t
PRTE 0~3 3~6 6~24
fit (%)
mg/L % mg/L % mg/L %

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

A X1 | ZEFHBE = | 2,200 3.0 5,900 1.0 — — 4.0
~ A

vatf~A1 v | 3,600 9.5 |[11,800 | 11.0 440 5.9 26.3

A X 2| ZEFHBE =Y | 5700 | 14.0 3,000 2.0 120 1.0 17.0
v A a

a: oo U MEE

® RE ek

v b BHEAR) ICRERBE af A oA EEROEE (Fatfwrs oL
T 100 mg/kg AE) L. #5 24 Bt £ COREHHHEINZ OV TG S iz,

FERAR B IRT,

Be54% 24 B ORI T, BEED 0.96% TH -T2, (

2R 4)

£ 5 Ty MBI LLERRE 3V~ A 2 HERE O & G5% O Tk

F G (h) o

0~3 3~6 6~24 a

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

LA 18.0 0.25 13.2 0.14 11.7 0.57 0.96




® TV kHITHRHE

GEEBRE A ~A DTy hADORAOKGIZBWT, ZEERE a~A1 i
EEATIEE a3~ A o0 ERER/I ARSI, RPIZIXIZ E A CPRtE e h o7z,
ot~ ot ouid, RS TITRPICHRE S v, ZEARRIIIROUTE T Y > v
ERXTTF REE &N, BIREEE U CRPICHEES D = & 3R STz,

T, RPZiZE a~A o U USNOPETEE AT 2GR oo T,
(&M 4)

(3) EYWEREHER (XVR. Sy b, DYXRUAX, EaVIa 0, HARES)
@ 1M B HiEE

~ A (ICR %, #E8PL), 7~ k (SD%&, MESVL), UHF (5L KA X (B
— 7V, HES D) ICE 3~ v HEANES (50 mgkg RE) L, EHER
REINZASA T AL 01 (F) FIRENHIE Sz,

fERER 6 LONTITRT,

T2, vhFicvat~A U EFRNE S (50 mgkg (KE) L7-& X, M T
X455 CThHoT-, (B 4)

£ 6 vUAIRT D<A L HEFHANERGEOFEEmTERE (mg/L)

BG4 R (min)
B 5 10 20 30 60
~ A 65.8 65.9 35.4 28.8 <12.2

F 7T Tv b, UPEROS IR D V<A o HalIHRAINE 5% O
MIEFIRE (mg/L)

TS BhREH (h)

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

a  3/5 VL IMHIRAA M CTd - 72728 n=2 D
b 2/5 PLiIdRHRAANG T 72728 n=3 DFHfE

@ #BiPam

7 v b (SD &, #E 10 PU/EE) ([C B at~A v 2 HREIFHRNES (50 XX 100 mg/kg
{REH) L. #5 30 2% OME &k OREMEHIRED A 47 v 2 A2 L O HlE ST,

FERAEFE 8ITRT,

FERRHPIRE I, BN, g, & MolRICE T, (B 4)

=N

10



* 8 Tv MIBF LY~ A v HREFHRNESG 30 751 OIiE M Ok #E

(mg/kg X% mg/L)
Sl K5E (mgkg (KE)
50 100
Jiti 21.6 42.0
I 23.4 62.4
E 144.0 403.5
JEL - ik <16.0 22.8
O i <16.0 26.1
i i 41.4 93.0

@  FRAE

~A (ICR%, HE8IL), 7w~ (SDAK, HESPL), Ui (HES5PL) KU X (B
— 7 VFE, HES L) [ a3~ A Lo HERNE G (50 mgkg RHE) L, #&5% 24
RERRID PR HPHEMSED AN A F T AL D HE SHTRER. Wb BEEED T0%L 1
Thole &9, &H4)

# 9 HEWHIZRT D a3~ A oo & BREIGH RN G5 O R R

" B H%RE] (h) B
EIILYIE5 N~
BhtE 0~3 3~6 6~24
(JE) (%)
mg/L % mg/L % mg/L %

<17 A 8 3,0632 | 75.32 82 6.9 82.2
Z v b 5 4,305 85.9 | 584 5.7 39 1.9 93.4
A= 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 : BehA% 0~6 R OMflEE

@ REi gkt
Z v~ (SD %, M5 L) I ad~Aa oo A HEHRANES (50 mgke (AF) L.
e 54% 3 RO PR SOW TS AT v B A I LV HIE SRR, 5 ED
0.24% CTdhH-7-, (B 4)

(4) EYENREHER (YL, EaYva Py, #OKkE)

P (BEE) ICEaY<A o AHEROKS (40 mgkeg AE) L. &5 72 Bt
F CORKOFERHEMDHE S 7z,

Z ORGSR, FPPEIERIT 35.0~75.0% (V) 46.2%) T, JRHPEM=EEIT 1.8~4.0% (F
¥)3.1%) Thotv-, HBHEH=RIL 38.5~79.0% (F5)49.2%) Th-7=, (B 4)

11



(5) EYFREHER GERUK., Ea¥va Ly, FRRRUVEIRNES)

B (R AZ A AE) KOIK (LWD) ZHAWzbe af~A oo O8RSt T (Bl
N, HLEIFRAIRN, 3 [EREHE RN & O 3 [RhEGe AN 5 OFeh- (20 mg/kg AE)
(2 & 2 SpBEhReRR R 2 Ik S T,

FERAEF 10 1T,

Eatw A vk, BERE N OEWFENR > TH, 2O OPEIHZ VT
EFEROHER 2R L, 5 0.5 RTINS Crax (IZEE L, &5 12 Kl £ TIORHIR
RAG L T o7, 40 3 [EhEGEERIRNEE 53R BRIC BV T, Ak G- 12 B £ TRt
XNz, £ 3 [EREGEARRNEE SRR BT D IRPIREE L, &S 1 RRI%IC R e
[ZEEL, EORMIGEHIRE & [FEGENTRD L, &k s 24 FFEZIZIE, 1.7 mg/L
(272572,

R OREEY %2 TLC A 44— 777 TRIE LT E A Rk o~ 1 &
> D REEIC—ET 2 E LS OPETEMEITRD BT, B~ A o 3R TR
ENDZ LR IRPICHEHEN D LB bz, (B4, 6)

F 10 FREOKICBIT D Ea~A oo S E% 0S4 iE o M OVR i
(mg/L)

U I &P G RHE (h)

Bt | OB | BGE 05 . 5 3 o 2 ”
73 HEFAAN | 240 | 23.1 | 195 | 122 | 2.8 | <LOD2 | <LOD
4 3EFFAN | 22.6 | 16.5 6.0 2.0 | <LODP | <LOD
A | iE | SEIFEA | 38.2 19.8 | 6.5 | <LODb | <LOD
i+ HEERN | 436 | 253 | 11.8 | 7.2 1.5 | <LODa | <LOD
i+ 3[EIEFIRN | 177.0 31.3 | 174 3.1 | <LODv
4 PR | BIEIFAN | 272.0 | 428.0 276.8 | 1144 | 16.2 1.7

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

(6) EyEFEsER K. EaYIA L URUREFREIYT/ LY, #OKE)

xR\ ZEERE o~ A v RO atf~ A o o ofkA#E (i 10 KO
100 mg(U1fii)/kg (AE) RERCTIE, Twax (FFAFETH T2, ZEFBE I~ A 2O
HENeatf<wArd 10 50 1 THHIIHP DD BT, Cuax lTLZERHBE I~ A
T DIRED N L5 FEhoTz,

LRAERE W~ A o2 % BEIREE IOk S (10 mgU)/kg (RE) £, e
A VARENHE ST, IREER G TR S 3 FFFIZIC Cmax (2.12 mg/l) (228
L. Bk Cl3dks 3 B Cnax (2.36 mg/L) TELT-, HEHIEDENZLD
WL DFETFRD Hi7e -T2, 5 BRERGRBR CH RO RS B, ZEFRE =
YA 2 DFE~OROES (10 mgUii)/kg RE) Tik, ML O (g, &
il M ORI 12004 L. ZDOFREIL 0.31~0.71 mg/kg TRk IR i b -
7o FHRIFRIZISIT D Tonax (X, FFIECITBES- 3 FEREITL, MO TIX, #5 0.5 FFfEIE T

