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Z #

XV UCERERTHAREAN (MEA) THa IAxv Y =v 7B (CAS
No. 14698-29-4) Iz 2T, EERBEAZEZAVTEMEREEETEM2E
LT,

D L ZRBRAL. B ERNESR (5 v P EDERES Ok,
< EVWROEWI A), LBPpESR, KPEG. TEBRE. EDRE. &
EMBRYE., FEERNEE F. K. B, ~vF, ¥R, =V ARA, T2,
a4, UFFXRECTY), BEENE (v PRU- DU R), HAKEE (T v
Fw U RRUA X)), BHEE (X)), BESE/REBAEHRS (v M),
BB (FUR), 2HREM (v b)), BEEME (50 PRUBY ¥ ),
BEEEHERBRETHD, . ' .

REBERIG, XYV =y 7BERECLPEETZCHREEME. I
BERVBRIIEDLONE, EHEILYTIHE, EFEBERTRERICE -
THELAIBEESEHEEREDbRAED 2T,

BHEEE/IRAIABHFAFRR TR, 7y PVERBREBMEBECHE ISR
HHNER, RERFERIBEGESEAI =L L3E2HE, 2FOF
Hieh -V BEAEEZRETAIZERATETHI EEXZ DN, '

EBURBRTRONCEFHEORIMEZ, Ty PEAVWE 2 %S
HERD 2.18 mgkg FE/BTholz &b, ZhEBIE LT, £€21%
#% 100 T L 72 0.021l mg/kg RE/R 2 FHE2MN— BEEBGFEE (ADI) &
RELE, : :

T, WMEDFERERREDP B 57 MiCcale @ 0.005922 pg/mL {ZHE
JEARAEY 220mL, MESREI NS SEICETHERED 0.7, v MREIZ 60kg
*EAT D VICH O HNL Y, #MEMFH ADI 25 0.031mg/kg KE/R L BE
=iz,

FHEENT —F 0 bEMNN D ADI LEDFENT —F 2 b#Enh 3 ADI b
5 &, WMEMENT —Z0bEINEERL Y KEL RBIELDL, FFY
Voo 7BOBRELRELZRETSICELTO ADI & LT 0.021meg/ke {£&E/A
CERETAILEPENTHAEELALNE,



I. #ENSEERUVBMAEEZORE
1. A& .
HEA (FEA)

2. HHEHO—BE
fod  AxV=v o (XYY ER)
A - oxolinic acid (IS0 4)

3. k¥4
IUPAC
g 5o F A58 D Fa-84%Y[1,3190F4 % al4,5glx/ V-7
VR R
¥4, : 5-ethyl -5,8-dihydro-8-oxol1,3]dioxolo[4,5-glquinoline-7-
carboxylic acid '

CAS (No. 14698-29-4)
M4 5-mF A58k Fa-8-4FV-13-U4F Yy al4,bgldx ) V-7
TN PR .
4 : 5-ethyl-5,8-dihydro-8-oxo-1,3-dioxolo[4,5-g]lquinoline-7-
carboxylic acid

4, 9F=H 5. 5F&
C13H1:NOs ' 961.23
6. HEER
(=]
o COOH
% Ni :
Son,
7. ARORE

xRV =y 78, 1976 FILERMEERASHIC I VEB I EX Y F
MERTHEER EA) Th 5, %X, Erwinia B . Pseudomonas glumae
O 2FEFITEBD THEWIEM L R L., Agrobacterium tumefaciens, Xanthomonas
BH. Pseudomonas BH. Corynebacterium BEIZ SHEM 2R, 1EREF
F LT, @@ DNA gyrase D% 72 =w k A L#A LT DNA gyrase DAEL
EFRITILICIYDNAOEMRZHEEL B2 EEIEHZ EBHBAL TS,
DBRETI 1989 F 2 A CEFAEA L L CHREREGINTEY , AT
BE, AV FRUVTETERSNTVS, ROT 47U X MIEB AL BE



EEEIREINTNS, £, BERBECESSERILKERTE (2. bh)
BRI TVND,

B BERER L LT, #EOMEEEBRREDWIH L, THdH50ILbE
PDREFTDHZEDERINTEY (3R 74 | AEYF. K. REORH, &K
ARVBEOBERE LTERAENRTWAR (B 75) | b2AETLAESS, K,
B PICHEEREROBREZ BRER S TWS (BB 76) .



