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C3

X/ UV UERERTLDREA (BLEH) Thod T4*% Y Y=y 27 (CAS No.
14698-29-4) (22T, A HEREREEE S 2 V> TR S0 R 52 225040 2 F0E L 72,

R WV TR B R L. B iR NEM (T v ). IR NES OkRE. 1<
VRN ), 1EMEERE. FEENEE (B K B, ~~F, P~ A, =
UNA, T, aA, vFXEOTY), 2Bt (T y PR T R), EmANKE

#wE (T b, v AKROA X)), BEEME (F X), BEEEEBAENRES (T v
R, RN (w7 R), 2B (T > M), BERNE (T vy FEOTHF),
BinmEEORBRKETH D,

REBAERNS, XV ) =y 7 BEGICE2EETEICERE BMEMmE) |
ﬁ%ﬁ@MMHD%M@%
ST BT S BB M O RRER K OITENV AL (v h) LD L
i, EHEMES. 9IHEME B BREeIT T 5 8 AR OV R
W& - T E 2 D BIa@mEITRD LN T2,

1M/ DG REBR TIZ. 7 v M ICK B R L IE o 23 58
HDOENTEN, BRAEBFIECHEHEICLDI LD L3 EZEHLS . KH 0
Michb-VEEERET A EFARETHLI EE XN,

KR A on T BEEEOR/MEIX. 7 v MEH W 2 HARZGERER O
2.18 mg/kg KHE/H ThoToZ &b, THEMRIE LT, Z2fF5 100 TR L
72 0.021 mg/kg (KE/H ZH M7 — HEIGEA R (ADD) L&RELZ,

F 7o MAED FR R SRR ) B 15 E)zht MICcalc ® 0.005922 pg/mL 1Z & 15 N
K 220mL, MR D FRE SN D 0EIZEP PR 0.7, & MAEIZ 60kg %
M+2% VICH o8 X v, 1“&&%#1’3 ADI 7% 0.031mg/kg IRE/H L HE S
7~

BT — 2 N HENND ADI EEMFNT — 2 HE D ADI %kt
B35 &, MAEMFENT —Z0bEDPNTEERIVRELS Db, %Y
V= JEBRORBEELZRTET DI L ToO ADI & LTt 0.021mg/kg {KE/H
ERETAHAZIENHEY THLEEZ LN,

[HFHHEMEZR, EIIEMZER L]
TRRES  EHEEMERE
BERRER - P8I BRI ZE B 3L
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I. FENZBEERVBVRAEERSROBME
1. A&
A (BUEA)

2. AR D—kS
e Ax V= I (XU U 8)
4, : oxolinic acid (ISO 4)

3. 24
IUPAC
4 :5-=F)-58 Yk Ru-84FV([1,3]lU4AF >V ul45glx /U -T-%
VR VR
# 4 : 5-ethyl -5,8-dihydro-8-oxo[1,3]dioxolo[4,5-g]lquinoline-7-
carboxylic acid

CAS (No. 14698-29-4)

M4 5= F)-5,8 Tk RuE-84FV-1,3-U4FVul4,5glx /U -T-H
JVR

#4, : 5-ethyl-5,8-dihydro-8-oxo-1,3-dioxolo[4,5-glquinoline-7-

carboxylic acid

4. 9FRK
Ci13H11NOs
5. FE=
261.23
6. #EEX
O
o COOH
< | *
o N )
I\OHa
7. FAEOEE

FXV U=y 7L, 1976 FITEREFRASHIC LV S ZF /Y
VEEAT HFEA (PLEAD) ThH D, AFL, Erwinia J& W, Pseudomonas
glumae O 2 FEIHIZHRD TERWILEMEZ R L, Agrobacterium tumefaciens,
Xanthomonas J&# . Pseudomonas Jg & . Corynebacterium J&H 2 b PLE M %
AT VERABEF & L CUME O DNA gyrase D7 2=v b A £#EH LT DNA

11
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gyrase D RIE AR 2T 2210k DNAOERAZHE L, HEERIES5 2
EDHIIL TV D, DAETIE 1989 4 2 A ICFE 7 ALBRA & L Cwllal 2 55 gk
ENTEY., WHTITEE, 1> PRI TETERESLTWS, AF, EIKE
FREICESCEAILREGE (B0 A, SAEIEVNE) NRrshTWn5,

YA ERL & LT, FREOME SRR BESWICK L, T LW IR
BNREHTDHIEPHERINTEY (R T0) | AEG K, BHEOIRE,
FOK KR ORABEERE LTHEA SR TWEN (B 71) b2 ETH fE0,
R, 57 EICHEMERBOBRRZ BRI TS (2R 72) .

12



© 0 3 O Ot i~ W N

[ T e S e G S G e T T T
O © 0 3 O Ot b W N+~ O

21
22

23
24
25
26
27
28
29
30
31
32
33
34
35

2011/5/13 B 12 R EEFAERHRER AFV U v IBFHEESE 2R ()

I REEICERIABROBME

FHEMAR [D.1~4] X2, AF YV =y IBOT7 == )VERORFE L L —
IZ UC THEE#H LD (LLF lphelClAXF Y U =v 7] L), ) KD

NZFNLEEDORFZELR UC THEIEBLZH D (UUT leth-14ClAX YV U =v 7]

EVD . ) BAWTEN STz, B RERR B K ORI I B 1R I 0 237200
LAl AV Y =y 7RIS U, G/ 53 fR 4 W R M OV A B S WS PR 1331

MLEDR2IRENTWS,

1. EiANES R
(1) vk

® ®IR
mREHR (EEKE)

a.

Wistar 7 v b (—#EHES 3~4 PU) (T [eth-14Cl A % Vv U = v 7 8% 10 mg/kg
AE (LLFIL.MlicsnT MEA®E] Lvwo, ) THEFHNEL L, MR

EHBICOWTHRI ST,

i K O AE P O RE IR EHERS 1358 1 IR ST D, i K& O A ik
SRR G 2 REE R ISR IR L (Cnad) I L7z, 5 6 BRI £ Tldm

o R OV A i B S ME R S du. AR TR < IIRF L7z,

x1 MPpRVMBABRSEGEEEERE (BRESE. pg/g)
P o1 BRI | &G 2 BERTE | B 6 BRI | B 48 WIS | Tue (R
(Tmax)
1fiL 0.90 4.80 1.95 - BHEhT
1 5% H 1.70 8.28 3.25 - B
— R EnT

F7o, ddY v v X (BEXROYEIREE) M OD X T Zleth-14ClA Y U =y 7
Mo XHECTHEERN (VX7 TIIREAN) 5L, @54 — 79477
74— (ARG) I L 20 Tbiic, =~V A MUY X7 O 2 i 6E
(35 30 57 ~2 KF[##% 1 Cmax (ZEE L 72D L, &5 24 & ICITHEGE
NEW. H3EZ R < B DITIEHEE Lz, BiZi3RE 24 FH&ZICB
THRELRKRE 2RO, BHRIIRIEICBIT LEFIcomt 20, &5 24
Fff I IXE R Lz, (B 3)

b. MAREHERE (REKSES)

Wistar 7 v b (HE, VE£ARH) (Zleth-14ClAF Y ) = v 72 IKHET1
H1Mm 5 AKERAKES L, MHREH#ERIC OV THRF ST,

B WM I3E B &G 2 KR O PG e 42 JE L2y, HE#R S
HER. (). alicB T 2 &G 2 % OEE S XIER UE CHER L7z, MLk

13
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STREUR BT M B 24 FFREI#% TIE 20 pglg. 48 el TR Tl IR AR &

VAN

C.

REV e ERER (1. (1D @c] 128 1T DR M OEITEREDOBUNREN D |
I 44%LL EEEH ST,

EVE: S

@ #AHLfH
Wistar 7 v hZ[phe-14Cl4 % YV U = v 7 g % K H & 1% 300 mg/kg (K E

(ULFlL.lizcsnwT TEHE] Evwa, )

(ZH 4)

(= 103)

LN

(¥08% - 220~227 H)

(—HEMERESS 5 PC) THIMERE A

5, KHE (—REME% 3 P8) T 14 HEER D &L, [eth-14ClA % v U
= 7B RHE (—HRES 3~48) THEIRORS UTEHE (—HHE1
B) <5 HRIKERAES LT, RN A RN Eh Sz,

F AP ORE N BIRE TR 2 IR TV 5,

FRR IR D FR R O BE TR IR 5 1~2 BRI KIS 72 0 | B JHE
MR VB B 2 < A LTz, 5 48~168 KifllZ ICITEZR<IZE A

E ORfE TR BRFARG & 72 o 72,

(= 3~6)

xR2 FTEHEBPIOERBHREEEEE (ug/e)
EAH LN B 51 el 2 RF[h] 1% IR R ER B D
B i (5.75) | i 4 (5.11) . AT i .
{14? Eing/ ke 1 (w64, igaa.49) ROI0, TottisIs
B i (4.04) | i 5% (3.69) . AT ik .
H[A] H &
— | 309). 249 #0.12), Zofttisy
FE Y Z_ﬁ%mg’kg | — 456, ZOlRH ST
=YW e | — (649, Ot SS
10 mg/kg
i e | FIR@4D), ATIRG3). M) FEEA(19), JERE0.76), Tl
14 A {8 2 (326), PHEH(3.10), Mi217) | BHshT
%gg glke | FE39. [829), E0.05). JITIR0.03), Zoftfst!
[eth-14C] B[] FHE(5.99). Ifmifk(4.80) g
FXY
B2 %;)iing/ ke W | — £(0.026). JAE0.04), E0.02),
5 M 6 2 COMREST
H) — e

1) e URHR IR 1

[phe-14ClA* ¥ U = v 7 I 53 B Ti1x 168 Wi, [eth-14ClA
VU =y 7 bR T 48 R %
2) FUBHRIUERIE, &G &R ORI 2R,

14
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2011/5/13 B 72 B REEFAERHER

©)

XV =y VBEHEESE 2 iR (F)

RKEYRE - €8

Pt aBR (1. (1). @. a O b THE L 72 JR K O FE O RE W R E Bk
BRIk S iz,

JREOFEIZB T HREILE S ITRENTND

[phe-14ClA4F vV U = v 7 ke 51 Tl Wﬁz%m ELTEEOREL
KN RWTEE 7= (10.9~37.5%TAR), %%V//ﬁ%/%@%ﬂbtﬁ
HIRDOENT, W IN=BULEwIRHEzZ T Wb D EEZ LR
7o BHITITRWIN O REACERD R S 7ol %%V//ﬁ%/%ﬁW%
L., ZNZEN 6 H LT TMNOKBEIENAF LT BEOC RN S
iz, BHEBETIHREOCEPICREEPEHER LV 2 et S 723,

TN SR W RZERIRA BN U7z 2 & L I S iz REAR 23R 2

ZTIKWZ ENRERFTHD EFE 2 LT,

l[eth-14ClA ¥V U = 7 BELREO T v MENIZE T 2 RERE L. 2T
LoVt R VOB R OZNICEH S O- AT bz kD B LN C OERKT

b, sbiIzENRFY PRSI LD EE XN, (B 5~7)
®3 RRERUVEICEITA2RBEY (%TAR)
PR AR whEM | RE | ARV I =v I8 R
10 mg/kg D(2.6~4.2), KIAIE(LEY UA4.2~9.5),
PR 10.9~14.0
R UB(0.8~1.3), UC(0.8~1.2)
H[A] e 005240 B(7.5~8.6), C(1.3~1.6)
B o RFEELAY UCO0.7)
300 mg/kg D(1.7~3.2). KREtEH UAR.7~6.9),
[phe-14C] PR 12.1~14.8
%Y R UC(0.8~1.5), UB(0.8~1.1)
N, Hi[m] ” 90,4420 B(4.0~9.1), C(1.1~18) .
= J M .4~42,
) HRVE(LA UCO.5)
10 mg/kg D(8.8)
TR .
Ik * ITb LAY UAYG2Y). UCBO)
14 HiXfE D B@®&.5), C@B.0)
E 474
ARE LG C(1.9)
[eth-14C] | 10 mg/kg
D(15.1), F®6.6). HA4..
Fxvy | kE = 49 (15.1). F6.6). H4.7)
B(1.8). C0.7. E(15.2), G(43.5)
=D | HE
R & OHENITIR T ETFTOBRMNERE &I T 28465, %TRR
N RSN
@ HEit
a. EEKE

Wistar 7 v & (—FEMERES 5 V) (Zlphe-UClAF YV U = v 7 iz K&

15
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XITEHE T, Wistar 7 v F(—RERER 3 PE) RN dAY w7 X (—RERER 3
e) iZleth-14Clax vV = /7 A KHE CHER O &G L, PN %
i < iz,

B 5. 24 REfE1#4 S OVRRBR#& T If (B¢ - 168 REfE] 12 ) O JR K OV#E Hr Rt 32T
KAIWTRINTWD,

WTNOEBEZ G LG E Th, EICEPITECICHR S v, PRt
N — NN OMEZEITIZEAERD N o T2, (B 3, 5)

F4 REUVEDHHE (B5EICHT HEE. 4TAR)

ik | g | DPRE e o W5 168 BRI
MR | B
10 Z v bR 34.1 34.2
me/kg /e | 3 57.7 614
phe-uic] | km | 72 PR 31.2 31.4
/1 £ 49.4 63.8
FXVY —
— o 2 | 300 Fv bR 34.3 37.1
Mggﬁ & v bR 32.4 36.5
/1t £ 20.6 64.5
Sy k| R 34 351
[eth-14C] | 10 | # 44 551
Z VY | mglkg
N AL B A 36 372
-7 I £ 47 532)

1) : 96 BReftf:  2) @ 72 BRE1%

b. REKRE

Wistar 7 v b (—#E#E% 3 JC) (Z[phe-“ClA Y U =v 7% {KHET
14 H R DG L, PEalBRn i S e,

e 5.1% 24 Je OV A8 WEH D JR e OVFEHR B FEHEME R IZER 5l R STV 5,
WL RGO PEERICRE A T e < BB SR D PEiER
EHHERFEIIR O b o7, [phe-UClAF VU = v Vi &5 L2k
BRClE, kiR G 168 iR £ THRMRZJE L7z, i b 48 RFfi]1%
Uk REEPER AT A O e -T2, (2R 6)

£5 RRUEDZEFHME (WTAR)

I 5% B 5%
rs =i #
545 B | wEHE B 48 W]
10 mg/kg i | ® | 80.1~8L1 30.2 30.3
14 1 % | 54.9~66.6 66.4 66.8
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c. M HEt
Wistar 7 > b (—#E#ES 5 JC) (Z[phe-4ClA ¥V U =y 7 EE KA &ET
HEGRE A &G U, B A P alin g e S v,
RE HEME L P 5-1% 6 BERE TK 5% TAR, 8 5% 24 BEff TK 9% TAR Th -
e, (R 3)

(2) EF

O RHKAER
E b (BEEERF. 4 £4) 1Tk L Cleth-14ClA ¥ Y U = v 7 B HEF
(1.00g) 53BN EhE S iz,
MmHRE, RECERIHERITIL 6 ITREINATND
MHREDOE — 71 3HRE 4 FFEZICHED b, mﬁﬁiﬁfi1rmm
bolo, R LOEF~OPEMITHRG% 24 FFEIZB VT 42.7%, & 5% 48
KEIZB W T 66.7% Th oz, RFR#MEL T, XYV =vI@BOI L
sua UEBERAEEEOETFEAEERE ATF LT UMM NEL L F XY
V= 7o vr o BaaEERET VT a Bl &M EBNEEL
2o (BMT3)

£6 EFEITHHRRORSROENIRE

Tmax | Cmax PR K OV A gt =R (%) PR AR
(BER) | (%) | 5% 24 W | 3 5-% 48 W | (0~6 B [E 3 R T i i fig

XV BO TN v BRIEEY
- HHEAEE - B LicAx VY
VO LHEINT- VT a iRk

AW - TNV v U EBILEY

4 1.17 42.7 66.7

2. WEYMERNEMRER
(1) KFED
RNy MIEEE SRR (MR . BAR) OHEE~FEE A WO HE X
IZFEIZ, [phe-4ClAF Y U =v 7% 300 g ai/ha O HE CEALE L,
W AR N E A R 2N I S vz, @f@ﬁ?ﬁ 7. 14, 28 O 49 H% (UL FER])
(ZALBETE K OVILVERFE 2 B L 7=, NI ORGH B o 5 6 ZEmE L
U7 R LB EE . 2Ok, b Aok, *lEZb% T, BEALER U 7-RBIROK & b il
sy L, BEkE L7z,
KFBIZE T DR MIIR TITRINTND
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=71 KIWIZHBITHHMEESf (%TAR)

LB 5 T 1 AL B FE AL
AR | B | 140 ) - 49H | B | 140 | 490
| HTERFE | 97.4~99.7 | 91.5~92.3 | 80.6~84.8 | 97.2~99.3 | 92.3~92.8 | 87.8~90.6
[phe-14C]A4 %

L 192.9~94.0 | 75.3~76.4 | 61.9~67.7 | 91.1~91.6 | 60.5~61.7 | 59.7~61.5
V=g
ENEGI R L7
7 %) 0.9~1.0 3.2~3.6 2.8~3.1 0.8~1.2 1.3~1.5 0.9~1.0

) BPOBMIL2ETE L 2 2ORBFEREZRL TS,

FLERBE N OVLER R b 0 FR B i B RE I FE E i B9, ALER 49 HE T B
81~85%TAR K TN 88~91%TAR NI X vz, DO RKEDIIREND A F
V) =vwvIBEThoT,