12




botz, BEEFHBRE AV~ rofknfs (10 mgUiff)/kg (AH) OfERE Ea~
A T DOFHRNELE (10 mgUiii)/kg KE) OFERZ T 2 &, &5 3 R LIED
FAARE © <A O UREIL, KO CRER/B Y 2~ A o U GRFO )
kST,

ZREFHRE a P~ A O O#EE (20 mg(ff)/kg (KE) #“ORPIZIL, ZEER
Eae A RTINS, Ky it3%74//&0%ﬁ%kbfﬁ
i<V 4l

Ba W ZEFRE a2~ A o BRI OIREE K OOk (EEAHE) o7 o
AT —/N—FRRNFEN S, AR ZRIE L, Wi GIEIC BT AW OFEHZ>
VT Tonaxs Cmax XLONAUC ZHEE & U CHolRRT Sz (BRHHFRA : 1.0 mg/L),

AR 11ITRT,

MG ERNCMENE U REOET RV S Sz, (BH4)

#£ 11 RKIZBITALBEFRE o~ A o BRI OR$ 50715 T o SR
INT A =% (CE¥fHE)

. Tmax Cimax AUC
ik ) (mg/L) (mg - W/L)

IREER G- 2.9 5.23 37.35

oK S 2.8 5.53 35.68

FRIHERS 1.0 mg/L

(7) EyEhResiz (B, Eavyvas iy, #OKE)

& (WHE) lcvat~ag ooz HaRR O EE (500 mg/kg (AE) L, RRFAIIZIME,
FHfR, THILE A ORI PR EE ASHIE S 7z (BRHFRSY @ 1.25 ppm).,

MBI 13RS 4 BRI Cmax (16.5 mg/L) 123 L., AR & %5 4 FREI#
IZ Crax [CEE LT, ZOWREIXEV GG, Bl i, Wik, ik, fHA. BOIET
HoT,

5. 24 FEEIZ OWED 5 | {18 R OVINBEO N O YR EE I3 IR SR T - 7273,
BEBNAEYFIREIL 5.2 mglg THhoT-, (B 4)

(8) FEyEheidig (Y., REFHEaIY</ L0, #OKE)
@ BIREUDTH

SVIZZEFRE af~ A U ERAES (Bad<A & LT 20 mgUi)/kg (&
H) L7-FR, Ba¥<A Dl Cuaxld 3.61 mg/L TH 7=,

B L o~ A L AROEY (Eatf~A( v b LT 20 mg(Hfl)/ke {4

DL RAE
H) L. ZEHBRE aV~A 2 RO a¥~ A o OIMig M ORI E 2 H1E S

13



AR E 2~ A 2 Ol RO R EIRE (Tha) (X, &VIEIZ, TS : 9.67
mg/kg (6 IFfH) . e - 5.75 mg/kg (6 RFfH]) . Bl - 5.57 mg/kg (6 IRFfH]) . ik @ 4.04
mg/L (6 Bt M OWHR 2.52 mglkg (9 BifE]) Th-o7-,

F 2 ANEERSY TH D B3~ v O M O R Cmax (Timax) 13
JiFli : 5.20 mg/kg (6 FFE) . Bl : 3.84 mg/kg (30 W) . ML : 2.35 mg/L (48 FFH) .
NG : 2.19 mg/kg (48 FEfH]) S UMHIN 0.38 mglkg (48 F§fH]) Th o7,

REEFRE aP~ A U RO aP <A 3 o DIk M ORI E OB % k4 5
b KRB E AW~ A 2 DIFHERLCHNT Crax (T L F D% AR T4
HEmEZ R LT,

@ KR

SVICREFBE A~ A v aRkn&kh (Batf~a v L LT 20 mgUif)/kg K
) L, i ORI 2 KGOV TR S vz,

BEBMRE 3~ A OS50 OMEE & OFERRrfif=iL, gk CmEcEnsi
15.8 X1 35.6% T, g, FEIEEOMFTIXITE A ERfENH LR T2,

® ERHRRSICKkIEREMN

SVICEE/BE a P~ A Vo2 REM#RE (B2~ A& LT 10 mgkg (RHE,
BEREATE) L, e af~a o OFRBEC OV TR S U,

m$®fz$v4yyﬁfi~4%%’iﬁﬁéﬁ(mm%w5mw)m$¢é&\
ZOBRORIET L, EFIRIEL el L, BEF/BHE o~ A1 v o2 REIR&KS
LT%R%%T%%Eﬂ#?%//i%ﬁbﬁﬁk%i%hko

Fo, BatfvA ORI AT — 2R GREG] (BE, 6, 11, 16 & U*21 HIH)
IR LT & 2A, WO EETT O IHHE K ORICKEITA DR > T, (B
i 4)

(9) EMEhResER (e k)

b MoEa~A o2 BRRNES (500 mg Xi% 1,000 mg/t ) 45 &, 500 mg/
b M EGRETIIES 30 12 ICHTE Cmax (18.0 pg/mL) ([ZEEL, #5452 FEREIZICITME
FRA (15.0 pg/mL) K & 720 . 1,000 mg/ b M GRETITRE 1 FFRE21ICIMIE Cmax (31.9
ng/ml) (ZEL, #5 5 KHRICITMHIRTRNG & e o7, BEEDIZE A EDBRHIC
Pt s,

EOPeE (1,000 mg/t b)) L7=BAOR0ID 24 B CORFPHEIERIT, 2.9% Th -
7o, (BH4, 7

2. FREHER
(1) BBHRER (4. Eavvsor, #OKE)
T4 (RVAZ A FE, JE1BARERD) ICeat~o o 2 HEREOESS (100 mg()

3 DBEOFEHIRS LTS

14



i)/kg (KE) L. #%5-2, 8, 24, 48 MU T2 W% i M ONERR ISR, T >
EAIZLVHAE SN (ERRA 0.1 mgkg).,

ERAER 12177,

v atf~a vod, il O Clds 5 24 FE%IZ, DI O A Cldfk 5- 48 IRf
MBICIEA Lz, By /N, KGR OIS ClI&k s 48 BFEZIC LI A b=, &
G 72 Kz, Sk Clriti s henotc, (BiR4)

* 12 FICRT 5 v ay <1 U HERE N RGROMmE & O (mg/ke)

=t Fe5%HE (h)
2 8 24 48 72
i & 0.3 0.6 — — —
TN - 0.56 2.5 0.6 — —
fF g 1.0 2.6 — — —
=7 4.4 10.0 0.17 0.22 —
i 0.2 1.0 0.1 — —
= 4.6 1.5 0.1 0.1 —
AN 3.0 9.0 0.22 0.22 —
N 1.0 30.0 0.5 0.36 —

—  EERA (0.1 mgkg) K

(2) BBRAR (4. Fa¥vsIr. HARES)

T4 (RVAX A FE, 21~31 A, HEME, 2 MR lceat~a o 8AlE 3
AN S (Bt~ L LT 20 makeg (AF/H) L. &E#&E 1. 2. 3. 5.
7. 10 KON 14 BHISHARE O, . /G, Wl GO, R, FEls, et e ONASEAT)
RS AT AT VIE S (REFRA : 0.05 mg/kg),

ERAR 13 17T,

B b1 BRZIIE, S o v af~a v onimt S, ks 2 HEIC
IS, Btk 3 HARITI T BN A ONFESHANL 2 b < MR IR A & 72 0 | i
Wb 5 HRZIZITRBIPRHIRARI & e o7, (B 4)
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# 13 BT o e at~ A o U8 3 H AN G- %OMET Y (mg/ke)

» e 54 (H)
e .
1 2 3
0.05 — —
H\v
8 0.09 - -
B 0.29 0.07 —
g 0.48 0.07 —
0.13 — —
/NS
W 0.32 0.06 —
s 0.26 0.08 —
0.74 — —
s 0.59 0.08 —
0.96 0.07 —
0.28 0.06 —
B it
i 0.60 0.07 —
- 0.17 0.07 —
ity 0.39 0.07 —
s 0.29 0.23 0.09
a 0.80 0.20 0.10
1.85 0.30 —
PER T
i 1.38 0.31 0.05
—  FRHIBESY (0.05 mg/kg) A A . KREE

(3) BEBHAR (4. Fa¥v Iy, HARNESE)

T4 (MR, 2 B/ ICead~ o o U BEIE 3 HIFWNEE (Baff~a
& LT 20 mgkg (RE/H) L, H&&EE 1, 2, 3. 5 LOV7 HLOFMHE (K, H. BHA.
FENG. /. Bfi. GOk, Bodise, JHElEE, BB QNS HERREDANA AT v A1 &
DRIE S (RHFRA © 0.05 mgrkg) .