I. REHIZHRIHBROHE
EEEGRR (I.1~4) 3, AFX VI =/ BOT7 == VBORELY—
{2 14C TEHLZLD ([phe-MClF XV V=w /@) RO NoFLEDKE
FUCTERLELD (eth¥Clax Y V=78 2AVTERESINE, K
HEEREROCAMHDEEIIRICEH B 2VWESIRAF YV oy JEEICHREL
o KRB/ S BHEFRRUREFERERIIIINE I RT2ITFRERL TN S,

1. BPERERHAR
(1) MhBEEHEE (EEKRS) ,
Wistar 7 v b (—FERES 3~4 L) iZ[eth-14ClA XV V) = v 7B % 10 mglke
FE (BFRE) CHEBAREESEL, hTREESICOVWTHRE ST,
i B R N BE R A RR R R IR L IR ST WA, PR R d bk
AR S 2 BRI EEE CndlE L, &5 6 BE#E TiIEWVL
PR GMFFRERER S, DBERAIET LE,

&1 MmMPpRUMNFPRHEREER (BRES. ue/z)

BE1RME | B 2MEE | B 6 REREE | B 48 BFRIE | Tue (R

(Tmax)
i A 0.90 4.80 1.95 — BlH&ang
1t 4% A 1.70 8.28 3.25 - BEHENT

— Rl EhT

¥, ddY = 7 R (R OSEEM) RO X5 2[eth-uClA% YV =y 2
BEEAECHRBIERN (VXZTIHREN) REL, 2784 —+5 0477
74— (ARG) KL B3GR fThhik, ~UARRY XS 02K/t
1T E 30 H~2 FFE I Caax IELLLZEAD L, &5 24 IFRIEBICIIWHEE
NEY ., BEZ R FEROLITITERLE, FICIERE 24 BAZIEBY
THRELRBERRO, RHERBRICBITLEFICSHT28, 5 24
RFEZICEEELE, (BB 3)

(2) mMAbEEER (REERE) :
' Wistar & v b (HE. ICEAH) cleth-4ClAF VYV = 7B2EHET1
F1ES PMRERORSE L, hFREHBIC W TR S,
BEMETIIER RS 2 RS ON FANEERESRE LN, BERS
BN, (NI BTAHRYE 2 RE%ORE L2IFR UETHE Uz, Ihks
IR R T B 5 24 RERE THE 20 pglg. 48 READHE TILMEBR SRR & 72 o
. (R 4)

10



(3) Mt (EERSE) : _
. Wistar v b (—BEEEHES 5 8) IC[lphe-4ClA ¥V =y 7 BRRERE
¥ 721X 300 mg/keg HE (BAE) T, Wistar 7 v M—BHE 3 IE)R T ddY
v A (—HES 3ME) Zleth-WClAF YV =y /B ERECHERREO®R
5L, BRtRBAERE I, _

5 24 BEERREORBR TR (BY 168 FFi#E) O RR OFE P HER SR,
E2ITRINTND, |

WFNOEZREZES LSS TH, BREPCERCHICHE X fv, S
RE—CHEEROEETIZL A SR b o, (B 3. 5)

#2 RRUEDPHEE (R5EICHTHEE. MR

ek i BEeg HHE | R '
24 B 15 £ 168 B
e | 5 % 2 1%
5. k| B 34.1 34.2
L - 57.7 61.4
ERE
5o | & 31.2 31.4°
[phe-14C] LN 49.4 63.8
AxVY
E%A 5 b | & 34.3 37.1
| g 48.7 637
aHE :
, 5y h | R . 32.4 : 36.5
L 20.6 | 64.5
5ok | R 34 350
[eth-14C] 2 P 44 E51)
VY | KRR :
= IR <=z | K 36 ) 372
| Lo 47 532

1): 96 FEElE - 2): 72 BFRA®E

(4) #it (REEE)
Wistar 7 v b (—##HEE 3 B) iZlphe-4ClA Y Y =y 7 BREEAET
14 HEGEAEOERS L., SERBRNEE I, -
BERESEH 24 RV HEOREVCERRFEI MEIRIIIFRERL TV,
WO REMM P OBRE I R E BB <. BEE SIS S EEER
EHEELRHERIIED N o7, [phe-ClAF VYV =y 7BERE LR