INHETR 2 R R L U7 R O RLBREE | ZOK, b Bk M O & W O it 6E
AT E S ITRENTWVWD,

BEALVEE U 72 FRIRIC U D AVEEEE )N D T4.4%TAR O REN M H S vz

. Tk, bAFK, b O LBRE I EEEIL 1% TAR Kl THh - 72,
Fo, FEALE L2 T RE D KEBD LD ARICHFEIE LT, LELD .,
FTXV N = VBBITLERA~ABITLIZKWZ EDRHLNI o7, ok, v
PENTALEMDO KIS IIAXT Y ) = I ThoT-, (B 8)
=8 INEIHDFAEL DR EES T (%TAR)
AL ER 5 1 BE [fj AL B FH AL P
W AL PR BE Yok b ik e v Zok b B
Wt He A&t 74.4 0.14 0.03 0.34 3.7 69.0
lphe-uClAx | | | 1 1
54.4 — — — 3.1 43.0
Y V=yo® |
KEENRH D
4.1 — — — ND 2.9
(7 )
E) — HEET ND: mHEIIT
1) ALELHE DAL
(2) KT
[phe-14ClAF YV U = v 7 FRIEWRIZKEG (5FE : HARRE) Z2RELTZHE0

BATHERBR 2N £ S hui-,

[phe-4ClA ¥V V= 7% 1,900 mg/L &%¢ 0.1 mol/L /KE&{bF- F U v
DIKVEHRNZ KRG D & B2 BEAT, 25°C T 24 BRERIRIE L7271, B HICHEM L. 5
2 H S Uc, #fE 2 @RH% O 2 M B, RELAObLAIZHE L, £
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7= 5 A% (M) OffEEZH B (1 E Tem DL E) R OMREIZ 40 L
Tkt L, BB D A 2 i~ T,

RIE LRI E LTS EII AT Y Y = v 7 B Tl 1.47 pglks
Thol, #E 2~3 HM%D 2~3 FEH O TITMIEF ORFEE S ne
(TRR) @ 99%7% & AL L M B35 OMRER T O i aB 1 & 612 1% TRR
LR Tholo, IHEHORATIL, HBEIZ 0.008~0.011 mg/kg D HUHBEDS R
Hanizboo, X, LAk, MbLICEE T2 BHEITVILBRER
AR TH-oT=, WHERE TERELCLAX VY =y 7 BEDZONRBMIT
HEFSIZBIT LW ERHLNE o T,

FB LR OB EBIREDNRHRARM ChH o722 &6 Tk o U
PV N AT T D AR IT e E 2 b, (BR9)

(8) <&
ANy MZFEEE SISV (B - RS+ H) OF 4~5 ZEH DO F 4 25
(2. [phe-14Cl4F Y VU = /% 330 g ai/ha DB THRALIE L, WK
PN JE A AR BR S i S v Tm, AL E S O QUETEN QN AL 7, 14 RO 35 H ik
(IFER]) OLFLIER NF N LSO XA L, ke Lz,
FEL SWIZBIT DB MIIER IITTRINTND,

&I F<CSWTHEITLHRAHEES T (WTAR)

OBk ALER BE JLER 3 DL AL oD S HE
ALER % H 2K [H. 1% 7H 35 H 7H 35 H
Wt e A &t 102~103 108~112 105~108 <0.1 0.1

[phe-14C] 4 — —
. 83.5~94.5 94.8~101 88.3~100
IV=yom
KIFEERH?
ND 0.7~1.2 0.6~1.8 — —
(2 f#)

ND:fHEd, —  AlEEd
) RPOBMEIZ2HETHEB L 2 OB RZRLTWVD

RLERIE R D BB A RE A0 AT 13 5R E A LS 3, B 35 HIZE THIZIERTO
BRFBE N BN ST, ZDO KRB BRENDOFF VY V= VR TH - T,
Fo, WBIEDANOXERIZE EN DL HMHEEIX 0.2%TAR LN D72
XV = IO ORI BIE)L Z DM OEEFEL A~ EBITL
mnWekEZ N, (R 10)

(4) VA

[phe-14ClAF YV U = v VB Z R0 L7z 138 (kLR 158 k%) 2 v,
Pz A (WFE  BLAKE) TS DA PN il BR 2 0l S 7=,

19
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1 Ny MZEEE 30 cm RICKEL, 20 RIZlBEZH W, £0 RIiZ
2 [phe-14ClAF vV U = 7 RiEf (R -H7- 0 1.2 mg/kg) 4 HZE O LH% 20
3 cm DEITHE L7z, 1EIC [phe-“ClA XV V= 7 EEIREMTH% (R v
4 F~DOFEEE 3 HH) ICTEWZ AZHEMEL, 63 HE THIE Lz, i 13,
5 25 LN 63 HEZICTEWZ AZEELL, L2KESZ, B & I TRE
6 L7,
7 EWZ AR ERIZBT 2 HEIREEITR 10 1IR3 TWD,
8 TEER O BN REIR IR & R CEITRO bR oo, £, 2
9 W T A OREAR TGS RB IR FE IR IR BT . ERALIZ 0o B 3 HH PR S R i
10 HoOT=DT, FENSTEWIA~NDEX V) = JBOBITIZRNEEZLD
11 i, (ZHE11)
12
13 £10 FOWCARVLIEIZETSHITEERE
AR KL gl i

PR A%k | 13 H | 25 H | 63 H 13H | 25 H | 63 H | #&MEKE | ILFERE

JESTREIR E | <0.004 | <0.002 | <0.009 | <0.07 | <0.002 | <0.007 | 1.19 1.22
14 R TEEPIE mg/kg 2t WA F I me/kg AHEE
15

16 3. TEDEGHR
17 (1) WHFREEKTEDE R

18 [phe-14ClAF YV U = 7 & RIRWKIE 1 cm OFEAIKRIE & U 72 bR - &
19 T (R KO - B L (Fa) ERERE Y720 1mgkg L7 D
20 LWL, 252 CHOR &M T T 485 HMA ¥ 2 _— M550 1
21 18 vp e iy BB S SE it S vz,

22 YEAE - BE L R ONRAE - SHEE LTI D 485 HZ DK BUNRIZZENE N
23 99.2~101%TAR K T 98.1~103%TAR THo7-, AF VYV V = v 7 ROIEE &
24 1% 485 HZICENZF 4 73.3~7T4.T%TAR K O 83.0~87.5%TAR TH v, 11
25 DB ST BURHERR Sy O K &2 T, A%V Y =y Z O KE 5
26 (BT DHEE NI 1 EDL BB 2 Sz, EEERE RS O KER 45 1%
27 HUCOs TH Y., 485 A% D 14CO2 A EIL 0.6~1.6%TAR TH 7=, W
28 DAEKEIT 26%TAR LT ThoTo, 2 FEO BB T ATV =v 7
29 D R NICHE R TR ooz, (B 12)

30

31 (2) FRHLTFEPERGER (AbEH)

32 [phe-14ClAF YV UV = v 7 &2 RN OUERE - B+ (FRIR) KOS - HiEE
33 + (&) xRN EFNAFEE YD 1 mgkg ERB X OICHRML, 25+2CD
34 WS 635 A A v & = X— F 3 D5 L EM RS i S iz,
35 YRS - LK ONREE - S RICB I D 635 HREROEEMIHNBEIXZENLEN

20
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96.3~98.1%TAR K1) 96.2~97.5%TAR Th o7, TF V) =v 7RO
B3 635 AZICENEN 70.7~T1.0%TAR K X 75.2~76.1%TAR TH v . -
BB ST O R p 2 Oz, XYY =y 7 BOMH 1
BICB T A HEEEINIE 1AL BB X bivTe, BRI MR 5 O K5y
X 14CO2, TH VY, 635 H%LD 14CO2 FAE 1L 0.8~1.1%TAR TH -7z, 5fiE
MOAEREIT 2.1%TAR LA F CThot-, 2 FEEHO BB T2 A4F Y ) = v
J RO UCBE R Z TR D Ok oo, (B 13)

(3) TiRFMAHD AR

PR - B (RO KROYWREE - HEEEL (Fa) ZHAWTH T AR EICHEE
7L— bk (BEZ 500 um) #{E L., [phe-4ClA4* VU =v 7% 5 mg/m2
TEREALE%, KEtIC 12 HARE L T, LEREL MR N I h
72,

XYV =y VBRI EEREICB W TR RFBESRM T Chall oL,
12 BB I ITUERE - L ROV - IHE L TENE N 46.1 LT 45.2%TAR
Thot-, KBENETE FOHEE FRINI U - B RO - i T2
ZN3 TR 320 HTholz, KEGIZEE LRV RK (BEHT) T
DOHEE RO LU - B RO - L TZEnZ£ 10.8 KV 11.2 2 A
Thole, DRMIIRFEZRN O SFEMABINTZN, WThd 5%TAR L
T, BREFRICHEMT @M S R oo 7o, 12 #% O S eI =R 2N
86~90% ToH -7 DT, —FHEHBHPE b -7z LEZEx N, (&M 14)

(4) Btk (V—F27) &

[phe-14ClA ¥V U = v 7 @& AW EMM (V—F 7)) RBRD YR - 5
+ (KW) RO - gL (Fa) 2HVCHEEINZ, X 30em 1Tt
WAEAREHELUEEED T 4 EiZlphe“ClA X VYV =y Va2 X470 1
mg/kg IBFI L7 AR L, WS T CTABEKE 2.0 mL/FRET 2 BHREE T
L7z,

WTNO TS T AZBWTH, R OBSERSIEIEED T A Eifo
WIERALIC E EF 0 W ST X 0.1%TAR Th - 7=, THEf
DALEM DO R IEREADOA XY ) = JEETH Y | I3RS
Niehnotz, LHERMEARREZ o UmfER, m B8 e bk o K8
FET7 IR TOVRBE oML TWe, (3 15)

(5) TIRBERRDO

AFEEOENTE (WEL (Fa), B O/, 81 GER) LKUWEE -
(B ] 2R 7o B 5B 2 5l S 7,

Freundlich @ W #5425k Kads |% 126~839, AR FZB G AHRICL W MIEL -
W %% Koe 1T 4,360~42,800 Tdh o7z, —EHBEIIRE L-AF V) =
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JBRITITEAE N BIE Lo, (BH16)

(6) TIEMEHAKO
4 FEOEN L (e (Ea), 8BE 1 G-RE), 8L (&) KOWwW
Bt (EE)] 2RV EERE (R U —=27) REBRNER SN,
FX VY =y ZBRIFEEERAEERTR S, @mIRRBRO EMIZARARETH > 72,
(M 17)

(7) TEHEMHBHER

[phe-14ClA %V V =v 7% 3mgkg &1e GP (7 Rukk - X7 hy) B
BRI 88 (K)o 188 - KIEEHK (1,000 548 2@l ., 25C
AT TR L., SHICZDE#EL 14 BREET 2 RKE N 3 RO 2 kX %
1TV LAY SRR i S T,

7 HEREED 3 IKERRT D 95%TAR LA ESEIN S 7z, 3 IkEEE K T
D B ARIFE DR 12~20%TAR Bt Sdvic, T O 53 R 03 B M) &
B EShiholzZ & BEPEMRBR IOy N &2 R I ho T
ZEnD, ZOSMRMN LEMAMOERIC IV AR LEEE DN, A
XYY = VBRI EEIZEWE L, TEEMO SR EZ IS VW, T
—HoAxV ) =y 7ERITHESEMICLY DfEESITD EBE LT,
(MR 18)

4. KepEdHER
(1) ks EHER
[phe-14ClA v U = 7 g% pH 5 (HefefE i), pH 7 (U » BERE/ER) &
O pH 9 (R U BEFEE#R) OBFEEIKIC 1 mg/L & 7225 X 5 IZIRL7=%.25C
DORFRMET T 14 HREIA % 2 _X— M2 I0/K o sl B 23 520 < vz,
FX V) =y 7BOHEELBHILpH 5 X9 TENLER 309 KT 1,940
HToholz, pH 7 IZBIT HEEERWILZT —F DX 2N REFEHET
ol ATBEO DY PR INTZN, RETE 2oz, (H 19)

(2) KepxnEHAEBRO

[phe-14ClA* VU = v 7 k% pH 5 (BRI, pH 7 (U » BRFEEIR) &
O pH 9 (R 7 BEFEE ) DOFBEEIRIC 1 mg/L & 725 X 9 IZIL7=#%.25C
T7~14 Bfflxt 2 7 7S OLRE : 13.8 W/m2, #IE & : 300~400
nm) 5. KA N Eh S,

TV =y JERIIRFATR IRIX TIXIE & A E DI NR > T28, SRS
X® pH 5.7 kT 9 OFEE R T TIEZENZE 41.1%TAR(14 H %), 7.0%TAR
(14 BH#%) KO 10.5%TAR (7 H#%) (& Lz, HMEXTIL pH 5 T
19.9%TAR (14 A1), pH 7 T 24.1%TAR (14 H#). pH 9 T 34.6%TAR (7

22
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H1) ORISR DN AELT, ZDFREN 14C0; Th o7z,

pH 7 K9 T2 >OREENMY U-1 O U-3 B8ER L, pH 7 Tl
U-1 7% 18.0%TAR (7 H#) (2. pH 9.0 TIX U-3 72" 11.8%TAR (3 H1%) (T
L. TO#%IE., F1TH 12.0%TAR (14 A#) K 9.2%TAR (7 H#) 1T
LT,

TRV =y 7BOHERRHILpH 5. TR 9 TEALH 13.2, 3.86
Fr 231 HEBEE SN, B bk 35° ) ([CBIT HEDKEE F COHEE
PRHNCHAE T2 L, ZNE 228, 65 K39 HTH-7, (M 19)

(3) ko ERRD

[phe-4ClAF YV UV = v 7 BEHMKE QN7 I U BEKEK (pH 7) 12 500
ug/L & 722 X 5L, 25+£1°C T 71 BRI L OV 48 Bl &/ v T
THRE GG - 51 W/m2, JIEE : 300~400 nm) 7 25 AKH o iR ER
ANESY TR AV

R THRIZ, XYY =y Z7BITHMKE D7 I VEBKERT TENLENR
20 LY 6%TAR 12D Liz, AF Y VU = v 7 BROHEERHITMA S L,
72 UBBKBRIRT TTENEN 315 KON 11 BRI &R S, B (kg 35° )
BT D2EOKREN T COHEELRMICHET L &, i 8.3 KT 3.1
HCThoTo, HRHEIZE D EESMEYIL 14C0 TH Y, HiAKTIZ 71 FEfEHZ
12 20.1%TAR., 7 I U ER/KIEIRF Tl 48 FF#%I1Z 19.4%TAR A% L7-, 4
XV = 7 BOMAKERT I VKB TONSRZ— 3L,
FRYE R 2 #2 C 1UCOx ICE TSNz, 7 I VBRI EL VD AX VY
= JBOSRIIRES T, XV ) = JBRONESMORKHEIT., 70
VR &R CIRBEY) DER., TN OMIIGIZ X2 2 BIROAER, &5
WZAX VY = ZEENFINL T 3 ERDAERR & & THRAIIIZIE 14CO09 1250 iR
X7z, 14CO2 ZFR\VT 10%TAR M 2 THAR Lo Wiz mot=, (&
18 20)

. TERERBEHER

KK - (), mhfE - (SRR OREAR) KONk IR - bt (FE
WRWE) 2w, %YV =y 7Bentidgbaw s Lo BEERERR (H
Gk OB 4N) RS, fERIZE 11 IS Tnd, (R 21)
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® 11 TERBEHRBAE EEFRH)

B mEy + 1 HE & -1
JIHBAREE | 300 g ai/h ALV S 250
y IN e -
il - SAUNA 1 s - st 39 H
b= e
o SR - 1 183 H
% KERAE | 200~300 g aifha | jo 1 - bk L 997 B
hAE - fEEE 1 91 H
# SR - HE 14EDL 1
e | JHHE SR 1.0 mg/kg . —
A A - fEEE 1 1401 =
=F ’ K oe i* 1 J/\ J:
i WK St 1.0 mg/kg ‘JUJJR %i F
B s - fEEE 1 142 E

1) 5 alER T 20% K FAl, A8 R TR 2 i ]

. P ERBHER

K, BEEORFEEZHNC, XV V= 7BEoix2ibame Li-
VEW) 5% B8 W B 23 320 S vz,

FERIIA S I RENTEY, AV V= 7BOKREEITL L (BE)
R &I 14 BRICQIVE L 7= 5 (B3%E) @ 10.7 mg/kg TH - 7=,
(MR 22)

ML 8 DIEMERE RO SHEZ VT, %YV = v 7 ik % BB
BB L LIZ[ENTEEO D DBEED DL OHEBIRENE 12 IZRSN1T
W5 B 4 28), 7ok, AMEBIEOREEIX, HiFINERTENDS
XYV =y VBB RROKBEEEZRTHEHASET, SREAIEKPE I
B (FWwd, SAEI280VE) 2502 CoBEAEMICHER I, T -
FHERIC X 2B BN 2L WV E DIRED TIZ T 72,

®12 BRIPIYERINLGAXFVIZ Vv I/BROKEEERE

NJ=] T
2 E A i
(ﬁgﬁ . 53.3kg) (1~6 ﬁﬁ) ({zjg% . 55.6kg) (65 )/%EU\J:)
(Ik & : 15.8kg) (KT - 54.2kg)
EivaE
(ug/ N/ R) 68.46 29.81 88.09 72.32