FORER, G 1 AT SO Eaf~ A U SN, Rk b
2 ARV IR, B OVESHERAL 2 i < SRR R IR ARG & 72 0 | Fefkde s 3 A%
(XA R BRI A & 72 o T2, (B 4)

(4) BBHER G+, Ea¥<a Ly, HRARRUVERRNRS)

W RVAZ A R, 5 AME) ([Cva¥~Aa v % 3 HEmANES (B
WAL LT 20 mgkg R/ H) UFFHIRNE S (B2~ 1 & LT 100 mgkg
(RE/H) L. Bik5%514 2 [MOPELREOHITPREN AL 4T v A I LD HIES
iz (RHFRA : 0.05 mg/L)
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FERAER 14 LOV15 17T,

AN G TlE, &G 1 BEOY HE T 4 BINTEREN A LN, Bk 2
A #% OFLAREI T 2B 23 H IR & 72 o 7,

IR G- Tl Bk 51 BREOY T TIH 4 Bl D, Beikis- 2 B OITiE 1 41
DO E I, RY FIIE2BI R R R 2~ 72, (SR 4)

£ 14 WIFITBT D e a~A oM 3 BEBRNERGE O 17 (ng/L)

FGREHH () @ PR

s | HH 1 2 3 4

24 i 24 i 24 i 24 i 24

2.25 0.76 0.14 — — — — — _

2.15 0.15 — — — — — — —

2.30 0.35 0.05 — — — — — _

2.10 0.22 0.05 — — — — — _

QU ik | W | N[

8.40 0.45 0.07 — — — — — _

—  BRHERA (0.05 mg/L) At

* 16 WIFICBT D e a~A o 8 3 B FEARNERGE ORI 17 (mg/L)

BRI ()« PRI

s | HH 1 2 3 4

5 L] 24 L 5 L] 5 L 5

8.00 1.25 0.12 — — — — — _

5.10 0.57 — - — — — — —

5.20 1.25 0.08 — — — — — _

© |0 ||

8.10 3.00 0.44 0.09 — — — — —

10 7.20 1.00 0.07 — — — — — _

— FRHIRA (0.06 mg/L) Al

(5) BEHER G+, Eav<asr, HARESL)

WEH S RVAZ A U, 5 8H) e atf~a oo 8Al%E 3 HEmARNES (o)
~A & LT 20 mghkg RE/H) L, Ff&i5%814 2 [BIOBEFRFOFIT IR AR
AFT eI VEESN RHBER : 0.05 mg/L),

ZORER, Be#kBeG- 1 B0 FTIiE 4 Blic, kb 2 BRogiE 1 flice =
<A U ENTN, B FIAT SRR L e oT-, (B 4)

(6) BREBHER K. Eavfvas o, #OKE)
K (28RN [CE a3~ A o2 HERA#EE4 (100 mgUifi)/kg (K8E) L, &5

4 DBEOFEEHIRSG LTS

17



2. 8, 24, 48 J O 72 Wifi#& DI K OSRREF 7R IZ DWW T AT v A I K0 HlE
hi- (BE&

B 48 IEfEIfR 11, MR,
K OKRIG CIIPTETIEIED GO ST, &5 72 B I3 VT ofsko b b &S

FRA : 0.1 mg/kg).,
HRAHE 16 1”7,

emnoT, (B 4)

AL B R OVINIG CHURTE MR L,

Dok, AR, R

# 16 KiZkBT 5 v atf~ A v HER OB G4 O MR & ORRET7%E  (mg/kg)

Y, H\ h
. BH%RHE] (h)
2 8 24 48 72
- 1.2 2.0 0.2 — —
ik
04 04 0.12 — —
-— 0.5 0.5 0.5 0.3 —
TN =
1.1 0.3 0.3 0.1 —
5.0 2.0 0.5 0.2 —
JT ik
et 2.0 4.8 0.5 0.1 —
. 15.0 32.0 1.5 0.7 —
=y
8.2 20.0 1.3 0.3 —
— 0.8 0.2 — —
A
— 0.2 0.1 — —
.’ 50.0 3.0 0.3 — —
70.0 2.0 0.5 — —
20.0 10.0 0.1 — —
/N
10.0 16.0 0.3 — —
04 2.0 5.8 0.2 —
KW
1.0 0.6 2.2 0.16 —

— EERA (0.1 mgkg) A

(7) BEHER (K. Ea¥vsy, RBEERSE)

3 fiigk (hiax A, B KON C) T (1 A/MFR) (2B a3~ 2% 13 MR 5 (20,
100 X1% 500 ppm) L. #5544 6 %, G TRERIEONC R G- 1, 3, 5 KOVT
H#% O (e, Bk, AR EOVNE) RORBIZOWT, XA AT vE'AI12LD 3
INTHEEE (OFTHERE D, E X OVF) CHIE Sz,

BEME MR BRAAGZ 72 o 7o R AR 17 1T,

FEAEH IR, BEGRETRERTIR, B, Bl O & [ ZFR B D3RO DT s, &
PeE-1 H1121E, 500 ppm 5 1 RERBEONED S SN DH T, FHLIRRITAH
Mk CWTHNOIREIREICB W T O BHRARNIC R o7z, (S 4)

18



# 17

KIZEB1T 5 e ath~ A o 13 MR 5% Ok h ik

it

IREIRE
(ppm)

CaF oA v bR

RS- H a

Bl

W

20

i

A

%]

100

500

0
0

20

100

500

20

100

500

20

100

500

OIQC|QC|QC|C|C|O

20

100

500

oo

E

20

100

0

500

1

a : G HRHAZ 0, TORH (s 1 iR Mtz 1 £9%,
— oG B Y T ISR e > T e b o

(8) BEEBHABR (K. Ea¥vas . HARNESE)

K (LWD, 125~145 Hilin, EBEROME, 38/ER) ([T 3 ~1 U 8H% 3 H
MANEES (B atf~A o8 LT 20 mglkg (RE/H) L., &5 6 B, 1, 2, 3,
5 MONT HigORERE (i, FEle, lee, /Mg, RERG. AP, Ble. (OB ONESHAL)
BREEDBAA T ALV HESH (RERA : 0.05 mg/kg).

TERAFR 18 1T,

AP G 6 REHRICITEMk b ©a <A U Shizss, B &ERE 1

Hi&. P, AP, ik, Ok, Jii, ElE OV NG Cladmiéde G- 2 B ISR HHBR AR

&gl TEETAL CIImi&de s 5 RRICEPID RN & o7z, (B 4)
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# 18 KBTI D e atf~ o o 8AI 3 AP G% O ERE T 7 (mglkg)

s Bz (H)
6 RFfH 1 2 3 5 7

A 1.22 0.47 — —

Ji ek 1.81 <0.05~0.09 2 — —

o ek 5.78 0.10 — —

Lok 1.40 0.19 — —

Jiti 3.12 0.06 — —

sk 8.40 0.08 — —

7N 1.23 0.07 — —

NE 0.36 — —
BESHERAL 8.40 0.28 0.18 |<0.05~0.062 — —
n=3 — : BHIBRSR (0.05 mglkg) A D - KlE

a : WEMO—E R (0.05 mghkg) il

(9) BB (K. Ea¥var. HARNESE)

K (LWD, 95~120 Hiin, 20N OME, 3 8/M5R) Ice i ~1 v K% 3 HIH
RANES. (Ead~<A & LT 20 megkg AE/H) L., Hi&#5 6 R, 1. 2. 3,
5 NN T B (Wi, JIFIE, ek, /g, RERG. AP, e, (Ol ONESHTAD) H
BREEDBAA T v ALV HESH (RERA : 0.05 mg/kg).