11



BRCid, s 168 BRI X CHEE 2 MIE Lic s, &5 48 R
Ll REERICERNIR bhahoTe, (BH6)

£33 RERUEDPREH#EE (%TAR)

- EkRkEER | mRESE
&5 44 AE | BEHET 24 B R 48 BT
{f_wg S 30.1~31.1 30.2 30.3
14 A # 54.9~66.6 66.4 66.8

(5) BBitHe

Wistar v b (—#HE 5 IT) iZlphe-4ClAF YV =y 7BEPERAET
HEROES L, BHEERBRBERE I,
JRAHEB IR 572 6 BRfl T 5% TAR. I 5 1% 24 R T 9%TAR Th -
eo (&R 3) '

(6) KRR

Wistar 7 v MZlphe-ClAF Y V= /B2 EBRETARIGHAE (—#
HERES 5 L) CHEROKRSES, EHE (—##ES 3 L) <14 HRRERD
Bhi, [ethUClAx YV =y 7B ERE (—HIES 3~4L) CTHEREQOR
EFE-ERE (—HE L) T ARRERDELS LT, FASHREREDS
EigXhiz,

FEABTORERAREBEIIR 4IRS TNS, _

BT S EERABEERRS 1~2 FRIBRICERRITRY. AR
miE, BBREZ o/R Lk, &5 48~168 KEZIZIIB2BRIE LAY
DB THRERIRE & 2o, (ZH 3~6)

#4 FTEREABDPOBRBMHAREE (ug/2)

miktk | mS&l | 3) 2 5% A SURHR I ] D
B g (5.75) | 1w #E (6,11 | B i
. 0.10), Tofglish T
S E % | w60, a9 HO10. ColRiEnT
E[E B3 @00 . m£EG6Y . ATHE
| 0.12), s
[phe-14C] W (3.03), Mi#(2.48) A1 ;’C_@{m&ﬁ i
AEYY | wHE |- B456), TN
=y /B | W it | - B(6.49), ZOMBLENT
BRE | g | PO, WG, 0| WEEL, KREOTO. 20k
14 B RE (325, FEAG.10, 1Y) | Btshy

12




ERE BH8.38), mM%S.28). EE0.05). FE0.03). EoofhiRE
leth-1<Cl | s e s :
FFvY — 9%, MR
=y o | BHE | — B0.026), fT0.09. EiE0.02).

5 HMREIE?2 FofhgEHEhT

&) — fEeT

1) E#HFEHEDREFRZ, phe4ClAF Y ¥ = v 7B ERE T 168 BEME. [eth-1ClA
FYV=w s BRERB T 48 FERE
2) REHREFRHZ, EREBESBORELTFT.

(7) R#EPYRE - EE
BEM BT QR VDI TELNEZREVCEFORBYEE - EERRA
E I,
RECEIIBTAREBIIRSITRINTVS,
[phe-MClA XY ) =y VBB GSHTIL. RPEERS L LTEZROREL
ERRWE I (10.9~37.5%TAR), AF LV IFFEHOBAEL R
WMITRO LT, BN IR EEHIEIAFHEZ T I b0 LEE2 6N
Fro ERICIIRBNOREMERBE I NAMITAF L P VHBHRE
L. ZRFN6 L LT THNOKBERAFAELEBETCHERWES
nic, BHETIHR, EFICREESERER LD S PRSI,
TR SRR WREREREM L &, BRENR-RE{LESRB 22
TS WIEPRATH D EFZ BRI,
[eth-14ClAF VYV = VBEEHED T v MERICEB T 2 RKHEHBEIX, 25
LA X EOBAERTENICRELS OCAFALICLE B EORCOERT

HY. SbiENLREWPEESLEIND EZX O,

(1 5~7)

F5 REUVEIIHITIHREY WTAR)

VAN Bt | RE | AF V=R At
59::8=3 = 109-140 D@.6~4.2), FAELAH UAU4.2~95),
Kl UB(0.8~1.3). UC(08~1.2
% 003240 B(75-86), C(1.3~16)
HIFE LAY UCO.7)
[phe-14C] T%’H?% 5 91148 D(L7~32). &AL UAR.7~6.9).
%Y Hi[E UC(0.8~1.5), UB0.S~11D
=y B 3% ' 99.4-42.0 B(4.(.}~9.1)\ .C(1.1~1.8) .
KRIREEAY UCO.5)
EAE = 275 D)
14 BRREY ) KRIELSHUA2E2.7). UCB.6)
% £id B@&5). CB.0
) FEELAH CO.9)