7. REVERBHR

XTI, FHXRXY WAL, MNEXDPREZHNT, AF Y/ V=7
ez ikt ik & L Lo (3 fE &) KUUKH GEF ELE) 128
2 %RAVEM R RN I S o, oW ITEEREEME A % 7 — /LTI L 723

24
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Bz HPLC # W TCERTAHAHDOTH o712,
ZORER., ETOEWICBNT, A%V ) =y 7 BOKREMEITEERIR
i (<0.01 mg/kg) TH-o7-, (HH423)

8. REBEMKNEZEBHER
(1) RESR (A . BRUB)
T4 BEOHEEZHN T VY = 7 (BAD Ofk 0 & 555k 5
SAv, M K OGRS ~DBAT « FREEIC OV THRE SR TWD,
WK TH, FLEYOMEL OISR DA X VU = 7 B E &R}
(3% 0.1 mg/L, HE#s 1 mg/kg) L FIC/R 5 DOICE S HRFMIZHR 13 1T S
nTwnWa,
ER O Tl K& 48 P ICIX 2 COES CEEMRALL T 720 |
T2 BRI ITME SN o T2, BIZB W T, 0.05%FINEE Tl b5
24 KFfif%, 0.1% 4% 5 HE CIL 48 FFfZ I W I b EEBALL T IC R o 72, (&
& 74~76)

K13 ERESROAFVIZVIBNEERFRUTICHLDIZEY SR (B

A&5)

PSS ALY 1 [E#EEE | BE W | EERATICR D DICES 2R
(RES - BEHF%) (mg/kg/H) |  (A) 1 75 (FR¢ [#5) gk as * (HRE )
1 (50kg * 6) 30 10 72 48
B (13-32kg * 8) 50 10 48 48

(13-32kg *+ 8) 20 60 48 48
% (11 Hiw - 30) 0.05%* 28 24 24

(11 Hin - 30) 0.1%* 28 48 48

OB, Dfig, B TR, ERNE. MR, A R AR Y U CERIRINER

(2) BRBHBR (RED (BRURB)

KR OB EHNTAX VU =y 7 BIEEA (KAD OfKE GRS i
Sh. MHEREREMEIC O W TR ST,

KRB O MG R OISR N S A4 F Y ) = v 7 BABRERARN (B 0.01
~0.05 mg/kg(L), K 0.02 mg/kg(L)) & 7225 DIZEFT HRFMITHR 14 1T S
nTwWa,

FZRB T, e BB TIEA IR CHREDRO DN, ks 24
BRI IE RO CRBITME SN TN CBE L, —F., B
O RS Tl kG 24 Fpf% KON 96 BRI IS S, & T o EE
DY EDRRH R RIS 72 5 01X, B 48 Rpfiltg . A 120 FEf % T
Holz, KITBWTIT, XS 24 B4 121% 40mg/kg G5 TIIETO
g (IR 578 AL, 20mg/kg % 5-FF TIL B & ONFIE D 2 451 THE 73
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PO BT, WG TR AR G T2 R IS IR B BB F R & 7o 72,
(M 77~81)
®14 RBRBEROFXVIZVIVBIREHBERRBIZHLIDICET HEFH (8
K#EE)
5 ) i G | BHHE | RHEBRARBICAR D OICET HEE
(H i - B (mg/kg/H) (H) iy (RERE) figkws* (REFAD)
H (3 ik - 45) 10 5 24 120
(27 H i - 45) 10 3 24 120
iZ3 (2 7 Hiw - 15) 20 7 72 72
(2 » Hilw - 15) 40 7 72 72
B (2 » Al - 15) 20 7 72 72
(2 7 Hilm - 18) 40 7 72 72
oo (IFBER. CERNE. DR, MRME. ARE . ZERIRG. RERFS. Mafs. REMG. BCE)
K (Mg, B, . i, BERN)
(3) BRERAR (KERASH) OI\IF,. IRAE, 72, a1 RUIFT)
NTTF XY A, =V A, T2, af kO TFFEHNTEF Y U =y
7 P (BA) OIREEF G ST s ilRe 1 # 5-38R 2 Ehe S 4v, ARk B
IZDOWTHE ST,
SR O MIE R Mg b4 XY U =y 7 BN ERRTALWICEST S
BRiIE s 15 IR &N Tn b,
XYV =y VBB EERARMICR D OICES HEREMITEGENZ N
FEEEL AN RBO O, AFEICL ORI YX2nNH o7z, (= 81~88)
R IDEREBEEEDOA XV ZVIBIEERARBICELIDICET HEME (K
ERARFAEORSE)
. &5 & . &5 H TERBR AT 72 2 OB 3 5 R
R RR (mg/kg/ M) e ¥(H) 3% . o () g (Rff)
15 10 1 24 (EERSA 0.2mg/L) 24 (FEER 1 mg/kg)
20 20 IREE# 5 1 >24(E BIRA 0.2mg/L) | 24 GERIRA 1mg/ke)
N 11 30 2 48 (F &R S 0.2mg/L) 48 (F &R S 1mg/kg)
11 60 2 48 (EEMR R 0.2mg/L) 24 (B &IEF 1mg/kg)
17 30 SRR 11 4% - 2 |24 GERER 0.35mg/L) | 24 (ERER 1mg/kg)
15 30 R 5 3 | 24 GERIBR 0.35mg/L) | 24 (E &R 1melke)
Y A 10 10 IREE# 5 5 NT 120 (&R A 1.5meg/kg)
=Y<=A 50 25 1REE & 5. 7 NT 120 (F &R F 1.5g/kg)
= 40 20 IR 5 7 NT 52 (E BIRSA 1mg/kg)

26




© 00 3 O O W

N = T = S SOy
Ot = W N = O

16
17
18
19
20
21
22

2011/5/13 B 12 R EEFAERHRER AFV U v IBFHEESE 2R ()

40 40 7 NT 100 (& &R A 1mg/kg)
5 1 72 (F ®EF 0.2mg/L) 24 (B &R 0.1mg/kg)
10 gt il R O 5 5 1 72 (ERIRR 0.2mg/L) | 72 (E&IRA 0.1mg/kg)
A 75 20 1 120 (GE&FRA 0.2mg/L) | 120 (E &R A 0.1mg/kg)
40 1 144 (GE&MRS 0.2mg/L) | 96 (F &ER 0.1mg/kg)
20 10 R 2 5 7 96 GEEIRSR 0.1mg/L) | 96 (E &R 1mg/kg)
20 20 7 144 GEERM 0.1mg/L) | 144 (&R A 1mg/ke)
v ¥ 100 40 IR 5 7 | 18 BOUEEMRSA 0.1me/L) | 18 A GE &R 1mg/ke)
oo~ (Il B, M. ) v~ A OiFkE. B, BHR)

=U~ A (IFh&,. Bk, fHA)
(FF e, BF g, )
NT : Non-Tested Gl &+ )

=4

(4) RBEFHR OKERZEARHF)

7= (Tl

vl

L. NN )
N N N I Y

(Z7A1ARUVIFF)

TR FXEHANWTAEX YU = 7 BOWKA %I 2 7= Km sl ps &
i S, MR W THRE Sz,
BB OME XL ORI O A XV ) =y VBN ERRARTE 25D
I35 HHEIIE 16 IRSHTW5H,

T, U R LGSR T DR R EIITES R b & < |

H 25 0D #%8E

EEBITHELLE, 7T2ITBWTIIEBK T 10 HE, 7B W TIX 20

H %, il o B2 23 8 B IR UGG & 72 - 7,

(ZH 89, 90)

K16 ERESEROAFVIZVIBNEERFAREICTIDIZEYT S

| B | BRI MIRE | IR IR SR Z 72 D O E S 2R
(ppm) (REH) g (H) figtds (H)
7 96 10 6 5 H GE&RAM 0.05mg/L) | 10 H GE&RAM 0.05mg/kg.
o A 0.1mg/kg)
20 6 5 H GER&RAM 0.06mg/L) | 10 H GE &R 0.06mg/ke,
g > A 0.1mg/kg)
7Fx| 50 10 24 15 H GE &M AE 0.1mg/L, | 20 H (& RE 0.06mg/kg.

527 — VM EHCIE 0.05mg/L)

R M e OV R 1~ — v B
LL0)

(5) REHR OKERBFRVKHD

(FARUZ=ZDTR)

TakR=U~ A2 HNT, %YV =y 7 BROMA] (7= - K& 18C)
XIFAH (=~ A« K 10 2 ON 18°C) @ 5 H MR AE #5585k A3 it < 4.
LR I OV TR S T,
MBAFEOHA L OIHEN O A XV Y =y 7BERBERA (0.02mg/kg)
RMWNZ72 D DIZHET 5 BEIIR 1T IR TNV D,
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=V AD 18CAKIBRETIE., A, FlgE bIck&ES 21 H%., 10CK
IRAETIX 13 BRRICHRHIRA R I/ - 7=,

T 2DBHEIZ DN TIIREKE 14 BRICHRHBRERG E o7z, (B
91)

F1T BERESERTROAXTVIZVIVBIRERARBEICHELDICEST SHH

# OKERBHFROEKRS)

fafE AL 7K ke 5 G A | MHRARIC 25 DICET 25 A K
(C) (mg/kg R E/H) (H) 5 Al ik
=t 269 18 20 (Al 5 7H 14 A
=v~2 | 102 18 20 (K #) 5 21 H 21 H
53 10 20 (KA 5 13 H 13 H
(6) BREHR (KERAMAFRAR GRH) ) (FV)

TVERANWTAFY Y =y 78 (HEAD OmflEk a5 SOXREE# 5-5UR
DR S v, MR O W TRET S T,

TV OMmE KNP AF YY) =y ZEARMER LW (ME
0.01lmg/L. 5K 0.01lmg/kg. AFl& 0.02 mg/kg., &g 0.03 mg/kg) (27225 D
IZE SR ST BT R 18 IR &N TV D,

5 HREI&GHEBRICIH W Thgas - MERNIEE S RHIERRMIZ /R DICE L
eRefIE, &5 & 30mg/kg & 5-F THFNE - 10 A%, B : 16 A&, B .
13 H# ., 20mg/kg &= 5-HE CTHFlE : 5 A%, Bl&: 13 A&, W3 A% Th o
e, (92, 93)

£18 TVIZEBTAEBRBEERDAF VI Z v IBIMREBRARGELHDICE

JHORBNIIEH OKERAWAFRARREZORS)

TUo | 1EREE BehE | 5 B | BIERARIIC 22 5 O IC B 2 HEfH

JE2R (mg/kg/H) (H) 1 3% (R [ 5213 A %0 T 2 (B 9 521 A %)
110 30 g il A% 1 B 5 1 61 FFfH >71 B
55 30 IREE $2 5 5 3 H 16 H
55 20 TR EE % 5 5 5H 13 H
(7) EABATRAR CBEY)

RIVAL A CREWILE (28H) ZHAW, A%V U=y 7% 100 ug/kg &

H/HOHAET 28 ARMEFIRER S LT, AHHBITRERNEmE I,
ZORR., WTFhoRHCBWTHLA XV U = v 7 BRI E &R AR
(<0.01 mg/kg) THH7=, (B[ 24)

28




© 00 3 O O B W N+

e e
N W N+ O

2011/5/13 B 12 R EEFAERHRER AFV U v IBFHEESE 2R ()

(8) RIFBITRAR (/)
HrEHW, XYV =y 7% 0.056 (10) KT 0.1% (6 P) WL~

fid < 30 HWhEFIRAT R G L C, WIVBITRBR FHEiE S h iz,
I O 7B EIX NI E AN Hef LT L 7=, Rk 5% o®mInd
DOFEEEIL, MEMEEIZB W THRAIZED L, ZE&EE 6 HRIZITE=R
R (0.1pglg) R THLMEMEOH HZFREICRD | 7T HRIIEE LR O &

niznoi-, (R 94)
9. —MREBHER
VA, UHFX, EALETyY AT v b EAWE —REEEEER D e S
oo MERIIEFI9ITRENTWS, (B 25)
=19 —AREBHER
Bk BE5E SN SSUN
REBEOME | B o (mg/kg RH) | MEAEH & EH & Hh R o
(B 5/ 88) | (mgkg{AH) | (mgkg KH)
14t 313 mg/kg IARELA L
78.1 mg/kg ARELL - ; 380
. &Gy, EEED B
FIhr, R, R
0. 4.9, 19.5, DIET. SOTGtE. B
ICR | MfERE | 781, 313, | M : 78.1 I 313 | mmoomvs
~v A |3 | 1250, 5000 | M : 19.5 | i : 78.1 | He313 mglke PRELLE:HE
— () 1,250 mg/kg RELL L ; &
Trwin 1) - [FHTENVUL - fEZ 70605,
FRREES « BIRAD 72 )
I 1,250 mgkg (AL
H kA
L H A 0. 78.1. 313.
Pt HafE | 3 | 1,250, 5,000 1,250 5,000 RS DB N
g2 yAURES Gqm);
PNy 0. 4.9, 19.5.
SULE ICR 78.1. 313.
e |~ 10 1.250. 5,000 78.1 313 HFEHRAE R T
f (A=)
H A 0. 313,
b4 152 HefE | 4 3 | 1,250, 5,000 | 5,000 — A2 D
yAURE S (k)
H AR 0. 313.
N HefE | g 3 | 1,250, 5,000 | 5,000 — PGz L agE L
VAR (G qu))
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VP
R - A A 0. 313, . '
| W+ | ATE | HE 3 | 1250, 5000 | 1,250 5,000 ij?f;ii%ﬁﬁéﬂ&T:@g
g | DEE | Y (0 TRl
5 Hartley 10°7~103
PPt EL | HE 4 _g/n’{L 104 g/mL 108 g/mL | NA OYGHESEIETH
E v b (in vitro)
- 0. 4.9, 19.5,
{%fégg ICR | 0 78.1, 313, N
4 y:}j;gl«b vz | 10 1,250. 5,000 78.1 313 FRATEREDOHIH
| ToRE (e
FiE 10 g/mlL : BYED HEfE
% Hartley 107~103 105 104 Byt
= MHE B | K 4 g/mL 103 g/ml : fREHE, KOY
£k (in vitro) g/mL g/mL | ACh, His KUY &4
A Z L AHEOHIH]
IR I Fisch 1077~103 106 10 5 . R N
Fa ischer| 4. o/mL 1Q g/mL.F'a?L%&UEJ%
®i | 7> b (in vitro) g/mL gimL | AR & DUHEHTI]
T = P 0. 313,
1 9% {ﬁ{,ﬁ}%% ERER 37%4 1,250, 5,000 | 5,000 — PEHIT L DR L
A (1)

- R/MERIBIIRETE R o7,

10. SESHER
(1) SHEHEHER
FXV V= IBOT7y MR~ T 22 Hncatgn, sk, 2tk

2R, AENEREN K ORI NGRER 2N S e S i,

BRBROMERIIR 20T EN TV D,

(&P 26~30, 95)

& 20 RUHSHEBRBERSE (REF)

" B HE LDso (mg/kg K =) . e

B | B - UK € | RS AR
HEHE - EI BRI, Bk, AT
FEL MR, LB AEE, iR
AT 5 e XM 56 D85, 1AL 1

g | SDI vk o | g | MEERMEE

BB | el 5 CR AR I35 5 56 L 13 121 &
KM TH o7z, )
500 mg/kg KRE DL L& 5B OMEME T
5 1

- _. MEE - BB, LI, TR KA,

Conor | deven ame | Z5000 | 25,000 | MRERIE . GRS, AR O
D K - HUE*
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Wistar R5 o MEME - BLEE . B BB, BECRIR,
&0 m%%6£ >4,000 | >4,000 | K&
5 FET- 72 L
MERE - B EEEN, MHEN, HBITE
T OBWE. BUME*. I RS, R R
. ICR ~ 7 & o BRI O AR AL B O R
#H K 4 5 G 2,200 | 1450 |y g i o iz 4R 1
800 mg/kg RHE L. L 5 # O MM T
FE T
. dd 2~ v X MEE - BRACRIR ., (R E R
| e 6 >4,000 | >4,000 il 7 L
Wistar %5 o | MERE - B OB, RBRBEME. MBI
RERZE N mm%6@ 1,123 1,414 | I[THIEMT R . ALERIC X 2 RTIRZEHE
FETH 7 L
dd v = ERE . B R EB U, S, RRRE,
I e N m%%6@ 2,000 | =4,000 | G HIAAT 5 7R . L o il K
: FET 72 L
Wistar %27 v k BE e B B R AR R Y
BT i i %% 6 DT 4,000 | >4,000 | g v pzn L
dd Z~ v A MERE - BRACRIR, (RE D
B b e 6 >4,000 | >4,000 BTl 7 L
. SD 7 v |k s .
“% Rz e 5 T >2,000 | >2,000 | fEIRKOFETHI 70 L
LCs0 (mg/L) ERE - PR, B AR < X 5 2 BE R E
B, HIEEH ORI, B, FETHE
FBIHF, O R ONEJE P - B4 O
oA Fischer 7 v k WAL 5, Al s O ARtk - BE5*,
HERE- 10 [T >2.45 >1.70 | fEDOKIE*
1.57 mg/L REU L& G/ ORE KT
1.11 mg/L ARE DL E# G5B DM T T
il

%) B LI W TR EER & L THMPEEICR O biv, AKIC L 2HEH» S 0%k
FEDRREEZZ biLe, £D7), Rk 2 TIXAWRPIER 2455 LR 217 - 72,
Z DR 5,000 mgkg HETHHETITRD LR -o72, R 2 TRO LTI TH