By 6 R I TR O B o~ A U S =23, Belhidsiscse s 1
A%, FhA. A, e, O, A, R OV Clddi& e G- 2 BRRITRRIHBR A
Lol ERTEL TR 5 BRRICEBIPRHIRRARM & e otz, (B 4)

(10) RBHR K. RRFHEQY<( IV, REEKRS)

FK (LWD. 80~100 Hifin, 3 HE/MS., 1 BEGIREE) (CLBF/BRE a~A 2 0% 7
HEEE G- (0, 50 X% 200 ppm) L. &0, 1, 3, 5 KOV 7 HAZIZIE KL
KRR (AP, REAA. ITiE. BEE& OVING) RoOREERBE a <A o ke av A
2 UFREE ) HPLC 12 K 0 HIE &=,

fEREZR 19 KOV 20 ITRT,

LZRERE 3~ A 3, B 5 0 H1ZIZ 50 ppm BEGHEO B & OV NFIE N
200 ppm $GRED MR M OVERRRD DR S 7223, Bk G- 3 HiRIZIXme 504
FIAHHFRR (0.04 mglkg) A& 727,

Bt a Uuid, B G 0 BRI G-EEO MR K& OVERERRD D 47223,
B G- 3 ARICITmE GHEOEI RS (0.056 mgkg) Kiifi& o7z, (B 4)
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# 19 WRICBIT D2 LEERY af~ A 20 7 HIENRERR 55 o ik & OSSR H o
LRFRE W~ A DY (mg/kg)
e h& Skl Bk B4R (H)
(ppm) 0 1 3 5 7
1R — — —
012 — — —
0 H‘aﬂf — — —
ek — — —
B | <0.04~0.04 2 — —
/M| <0.04~0.172 — —
M | <0.04~0.06 2 — —
i 0.11 — —
900 H‘aﬂf <0.04~0.062 — —
FHli& | <0.04~0.042 — — —
B | <0.04~0.052 — —
/N 0.29 — —

n=3 — : 34L& LIRHRA (0.04 mgkg) Al U RAE
a : EMEO—EIRHIRA (0.04 mgkg) A

# 20 RIZBT 2 LRBERE aV~A o 7 HREREH 5% ik & O o
vat<A U OVEEEE (mgkg)

Beh8 - e G (H)
(ppm) 0 1 3 5 7
1% 0.13 — — — —
012 0.07 — — — —
RN | <0.05~0.102 | <0.05~0.08 2 — — —
50 -
Jiri e 0.51 — — — —
R ek 0.86 <0.05~0.06 2 — — —
N 0.43 — —
1% 0.47 — — — —
012 0.15 — — — —
200 H‘aﬂf 0.27 — — — —
J ek 3.30 — — — —
R ek 2.69 <0.05~0.09 2 — — —
/NG 2.33 — — — —

n=3 — : 3L LR (0.05 mgkg) A A RAE
a : HIEMEO—HAHIRR (0.05 mgkg) Al
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(11) RBHR &, *EFHEQY<1 IV, REKRS)

T (LW, 2~3 2>Afn, 3EE/MES, 1 BEIREYD) 2B/ a2~/ %2 TH
MREE# G- (0. 50 XX 200 ppm) L. Fof&skh- 2 WFf#E], 1, 3, 5 KOV 7T B DMK &
OEAE (N, e, e, IR OVINGG) R OR B/ atf~ A L U KO i~
A >R HPLC 12 X 0 e &ivT-,

ZORER, REF/MBE AP~ A 2Tl s 2 FFi#%IZ 50 ppm HEGEED/ MG
(Z 1 FETNT 200 ppm HEGHEOMAL, fHPI. BlEL OVING ORI S 223, DI
BHREOFINBHIRA (0.04 mgkg) AL 727z,

Eat~ A T, B S 2 BRI SR GREO MR M OV DR Sz
. B 1 A#1213 50 ppm &G0, Hi&f b 5 B£IT1E 200 ppm &5-FE D257
FRHBRA (0.05 mglkg) KL 7eo7-, (B 4)

(12) BEHER (B, Eavyvas oy, REERE)

3 sk (haak A, B &XUNC) T (W, 40 PR O 16 PGt G4 )
e~ A % SRR E (20, 100 XX 500 ppm) L. #&5BHLA 4%, #&
HR TR NI G 1, 3. 5 KON T BAOHMA (s, =ik, AR & ONER,)
DI, "AFT v ALY 3R (ORI D, E XO'F) THIE Sz,

BB R RAARGG 72 > T2 R 2 2R 21 W T,

BHFE TR TII R TOMBRIZER-E N A B, R b- 1 H#I1ZiE, 100 ppm #%5- 1
BRI ) 500 ppm %5 4 FRERREO R 0N 500 ppm $¢5- 1 5BREEDARN2> D
STz, ERLAEI AR CO T ORI E IO T h R HRARmIZ 2> 72, (R
4)
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#* 21 WITBT D at~ A1 v 8 MR G% ORI

— P AR l:;: P g “/Iiﬁﬁﬂ%?ﬁbiﬁﬂj Shi-Ha
(ppm) il Bl A HElh
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 - - - -
F 100 — 0 — —
C 500 0 1 — 0
20 - - - -
E 100 — 0 - 0
500 0 1 0 1

a : B RG- A AZ 0, TORH (Ri&h 1 AR itz 1 £9%,
— oG B Y T ISR e > T e b o

(13) BEHE (O1, Eavy~va Iy, BEERE)

PEDREE (/—1V 2101 &, 20 PR I af~A 2o % 5ERTEARS (0. 20, 100
XX 500 ppm) L., #5HI, #5646 1, 3, 5, 7. 15, 25 X135 H&IFNTHA&E G-
1. 3, 5 KOV7 H#ED 12 [A], Z3LE4UATH OF% 5 BiD 524 HART 10 By TIZEIRS
T IRZAHRE 16 EEREL L, IFR OB RASA AT v AL LV E S FREHBRA
PEE, BNE & $1Z0.05 ppm),

FERZ R 22 1R,

500 ppm FEHEETIL, IFEDDITWOTNORESIZBN T O S - 7-728, DIt
Tid, &M 3 HE DM S, DRSS IME 2~ L, fefkie5H (&5
B4 35 HT%) 1213 0.13 ppm Th o7z, L L., Hf&IERGHZITHND L, ki
5.5 HZIZIFM BRI & 72 o7z, 20 TN 100 ppm B5HETIE, IFA, IR & I
WTNORERIZBWN T b ShenoTz, (Bi4)
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# 22 FEUNERICBIT A aY <A L 35 HIMEAEH% O (ppm)

B hH5 s B HBRMA R (B) o 5% R (B)
(ppm) 1 3 5 7 15 25 35 1 3 5 7
e e i S e
100 o

! - 005 | 009 | 008 | 011 | 012 | 013 | 013 | 005 | — -
500 ggi —

—  FRHFRA (0.05 ppm) AT

(14) BBHER (Y, REFRE YY1, BEERE)

S0 (Mfa, 5 RMER) ICEEFB Y a Y~ A v & 5 HEREEER S (Eaif~o
T L LT 20 mg(fil/kg /K8) L. BeGa0, Fofdkes 1, 2, 7, 11, 14, 18, 21, 25,
27, 40 KO 48 HEOMHK KL ORHAR (i, IFig& V) o atf~Aa o kU
BEBRE a2~ 5% HPLC I2X W JIES e (BRHFRA : 0.05 mgkg XX
mg/L),

fEREZR 23 KO 24 ITRT,

WTIOREHIIB W TS B~ A O UREEDS 2 RERHE TR MR BRI & 7o
LD FECTHEEAToToRER, ik, N, HRE OB CIX, Eheimi&ie s 21, 25,
18 KN 21 HLIZ BN IR & 72 o7,