13
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[eth-14C] | EA&E
: ) D@5.1). Fe)., HL.D
ZFFYY | EHE 73 49
B(1.8), CO.7. E(152). GE35
= 7ED

1) REHEBEOBEMBERE-REPORMERTEECH T84, %TRR
2) miERiEEk

(8) XBIE (e M)
bk (BEBT. 44) L Tleth-MClAx Y Y =y Z7EBBOBERRND

(1.00g) BERBENPEHR NIz,

mAEE. REVEFHEREIIR G ICTEIN TS,

MFREOCE— 7 3FE 4 FEARICRD b, BEEEREIL 1.17%T
bolo, RPROEP~OHMITRE% 24 BEICEV T 42.7%, #51% 48
BERIC VW T 66.7% ThoTe, RHERBEB L LT, XV V= IBROT N
o ryBREAeEEUCBHESERE A TF VI IAFUVEREL LA F Y
V=wJZBoIlvra ryBREERVEINV 7 a BibEW R EBTFEL
e (BRI

%6 tHoBHIEEROBREEOEYBLE

Tmax | Cmax RECETIHER®) RS
(REfD | (%) | #es5i% 24 5| #5548 0500 |  (0~6 FRRE RS AB)

dHF VU EBROINVY u i a Y
4 1.17 42.7 66.7 - BHESE - ElLizAxVY
VEENLEE ISRV v UERE
& - TN n L EBEEY

2. HYHERESRER
(1) KED
Ry MIEE IR (ME: BARE

) OHEPR~HEEFANOEDL D

WIZERIZ, [phe-M4ClA* YV = v 7B % 300 g aitha DAETHBEMMLEL,
EHmEEGRBRAER SN, LABEE®. 7. 14, 28 BRUV 49 B (X
FEH) WABEER CNBEAERLE, SOICEHORMM Lo, E
mALER U 7o FRIRAL3EEE, ok, Wk, b oI, B ULk &%
WAL, B Lz,

KFEIZRBIT D BHESTHIEER TIZREINTWD

RT KRBTSR ES T (4TAR)

LB EEMmMAE FHALE
| mmgag | me | 148 | 408 | mE# | 148 | 498



[phe-14C] 2
YU =y TR

A FERHY

(7 1)

B RYOHBEIZ2ETERE L2 20RBEELXTRLTNE,

WEERCLEBEETORBRNREIBEESET, 4H 49 BRETY

81~85%TAR K 1* 88~91%TAR MREIR & iz, £FDOKES

Y=o 7B Thol,

IR 2 AR LR EONEE, 2K, IRk UHEb b RORARES

MTERSIZCRENTWVS,
EELE L-FREICBT20BEND T4.4%TAR ORFEIBH S

\\
}.

. R L efRET ifi&%}‘ﬁu@k“ﬁ

TIRFREROL X

N

\T% PR, MO OREENAHHEIL I%TAR R TH o7, ¥
MIRRICAFETELE. BEX D, A%

/J v IBIITLERABIT LIS WIZ BB LN o7, 2B, AWVWEX
NI bSO IG5 &‘iz‘fr/)mzﬁﬁfépoto (&M 8)
8 IWEHOBMEDORSTEES T (WTAR)
WMEE e AL bt
Ea% JLERIE B S Wk fgbob K77 S R
HFREa st 74.4 0.14 0.03 0.34 3.7 69.0
fphe-uiclAx || | T T
- 54.4 — - — 3.1 43.0
REEAHD 4.1 — | — — - ND 2o
(7 78)
E) —:flEed ND:BmHEht
1) ALEREELL S
(2) KED

[phe-14ClA* v U =y ¥
VB E e S i,

BT

BRI KRR (MRTE : BRRE) 2RELLBEO

[phe-1ClA % U = v 7 B % 1,900 me/L &¢p 0.1 mol/L /KE(EF U &

LAREBICAKRBOWEZEEI, 26°CT 24 RFFRIRE L%, &

HAFEFKE LE, BE2ARBONE ZM L., BERUWIZS
57 A% (NER) ofMiEst bE (#BE 7Tem Bl E) RORERIZHSE L TR
BrE L, BHEEOSFERE,
WWATE LI AEHEERRA S Y Y = v ZBRBRE Tl 1.47 pg/kl T