F1EZRE, Wb AR 2% LB TRO b,

(1,000 mg/kg BED

1VEDSECBIDSEFRITI AR5, Bk G L oBE#EiTEb LV EEx T, )
*) BRI K BIER,

Ty PR UATEAFT YY) =y 7BOGHEREGICEY ., BB TEZ

BUEFATE A CBEREB OB T, U FROA X TILRFEER
DIERIFFEBE T, FEPRBO LN, BRITHZEESELI AT =X 0L
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LTCHT a7 I MRA, BICR—I VMR ZROMBEREZ bR, &1
DEBRNG, XV V =y 7B 7y NIMNMIRERO K—33
NERITHZE B3, F 7 RN —22F AW in vitro ABR%R T K—
NIVOBFERYVIALOLEERANRD NS Z L (B 32), £/=, A%V
V= 7 BESGICED Ty bOFRATENL, 1727 I VARER., F—
NRIVHEPE, 17 a7 I UMBAMLEIC LY, AT EN D Z L%
MEHENTWD (B 33), bz b, F—3 U HIRDIALLE
ERSOEMICEVMNO DT 27 I MR E2RIEL L, BIESHEIN
HERITHZ2ERLSE, HRITEHO —> L L TCHKITEINREL L 7=/ REM: VR
B INToN, FEMR A D= LIARHTH S,

B, XV =y ZBEITE FORBEIYEREKE UTCKE, 3—a v
NEE 11 BEUL ETHWSERTE R, b FORMEHE LTHRIR - K& &
OHRRERBEBIERAN LN TWD 2, BRITEIORBEO WALV, b
NOEKRARE (30 mg/kg (AE/H) X, FERBROBEHEEZEOR/NMETH S
2.18 mg/kg KE/H (T v b &2 AWz 2 AR O EELE) DK 14 1%,
KON SHETE S5 ADI (0.021 mg/kg KE/H) DF 1,400 (5 TH
D, XYV =v 7BORFEICLY b N TEHRITEIARIT 5 TR I
EEZLNT,

JFIBIRTEN T DA VIR, NAT VR, BT R, 7 I MEE O A T
L UARD~ 7 A % DT 2R 0 R B 2 e S v Tz,

BRBOFERITEL 21 ITRENTWND, (B 34~38)

®21 FURSESUHEBERSE (REEEY)

&5 B4 FE LDso(mg/kg {4 #)

. =7 . B S Rk
rjx:ll:t% fi)”a'] * Ei& 72& lﬂﬁ

wo | A VK ICR ~ v = >5,000 | >5,000 | MEHE @ B I IEE) R
T e b 4 5 P ’ ’ e PR

N- AT ICR <~ &
JUAR HERES 5 T
i = =~ ICR ~ 7 &

s 5,000 5,000 FER N OFE T 78 L
'ﬁ ik | mges s | 75,000 | AR OV B

«

i
O

>5,000 >5,000 | FER L OFELCHI7Z: L

| 7Rk ICR ~ o7 = 5,000 5,000 | JEMR KL OFETHIZe L
it >5, >5, JiE *
. A K4 5 L

i A F ICR ~ 7 %
PRVRN e 4% 5 PC

«

)
O

>2 000 >2,000 | M FHMESAT, ML
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(2) RtmRSEEER

Wistar 52 7 > b (—BEMERESR 10 PC) Z2 V7= HElggsfE 0 (B : 0, 6,
30 &N 150 mg/kg K H) #5102 X 2 2vEmik bR 2N i S hv iz,

FHEFNIRD bNlehotz, o, —MIRIE, FEMREBOBIE., HiH &k
OB M A (PR TR 5 OREITR® mwoa Do T,
%%@Eﬂi%&UUﬂm%@%EHL&5ﬁ®%%?&E%HQ&E%
EEEIINAFE D SN[ Bfex], ¥7-. 150 mg/kg KEHZEERED
HETEE5% 7RI 1$Et%bn$fﬂﬂ%uzm&b %hto

ARSI 2 WEEREIIMRE S B2 6 mgkg RETHD EEZX BN,

(2 104) ($04% 65-1~65-4)

[(FBREY]

AKHNLZ v MCHBEBEOMBIERZ R L T2, AREHEHEMOFEEEICE S 2
MR EEN D D LW ~ETL X 9D,

[FHHEMEE LY

AFNEZ v P TIEHEEOIEREOMKREERRD b E T, Atk ErERR
EROOLNTVDDOIXEEBEIMOALTT N, BHEFTREEDLZENTED
DOTEZWMAEBRW, HBEEEZEZLET,

. R BB 2FB MR R EEREESEER

NZW 7 # % (lﬂfﬁfﬁ) Z T2 IR S OVRZ 8 P v el s S il S vz, IR R OR
R kT 2RI ITRB D Sz oz, (R 39)

Hartley £/ F v }\ () % F 7= B2 & AE R ER (Maximization %) 23
T STz, BRIERRIEEIZEZETH -2, (B 40)

12. BEAMEHEHRER
(1) 0 PHESEENEE (v k)

Wistar 7 v b (—BEMERES 10 PE) 2 v 7=8@id#e 0 (0, 125, 250, 500,
1 000 mg/kg {ZIKE/E) BEIZLD 30 H F‘a‘ﬁﬁ% rimriuﬁ%%rb:;—zﬁméhto

%#e%#@MﬁWéEWi%%—%Ti i&%ﬁf?m~w@mﬁ 7

U v ADIKAE D DWW IFEEE T, 500 me/kg K E/H uﬂ:xi—?ﬁif (g R AV
7 DEEJE 7R K OY AIG L s B 23 2 & 7 [ g IR s X

e B Tld, RER5HOM LD 250 mg/kg MKE/EIML&“’@%i@fETEU
oMt O/ HAHVIILEEOSENED bivz, £OM, EEEIC
BREBHPEL IR, Wb ERERE S 2 W IZ s i K3 2 2
fEThsrEEZX LN,
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IO b, EE
bz, (M 96)

R T MEMEZ 125 mg/kg RE/A R TH D LB R

[FE)IHEMEE L]
EXXEH Sy BN WO THIBRL TIZE D TL X 9D,

(2) O HHESHEERER (Ty k)
Wistar 7 v b (—BEHERESR 12 DC) 2 W 72iREF (JRIK : 0. 100, 300,
1,000 K T8 3,000 ppm : “FHBRAEREILIFR 22 2 H) BE5I2XK 5 90 HIEE
S RER N e S Tz,

S it 100 ppm 300 ppm 1,000 ppm 3,000 ppm
SRR E I E Piid 5.68 17.2 62.2 204
(mg/kg IKE/H) | 6.48 19.9 77.4 264

BEREGEHTROONTZHER RIEE 23 IS TV D,

PRIRAIZ VT, 3,000 ppm HGHEOHEICIR pH KT, JRZ 37 A
PREBEIN, FIREHEICRIEER TS NN, BEEZ BT IHIHO LT
ZIbNroT,

Mg AL F A IZ BT 3,000 ppm % 5 O I & T 300 ppm LA E D5
FEOMEIZ BUN OGRS S=2, MBS AIOREICE L CBEE
AT AEFROLNT, HERLO LITEZEZXHN T,

I FRARL AR F IR A 12 B W\ T 1,000 ppm LA _E O % B REE oD BF B 8 A= B A IR
i & 9 ﬁiﬁ)&ﬁﬁﬂ%@ﬁﬁﬁ%% LTCWER, 26 0EO FTEIK, 5.
Al R OFLRICEZF IXR O bR oT,

ARRBRIZB VT, 1,000 ppm LL b8 5 RE O MR AR E B ] TP Wb
Glob #3300 ppm & GHOMEIZ Glu D ENA N Enn |
72 M S 34T 300 ppm (17.2 mg/kg {RH/H), T 100 ppm (6.48 mg/kg &
H/H) ThrEtEZONE, (B 41)

[7E)IHEMEE L]
TRRER - AR 2
AR - MBLTE 2

34



2011/5/13 B 12 R EEFRAERHRER A ¥V v B

=23 0HMEER

EE2iR ()

HEEHRR (Sy b)) TEOONE-EERR

e i3 Vi3 iii3
3,000 ppm |+ R pHAER T, JREZ 7, RE |- B, RS E
H4 - BEF R SRR T
- U2, BUN - JRICERT
- ALT #4850, AST #4n0. A/G He¥ahn,
Cre J&/»
- DN B RF K OV EE &N
- DN EE R
1,000 ppm |- & EEHEN40 ]  PRE NN
Ll k - R REFIET - WBC 4. Seg i
- TP J#2>, Glob 8/, A/G kg |- TP 3. Alb . Glob
- RE SRS (BEAR B ARER)
300 ppm 300 ppm LA FagtEpT 7z L + Glu J&4>. BUN #4n
LLk
100 ppm mIEET R L

(3) W ERBEZMSERAER (TOX)

ICR~ 7 A (1 BEMERES 12 V8) &2 W= IREE (Mifk : 0. 100, 300, 1,000
KN 3,000 ppm : W AEIREILER 24 2R) &512XK 5 90 H B M2

W 3 O O &~ W N

10
11
12
13
14
15
16
17
18
19

PERBR 28 S0 S 7,

F24 0 HEEZMEEHR (XVX) OFHEREKERE

B 5HE 100 ppm 300 ppm 1,000 ppm 3,000 ppm
AR B 1 11.2 34.7 145 507
(mg/kg IKE/H) i3 13.8 471 184 493

FREFTRO BT RIIR 26 IR TWD

g 2 & 1 %T1%0@m%£&5ﬁ@%%f%%%;ﬂﬁ%btﬂ
B 2 B B RO N2 ho Ttz E b &I HE L
IEZ N hoT,

AT VT, 1,000 ppm DL £ GREOMEREIZ W TR NS, 24

N, BEERNFAK T L OH I AR/ N2
ERE & 1 300 ppm (B : 34.7 mg/kg KE/H .
(B 42)

EEZBLNT,

YKBEHEEOZLZHEEL VWY CLTHEUL),

35

DROOLNIZZ LD EEHEMEEIT

M - 47.1 mg/kg (AE/H) TH D
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x25 0 HMEEAMSFERR (¥OX) TEHoNE-EERR

e 51 Vi3 i3
3,000 ppm < FETH] 5 T - FETH 3 L
- EEHEETY (G 1) - BEEKT CGE 1)
- TP #4>. BUN #1, Glu j§ - A ZERE (FET B D7)
- e FEE(R L E R
- PRI ZERE GEC Bl R), e &
1. 7C 3
1,000 ppm |+ FETCfI 1 JE - URE N
ULk SR, BB H, AME. EAR. 8 |- BRI GE 2 H), REFzhE
B Gk K& O%H B T ) KT
- PR EE N ) + Glu J
- EAH RN B 2 WLLRE), AR |- HIE/RAL N
KT - R E SN
- AST #4
- HIIEE AR TR /N7
- . R R OV bb R BN
300 ppm BPEAT R 72 L BIEAT R 22 L
LUF

(4) 0 BMESMSESRR (1 X)

E— 7R (—REMERES 5 L) Wi Tk n (JFE 0. 8. 40
K OY 200 mg/kg (AE/H) & 512X 5 90 H B AR MERBR N E i < i,

KRG TRDO DN EmHEITRITR 26 IS TV 5,
MIEALFRIRAEIZ I T, Glob DA 73 40 mg/kg R/ H LL LD GHED
HER Y 200 mglkg AHE/ B GREOMIC VT, HE KO 551 & o8B
ZRLTCRO LN, Loz 8T Gleb O af LE22 B

H A

MEREEETES

IR A IV T, 200 mg/kg ARE/ H &% 5-HEMEE O 26 TGN AEO B
EENRD BT, TN 5% 1 EMUNIC, BETIE 2 DL 1 EH
VIRNIZ, 2 878 9 RFIZIHA Lo, TED 1 DB TIEEG MK TRHIZ B8 0 b
e, BIRRERC Z ORZIXRIRAICIZBIZ TE o, 2O 1 LR PR
TR TIE, RIS HEAM R TR bz,
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EE2iR ()

FHBRICH T, 40 mglkg AT/ DL - H 5REOBEHECAR T BIIME A5, HE
T Glob WM& b 2 & | MR & 5 8 me/kg KT/H TH 5

EEZBLNT,

(= 43)

[Pl EE L0 ]

EXDHE Ty « MBETE 2

£20 0EHRBIMEFEHAR (/X)) TROOIFUMR

& 51 I i
200 < MRk, IRME. VR, REEEFEML. B |- WEM. ERFE. WRUR. MEIEFE., iR
mg/kg K&/ H it i
- RE A EG3EET) RN R SR BENG)
- AR 3B - AR A
- RBC /0. MCV KON MCH #n |- Glob J#/, T.Chol ¥4/
- TG b
40 mg/kg RE/H |- (REH I - R E BN
PL - Glob J#4
8 mg/kg {KHE/H | mIEFT R L mIEFT R L

(5) 6hAMESAHSHRR (Tv k)
Wistar 7 v b (—BEMEMES 10 PT) 2 W= iEEF (544K : 0, 1,000, 3,000,
10,000 }% O* 80,000 ppm : “FHRMRAAEBREITE 27 2H) &H5I12X5 6 A
fi] M 7 P B 3 e S T,

x2] 6HAMEIEFTHERR (S ) OFHREKERE

e 5-# 1,000 ppm 3,000 ppm 10,000 ppm | 30,000 ppm
S R (AN HE I 26 78 277 813
(mg/kg IKE/H) | 19 67 245 696
— R 72 BEIRSE R B2 T, 3,000 ppm PL B ERECHE 2T, 7 — N

BRSSO B QBN 2 R T MR ARER O, SLBOMENRD b,
REZL & QMR AR & Tl BRRER ICBI S E O & 5 A @) %2 7~ L. 3,000 ppm
UL #5380 MERE T EARAEME O & 2 R EARGER L < X, XITHEEeR
BEORMAVWT N KRGS 1 EMICHEFEICRO b, 2 b DI EITE
HIZA LN DOD, #4537 HHUBRIZIXRBEOEH LR O iz,
EIKE T, 3,000 ppm PL EEGRECTEAKEDO SMEN A LIV, HEZE®BN
PHETH o7,

ﬁdﬁﬁfﬂi,ﬂe% n‘hy)%ﬂfiﬁ)’) 71:_‘0
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MR FEMAE TiX,. 1,000 ppm PL E#EE2ORET WBC O BN B,
H I ER B 57 28 TR P ER O AE T 358 0 BTz,

i A= AL A R A T, 1,000 & OF 10,000 ppm % 5-%F 0 fE J O° 3,000 ppm
VLB EBEOMTH Y 7 A OKfE. 10,000 ppm UL EFKREHEORETH N Y T
ORI EENRD bz,

DI END, EEMEEITMET 1,000 ppm (26 mg/kg KE/H) Kb, M
T 1,000 ppm (19 mg/kg KFE/H) ThHHEEx 6N, (B 97)

(6) O BRHESEMESERAR (v k)
Wistar 527 > b (—REHERESR 10 UB) 2 HWRE (R : 0. 50, 300
} O 1,800 ppm : AR X3 28 2 HR) H 52 k5 90 B At
e N NS R W

x28 OHREAMEAESERR (Sy ) OFHYRFKERE

5t 50 ppm 300 ppm 1,800 ppm
R AR = i3 3.24 19.4 132
(mg/kg KH/H) i 3.87 24.4 175

EHBREHTHED ONLEFEETLITR 29 1T R7EN TS
LR OHIBRICB WD TIMR ARG D BRI Eﬂ/bfa?ﬁ)oto
ARBRIZEB W T, 1,800 ppm HEFEOREK N 300 ppm UL L& EHE O T
BLZE M D AR IR E IR L O TEN L 3B SN 7= D T, =it B Ok w0
T B3 300 ppm (19.4 mg/kg (AE/H) | M 50 ppm (3.87 mg/kg
KE/A) THDEEZLNZEREMERE (MR 105)
(08 79-1~79-7)

£29 0 EHHBAMMESEERR (Sy b)) TROOhEEHERR

58 Ji3 il
1,800 ppm - B MEOAPRRIE IR K OMTENE L - RBEAIE
- RIE S - 75 Hit BA BEE o Je
- 75 HiuBH g o R - BRI
- IRE BN - B R O RO KT
- BEEE O - (REEEINIH
- B EORYD
300 ppm LA E |- 300 ppm PA FEelERT 72 L - BUEE M ORI K O TEN A b
- RIE S
- BEEE O
850 ppm - BT AL

2 3% GREDLED FAEIL, ELFBIDY 2 B D 7= D FEJE T O HFHE (M OEH B2V T FEER)
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[EHHEMEE LY

Pt TR AR — R E A TEA N R b 0T EME R LITHIBR L £ L7,
[IMAFEMREZE L]

7 v MMM RO 29 O 5 81X 50ppm T,
[FHR LV ]

BIELZX LT,

13. EBHESHERRUENAMRER
(1) 1EHEESHESRER (4 X)

E— VR (—REERER 5 D) =AW o0 (FIR 0, 8, 40
Y200 mg/kg REE/H) #5285 1 FEMIEMERMERER i X 7z,

FEREGHTRD OGN HFEEIT IR 30 1RSI TS,

IR A 23T 200 mg/kg (RE/H G HEORE 1 C &K O 2 P&, 40 mg/kg
RE/HERGEOMES 1 IEOARICHGAERNRO LN, 2D 0EY O 5
B, 200 mg/kg RE/BEGHEORE 1 IEZBR o 4 IEOFZEIL, & 5B F
IZYH K L7z, 200 mg/kg MR/ H B G-HEORE 1 ICOABEO A6 X, SRR
HEALEE S, TR AT A B R 0 BR R P AR S OYRR JRy 1 4 I A A L
ThoT,