Fio, BEEMRE 2 ~A 0T, &G 1 BRIITERED b Sz,
KRBt O B af~ A VU REPSRHIRAARRNZ /2 > TR0 5 2 it £ TOREE
BHIRAARG G & 7r o T, (B 4)

# 23 SVICBITLILEEFRE 2~ A 5 HENRATR G- O & O O
P ay<A v RE (ngkg Xid mg/L)

e 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 - -

EREI=ase|ry

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

n=5 — : 2FI2EHEHRA (0.05 mgkg) A 1« KHIE
a : EHEO— SRR (0.05 mgkg) Ak
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* 24 SVICBILLEFRE 2~ A 25 HHNRAK G O MK & OHEREH O
P LZERRE A~ A U RE (mgkg XTI L)

Sk B G RFR (B)
1 18 21 25 27
il1k7:3 5.27 — —
P 5.79 — —
JFhk 8.89 — —
ek 7.09 — —
n=5
—  2HIRHIRA (0.05 mglkg) Al A - KHE

(15) %BHR (XY, ‘REFHEaY <, I, BERE)

S0 (C4%fa, bR ICRERBE o~ A vk 5 HIERE#R S (Baf~o
Tl LT 20 mg(fil)/kg /K8E) L. BeGa0, Bofdkes 1, 5, 7, 11, 14, 18, 21, 23,
25, 27 KO* 35 AEOMKL O (A, IFiEL O o a< A o0 KU%
BERRE Y~ A U5 HPLC (2 & 0 lliE Shiz,

Eatfe A ik, B E 7T B E TCIReRE b Shey, ik, R, BT
fig OVES g CIRZ AL E it 5- 18,23, 14 KUY 21 HZRIZ AR RS (0.05 mg/kg)
A & 7po Tz,

BRERE 3~ A %, B E 1 BROERE DR S 7228, iRk 0%
FRkE b B I~ A O OFRBEIEARE R (IR, A, A OV ClEE L Zdusis
B2 518,23, 14 K121 H#) KOV DR OREROFEFCIEEFIA R (0.04 mg/kg)
KL leot-, B4
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3. EizEEER

v at~A o DOBEEMEIC T AEFED in vitro KN in vivoiBROFE R4 3 25 K&

W26 17, (=H4)

* 25 In vitroik
WNIE FRATEH VSO & (SRS
v a Y~ A | EIHIEIRA S| Salmonella 50. 100, 200, 500, 1,000
v iR typhimurium ug/plate (—S9)
TA1535 . TA1537 .
TA1538 ftk
FEscherichia coli Blr
WP2 trp-
S.typhimurium 50,100, 200, 500 pg/plate
TA1535, TA1538 (+89) I
S.typhimurium 20, 50, 100, 200, 500,
TA98 . TA100 . [1,000 ug/plate (£S9)
TA1535 . TA1537
TA1538 2
E. coli
Bir WP2 trp-. WP2
trp-her-
DNA & 18 #| Bacillus subtilis 10, 100, 1,000 pg/disk
R H17 (Rec’). M
M45 (Rec)
LR | EIRIRRAE | S typhimurium 0. 78.1, 156.3. 312.5,
Y~ AR TA98 . TA100 . 625, 1,250, 2,500, 5,000 ...
v TA1535. TA1537  |ug/plate (=S9) 8
FE. coli 'WP2 uvrA-
Yo 4 5550 CHL Al [ELETE
LA 0,156, 313, 62,5, 125, | .,
250 pg/mL =
24, 48 RFfEALER
RENEE R
0. 125, 250, 500, 1,000| &tk
ng/ml (+=S9)
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* 26 in vivoilER

wEwE | HmAHEA kB R & (PN

v a1 | MERER ~ U A 0. 1,250, 2,500, 5,000

v mg/kg (K e
HAREIEN £ -

&AM | /MR ~ U A 0. 500, 1,000, 2,000

a3 mg/kg {AH -

v HE RN 4 AR |

&G

In vitro N Iin vivo

AEROWTIUIZBW T H O EN SN2 Ln, B

YA AT, BRI ST BB m IR RN E B2 BILD,

4. 2iEEEHER

(1) Ea¥IA L 0DRMESER (IR, 5y b 41 XKV

vatv A o ORMERMERBRASEE (VA Ty b A XKOE) AT

FRGREEE (BO, §RIRA, ERER KL OCT) ICXR D Efi ST D,
FERER2TITR LT,

Y UAKOT v T, —EBIEEO @O R HINIZDH T, WIS
P TH, HGHEOMIRIBIZEF I SN TIETHIG 2Rh o7z, FIRRIZIR T 5 551X

IR T,

A A DOFHRABEGRE T, 4,000 mglkg REBGRET, 1 F1235 24 KiflRIZSET L
oo —IEPEDREBD DI B, BIEMHRE THREE Thike L7, HIRICZR T 585 b2

SIVipoT, ARG TIIRFEFT AL USECHITA DR T,
BT, EPEOKERESMN A SN2 DA TH T, (B 4)
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#£ 27 vaWeAa T rORMEEERBEE (mgke (KH)

g LDso
EhifE B S e m
. >4,000 >4,000
~ A FHRA >4,000 >4,000
(ICR %) fElE >4,000 >4,000
EF >4,000 >4,000
. >4,000 >4,000
7w b RPN >2,000 >2,000
(SD %) fElE >4,000 >4,000
K F >4,000 >4,000
P % >4,000 >1,000
FHRA >4,000 >4,000
sz | " 73,200

(2) REEFEBEQAYIA L U0EEEE (RORARUTSY M)
LRBERE a~A v ORMFEMRBRN~ 7 AR OT v R & AV THEBEEREE (7%
M. JEEENE O T) Ick v Eish v,
fERAE R 28 1T,
KRR OG- TORFMITR < | 2,000 mglkg (REAZ G- L TH, LTHIL R0 -T2, (&
FR 4)

7 28 ZRAMY W~ A Lo OatEEa R (mgkg (AH)

LDso
LY/ 2 8 Hs
& i i
#®on >2,000 >2,000
<A —
- JEIPEN 763 800~900
(ICR %)
BT 3,000~4,000 3,500~4,000
_ . >2,000 >2,000
7 v b —
- JEIPEN 397~642 450~700
(SD %)
2T 940 1,299

5. BAMSEMEHER
(1) 4 BMEMEERR (v b REFREOY A0, #OEE)
7 v~ (SD &, HEMES 12 VD/EE) (ICZEF/HBE o~ A 2 0% 4 FREGHRE 0 &5
(0. 200, 650 XI% 2,000 mg/kg (AH/H) L, diAatiEMEER £ S 7,
PRI, JECHIIA DR Do T,
—BIRAETIZ, 2,000 mg/kg (AE/ H %5 REOHE 5 51 K O 6 51 T8 D FRHEAS 7 &
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iz,

RETIE, 2,000 mg/kg (KE/H 5 5-HEOMERETHINPNH 237 H 47z,

PRERE ClE. 2,000 mgkg (RH/ H I G5REOMETH L 37 B OHEMNMS, Ml CTHEOH
INAFR BT,

MR IR G- DB I I DIV Do 7203, IURAA LSRR Cld, 2,000 mg/kg
(RE/ B G REOMERET CL 2N L, TP 2SN L7,

*'J’@‘a&()\ iR B A Cl, 2,000 mg/kg ARE/ H 5 5HEOMERECE RO & O E &P

(B LB RSN LT,

Jﬁf%%ﬂ%ﬁiziﬁ%ﬁﬁﬂi\ 2,000 mg/kg IAE/ H & GREORE 3 451 & O 1 451 CHRE ER ok
JEE DB ONZIE 6 61 K OMHE 3 451 CRYIBIS IO DB RN 2 iz, (B 4)