BELEH

B ol B 2~3 BHE D 2~3 BYIOHE THME T OREE KA

15
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D 99%BPUTTFAEL . H ER MRS P O RFEIZE i 1%TRR LT T
bhotz, WHEHMORRE T, BEI 0.008~0.011 mgkg DHEARHEEL
Teboon, Tk, HE MOOIRETIHREEIIVTNOREERALRET
&otoW%ﬁifﬁvbr%%%/)ﬂ/ﬁ@&U%mﬁﬁwmﬂt%
BOLZWIEBBALMER -,

L PORNEREXBRERAREFRE Chol &0 b, METORH
HHE R T EABITTAFEREER2VWEELONRE, (BRI

(38) k<&M
Ry MIBEESLIZ EW (B fimA +E)®%&ﬁ%@®%4ﬁ
2. [phe-UClAx Y U = 7% 330 g ai/ha PAETERHELEL, #HHE
NEGRBRAER S, ABEEROMEER MR 7, 14, 35 A% (RH#
#H) OABEROCETALADOEELERL, Rt L,
B EWERBITAREBESMIIR TSI TS,

#9 F<EWiTBT2HEEESM (RTAR)

o ALIREE MBIELISOERE
MEE A B# 7H 35 R 78 35 A
HABEER | 102~108 | 108~112 105~108 | - <01 |01
[phe-14C] A4 : — —
: 83.5~94.5 94.8~101 88.3~100
V=228 |
FeRE LS
A H) ND 0.7~1.2 0.6~1.8 — —
(2 FE)

ND:REET, — : WEdT _
) RPOFER2ETERELE 2 >0RBRERETLTNS

ALERTE B D7 B HCHEE 0 AT 1B Y E L, ﬂﬁs5a%1%&ﬁér@
MBS ERPEIR S, ZOREOPRECOFF Y V=0 B THo 7,
Fir, MBELNAOELEICES ENSHEHAEIX 0.2%TAR LT L7 <, 73“
FY V= /7BECZTORMYIINBENS T OMOEXET ~FHBEBTT
rnitE2oNE, (B 10)

(4) LW A
[phe-14ClA % Y U = » 7 B 2 BF0 L 7o 088 (K IR A3 %) 2 WV T
FWZ A (R BLAKIE) PliB2#EPENEMRBREER I N,
Ry MetHEE 30 cm BEEEL, 2O LCERERVE, TR
[phe-HClAX Y U = v 7 BRiRF0 (EE£H79 1.2 meke) 4 BHEOLEE 20
cm DIEESTHRE L, TEIZ [phe-UClAF Y V= 7EBEZRMWTEZ (R y
FDFEEE 3 AE) KWW AEEEL, 63 BETHIF LA, 7 13,
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25 RN 63 REBICE W A BRI L. £R KSR, B L IR oT Tte
L, )
EWZARVCEREIBITABAREEREXR I0IKREINTWYWS,
1P O IR BRI IR L RS CERBED b o T, . B
W A ORES D R AR BRI . WAL b b TR BARET
HolOT, TEMLTETVWIA~NDTF V= JBROBTERVWEEZD
niz, (28 11)

£10 HFOWIARUVLEICIETORTRRE
R EIEM R i
M¥%EA%% | 138 | 258 | 63A | 138 | 258 | 63 R | iEHEE | NN
HUHRERE | <0.004 | <0.002 | <0.009 | <0.07 | <0.002 | <0.007 | 1.19 1.22
BRE  DEPT megke L, EHEFIE megke £EE

3. TEEGRER
(1) FaBEkLEhERRER ,

[phe-M4ClAFF VU =y J7ERERIAAKE 1 cm OEAKKEE S LT - 5
+ (FRIh) ROV - ¥+ (GH) KFAWEFhiE %79 1megke & 725
L HWIRIL, 252 COBELHT T 485 AflA v =2<— M B HFRNLT
B EGRBIAERINE,