ARBRIZEB W T, 40 mg/kg (KH/H UL B GREOMEMEICABEA GRS, M
ICEREBEMIME N AN T2 s, BEMERITME S H 8 mg/ke AEH/H

ThobEEXLLNTZ, (/K 44)
=30 1 EHEESESHRR (/X)) TREOonE-EHMR
57 1 i3
200 < AREE P M OV EE 4 0 40 6l - (R E A
mg/kg (KE/H | - ABRE AR (1]08) - AR (2 8)
< JREEEOEEM
- RBC 4. MCH #4/ln, MCHC
H4m
- Alb B, TG b
40 mg/kg IKE/H |- AFEAA A (1 P5) - (REE N
oLk < AR AR (1]0)
8 mg/kg (KE/H |F#MEAT A 72 L s A e L

(2) 2FEMHEYHSH/ENARHERR (Tv )

Wistar 7 v b+ [—BEHERES 90 VT : :RE—BEMELES 50 VT, 42 8 — REME
HES 40 T (&5 26, 52 KON 78 & IZ—HEMERER 10 L& Hifd & )] 2 H
W2 IR (JFA : 0. 30, 100, 300 K T® 1,000 ppm : “FEEJRRAERE IR
31 M) WHIZ XD 2 B R AMEDFE B i S vz,
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£33 2ERMBUSE/EVAMHESHER (Sy b)) OFHRAEAERE

e it 30 ppm 100 ppm 300 ppm 1,000 ppm
SE AR R | M 1.06 3.60 10.9 37.6
(mg/kg RE/H) | Hff 1.28 4.38 13.2 49.1

EHREHTHRD O mERTRITR 32 1IR3 TWD,

MEFHIRE, MKAELFORE R RBEICBON T, HH5HEOWNL D)
DRAEHBIZBWT, JARELOMICARENA LN, WTAOZEHL
BEHMH D VITHE L OBEMERRWZ En b BEREGIC L DT
W EEZ LN,

IRREICBWTHREEGICERT 2 EEbh 2 RFIEEREO Lo
7=

E#RE &IV T, 1,000 ppm & G-HMEIC W T, Mokt & O E&EO
BEIMAFRD SN2, T HISHIE U2 BE A28 AL ST AR RE IR D 38 Bl 1T
NN 7D T, MEFERGICEKT 20 EIEB o7,

FIRRE, 1,000 ppm G- BEOME () TREEITHERT - TR O 5 A2
AREIZELS . 20 ORE TR TR AEOR R, KEMMEETH -
T=o ZOREORABE (11/50, 22%) 1%, RBREMIER OARRFTEDO T > k
DI FT —H (9/304, 3%) LYVHLMIEL, MIKBESOEETHD 5
Z btz (%33 2M), MERICIH W T, 78 I8 By I [ A8 5k o %8 4B 5
FEMHE LT,

300 ppm DL EEGREOKE (8 TIXRTSZIRSR K OVELFZ IR 9% 00 58 A 58 3
WAL, ZHEAFOBRFEERIZL 2 DB BT,

ARBRIZIB W T, 300 ppm UL B GREOMEICREIRNE, BEFEHINEN
1,000 ppm LA B G- HEOMEICHIE . REIEMIE . BEEEEINENED 51
Lz, EEMEEILMET 100 ppm (3.60 mg/kg (KFE/H), T 300 ppm
(13.2 mg/kg KFE/H) THDH EEZ Bz, 1,000 ppm £ 5-HE D TR B
MIBE NI L=, (B 45)
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1 £32 2EMBUESE " ENAMEHEHER (Sy b)) TROOhIEEEFR

P G- HE i3 i3
1,000 ppm |+ (A H 040 ] - RE BN
* REHNHRKT - EATEEN, RERRIKT
- T.Chol J#/» - TP, Glu. Glob & T T.Chol &
- FEBLRHED - MR, KEEZEN b
< R OVE L BN - DRELHE S e OV B RN, EI
+ i L] 0 s e Fe &GN

< R BR FET R B 2 T B (R 5 78 RS- |« HIE
FETREDR), AE M ZEME (ke & D)
300 ppm |- FREHRAR 300 ppm LA FEEMERT L7 L
Lk - FBE I
- BISER R B IR
100 ppm | mMEAT AR L
LA

2
3 %33 2HEMEMHEE/ENMAEHESHE (Sv ) TROON-FERBMEE
4 REH

PRI Vi3
# 5.8 (ppm) 0 30 100 300 1,000
FHE e ULk 15 10 15 21 10
""" wr®» | o | o | o | o | 1 |
1A 'Y E 35 40 35 29 40
mrREm | 2 | s | 3 | 2 | 10 |
A B I 50 50 50 50 50
- emwm | 2 | . s | 3 | 2 | 1M |
5 Fisher K1k, 0 p<0.01
6
7 (3) 1I8MhAMEILAMRE (TIR)
8 ICR ~ U A[—FEMERES 70 VT« FHE—BEMERES 50 DT, oy 52 B — e e 1 A5
9 20 VL (#4552 W% —FEMERES 10 LA & L, &Y @ 10 VLixsy Lz, )]
10 R W (JFAR : 0, 50, 150 & T 500 ppm : “FHMAEREITR 34
11 M) WHI2XK D 18 HMF S AR FEhi S iz,
12
13 34 18MAMEBLIAMRR (TOR) OFEYBREFERE
51 50 ppm 150 ppm 500 ppm
25 A A4 i 4.86 15.2 59.7
(mg/kg KHE/H) i3 5.33 15.7 57.9
14
15 FREGEHETRD ONTEEITRITE 35 ITRINTVD,
16 500 ppm B EHEDO KIS W TREIRZE (BB, 6 A, FifZ, Wi, Al
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DOFAEMEN KRG 38 W THARBICE N> T-, FEHREZ~ T RIBIT5
90 H a2 EEMERER[12. )] & H EREREIZ 350 TR AELEE O #2358
HHENTEY, MIKKREORELEZ b, M 150 ppm UL EOREIZEB WD
THEERESCHLTE ORI B NI L7228, %@ﬁ%ﬂ&ﬁss i LA RE

WCRIA LD &, BABII B ThozZ L, RBREHE TOHRT —4
NTHDHZENDH, BETDREERZE kiﬁ@éﬂ&—/%rbtoMT®ﬁ
DX FRBEDBEBME N - 72 2 L IC K 2 WA E & 2, &5 ICBH L
R ITEZE AN o T,

JEBEMER B W T, iR G2 U CHAME I L2 B iE kR
NoTz,

ATV T, 500 ppm B 5B OMETREHZ ., LR, EKEHIN
PHISEDS . 150 ppm PA EF G- HEO M TREHINIME . BRI THRO 5
=D T R EIIMET 150 ppm (15.2 mg/kg K&/ H) ., 1T 50 ppm (5.33
mg/kg (KEH/H) ThDHEEZEZX Oz, ERAMEITRD GNRroTc, (R
46)

£33 BMAARELAMRER (XOR) TROONEFEFRR

i i3 i3
500 ppm CERERAE BE. ObA., i, | - BEEEEM
i, Al
- BTSN
CRE M, BRI, &
AHZh AR
150 ppm -+ 150 ppm LA FEEMEFT R L - PR EHT N
Uk - BRI T
50 ppm mEAT R L

14, AERESEHR
(1) 2#HKARBEHRER (Sv )

SD 7 v b (—HEMERES 24 VT) 2 A WZIREE (JFIK : 0, 50, 150 X TX 500
ppm : EXRAEIEITE 36 2R) &5 X D 2 HARBEIERER D L S
77,

x36 2WHARIEHER (Sv b)) [CHETLFEHREKERE (ng/keg AE/H)

& 57 50 ppm 150 ppm 500 ppm
i 3.41 10.3 43.7
P At
i3 3.91 12.1 41.8
i i3 4.11 12.4 41.2
Fy A%
ivid 4.49 13.8 46.9

BE L ORISR T 285G TRO b mERT L, Thth®k
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3T RSN TS

BLEIV TR, AEE, —RIREE, WEFAORA K Qs E E’@mﬁﬁ@
%@ m@%h@ﬁoﬁoit\ﬁﬁéxﬂ%é\ﬁﬁéﬁUﬂ%ﬁﬁ

FiL7e <, BIRICKRAERGICE2EEBZTRO NPT,

E@%Ti %ﬁﬁk%?%ﬁ —ORAE . AR N QMR T RS IR AR
BHOREEIIRD 5> 7=, 500 ppm Trx'“’%iﬁi Fi1 R#EicBWCTIRED
%Mﬁﬁwwwb%ﬂto

RKERERIZEB W T, BEiEo P #H48TlX 150 ppm Pl E& 58, Fi LT
(% 50 ppm LA B G-#E, Mo P RO F AT 500 ppm & 5-#E T, REY
@Eﬁﬁ@%%fiwommﬁﬁﬁTWEﬁmmﬁﬁwmﬁgm\m%%
D Fo R TITHREIC L DEENRO LN h-o -0 T, EEEE IR
HgD P AT 50 ppm (3-41 mg/kg IKE/H), Fi #{X T 50 ppm K, HfT
150 ppm (P #ff : 12.1 mg/kg K&E/H . Fi#ff : 13.8 mg/kg K&E/H), KB D
MR Fy T 150 ppm (7 : 10.3 mg/kg (AE/H . i : 12.1 mg/kg &
#/H). Fa T 500 ppm (K : 41.2 mg/kg (RAE/H ., M : 46.9 mg/kg K&/
H) ThdEE2OLNT, BIRICHTLH2EEBIIRDO N hoTz, (B
47)

& 37 2HAKIEHER (Sv b)) TROONIFERE

N %ﬁIP\LBLZFl ﬁFl JL-FQ
R Jii3 i3 JAi3 ki3
500 ppm - (R EE SN - (R EE S I
%1 | 150 ppm |+ AT S 00 ) 150 ppm LI T 150 ppm LT
i) D - B B BEMERT LR L mERT LR L
7]
50 ppm |50 ppm (ZFE W T - PRE I
PLE mPEAT L7 L - BEEWD
500 ppm |- {REHEHI0HNH] - IREE RN 500 ppm LA FatEpr /72 L
I
fg 150 ppm | wMEFT R 722 L

e

(2) 2#HAKRBEHER (v ) BMEER

SD 7 v b (—REMERES 24 PC) 2 AW =IEET (JF{K : 0, 15 &£ 30 ppm :
BB R EILE 38 2R) HEIC L5 2 B RBNEm I -, &
(25 L 7= 2 gEalEk [14. (1)] (0. 50, 150 %Y 500 ppm M & THf) 12k
W, I KA & 50 ppm £ G- REME Fy b RE BN PNH] & O £ &80 378
b9 Eﬂf:f:&’) mEMEENGONR NPT, ZTOH, KRR CIIEHETE
D70, AEEZE L CRERENRE SN,
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x38 2HARIEHER (Sv b)) [CHETLHFEHREKIERE (mg/keg AE/H)

w5 15 ppm 30 ppm
A 1.07 2.18
P AR
i 1.19 2.44
i3 1.25 2.52
Ty AR
ki 1.41 2.82

%ﬁ%ﬁ% IBWVWT, WTFRoMRICBWTHAEFR, —RiIRiE, (A=, £
i v BB K OV B2 O R AT 12 1‘9@17';&50)%2%5 X2 o T, RRFE, R
4&0&%&)&%&5 CHEEIT R, BHEAERICE L TREER S OB IR b/
N,
REIB T, WTFhotRicB W THERS, Mk, AFEREO—&
WEICERF IR N ho7, KETIX 15 ppm B5HE (Fr: W) o 7
HURE R O 30 ppm & 5-8F (F1: &) © 21 HURRICA B RIKMENR O 5 1L
e, HEMEEEN W & FotRICITBZE I NR)hoTeZ &, £72%D
AER[14. (D] TIE 50 X1V 150 ppm H GHETHIREEL ZZNR ol 2 &5,
RAREE G L IXBE O 2 W BRI e BB & E 2 b,

K?ﬁ%ﬁ ZFRWT, 30 ppm &G HOBEY LK ORIV THRIKE 5 O
EEIIEDO N> T, EEEEITAEIY & QI8 OMEEIZ % LT
Ku‘i%ﬁ@ﬂf[ﬁlﬁﬁ% 30 ppm (P % : 2.18mg/kg {AHE/H ., P Hf : 2.44 mg/kg &
#/H, Filf : 2.52 mg/kg K&E/H ., Fif : 2.82 mg/kg (A&#E/H) THDH L%
2O, BRRICHTLIRBIIRO N oTe, (B 48)

(3) #ESHEHAR (Sv ) @

SD 7 v b (—#fME 24 PU) DOIEHR 6~15 HIZHEHIFR D (FIE : 0. 3. 30
KON 150 mg/kg (AE/H . A 0 1%CMC-Na) #%5- LTI A #3052 i
=iz,

NME) TiX, 150 mg/kg (RE/H & GRICB W TAKATE, MEOEE,
B SOIREH OGN R v (8 i), 5 BN T Liz, [FEEICI W TR EHE
jJuiffnﬁ%l B E M B RO BNRO iz, 30 mg/kg (KE/H & 55

BWTHAEREHEMMGINED e, FIMpr R, S, SR, EFR
/ui;&\ LR « B4k, BRI E K OB IR OISR E S OB IR bh
A IEEl

BV TiE, FHICHELOERPIBA I NN, ZOFREME KO &
OCEEIER A2 SOOI, tREEE OEITRO LN 2T,

7&?&&% ZBWT, REW T 30 mg/kg (RKH/H & 5B CHRE S MINSE, h

i TIE 150 mg/kg R/ H & 5 H THRAER GO R EBIZRO bR o7 D T,
,ﬂﬂéiﬁg IXEEI C 3 mglkg (AE/H ., BB TARRBRO K& HE 150 mg/kg
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AE/HThDHEEADNT, EAFRIETRD NN, (B 49)

(4) RESBHER (v k) @

Wistar 7 > b (17~19 JL/#f) O4Elk 7 H ~HEH 21 BIZH@EGE O (0,
125, 250, 500, 1,000mg/kg A/ H) &5 L TIHAEFMERR D Ehi S 7z,
BEEA LR O ME 2 AT IR 20 HIZH EYIBA L, 780 O 5T HER 21 B ICE#&
L CREICRIET TR LB RMERICRIET R L,

FE) TiX. 1,000mg & 58 T8 5B MG B %2 IR NNE] & B &K T
MFRD B, IR A A BIEM L7, oi#id, 500mg UL L& 58 <R
ERETOHNTy NOBEEN EH L, WEERNAEIZIKT L,

IR T, ETRINEECREICHRIEER G ORI O b o T,

HE VT, 1,000mg GRECB W TAR 1 EB £ TCOREICHE 2K HE
MBDONTEDHEBEZINREELFAEThHo T, HESEREZAT B
/"B W OR AR REER G OREBIIR O b ho T,

AR O MM B IXREEY C 250me/kg (KE/H ., L8 T 500mg/kg A
IHTH D EEZ DN, EEEEIIRO N7z, (ZH98)

vy

Vi

(5) EBHHAR (V¥

HAARE O Y X (—FEAME 16 PC) OEIE 6~18 HIZHEIRE 0 (A : 0,
250, 500, 1,000 %O 2,000 mg/kg (A= /H |, & 1%CMC) &5 L THAE
MR N e S T,

BRI CIIWT oGV ThH, —iRE, KB, Bia, SRk
DB es EREICREK G OEBIIRD SN o T, £z, HIRE., FEREK,
FETIR » Vg, AR B A OB EEEICRERGOZEBIIRO b -
7=

felicix, RRIEAERE., AR, RIEOMEEOFEEZ AT 5RO 5
EBEICHRERGOEEITED LN o T,

ARBIZEBWT, WTNOEEREIZB W THRIEEGORENRD 5174
Mo led T, BEw kO RICH T 2 EBEEEIIARBROKEHE 2,000
mgkg KE/HTHDHEEZEX DN, BEFBEETRD N RN T2, (R
50)

15. EaEHEER
FTXV Y =y 7 BOMEZ - DNA E18 38 & OVE IR 2882 B B
T ¥ A =—ANLAX—[fiHREERME VI9 & W8 s 12208 Bl
F v A =— AN ALAX—iHFEEME CHL 2 AWz el BRERER, 7 >
kAT MRS 2 W72 R ES DNA A48 (UDS) B, ~ 7 2B 2 H 7=/
BB K OV~ U A B BEHIIE & U 7o dili ok Y o R A ik B 23 S e S v 7, ARG
RiTFE 39 ITRSIN TS,
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M 2 7z DNA EERBR M OERRALRZRR, Fr4 =—A LR
& — il kEE#E M CHL 2 Wi ek B RBRicBs W T E s Lo, 1E
A=A LE LTI, XYY =y 7BOREEM ThH 5 DNA gyrase [HFE
IZEKR L TWD EE X bz, DNAEBERRIZOWTIL, HEL=1T7- DNA
gyrase-DNA AR T HEEROENTFAKEEERBHREOAEFTDOEL
o THN EBREERBRIZC OV TIE. DNA A EIC L > THFE LD SOS
BEEREZ L TCHRENICRERERZF R L B2 01D, LER-T, %
VU =y 7R OFEOREY A DNA ICEE/EN LT DNA HBIERERE R 4
FHRLTWDLAREMEIEWEEZ N, —FH, XYV = Z7BRIIHALIY