ARBRIZIIT 5 NOAEL 1% 650 mg/kg (AH/H L% 2 b=,

(2) 13 BMERMEERR (Y h ZRFHEIY YA P, #OKE)

7wk (SD %, MEMER 12 DUEE) ICREA/MEE 2~ A 0% 13 EMTREHRE 0 & 5-

(0, 200, 650 3% 2,000 mg/kg M@/ H) L. darEitatens e s hi-,

BRI, ETHIEA DR Do T2,

—RIRAETIL, 2,000 mg/kg RE/ H &% GREDOME 7 51 & O 4 51 C—1mPEDFRREN 7 5
nic,

RETIE, 2,000 mg/kg AH/ H B 5HEOME THAENHIA 2~ H A7z,

PR ClX, Z 237 B oD 650 mglkg A/ H £GHEOMEN T 2,000 mg/kg A&
/RS REOMERET, EEEOBINAS 2,000 mg/kg (KE/ H & GREOMETH BT,

MIRFHIRA N G- DB I IR B N2 Do T2 53 MRS ClE, 2,000 mglkg
{RE/ A FEREOMET T.Chol D2, HET Cl DD KNP OINA A BTz,

R M Osgs B 2 Cl, 650 mgrkg (REE/ H LA GREOME TR LB &S, 2,000
mg/kg (KH/ B B 5HEOMERE TE R OMoR M O EE & DN B il FLE SN L7,

JRERARFR AR Cld, 2,000 mg/kg (RE/ B B 5EEORE 5 51 K& O 2 41 CHRERERR O
B DR Dz, (BPR 4)

AaBRIZH1T %5 NOAEL (3 200 mg/kg K8/ H L5 2 bz,

(3) SMhAMEAMEEAER (v b, EaYvasr, OKE)

7 v~ (SD %, 6, MR 10 IU/ED) (v a¥~A v o% 3 H A RlsEslkk 0 &5

(0, 250, 500, 1,000 X|% 2,000 mg/kg (AH/H, 6 H, BF2—7I12LV#5) L
Ha M R I S v Te, B G TP IT—ReiREEOBIER, (RE K OEEEEOHE
PRI 2 ol LU, i G R, ik E%E’ﬁﬁﬁ\ TR, ey E I E
Mo OV Bk AR A 2 Sl L 72,

AEHE T, FECHIIA SN2 -T2,

—fREETIE, 500 KT 1,000 mg/kg AT/ H 5 5-HEOMENT TNT 2,000 mglkg (AH/H
B GREOMEREZHRAT A 2 53, RO L OB EORGE & & HIcZofEuIm L=,

(REE, $EARE, MiRPAORE, MR RO M ORI I TR 9 2 22 ki
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BB T,

fiB#s B T, 500 mg/kg (AH/ H UL F# G- CERE RO HEHEBE NN A i
7eo E72. 2,000 mg/kg (RE/ A FGHEFCBIRERESHIIN L7225, s 2R BbHAR Y
ZAUITA IR T2,

fil . HR, MEesE R L OYRERAARR PRI E C. REITERT 2 ZF 1T 617870
. R4

500 mg/kg RH/ H UL R GHETAH BT EEEOHEINI DWW T, Sttt E o
FIZ L DGR EOZENN D (L TH O (S > EEO B OREMEZZET 5 &
BIEFRIERICZ LWVELEE X BT, BIEICOWTS ZAUCB#E L2 TH Y |
RE—RCRABIT RN T <, £, PUKSCEMREDORE . HLE OBk T2
LIHONRNSTZ ENG, BEFIERITZ LWEE X b,

ABRIZI1T 5 NOAEL 1%, H&EHAETH D 2,000 mgkg (AHE/H &5 2 bz,

(4) e "AMERESFERER (v b, Eafras i, 8BOKE)

7w~ (SD %, 6ifn, MERER 10 IUEE) ([2e 2~ A % 6 H A Rlsafilik &5
(0, 250, 500, 1,000 X% 2,000 mg/kg (AH/H, 6 H, BF=2—7I12L0#&5) L,
FAMER I ERER AN I ST, G IR —ARIRREOBIZE, (RE N OB EOHE,
PRAHS % S50t L, B 504 I IAAORMES, A LR, IR, des i e
R OV PR AR % St L 7=,

ARERHIRT ., BT DN T,

—fRIETIE, BBGHHTEEN A DAL, HEOHINI > TRBIFFH L F<. £0
b %< o,

(REE, BeHE, MRFIORE, MRAECFIORE L ORISR GIERT 221k
I ORI T,

lEgsERTIX, B CEREREDHEMRENZ IS A LT,

iz, FkR, e EE A OYREAAR FROMA C, RGITERT 2 BE XA 805
7=, (B 4)

BERECH LN EHEROEINCOW L, FTEMEWE DR G X D BNHIEED
BENFED L TH Y, (FoEESEOBHORRIEEZBE T 5 L, FEFERICZ L
WL E B Z BTz, BIEICHOWTS ZHUCERE L7=Z(bTH Y . KBRS RIREIC
B3, Eo, BOKSOEME DR HLE O TIIE LS AR T2 2
D, BEFNERIIZ LW B 6N,

AikBRIZH1T 5 NOAEL 1%, fEmHETH D 2,000 mgkg (AEH/H &%z Hivl-,

(5) 1MhAMEAMSEHR (X, Ea¥vsir, #OKS)

A X (B—Z7 VA, §12 0> Hil, MRS 2 IURE) Icea~o 2% 1 A BRO
Be5- (0, 250, 500 i 1,000 mg/kg RE/H, #H6 H, BEZF o 7ML #&E)
L. HAMEERRBR A I S iz, B G PIE—RIRBEDOBIZR, (RE &K OYEETEOH)
. RIRA, MIEFRIRE, R4 L PR N IRBR PR A 2 | R 5121203
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FEar DOFIR, N Byl M OV B AR RO & 320 L 72,

AR, ECHITA BRI T2,

—MIRRETIX, TEHEDOZ < OB THREMIR T O MR UL LIEA b, *
7z, 1,000 mg/kg AE/ A H&GHEORE 1 H TS 1Bl #f 15 CIRE B2 ST,

REE N OMBER R G- OB I A B o T,

MR AORRA M ORI CEE T DI h o 7o, M LRI i, 250 mg/kg
IREE/ H BeGHEOME 1 51} O 500 mg/kg AREE/ H £ GREORE 2 61T ALT X TYAST 23—
PEDOEMEZ R LTS, H GG 4 & IZITEFEOFHNICEE Lz,

TR, e B E K QYR B IR A Ok, B STERT 28I A Do
e, (M 4)

&5%?&%%&PP@T%6#*%%E@%ﬁ’ié%ﬁﬁi%@%amﬁ5%
{ETHY | KE~DOFE, AL OERE DR 28T 528670 <. BB ITWRE
AT mﬁm%ﬁ6m&#otzkﬂg\ﬂﬁ%mw FZLWnWeEx bz,

ARBRIZF1T 5 NOAEL (%, 1,000 mg/kg ARE/ H OMfE TRk b7z Z & 925,500
mg/kg (RE/H & B 2 b,

(6) 6 MNAMEAMEEHER (X, Ea¥vs iy, BOKS)

AX (B—ZVHE, K912 2~ ln, MERES 3 DL/ G-E, MERER 2 DUt iREE) (Ice o
~A & 1 ABRROKS (0. 250, 500 i 1,000 mg/kg AE/H, 6 H, ET7F
YATEMZLOES) L, sttt e S, B E IR eiRE @l
22, RELOEEEOWE, FREA, KT, MRAE LR, TR OEERE
A, DB NCIRB PRI A L . Sl 5% I EBas O R, NsasE =l
TE M OV B 0O & 5206 L 7=,

BRI, FETHNITA SN Tz,

—HIRRETIL, TGRS TRID O, HERINI A TRBUIHE L OMEEEASHEN
L7e, F£7o. KBGO CEED 1 B oH 67,

FEEHEN SR GRED DI TOIRho 1223, (KRBT A LN o T,

MIEAACF AR Tl S GREOR 2B TR G- BIAARIINCIIE ALT OB fEN 75
Ny, BH5OMKGIZ D &7, ZD%M b 722  IEFEOFFHNICETE L7z,

MRFHIRRAS, TR, SRERAR IR SE 2 O ORMATE B IR 5S4 5 80 X
IO T-, (B 4)

B HRECHA O FRIEIHUE i% EOFET I D NARBE#E OB E S ZLTH Y |
REA~OFECNIK, BREORT 2R 22 b 78 < | BB IR R 7RI A b
BTl Enb, ﬂﬁ%é FTIZLWEZE 2 BT, MEHEIEA X Tldami ofREE
THLALNDLFRTH D Z & %@ﬁf%ﬁw G, BEFIERIIZ LV EE X
b,

ARBRIZEIT 5 NOAEL 1%, H&KEHETH D 1,000 mgkg (KHE/H &E 2 bz,

(7) 3HAMBAMBEHERR (Sv k. Ea¥I/o0, BTRE) (BEF—4)
5 b (SD ., WEHES 10 UURE) (2B = o % 3 20A I RIS (250, 500,
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1,000 X1% 2,000 mg/kg AHE/H) L., datEatEals s i, s is—ix
RREDBIZL, RE L OMEEHEOWE, JRIRE, MiEFAIRAN N iR A L F IR %

AP s S , listes B E M OV B R i 2 920 L 7=,

ARERHIR T, SECHITA DN T,

—fBCIRAETIE, 2,000 mg/kg (RH/ H 558 THRGIEZICHA BIVIZRIED, DEBlC i
FBR4G 50 HZED DGR TR E TH A2 Dz,

MIEFHHRATIX, 1,000 mg/kg R/ H LA EEGREORET Ht KON Hb O OJF
23, 2,000 mg/kg IRHE/ H B 5HEOMET WBC OB ORI 5 177,

IEEREECIX, Mg, TS OV igEEAS 1,000 mg/kg R/ H &5REO1EK T 2,000
mg/kg AT/ A 5 REOMEME IR ICHIN L 7=,

JRERFARR AR T, GO RIEMEZ(ED 1,000 mg/kg R/ H & 5H£D 3 53D
1 2,000 mg/kg RH/ BB GREOYEUC A BV, F£72, 1,000 mg/kg A/ H LA B
HBREOME Tl CgEsNEIM A2 D, (B 4)

(8) 1MAMIEAMEMRER (f X, Ea¥va Iy, BRNEE) (3EF—4%)

A X (B—27)VHE, MEESS 2 DUEE) Ice 3~ Aa 2% 1 D AREMRNER G (250,
500 K% TN 1,000 mg/kg fAE/H) L, diatEitalinsgiis Sz, G HmHRiE—mek
@%ﬁ . EEEOEBEHEORE, R, MR N g A A % |
TQ@?& VX EEEEROEIR, R E S E S Q5 B AR A 2 S0t L 72,

uitﬁ/ﬂ;ﬁﬁaﬁtlﬂ\ FECHNEA DI o7z,

—fBEIRAETIX, 1,000 mg/kg ARER/ HEGHED 3 BN, MM 51450 3 B ORI HE
L, 20950 1 T 53 O% IR N R & OREIEO & bR B B i
77

EEHEOZE LB A 1,000 mgrkg (KF/ B E58EO 1 FICIFIEB S 28 U TAL
iz,

MEFHIRRA CiE, 500 mg/kg AH/ H 5 5-H£00 1 1% T8 1,000 mg/kg (K5 H 54
® 3 Hiic Ht xOHb OO H3, £D 5 H 1,000 mekg RE/ HIFR5HED 1 61Tl
RBC Db & A H 47z,

T M OVEige & T, 500 mg/kg (REE/ H DA_E4% G- TSNS & OVE &N 7
HiL. 1,000 mg/kg AR/ H B 5L TIEEHIZH BT,

JRERFRRR AR T, 500 mg/kg (RE/ H B 5-HED PR HER L OV EE N 2 B 4L
7B EBE O L TTHEE N OO BESME IS, oD 1 FI B BEOE M TTHEN 7 BTz,
1,000 mg/kg A5/ AFEGHETIX, BREOEMTTE, MO 5 oif, ~ETT VU U &
OMESME L N D 7 _XR—HlO~E T ) DR ENELHN AN, S5

1 BIZHgD 27 2 S—HBEOIER K OSEFERK,  HOElIRE P O AR DN/ N2
JENAZ Oz, (B 4)

(9) 1MAEAMSHRER (X, Eafvasir. KTHEE) (3E7F—4)
A X (B — 7 VHE, WERES 2 DT/ 5RE) (e af~Aa oo % 1 AR TS (250,
500 X% 1,000 mg/kg (RE/H) L. #arEmilBinsthm -, G E—Hek
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RROBIEE, RELOEBEEEOWE, FRIFRA, MK FAORAEN N iR AR E % |
AP G AT R O, N 2 ) E M OV B AR i 2 920 L 7=,

BRI, ETHNIA IR0 ST,

FR T, FBREEHORFITREOIEE, KT I OB E ORTE 2 51, 250
mg/kg REE/ H & GHED 161} T8 1,000 mgrkg (RE/ H &% GEED 3 B CHEHRZ N IZHEROET
BRI,

JRERFRRR AR ClE, KBGO 2B TR DO R & DRIEMEE LB A BTz,
S 512, 500 mg/kg ARE/H#GHEO 1 4]} T 1,000 mg/kg A/ H #% GHEO2H 2 JHlKo
9 ol Hiv, 1,000 mgkg AN/ H £G4 CIlBOBEME L. TTHE & OVEREO & LT
N 2 flicH bz, (B 4)

6. BUFERUELSAMEER
P M X OFE DS AR Z M S ATV 7R,

7. HERESMEHER
ST R TSN S AL Tuauy,

(1) RESHHR (¥OX, Ea¥vair, #O0#5)

~ A (ICR %, 3 A, 20 IU/HE) OHE 7~12 Blcea~A v afknkh

(0. 1,000, 2,000 (% 4,000 mg/kg KE/H) L7=ikBR3EME S 7z, R 18 HICRE
Bz TOIBE L CIRILOBIER 21T 7=, F7-. FHED 6 il BRI S, Ha4E%
21 HETHIZ LT,

REMW)CIE, KRGEEE b RE, (REAX OB EICRFIIA LN RD 5Tz,

FEIRER, FE R OVETFIR R BUIARERER T o 7203, ARG AT 4,000 mg/kg
RE/ HBEGHETOCRMEChH o7z, IRIROINERFIL, HHRHEZETHERET 1~2 filic
FOIVTEN, FHAITHLR T D ML OVB R BL 13 D72 o 72,

AN GEEALE COWROBIZ TR, pERSL AR WOKREEN, ETRLOITH)
DOWTIUZEBWN T LR GOFEIIA LN Te, FTz, AEM OGO FHEHI AR
ELRD LN T, (B 4)

AFBRIZIBW T, REMICRTT 5 NOAEL (3m fHETH S 4,000 me/kg (KE/H .
fRIEIZHRT% NOAEL 1%, 2,000 mgkg (AE/H TH Y |, TRV EB X B,

(2) RESHHR (Sv b, Ea¥vair, #O#5)

Z vk (SD3%. 37 Hilin, 20~23 IU/RE) OIFE9~14 Hict o~ o1 oo 2R n#
5. (0, 500, 1,000 X% 2,000 mg/kg {KE/H) U7-akBan3 £l Sz, FE 21 HIZRE
iz FOIBE L CIRIBOBIER 21772, F£72, KO 6 fla B S v, a4k
21 HE CHIZ LT,

REMW)CIE, ARGHEE RIS, (ERELK OB RICRE T LN RD T2,

FEREL OVEAFRR X, 1,000 mglkg (RE/ H B GHECOCEELZ R L7, SR
IRE OVEERR RAREIC S GRER & O EZEIT R ) o T, ARG FREE L O 1,000
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mg/kg R/ H B GREC TN 1B BNT-DHR T, FEITIIK T 2 Pl OVE#E 55
(E7 NSV WA R Y