(E%) W23 AH 4 %5 DNA topoisomerase I11Z5t U CIXFLEIEMEN 720 Do,
iz 6O THEIWT= D . A IZ A 5315 DNA gyrase BLEF L OB 2 X 0 ML B
MR L CERFEMEEZRTRREEIIBD TRWEB XN, AV T =
7 BRI LBV IR IZ %t U C in vitro THERE R 2% W3, in vitro X O\ in
vivo lZEB W T DNAHEME L RS o 72, in vitro TIEZ 2.6 mM O EREE T
SV AR EFEFRE L R LI, BaomHEE TRRI N in vivo D/
REBCIIEETH- T2 D, ERTRHEERDILOTEHRWVWEE X DN,

(2 51~58)

£39 EEESHEHBREE (RE)

AR

S

PLERRIE - B 5 R

in
vitro

DNA {185k

Bacillus subtilis
(M45, H17 )

0.05~5 ngl> 4 A7
(+/—89)

[
(+/—8S9)

BT IRIRAL T

AR

Salmonella typhimurium

(TA98,TA100,TA102,TA15

35,TA1537 k)

Escherichia coli
(WP2uvrA )

0.05~5 pg/7" L — |k
(+/—89)

W P
TA102
(+/—89)

AR R HE

A\"iﬁ

F A = RN A — i
SRS M (VT79)

1X103~3X10°5M
(+/—89)

=S

et iR B H R

F o A =— RN LA K — i
i Sk ks 0 (CHL)

0.63~2.5 mM (—S9)
1.25~5 mM (+S9)

Bk
(—89)

UDS &k

SD 7 v bl

3~300 pg/mL

UDS

SD 7 > AT

100, 300 pg/mL

in vivo

/N RER

ddY v v 2 (EH#EAA)

-0, 375, 750, 1,500
mg/kg A
(B[] B PN i )

il Bk e (R 22 4

S

ICR ~ 7 A (B fiflHL)

MERE - 0. 375, 750,
1,500 mg/kg {AHE
(HEER OS5

) +/—89 : REHNEMALRFMLE TR OEFLET
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JFRIBED A VIR, N-AF AR, BT R, 7 2 RIKEROREA F LRI
DNT, MEZ AW EIRZRAE BRSNS S, BB RITR 40 [OR
ENTWD LI, ETOFMEEDIT TA102 RIS L CTA& RFMHEGM 2 R
L7, JEMK@WF@@/?G%J?@@% H=ALFAX YY) =y 7iEFR'ED DNA
gyrase PHEICER L-MBEHRIEREBZ LN DO THY | £1-, TOEME
IAXF Y V= 7 BRI VENoTz, (B 59~63)

x40 EEEEABRSE (REEED)

BB . . JLE 8 ,
nitgﬁ XT% (ug/7° L — ]\) ﬁ%
A4 VK w2298 | S. typhimurium 20~1000 B
ZEHRHER | (TA9S, TA100, TA1535, TA102,
TA102, TA1535, WP2 uvrA £ (+S9)
N-A F U4k TA1537 ¥k) 0.2~20 B
E. coli (WP2 uvrA ££) TA102 F£k(+/—89)
Wi, = T AR 5~200 Bk
TA102 #£(+/—S9)
72 R 100~3,000 B
TA102 #& (+/—89)
fii A F L oK 100~5,000 B
TA102 ¥k(+S9)

1) +/—S9 : RETEMALRAFAE T R OAFAET

16. MEMENZEICEAT S5HHER
(1) ErOBABEEICHT S 500Z/NMNEFMELEE (MIC)
E FOBNME 10 WEO 5 b, & bIESMEN R N> T2 DX Escherichia
coli T, MICsfiix 0.38 (HANBE) | 0.41 1 0.43 (fEEE FART
T 4T FRVERSE K OB MERR ) pg/mL ThoTo, (MR T1)

(2) BRRDEEFEICHI SR/NMNEFHLRE (MIC)

R 18 FER L AR AHRA - i A BUE MY E O A Y F 0 5
A (R 18 4F 9 A ~Fpk 19 4F 3 A %) 12BN T e B ERIR 77 BERK S5 1T %t
‘Téﬁﬂ?/ U=y 70O 5X106CFU/spot {ZF1F 25 MIC B 5 T

o AERIT, FALIITRENTWVD, (B 99)
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KM AXVIZVIBRDODEREEICIHT S MIC

/B AR E (ug/mL)
g4 PRE Oxolinic Acid
MICso 471 [

1 PR e MR B
FE.coli 30 0.25 0.12-4
Enterococcus species 30 64 8->128
e S B
Bacteroides species 30 128 32->128
Fusobacterium species 20 64 32-64
Bifidobacterium species 30 128 64->128
Fubacterium species 20 128 32-128
Clostridium species 30 64 64-128
Peptococcus species [Peptostreptococcus 30 128 16-128
species
Prevotella species 20 32 8-64
Lactobacillus species 30 >128 >128
Propionibacterium species 30 64 64-128

HEINT-EEDO Y B, I bIEVW MICso NG I TWA DL Ecoli
® 0.25 pg/mL TH - 7=,

17. ZOHDHER
(1) AFVIV=ZvI/BREDS Y FRERESOREMF R HER
FXV V= 7BEEREZ T v M 2FEMICOZVIRERG LTEEZ A, &
EHETH D 1,000 ppm £ 5-FF 0 1 TR B 0 B IE O 58 A S EE N BN L 7=,
ZORNDAMEITREFFRN (T FOR) KOSRERFEN (BROA) THY
ZDIMDAMEIITEENGFE Lz, £, A%V ) = v 7 BIFRIRITWELEY
WX L CEBEHEER W b, XYV =y Z7BEIRICELS T v M
REMaEOFER L, FFECHEOIERETFICL2bDEB I b, ZOkK
BMMIEIE DR B F 2 atd 2720, LT ORBRN i S iz,
EORER, XV V= 7MEEREZR G L7127 v b THEIN L 726 5 [ fa
fEIL, AIERAZFRT 28 ICH LT, FEFCEHAEOALX VY =y 7
FARZEHMEG Lzl &, ERAOEEEHATIERLS, R THO R—3
S UEEIERR R R OTEMEL 2 LT LHRH M MEE S-SR, TEE
ATEEH O LH i 28 &4, 2o LH OB R~z k- T
AU R ETHIAREEREVWEEZ SN, (BH 64)
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1) Sy MoBIFrmMpEEERKBILEY (LH) BEICRETAFVYI =Y
VBRAEREDOEE
O AFXFVIVZvI/BRRAOEREHEESICLK M LHEE~ADEEDE
Wistar 7 > b (—#ERE 8 IT) Z HAWCTIRE (JFYK : 0, 100, 1,000 K
3,000 ppm : VFEMAEBEREITE 42 2R) K E5I2L Y 2 FEOFMERBRN
T < 7z,

=42 2FEMREEBIRERRE (Ty b)) ICTETAEHBEEKERE (ng/ke AE/R)
&R (ppm) 100 1,000 3,000
P AR AR B & Jic2 4.2 42.9 145

1,000 & 0% 3,000 ppm #5-FE B W TR EHINMHI 23380 i, EEE
ICRHREE S OMICHEEZIT R Do 72,

B HRETIRFRNE U7 OIS O BIR, 2K ORI RIS 2E)
OEREIL, MHBRBEELEOMICABEZEIT R oTb 0D, FBROLEREN 3,000
ppm FETEINMEN 2R U7, 8586 T RE O RE B A B I o0 18 A= B R 13 R 43
RSN TWD

x4 2EMBRESERTHBEREBMREREHEE

&/ (ppm) 0 100 1,000 3,000
| BERTHASR | 5 T8 |6
R R M e 2 1 3 3

B H-BRAGTE . 4~5 WIS 1 [ 08 & CHREFRE: T CREARY S EIMm L., 1
HLH KON A NATa U RBEEZT VAL T v EeAEICIDHE LT,
KTMBEEICRBITAMF LH MOV A b AT o T I E-> T & 12K
T UL, BRAMERBRICOBEBMBECHERNE O Lo o H &R
(100 ppm) Tl LH ¥ X6 B & ZIEREO L~V THERB LT, —
07 IS N EE R S v &R (1,000 ppm) X OV @ 3% 0 H & (3,000 ppm)
Tlid, BETHI N BEACHEA_NFEICE W LV THER Lz, xFIREECK
THABEMIE., FFCBRGN 458D SO EICBWTHE CTh 7=, M7
F AT 1 B E 1,000 %O 3,000 ppm 5 5-FE T MBI 2o L7223, fiEt
FHABEEIX o T,

@ FFXVIUZv/BRHERSICKSMOG LHEELROAFEDKRE
Wistar 7 > b (—#E0E 6 VT : B2 5-BAAARF 41 W) (SR L IREE (UK -
0 & 3,000 ppm) #HIZED 1 AWML L%, BiEEZ S £ 720 B
FHZR L 4 BRI E L7z, 2B, OORBRICT, A%V VU =y 7 BFEKIZK
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A LH REO BN, & 5BEK 10 »2ALUBRICEHE CTh 70T, &
W OB % VT,

B G-BEA 1 A B R OEEBEGFERHCR LT D 2 MUV 4 B %I BFRE: T T2
FRURCOEMmM L, M LHIEEZ 7 V44 L 7 v Akl uct nHIE LT,

12 AMOAx Y ) =y 7 EERGICEY, d LH RETAEIC ES
L=, TO®%ERER 522825, 2 BBBICIISREED LV
L, BEZEETRS oz, o T, MHP LHRED ERITIAF VY =y 7
FARZEIZL DD THDZ ENHLNERY 20 LH EFERITES
AR IR T ENRH BN E o T,

2) AXVI v O BREEREICKSmMP LHEELFOFRBFO®RE
@ mALHBEXRICRETAFVIZvIBRAEABREOZEDKRE
Wistar 7 v b (—H8EME 6 DU« ¥ 5546 41 M) (THRINZIREE (R -
0 &% T* 3,000 ppm) HHIZLD 1 ARMEE Lz, REKTE, BREETF T v
N LH (250 ng/kg fA) ZHEFAREI VE LG L, 5 1, 3, 6., 10, 20 X
30 IR O M (0.5 mL) L, MyEFT LHEEEA T VA A LT v
EAETHIE LT,
LH #1510 73 £ Tldx L O ik 58 & b I $ LH R E I 23
WAL, £DORIFFFFICD D00 RBAIZEE Uz, ol LH {E KR ILMm
FEM CEIT o 72,

Q@ TEARMED LHBHEICRETAFVIZvI/BRERSEOEZEEDOET
A ZBSy M+ snth LHEBEICRETAFVIZvIBREBREDZE

DR ES

Wistar 7 v (—HBERE 6 VT : 52 5-BHAEFE 41 B X I% 44 B #5) 12K 2 IR A1

(JFAR : 0 &ZTY 3,000 ppm) HHICLD 1 200AMEKE L7, 5K THEIC
T—F VT TEB L, £8% 102 AME 5 2k L7z, £72 41 8o
W7y Ve —T VIREFFCEBR L, £81% 3 BMoob (44 #ik), 4%
V) =y 7 BEAREZ 0 KT 3,000 ppm D& TEHER 6 ILIC 1 2> H BIE
G Lz, BBOEFIAONES%L 3, 7. 14, 35 XV 102 H BHIZHERKREET
TREROEML L, LH BEXORNT A NAT O VREL TV A L) T v
YA IS CHIE LT,

KBEL AT XY ) =y 7 BEGHE BICERIZL>TIF T A AT
OUBEITAMICIE T L, — 5, i LH BEEmAEE bE LS EF L,
£B% 14 AR CIRIERKMEICE L, MY LH EBENRRMEIZZEL THWR
WEBL 3 HE TlE, SIREEICHSR, A3V ) =y 7EREGRECIF LH #
O XY EWENEO bNTZN, RKRMEICELZUETIE, A%V U=y
BREICE D605 ERHIFRD NN T2,

F/o, TTCICERLETy MIAXF Y V= e &kE5E LT, i LH
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/)%};F@J:ﬁ‘ mu&)%ﬂfiﬁ)oﬁ_o

B) SBE LHRH RIBIC &k 5 FTEMAKFED LH HEICRIFTAFVI Z v I BT
EnxEnikst
Wistar 7w b (—RE#E 6 VT : B 5-BHAARF 41 B ) SRR Z IR (FIK: 0
KN 3,000 ppm) #EHICED 20 ARG Lc, B TH%., THREFE T TR
FrR/D S8R L, 1ug/7 ~ bOAETLHRH %2 & F# 5 L, LHRH #5- 60
Sy BrEEER L L, LHIBEZ T4 A L 7 v A ETHE LT,
LHRH o Gaioih LH B, A%V ) =y 7B&EGRET, BRI
LEREEICE WMEZ R LZ, ®iEEO LHRH & 5.2 X0 i LH T
BELEBHIZE LS ER LD, MR TARRET RN ST,

® FRMRFAYVDI4—FNy I FIBFICRIFIAITVIZVvHIER

RS5O BDIRE
A BREOTAMATOVELARICRESTAFVIZVIBREREOZED
|

Wistar 7 v b(—HEME 6 DT @ B G-BHAGRE 41 WE)ICHRIKZ R (JFE 0
J V3,000 ppm) HFHITE Y 2200 HM&E LG L, 5K THRIZ, 7y Ml
JREE T CWrBEIC K W R BE S W7z, MiEZHML, 7A MAT oV RBEL
PE LIz, £, AAKERICOWTHEZFHEEL T/hRricolrL, 7 A2 M A
TRUVREAZNE L, £l ARICUR LB RERERRO A, Xt 100
mIU/mL hCG # ¥ L7z i#ik 12T, 37C (5%C02-95% 02 S fi, ¥ i
100%) T 6 KFfE&R L%, HBETOT A M AT o VREZRIE L7200
TNLET VA LT v AETHELEZ, )

MAROEERFOT A NAT e VREFIWTRICEWNW TS, XFREEE 4%
VY =y VBEGHEEOBICAREZFIRD bR oTz, iz, WlEE I
%%“%P% BT A MATo UoEART, BEEERPIZHIMLZ hCG

LusgimL, hCG IR FLRhCGHIIEFE I, TA AT E
ém@ﬁ%yvzyﬁﬁﬁﬁmi EEIIRD N o T,

B) A X VI -wIBRAD7 >V FAT VU ZBEADHEEHESREOR
Wistar 7 v & (—BERE 5 PG : SRERBAAARF 14 38 (SRR AR (R : 0
SO 3,000 ppm) HFHAZ LD 200 ARG L, H#EGEKRTRIC, 7y hex—
TOVMEE T CEBA L, 5% 3 B BICHINVIRIBEA R L, @00 E
SEEZROVMLUTHERA L, XYV =y 7BEIER, fi7 > Fe 7 Al Th
LEEEEY 7aTra s K RT7 VA I RO=Z ) —LVIEK%Z, TEDMG (20 mM
Tris-HC1 pH 8.0, 1 mM EDTA, 2 mM DTT, 10 mM MgClz, 20% glycerol)
BEK AR L., (BH) -DHT O 7 v FabZ U S BIRICHT 5588 O5AH
ELTCHR L, MilnEymo—3#5 (0.1 mL) &, (3H) -DHT (83X 1010M,
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1 0.05 mL) #JE#EH DHT (3X1011~3X103M, 0.05 mL), A%V U =v 7~
2 el AR (3X109~3X 104M, 0.05 mL), 7 /L% I F(83X10°~3X104M, 0.05
3 mL), Y 7 o7 1 (83X109~3X105M, 0.05 mL) XX TEDMG #& &
4 1% 0.06 mL ODfFE FTO~4CT WA o FaX—h LTz, A FaX—T3
5 BA R DR SHEYE 2 JE LT,

6 FAEF DHT 127 > a7 U Bik~0 [3H) -DHT Of & % R KA H
7 WHREL, £, BRICHT7T v e U iEERnSH 2 2 ERMm o T 5 Felg >
8 Turu RO T7 VI RIEALrREEREERLIE, LrL, %V
9 = IBIIT RS U BRSO RE RS RN oI,

10

11 3) AXVVZw I/ BRAEREICESHFHKTEO LHRH B EM O /EARED
12 ‘Et

13 @ HZy boms LHRECKRIET L-DOPA HEDXZEDKRE

14 A) L-DOPA D ERIFZEAOKREIC Kk HFHE

15 Wistar 7 v N (—FEE 6 JC: B¢ 5-BHAAFF 13 8 #5) 12 L-DOPA % 0 3% 1,000
16 mg/kg AEOHAECHEROKE Lz, ®IZ, L-DOPA % 0, 8, 40, 200
17 1% 1,000 mg/kg REDOHECTEHERLET » b 6 ILICHEIRS L, &5
18 %, 2. 4, 8 LN 24 FERIZLICHEERM L, MG LHIRE L2 7 U414 L/
19 7 v AIEIZTHIE L=,

20 L-DOPA % 1,000 mg/kg (KE DO H & CTHEIE G Lol d LH EE X
21 Be 5 4 BER#2 12 L-DOPA B 5 BE O 1T 5 FREEIC L R A BEICTE WEZ 8 L7 as,
22 Bl 8 BFFMZICIIRBEED LV E TR 72, Z OREMNZEL OB 5%
23 E Lo RFfE] (5 4 FRpfA1#2) (CWrEAERIL L. L-DOPA o ] & FUSVE & 1
24 L7 R . L-DOPA 8, 40 & T 200 mg/kg KB Tl A B R Z/ITR D b
25 2o 7=, 1,000 mg/kg RE i LHEEIIAFEICES L,