HAENGEEALE COROBIEETIEL, EREL AN KRoEEEMN, FECREOYTE)
DONTIUZBNTHEGOREIIA LN o1, (B 4)

AR Z BT, NI L ONRIIZHRT 5 NOAEL 135 E HETH 5 2,000 mgkg (&
H/HTHY, ATV EEZ BT,

(3) HESHHER (v k. i"zé*ﬁ*&t“:ub“‘wrvx #Oxs5)

7 v~ (SD F) O 7~17 RIZZEF/HBE 2~ 1 > 2l 05 (0, 200,
650 X% 2,000 mg/kg AH/H) met%ﬁﬁg@mémto

FEWTIX. 2,000 mg/kg (RE/ HBGHE CRGERZRIEBMEOERZLD EE XD
D —IEIEOFRRE, B 53R O AR ERIHNH] & OFEEE & O B 23 BTz,

Z O, REMW)O—BEIRHE, BIHRGE & DR IEIZIB W CTIRGITIER T 5 BT A B
ot (ZH4)

AFRBRICBW T, HEMWIck4 % NOAEL (% 650 mgkg A/ H, MBIEIZHT 5
NOAEL /T feim & Th 5 2,000 mglkg AH/H Th 0 fEarEIian & B 2 bl

(4) EFHHR (VUF REFREaY <A >>~ #Oxs)

U (NZW fE, 16 PU/ff) OUFE 6~18 HICEZEFRE 2~ A o 2ok 0 #¢
5. (0. 100, 320 Xi% 1,000 mg/kg K&/ H) Lf:ﬁ%ﬁﬂ;aﬁméh@

FEM T, 320 mg/kg (KE/ H DL ERGRECReG A B AT B D % £ 5 (R E N
Pl S OE RO T D AR B DD s HEARBEIRIC A BT,

MR Tix, WEITERT BTN -T, (BH4)

AFRBRICBW T, #6425 NOAEL (% 100 mgkg (AHE/H., BIRIZHT 5
NOAEL (3, feimHETH 5 1,000 mgkg (KEH/H ThH O MeATTEHEITRWNEB X Hive,

(5) BEFMHHR (¥HR, Ea¥vasir, BRT&E) (BE2T—4%)

~ 7 A (ICR %, 3~4 At Ok 9~14 HicE a¥~A1 22 /& P45 (1,000,
2,000 X% 4,000 mg/kg (AE/H) LU7=ikBRAN5E0 ST, 4R 18 BIZHRED 3 75D 2
ORE i FOIB L CIRIROBIE 21T 72, 720 OREWIT AR IS E, a4k
21 HE CHIZR LT,

RMEW T, S&GHEE b —eiRiE, REM B RICET XA LN T,

FHIRE, AR AT, BIUAEIT NG R OAMEIC K GIZEER T 5 i
JOVERG B I3 e o T2,

HAEDGEEAL E COWROBIZETITA RS, WOERERN, AFEE I TEIOWTHIC
LG OHEIH LN 0T, £l IR ONIRO ZFFITARE L HERO B
o7, (BH4)

(6) HEFEMHER (Sy b, EaYvair, BRTHRE) (BFT—4%)
7> b (SD %, 3 AN O 9~14 HIcE a¥~A v &2E T#E (500, 1,000
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i 2,000 mgkg RE/H) U7zl S n7e, s 21 BICREW 2 FUIB LT
TRIROBIERZAT > T2,

REMCix, BGHIHH, 1,000 mg/kg (K5 H LA B G8E CREETERD 20 5 (R EH
T 23 A S 472,

HEIRE, AR AT, BIUAREW ORI OMNE, Pl VBRI S
(TEET 2 B IIA N7z, (B 4)

8. MAMFMEEIZET SR (E FRRERKRIBERIZRT 5 MIC)
Rk 18 FE RN DM ATE B HTIEIEE O TR O T O
A (CFRk 18 42 9 H~rk 19 4F 3 H %) (2B T, & b HBRERR BRI SR 5
oA 2 DK 5X 108 CFU/spot (12331F % MIC 2SIE SN TWD (3 29),

# 29 bt MHORERARDEHRIC ST 2 v a2 D MICs

4 . B NVEBIERE (ug/mL)
MICso i

Gl StaEs|
FEischerichia coli 30 32 8~64
FEnterococcus sp. 30 >128 >128
2 S ]
Bacteroides sp. 30 128 32~>128
Fusobacterium sp. 20 >128 >128
Bifidobacterium sp. 30 128 32~>128
Fubacterium 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

FAESICEHFED 5 B, Fe bRV MICso 23R 4V TW % DI Escherichia coli T
Prevotella sp.? 32 ug/mL ToH->7-, MICcalcsiL 32.0 pg/mL (0.032 mg/mL) &LHHX
iz, (R 8)

9. Tt
(1) BRAGFERIBEEER

UHX (HAREEM, fE 5IUE) I3~ A T (2 XIE 20%KEHK, IR 2%
BAK) 2 1B UTFORGOIRIZAIR GEsdH0 L9572 L) L, ME~ORIHMEZL

5 HFNNZ DOEIHT U CTHEMEZ AT 2 Bh#D & 5 J& D) MICso D 90%(SHHRA D TRRAE > 5 HE H
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Draize 1EIZHE U TR L 72,
20% KA RIREE (BEESH U L2 L) 12V, 5 Bl 1 BRI AR 2 Rt
?ﬁ ZIEPEDEBEEDFEARDFERD DI, KR 6 FEffZIZITER Lz, £, ALY
TR FEIIA NIRRT,
2%7k(5(fﬁfﬁﬁﬁ<ﬁ’( . AR, L ORI XA N1, (B 4)

(2) EQ¥<A L UOREMICONT

Ea=A L OHFMER IR DR =2 ) v & OGRS A C OV TR S
N, Eatf<a v uid, ST AL VEETTH I EEHARET 5,

tzﬁ74//ﬂi%®§/A7FA¢i IRMEREHMERS, AR IMEREEEEHNHI RS,

BIEEANT T UBHIEROS R TN PCA (2H &7 7 7% — : passive cutaneous
anaphylaxis) DEGFEN D, THX, BTy ROV IUZER LR, 2 obtAEwE
(ZRT DRER PR Z EA LTz, L LR G, vHXiceat~A oo 2 EfEmic
ROBE LT, ARMEREMETURIIEA SN2 o7, ARMEREHERIL, FRMEREEER
WIS, ERLREANT T VIERIS KON PCA sk 0, BEaf~a v bR o=
D U LIRS N R R S T o T, (B 4)

. BmfEEzETh
1. ENEICHITSEHE
v at< 4 o, JECFA, EMEA %0 3B TEHE ST U2,

2. HMHFHADIIZDNT

ot~ A U ROZEFRE o~ A 2 A OWTIL, in vitro KON in vivo D4fE
BB FEM S L, WITNOFRIZBWTHEETh 722 e n, ERicE -
TRIEEL 702 X5 B dmtiden B2 bz, F7o. BBAMERBRITISER ST
TR, FAEERERAE T DR R DN AE TIE RN EE 2 DD Z Eh, ADI %
RETDHZLIXAHETH D LM L=,

K FEMNRER CE O NOAEL OfyMEIL, v FoRAFBH RN OELNT-
74.4 mg/kg AEH/H (ZEHE 2V~ AL LT 100 mgke AE/H) Thotz, 72
B, 7 v FROA XD 6 7 H TGRSR T 250 mg/kg (AH/H UL EEGHHIZIHBNT
PUEMEE OF 5T L D BN 5 O 2B © #RIE UL FRIDSFED HALIZA, IEPNAHE

HHA~DOBIZOWNTIL, b N ORISR Z O 7B R L0 RIS S5
D LW ST,

FME) ADI 2% ET 5104 72 - Tk, 2 NOAEL (2Z244%%% 1,000 (Ff7= 10,
fEARZE 10 S OMEMEFEE L USED3 A rﬁ%%k<*k*;5EM@1m%ﬁ%bfﬁﬂm
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