26 B) L-DOPA D REROREIC &k HEE

27 Wistar 7 v b (—#E#E 8~ 11 VL : £ 5B 4aHE 13 i) 12 L-DOPA % 0,500,
28 X1E 1,000 mg/kg (AAE O & Tl 7 it 14 BEXKERO&EE L, &K
29 PG 24 WL, B, BHEEE, AV REEROEEREFH L, 8%
30 WE Uiz, MR A E G HE Lz, BRlBsE%., IME2fH L, HIK Tz o
31 BELAREY ST A AL, B/ T I(FR—=nR"y, Az x7 ) k0t B
32 =NEOE 2 OREWERE LT, £/, MiEE= 28 L LH, a7 75>
33 KT A NATa U EBEZHIE LT,

34 L-DOPA 1,000 mg/kg RE £ 512 L 0 & FREEIZ b ~H 7% O {4 51 B4 I #71 1)
35 NRD N, £72, FRETIEHEE 7 X 14 HHICHIN R EE O 2338
36 @EM&w1mmmM@¢$&5ﬁ@%@m®F“§i&UammMQWE
37 BHRETIIERITRO b o T2,

38 EORR FEICHB T HE 7 I VHETIE, R—="I U KOZOR@HY) T
39 & %5 DOPAC Kk OF HVA %, L-DOPA 1,000 mg/kg REHK G T 7 KO 14
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A)

B)

C)

S/RBENEREEMRERHRER AFVI U IETHEL 2R (B

HEBS & bICARICHEM L7, 500 mg/kg KEEGREICE WV TH DOPAC
M OYHVA (314 BE® G CTHEIZHEM L. 7 BE&E S THHEMMER 2R LT,
INHDORERIT R— 32 0 OR#E#EZ3E (Turnover rate) 23 L TV 5
ZLERTHLDOTHoT, /AT ERT Y X7 B E T 1,000 mg/kg &
HEGHOLAREICHEM LD, 14 BRAKRGTRAERZE/LIT RS, 20fK
HOOLAELREITRDO N o7, Ea h=1F, TOREFDEEDOH
BBt o T2,

M LHEEX 7 AN 14 HE O L-DOPA B EICL WV AEICER LZ, M
Fr A MRATo VBEIAEECHERVWLOO EREmMEZRL, — ., P>
07y FUoREIIAEREICIKT L,

INOORELY LHEBEIX F— 3 UEEIMEMRZ LTV D 2 &2
N,

FEXVVZvIBRERESICESOHB LHEZEEO LR E F—/S U {EEIM

AEROBED RS

M 7RSI FURBREICRETAXZVIZvI/BRERSEOEE

Wistar 7 v b (—REME 6 PC : & H-BHAAEE 41 BEm)ICAF Y U = v 7 BRJFUK
ZiREE (R : 0 O 3,000 ppm) #&GIZLV 2 HR&EE Lz, EG&T
%, WAk L, v 7 7 F U REZHE LT,

ZORER, AX VIV = IBESICEY, TuT s T URERAEEICHED
L7,

XV I BREBREICLIMP LHBEEOLRICRIZFT F—/1RS U
BEREZEF NARY) F—LOEE

Wistar 7 v R (—B#EHE 6 VT : £ 5-BILARE 41 BE)ICA X YV U = v 7 BRFUR
ZIRE (54K : 0 2 TY 3,000 ppm) HHIZX VY 1 0AMKEE L, BEGKT
%, BRI CRER>DORM L0, ~a XY K—)1 (2 mg/kg {KEH) %
MERENEE G Uiz, ~a XY R— L h 4 BRI ICWrsasim LU, fod LH R
FRTaT 0 F U BERZT AL T v AEICEVRIELRE,
MWL OV V= 7@BEERELE I, ~"aXY F— L &EEIZLDY
M7 w7 F o BEIIHRHFERICIARTIERVWE DD, 1.5/ LA
L7, ZTO/RREIY, AV =y r7Bont LHEE EFA/ERIZR— 3
HEEMEMR R E N L TCWD EE X ONTE, — . XV U =y kb
rAamh LHEEOES R FRIT. "o~ R—L8EIZEDHE L, 72
B, "aRY = VEERNTERPET CRIL L2720, ImMHP7a 77 F 8
FEIIWmEEE bIZm<, AV =y 7BEHOEEBIIRO LN o T,

mpLHBEEICRETAXFVI) v IBREARU L-DOPA DGFRBEDORZE
Wistar 7~ b(—BElE 6 PC : & 5-BH4AHF 41 BE)ICA T Y U = v 7 BRIFEIK
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% 3,000 ppm O HETCREAERGICEIY 1 »AMBEGLEZOL AV ) =y
7 B B fk#E T T L-DOPA % 500 mg/kg A EO A& T 1AM KIERS LT,
M LHEEDO EH P L-DOPAEG LRI UHFICEIDLONETHIDL DI
IV U =y 7 BEER. L-DOPA # 5 E i} O L-DOPA & K #5- 24 I
MBZICERE:ET TR ORI L, S5IZ0% xaX) F—1 (2
mg/kg KE) ZEHENHEL L, #0 4 BERI%ICKEEsLm U, imd LH 4
FIOFA LT AT THE L,

EORER, XYV =v 7B 10AMEGICEIY, P LHBEEIZAE
I EH L, Zhiaimz, L-DOPA % 1 M xEHRS LT, 1fd o LH
FEOERD AR N oTe, Z0&E, naxY F—Li2&KE57T5
cimd LHIREEIZAEEIZIKT L,

EBRARRICERETAFIVIZ VIR

III

HKEEDEZEDEE

Wistar 7 v M(—#ERE 7 VT : £ 5-BA4AKF 33 #)ICA ¥V U = v 7 RJFIK
ZIRET (R : 0 LTV 3,000 ppm) HHIZED 1 ARERE L, MANT I v
A0 AT7 )=y REZHOCTHRIE LT,

T%ﬁ@@%fi R—/ 33 UE T, EIRBMBER 2 1A L, 90 57 LA
(180 pE TIXIFIE—E LIfEZ R~ LTz, R—=IUEE&NFIELEEL TV
é@ﬁ%90wmo >D 30 I DOERIRIZHOWTHIE LR, F—_3

EIL, AV V= VBBEGRET, MBIV ABEICEWVEZ R L, HR
Hu%’ BUFDH =" UAEEMMEMHRICEAL TS EE X BT,

(2) HEDYVORFTRE~DTE

X /1 ROFUEFNFEA 2 BAf~ DRI DWW THE L2y, 4%
it L 7= 7Bk Tl %ﬁﬁﬁ%%%@*bibkwokﬂﬁﬁﬁﬁﬁmf%ﬁ
nolo, LU, EU ICEBT D ARAOFMIZET 2&E (EMEA H~V—
LAR— ) 1T, 43%)%%\71@&5% BT AL HEH SN TWVWD, ERIC L
HEL3DPARKOE—ZVRIT, AKEIZ 100 X T 500 mg/kg (KH/H O H &

T 14 HEHEG L7, ZEE, BESITROERKO 2010 R3O b,
W@#ﬂﬁ”ﬁ%ﬁ’)*ﬁﬁ“( FBEEOREICEINRBD N, L, K&l%
SMAEOE—7 /L RIZO0, 2, 10 2T 50 mg/kg KE/H O ET 4 B
HBLERABRTIE., BAERS, FEXOEBEEOZLLLRO T, B
BICHIRMIZ LB EAE RO N Tz, E-o T, MWEHMEREIT 50
mg/kg REH/H & #HE SN TN D,

AEEM L7724 X EAWRBoEEEE L EU OFMR R E2RE10ICE
Z?L AlE DA X oMK OV O MEHEEREICB W T, AFINE
MIC 2% 5 2 TOEARENEITFBEE 2L EEm LT, (B 67)

oy
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A alE

\fE$W§EW\%%Kéit%ﬂ%%wfr%&wﬁ%mE% B A)
= U] ORI % S U7, A EET ISR S T A i
PERBR . 90 [ [ EE Ak sk v B _omf%ﬁmﬂm%imuko%ﬁ
ERETEA

1. ZHER ADI

7 v e AWEEIWENEMGRRICEB VT, [phe-dClA XV ) = v 7 B %K
HAEXEEHET 1 EROES T2 &, 168 KEfikiCid 31~37% 2R H1Z
61~65% 3 3 I Peiftt X v 7= AR BB T3 9% TAR 23 HH % 4 LTEMﬁé
mtO&W4iM%uLT%D wﬁh& ANHEEKRORGE'EIC X D ET

%&@ﬁ¢m%ﬁ6££ﬁ“1ﬁmA%@%@ HrhCIE#Y B KO C
MNHER SN2, KEZSICBT 500 - 13 - gt S — 0 BHER G5
k%@bfﬁ%ﬁ%ﬁ%@%ﬂﬁﬂoto%%ww_ It 5 EEAHR I I
AF LU IFFVEOBIEENZENICH S OATFAALIZE D BEKTNC DA,
ShicEn LRSI D LE LB,

KAG, T SVWERENWZ AZE AW TZHEWIRNEMRBR A EE SN, Wi
NOEYHTHRE SN EREHIEEOR I TH Y . REtwERET
é:&i?%@ﬁoko

AR, BEROREEZANT, AF V) =v 7 BEINAEIAY E LI E
W) ﬁ%#%%éhi@ﬁ%/)%/ﬁ&® EEED b (R 2B &,

AEHAT 14 HRRICILFE L7295 (BR5%E) @ 10.7 mglkg Th o7z,

XpIHD, ¥V, WAL, AEROKEEANT, A%V Y = 7

ST GAL A & Lo iiig (3 5 RAF) KOVKE®% Gas Eas) ok
F B BIEMERRRTIE. 2 TOEMICBVTHLAX Y Y = v 7 BT E ERA
Kiiti T o 7=,

EBEMRBEREN LA Y V= VBB EICE 2B BT R ICKE (O
e H M EE ) R (HMBE ) KON (& &5
M) BT v hiC té@;@@m@rﬁﬁwﬁ@meLf 15D BT, 4=
BB Bt MR BRI OFMIIARHTH IR, XV = v ZBRIX
ﬁ+w% BB F— I EBERICEA LTS b Ex b, FHE
925 B e tae o b3 2 B0, MEAT TP M OVERIS & - CRIBE & 72 2 A
ﬁ@%@%hﬁ#otoit\Aﬁimbkﬁ%Ti%/my+®#iﬂ’
M 72 B~ DB BITRER T & 720 o 7=, EU ICH1T 2 716 BTk, Bk
B ~D BT 5 WM EIT 50 meg/kg (FE/H & SATVWAZEND, A X
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2011/5/13 B 12 R EEFAERHRER AFV U v IBFHEESE 2R ()

O ANE L OMEMEEERBR O BEEEICB W T, RAIDEESIICEEL 5 2TV
727%@ T E 72 b O L RERR LT,

BiimrERER CI, ME %2 72 DNA B1E R, 18172988 BB &k OB &
#fE CHL &\ 7z in vitro YR BEFHBRICB W THEZ R Lz, Zofhoi
it cholz, MECOERFMEOA D=L, XV V=v T8O
PLETEMETdH 5 DNA gyrase BHEICER L7-H#ENR2 LD EBE X HNLD T,
DNA L EHEERAL T O TERWEEZ b, £, XY IV =y 78
I EY (ER%) MRS AH 325 DNA topoisomerase I % L ClIHBHZETE M 23
FEAERWED, MEICADILD DNA gyrase BHEEL ORI I 0 i FLED
Wil CE RN A R T R REMEITRWE S 2 b, RERREEICBE L TIX in
vivo iR TH H/IMERBRCRRMETH -T2 E DL ARTRIEE 2D L O T2
WEEZ LT,

JFRIRTE A VIR, N AT AR, e F R, 7 I RMER LA F L AR
DUWTHENE L7z, MEZ AW EIRZEARERERBR I, 2 CORKIEEDNZE
BIFMGMEZ S LTe, RIRKIBEMOERFHEDO A D= A LIAF Y Y =y Vi
EREDbLDEZ X, o, ZOEMHEIAXT VYV = 7RIV N- T,

e AMERBR OFER . 1,000 ppm B HFED T v b o0 HE BT MM IR A3 8 0 L
T2 e, AFOMRBESEHEIZET 2ERAETF 2 AT 2720, 7y &2 HW
THEA2OFNVEVHEZFERE LERBRPAER SN, ZOMKE, A%V
=y VBFERERES LT v M CTHEINLUZEERBMAEL. REEZ2&SET 5
BEICH LT, EFICEHAEOA XY ) =y 7BEEZEYMER G L & X
HRAOBEEEHTIER L, IR TEHO F— 33 AR R OTEMEL 2 /0
L C LHRH M 2@ U7ofE R, TEAEFE,L O LH ZbaEinss, 2
O LH OB 22K RA~ORIPRIC K- TAE U IR TH D Al HetE 2 d&
EEZ LN,

UED AT =X LRBROFERND . T v ORI & i 7= il a5 o
AT ITBEEEICE 2D L EIB I, FHMICHT-VEEELRET 52
CIXFEETH D EE X BT,

KRGS RO BEY, RED M ORI EY O ZE IS E 4%
V=v 7l (BUbaoHr) LRELT,

FRBRICB T 2 EEEEL NR/DBEERITILR 44 1RSI NTND
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1 x4 BFHRIZETHIESHERURNMNEEE
e B 5 & & e/ EEME R
B ke (mg/kg KE/H) (mg/kg KE/H) (mg/kg KE/H) %
7w b | AEREE | 0.6,30,150 MERE : 6 E#E : 30 e e - —at P B R MR E

ElERER ] gsHm
30 HfE |0, 125, 250, 500 . | MEME - 125 A MEHE - 125 Mt AST/ALT ke o {RAE
iRy 1,000 I - I e R e OV PE R

_____ T N E R RN I - .||
90 HI# | 0,100, 300. 1,000, |/ : 17.2 I 62.2 HE - RIS TP
ot 8,000 ppm i : 6.48 i - 19.9 . Glob A%
wPERER | M 2 0.5.68,17.2, M o Glu i %&

62.2.204
M : 0.6.48.19.9.

o |v74264 |
6 /2HM |0, 1,000 ., 3,000 . | & : 26 A 1 26 1t : WBC J8i %
A7 | 10,000, 30,000 I 2 19 It : 67 M PR ER NP0

MR
90 H [ | 0.50,300.1,800 M 19.4 M : 132 i e - LR D Ao RS R
e W : 3.87 W : 24.4 K O TEN AL %
RS | HE o 83.24,19.4,132
B e 3.87.24.4.175
2 A 0.30, 100 . 300 . | f# : 3.60 HE : 10.9 o - AREIRAE . 1B A &Y
187 | 1,000 ppm i 13.2 M 49.1 IR
I B N Y et dE - R BN, EEE
‘%ﬁfﬁ/a\%it 72& . 0\ 1.06\ 3.60\ %i%‘j][]\ I%IJFQ%;

5 10.9,37.6
ME 2 0. 1.28. 4.38.

. |182491 |
2 AR 0.50.150.500 ppm | BEY BLENY) BlENY - (RE NI
3 P —— f’i 3.41 P i : 10.3 VR EhY - R EE B B

S0 Flfﬁ. Fifft - 4.11 (BHEREIC X9~ D 21X
P 8.91.12.08. | p g . 138 Fi i - 46.9 b B

L8 BB 12 B4

F1 AE 41112430 | ¢ e . 103 Fi i - 43.7

Lol Fuif - 12.1 Fi e - 41.8

F1 lﬂﬁ 5 4.49\13.81\ th& - 41.2 szl?% -

4693 _______________________ F2%469F2M_ _______________________________________________
2 fitfR 0.15.30 ppm BLE QT EY) BLL OB Y BlEhY - wYERFT R L
- A P - 2.18 P — RE AT R L
sg - | PHES1.07.2.18 P i : 2.44 Pl : —
et |PHEC119.244 @ g 950 Fiffe : — (FHRE\T 5T 2 BT

F14E:1.25.2.52 | f,jft . 989 Fof : — B BN

oo |F1Mf:141282 | | L
A FME | 0.3.80, 150 K& - 38 RE : 30 R - AR EE N
ABO JE IR : 150 IR — REhy - ﬂrﬁz@f%f; L

('f Tﬂ:/ mu &) %ﬂfcﬁ
W)
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o ®BE5& e vk B /e "
ek R (mg/kg KE/H) (mg/kg KE/H) (mg/kg KE/H) %
FEAEEME |0, 125, 250, 500 . | RFEIY : 250 FEEIY) : 500 ey IRoa%k. WHE
HER© 1,000 2 &Y 500 BEY : 1,000 B
KT
IHEY) . (KEOIKE
(e EITam o bz
V)
~ 17 A |90 H Y 0.100.300.1,000 . | 4 : 34.7 HE ;145 W - AR E S NP, 1B
(ISt 3,000 ppm e . 47.1 I : 184 fH SN, &% R K
AR | ME - 0.11.2. 34.7 . T, I AR N A
145,507
M : 0. 13.8,47.1.
o A84.493
18 7 A M| 0.50,150,500 ppm | # : 15.2 M 59.7 HE - 2 EIR S, AU Y
NN | M 5.33 ME 2 15.7 TN, A EE B 2%
B Mt 0,4.857,15.17, M R EE BN, AR
poi2 LT
ME: 0.5.327.15.74. FENAMEITRD LR
57.91 V)
v | FAFEME | 0,250, 500, 1,000 . FEIY - 2,000 Ry« — BEhW . TR L
AR 2,000 FE U2 ¢ 2,000 BRI . — EWREY) : e R L
(BEFHFEMEITED e
V)
4 X |90 HIH I : 0.8.40.200 . 8 HE . 40 e AR EHINE] . Glob
[iiFSCiR Hf : 0.8.40.200 ;8 ;40 >
B S T N ST L N e DI
1 4] HE - 0.8,40,200 I - 8 HE 2 40 e A A AR
2 rEEME | M 2 0.8.40,200 . 8 ;40 ME AR A S, (S E Y
R T4
1 — o EEME IR/ R ETE R o T,
2 % /N EMETCRO LN ROMEZ RT,
3
4 Z v haEHWEZ 30 HE AR T 2MHEL V6 » A B dAaMtE
5 PERERIC B T 2 CIEEEEN R EH Ko TR, L EMTHhHro L VKA
6 BEOREZREL-EHERRICBWTERZEEEN S LN TWVWAZ D, Ty
7 MZOWTOEBFEMEETSELNTWVWE EEZ LN,
8 B EETERST., FR B TEHEONT-EZSEEHEOR/NMEN T v NEH W 2
9 HARZIHRR D 2.18 mg/kg KFE/H TH oD T, THEMBIE LT, 4%
10 %0100 Chr L7z 0.021mg/kg AEH/H # B S — HEREFAE (ADI) E&RE
11 L7,
12
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2011/5/13 B 12 R EEFAERHRER AFV U v IBFHEESE 2R ()

ADI 0.021 mg/kg K&/ H
(ADI &% & R L& k) YT
(BhE) 7 v b
(AT 2 A%
(B 5 H1k) 1R EH
(M F ) 2.18 mg/kg K HE/H
(2 4% 50 100

2. WMEYMFH ADI

WA FER B O T, B STRIAREZ L DX, in vitro ® MICso

DHTHY, VICH A RTA NZEDSSHTICREZIT H 122 DRt 7 s
RN, K 18 FER M Z MR BAEIRE (B ATLE Y E OMAEY FHI
BRE)DPOLHELNTEY . ZO/ENOEEN P ARBF LN TWD T
B X OAEM S ADI 2 E5 T2 2N TE 5 B EMNa B AREDS
NTWbFEE LT, MICceale (2 0.005922 mg/mL., HlE 2N 58 S 405 4 W %
0.7. FEHEHNEM 220g . & MAE 60kg i L T,

0.005922 (mg/mL) x 220 (g)

ADI (mg/kg (K E/H) = = 0.03102

0.7*x 60 (kg)

b FOMEHEER (1-(8)) IZ31F D IR MK OFEAE 1~ D Pttt =5 4 56 H

e %8 ADI 12> W T  EMEA 123 Tl 1998 4F D 3 12 35 W Tk
W) ADI 135 b ED @ o 72 E.coli © MICso @ 0.4pg/mL., FEEN A
150mL, ME 2N BT I D0 EICEPHEIMED 40%, & MAEIC 60kg % i
+5 CVMP OFE X LV . 0.0025 mg/kg AE/H L HE L TWAN GEMl 7T —
237 BEEICBOWTEEM a o 2ARE 5TV VICH B HA %
BHT 20PN THLEELLND,

3. ADI OEJEIZDLT

BT — 2 M HENN D ADIL EMAEW T — X2 ) HE b ADI %
g5 L, BEFNT 2D 0EDPNTERIV /NS RDZEME, A%
VU= VO ERELZRET HICEL COADI & L TiX0.021mg/kg (K&
IAERET DI ENEY THDLEEZEZLND,

4. BmREZEFNMm

UbEXD %20 =y 7o R BN mIC OV TIE, ADI & L TR
DEZTRAT DI ENEYELEERBND,

XY = TR 0.021 mg/kg (K HE/H
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<P 1 2 ARG 53 R4 S5 0 TR >

153 1340
s B b54
B 1-ethyl-7-hydroxy-6-methoxy-4-ox0-1,4-dihydro-quinoline-3-carboxylic acid
C 1-ethyl-6-hydroxy-7-methoxy-4-ox0-1,4-dihydro-quinoline-3-carboxylic acid
D Glucuronide of
1-ethyl-5,8-dihydro-8-oxol[1,3]dioxolo[4,5- glquinoline-7-carboxylic acid
. amino acid conjugate of
1-ethyl-7-hydroxy-6-methoxy-4-ox0-1,4-dihydro-quinoline-3-carboxylic acid
P glucuronide of
1-ethyl-7-hydroxy-6-methoxy-4-o0x0-1,4-dihydro-quinoline-3-carboxylic acid
G conjugate of 1-ethyl-6,7-dihydroxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic
acid
u glucuronide of
1-ethyl-6-hydroxy-7-methoxy-4-0x0-1,4-dihydro-quinoline-3-carboxylic acid
UA (CRFEERFH )
UB (RIEERFH)
ucC (R [FE )
U-1 (R [FI2E 53 i3 )
U-3 (KRR E 53 i3 )
JFARIRAE )
Mg P 54
A VK R IRIRAEW)
N-AF AR | (RRIREY)
i, = F LA RRIRIED)
7 X MK URRIRTED)
i Lok | URIRIREY)
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<BIHK 2 ¢ KA W R >

i PR Z2xin

ACh TEeFLaY

A/G b TNT I Ta T sk

ai A N5y &

Alb TIVT I

ALT 7’?:“:‘/7"2/ ]‘53/\17:1:?:—‘“12\\ ]

(=7 NEZIVBRELVEVEENT VAT 2 —E (GPT))
AST 725?¥yﬁ7i/}?yz7xﬁ—f ‘
(=7 NV I VAT afii b7 A7 I+ —€ (GOT))

BUN IR E S

Crmax e P

CMC VKX ATF LR —R

Cre JVvVrF=r

DHT ek FRaTsTARNRATEI Y
DOPAC 3,4-Yt R ¥ 7 = = )LEFER

Glu Ta—A (LK)

Glob V=0 i) I

hCG b MEEEITF R brE S

His ERAY IV

HVA 3-A FFT4-v Faxo 7 = )L

LCso BB R

LDso R B &
L-DOPA | IRV ol N w = SV e sty | Vi i St

LH AR R AR L

LHRH AR R R VT VARV

MCH SRR L BR 1 8, 3B

MCHC PR L BR 1 €8 55 R FE

NA JINT RLvr> 1w

PHI RAEAE I HINHEE ToO HEK

RBC IR I BR 45

Seg T RERAT P EREL

T TH 2% 2 0]

TAR ik E (uER) Kot ae

T.Chol warzsFo—/L

TG KU ZUEY R

Tmax % e U B EE R

TP o HE

TRR HeF% B8 KU e

WBC 9 1f Bk 3%
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2011/5/13 B 12 R EEFAERHRER AFV U v IBFHEESE 2R ()

< B 3 TEW 7R el B pl i >

R E(mgl/kg)

1R 48 (G310 AL) B B m% | PHI FAN U
FEHiE I#] 5 5% (g ai/ha) ([=7) (R) —
el RSN
74 j—‘\/
T;g‘égﬁ) 2 300WP~400P 3 45 <0.01 <0.01
I
7%5;2'?;) 9 300WP~400P 3 45 3.47 1.72
I
UNTHES) WP b 3 21 0.07 0.035
1990 4 i 2 3007F~400 3 30 0.08 0.03*
Kig(gb 5) WP b 3 21 5.36 2.76
1990 4 i 2 300%F~400 3 30 3.69 1.76
Ehw L x (=) 9 400 WP 4 7 0.03 0.025
1988 4 i 4 14 0.02 0.018*
VI R ¢: & 3) 9 400 WP 5 15-17 0.08 0.035%
1989 4 i 5 29-31 0.05 0.022*
Z hiz e < (BKE) WP 6 14 0.17 0.09
1991 4F £ 2 200~400 6 21 0.17 0.07
720 2 A GRE) 9 150-WP 5 14 0.03 0.02*
1988 4 JiF 5 21 0.02 0.01*
720 2 A GERD) 9 150 WP 5 14 3.19 1.39
1988 4 JiF 5 21 1.19 0.78
- 3 7 0.61 0.48
i l/\ ==
c igig ;’;f) 2 400 WP 3 14 0.46 0.238
> 3 21 0.26 0.15
- 2 2 7 0.54 0.382
i l/\ ==
6 i9§1 E();f) 3 150~300 WP 2 14 0.38 0.154
= 3 2 21 0.12 0.05*
o (i 3 7 0.73 0.292
v (EH
#fggojﬁ(ﬁ*) 2 400 WP 3 14 0.21 0.072
> 3 21 0.04 0.018*
¥ 0 (FEER) WP 3 7 0.25 0.17
1991 4F £ 2 240~300 3 14 0.20 0.13
Caen - 2 7 0.98 0.672
N N =
@ /f%:;ﬁi %) 2 400~666 WP 2 14 0.209 0.174
=< 2 21 0.103 0.054*
7wyl —{EE) WP 2 14 0.07 0.031
1992 4F pE 2 200~400 2 21 0.01 0.01%*
Hir o = ) — (e 2 1 0.73 0.525
) 5 900 WP 2 3 0.28 0.235
200; i 2 7 0.08 0.06
=< 2 14 <0.02 <0.02
= = 2 7 1.57 1.50
W g £
= /”503;;},%%) 2 100~300 WP 2 12-14 0.30 0.18
=== 2 20 <0.05 <0.05
I 2 7 1.80 1.35
L2 A(x |
fggﬁf) 9 150 WP 9 14 0.28 0.13*
2 21 0.19 0.10*
I 2 7 0.51 0.42
L2 A(x V.ol V.24
1593 (;;f) 9 134~400 WP 9 14 0.15 0.07
- 2 21 0.07 0.04*
7ok E (@) 9 300 WP 5 7 0.02 0.012*
1988 4 i 5 14-17 0.01 0.01%*
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- 4 7] 1.52 .56
mif52(i%) 2 150~200 WP 4 14 1.21 0.41
- 4 21 0.89 0.28
e s e 4 7] 1.10 0.63
%f;gé; %f) 9 200 WP 4 14 52 0.28
- 4 21 0.29 0.145
. 2 7 <0.01 <0.01
= =7 (%
2/0017%;754) 2 500 WP 2 14 <0.01 <0.01
- 2 21 <0.01 <0.01
. . 3 7 0.05 0.027
AU AR
ﬁ 1994 g}i“m 2 200~400 WP 3 14 0.02 0.018*
- 3 21 0.01 0.01*
- 3 14 0.44 0.185
hg=NE 3
1993 - i;;%i)ﬁ? 2 150~250 WP 3 21 0.20 0.092
- 3 30 0.11 0.04*
s e 2 14 1.33 0.855
+ 1 & == 409 =099
W%f) 2 300 WP 2 | = 0.15 0.105
===== 2 28 0.03 0.025
. 3 45-48 0.07 0.06
2L
59955?;;) 2 600 WP 3 60-63 0.04 0.032
- 3 75-78 0.02 0.015*
3 7 0.03 0.06
%z%aoéi? 2 700~800 WP 3 14 0.09 0.05
- 3 30 0.08 0.07*
3 7 11.0 8.20
%z%aoéi}? 2 700~800 WP 3 14 4.67 4.04
- 3 30 4.79 3.51
1 3 7 9.87 9.04
o (RHE) 3 WP 3 14 10.7 3.91
2003 - 2006 4FF 1 390~800 3 21 1.71 1.49
2 3 30 4.95 2.36
X272 (BRE) 9 400 WP 3 | 0.31 0.22
2008 4E & = 3 28 0.11 0.08
FTbb (BRE) 9 400 WP 3 a 0.30 0.18
2008 4E &£ = 3 28 .06 .06

<N OOtk W+

D : ByAl. WP : KFn#Al

BT A NERRAREOFHEEZFEHT 255 FXEEBRRTEEZFEH L, <& LT,
CEBORBRKEE T, TEBRADNELIGAOKEMEIT, REWEEZ R LE (Bl 21E A K
RS 0.006 M &, B KR T<0.008 DA, <0.008 & L72) .

- R E R RCRN (B 2.1£<0.01) &7 — % OFHEITERRME (#21X0.01)
P LELDE LTEE L, *2 4 LT,
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1 <B4 HEEERE>

R T (16 ) e %%%ﬁ{’ L

e — (fk# : 53.3kg) (K : 15.8kg) (kE : 55.6kg) (KT - 54.2kg)
(mg/kg) 1R e 1R R
ft (ng/ N/ f (ng/ N/ ff (ng/ N/ f (ng/ N/

(g/ N1H) ) (g/ AN1H) ) (g/ N1H) ) (g/ A1) )

* 0.035 | 185.1 | 6.48 | 97.7 | 3.42 | 139.7 | 4.89 | 188.8 | 6.61
vl xr 0025 366 | 092 | 21.3 | 053 | 39.8 1.00 27 0.68
ZAz®< 0.09 | 12.9 1.16 5.7 0.51 11 0.99 13.4 1.21
Pz AGR) | 0.02 45 0.90 187 | 037 | 288 | 057 | 585 1.17
Pz A | 1.89 2.2 3.06 0.5 0.70 0.9 1.25 3.4 4.73
E< & 0.48 | 29.4 | 14.11 | 10.3 | 4.94 | 21.9 | 1051 | 31.7 | 15.22
Fop XY 0.292 | 22.8 | 6.66 9.8 2.86 | 22.9 | 6.69 19.9 | 5.81
FLHUHA | 0672 | 1.4 0.94 0.3 0.20 1 0.67 1.9 1.28
(ffff;\_) 0031 | 45 | 014 | 28 | 009 | 47 | 015 | 41 | 0.13
Z;fgi%g 7| 2.1 3.15 0.3 0.45 0.2 0.30 3.1 4.65
LA 1.35 6.1 8.24 2.5 3.38 6.4 8.64 4.2 5.67
rEhE 0.012 | 30.3 | 0.36 185 | 022 | 33.1 0.40 | 22.6 | 0.27
nE 063 | 11.3 | 7.12 4.5 2.84 8.2 5.17 13.5 | 8.51
=r=7 0.01 0.3 0.00 0.1 0.00 0.1 0.00 0.3 0.00
A LA 0.027 | 24.6 | 0.66 16.3 | 0.44 | 25.1 0.68 | 22.3 | 0.60
) 0.855 | 0.1 0.09 0.1 0.09 0.1 0.09 0.1 0.09

S a=R) 0.185 | 0.4 0.07 0.1 0.02 0.3 0.06 0.4 0.07
HAZ L 0.06 5.1 0.31 4.4 0.26 5.3 0.32 5.1 0.31
b 8.20 0.5 4.1 0.7 5.74 4.0 32.8 0.1 0.82
X740y | 0.22 0.1 0.02 0.1 0.02 0.1 0.02 0.1 0.02
2T 0.18 0.2 0.04 0.1 0.02 1.4 0.25 0.2 0.04

5 9.04 1.1 9.94 0.3 2.71 1.4 12.6 1.6 14.5
a8t 68.46 29.81 88.09 72.32

HE) - REMEIE, RS TODBHES - B30 5 HiRROERE 27735 BRIX 0
BHEEZ W (R B 3)

< ff AL 10 E~12 FDOEREEME (B 656~67) ORFRICHES S REWERE (g/ AN/
H) .

IR B OREMERENOROTZA XY U =y 7 BOHEERE (ug/AM/H)
CXOMOT T T T REROBREMIL, T I —DfEE AV,

© OJOH Utk W
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<BAk 5 @ RO YA - HE>

= & P E S ULY] HiELOCHE fifi 2% 1E H1
XV U UigEA | FE®RSOH 2 A 1H&EE LTHKE BEHICHEST 70
sy & AR | Db DO EBRL, ) kg 7= 0 20mglh F [IZ & T HA15 H
TRANF (B v 7K 1 OEZEEHZE LT T | M

AlaER<, )

BEOkGT 5L,

1 H&EE L THRE
1kg¥% 729 20mglh
O & % i BHZ IR U T
RAKLET 5L,

EHICET 729D
T 5R15H
]

HEINBZ R, )

fil k1624 7= 0 500g LA
TOEEZRLTREO
wETHZ L,

RIS 5720
W EFZxTHHEIS H
it

9 H AR

1 H&EE L THRE
1kg®¥ 72V 30mglLl
O & % i BHIE U T
ARG DHZ &,

THICHET 5 7=0
WK T3 5 Ri16
H ]

LA BMAE (MK
FCEMIN TV D
HoD)

1 H&EE LTHRE
1kg¥4 720 20mgbh T
O & & A HI IR U T
RORGTHZ &,

BHICMHT 720
2K T3 5 HEiI21
H i)

LA BRE (RK
HTHEIF SN TWND
Ho, 2L, H
Zr<, )

1 HEE LTHRE
1kg¥ 729 20mglh F
D & % i BHI R U T
ARG TDHZ &,

ERHICHET 5720
WK 3 5 Ri21
H [H]

OMETEHMAE (H 72
XehoTix. &AM
T 5 7= DTk
5 REi25 B [ 1A
BKRKORZHEN 1 H
FH450% LL D At
ZEBPNDHD)

1 H&EE L THRE
1kg¥% 729 20mglh T
O & % i BHZE U T
AL T 5L,

THICHET 5 7=0
ARG T 5 EI25
H ]

ZUWHAAKE

1 H&EE L THRE
1kg¥% 729 10mglh
O & % i BHIE LT
HAKET 5L,
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