R - BAIROWHE - HELICRIT S 485 BHOBEEBRAESBIER TN EN
99.2~101%TAR %18 98.1~103%TAR Th o7, 7%V V = v 7 BROBHE
ik 485 A2 Zh 73.3~T4.7%TAR., 83.0~87.5%TAR TH Y . +HEmn
B ENEHHEERSO RS E EDE, XYV 2y 7BOKBLE
BT SHEESRFESIT 1 FUEELEZ b, EEUEREHRS O RS o
CO,THY., 485 BHE D CO RARIL 0.6~1.6%TAR Th o7, TEHDE
R 2.6%TAR LT CThot, 2 HMEOTRIIBT 54XV I =y /B
SREREICICEELRERR D BN o, (R 12)

(2) FEMIIEPEGHE (AHEHE) .

[phe-4ClA* YV = v J EEA BRI OLH - Bt GRIRN) ROWE - fHE
+ (BH) KFNThE+Y7E0 1 mgke E22IHCHEML, 2522°COD
R4METT635 BMA VY Fa~— b3t EhEGRBRIER SN,
W - BERUHHE - HEB I RIT 5 635 AROBERHEIIZNEN
96.3~98.1%TAR K 1% 96.2~97.5%TAR Th o, XV I v /BOBY
#i% 635 BRI ENFh 70.7~71.0%TAR. 75.2~76.1%TAR TH Y, +i&E
B SRR S DRESE S, A%V ) =y 7EBROMMHiE
BT HERLRBEHR1FUEEEL R, BESEHERS ORESIZ
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CO:Th V. 635 HED COs BAERIL 0.8~1.1%TAR Thoit, HEWOE |
REILX 21%TAR U FThot, 2 BEN BB 34XV Y=y 7 BD
SEFRSICEELREIRD b oT, (B 13)

(3) TEEEXESBRAER

HeiE - L () RUMWHE - #ELE (A AW T ARECHEE
Zl— b (EX 500 pm) %{EFE L. [phe-4ClA* YV =v 7 8% 5 mg/m?
TERELEE., KBktic 12 BRSE LT, tERELSBRRAERLSL
7?:_ .

FH VY =y 7B TBEGICBWTRKEBARESRF T ThelzofEL,
12 BRI - |BEAUMWHE - BB L TEhEh 46.1 XU 45.2%TAR
Tholz, KBXBEZETOHTEREIIIEE - LR OMNHE - HELTENR
EFN3THARME2HATH-Tz, KEGERICRELRAWHEERE REEET)
TOHEE LIRS - B RO - L c 2B 10.80 B RTUN11.2
BB TCholr, TRMIITRREIERP S SEEERIAEZE, WLt 5%TAR
LT, BRI 2ERb Ao nehodz, 12 B O RERIN RS
86~90% Th-T=D T, —HBEH B boTetEx2x bz, (BH 14)

(4) BEE (V—F27) 2B
[phe-14ClAF ¥ V= w 7B RV TZEEMRME (V—F > 7)) BBk - 8
4+ GRIR) ROWHE - B+ EH) ZAVWTERESAE, X 30em o
BErHEELEIEDIS A L pheClA XY Vo 7BREPE LY ED 1
mg/kg B L7 TEEHRM L, LA T CHEREKE 2.0 mL/A T2 BEET
L7, .
WTFROTEL T A ZRBNT S, KESOBNERSIEZESL S ALK -
BWEAIZE D B ENEHEHERSIX 0.1%TAR Th o7z, LB
DALEBORBLIIRECOAF Y V=y 7R THY | IO BHITHRE S
hWiahot, HERMBEBELZSE LIRS, AHE L bR ERSY DO KRE
FR7 IR T7ARBESICSE LT W, (58 15)

(5) TEREHAROD
4@%@@Wi$[&%t(ﬁﬂ)%i(mﬁ)%i(ia)&@ﬁ%t
(B #EnE TEEERBRER S,
Freundlich WA Kads |3 126~839, A RESEHERICLVBELRE
% {73 Koc 1% 4,360~42,.800 Th oz, —ETEBIREL-FFY V=
TERIKIZE A TEISHEF Lo, (BR 16)

(6) TERFHBRO
AFEEBEOERARNLTE (BE+L (B5). BFE L G, @ﬁi(mﬂ)&@ﬁ
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#4+ (] 2AVETERE (R2V =) RBERAERShE,
AV =y 7BETEREENEL . BRRBROEBRFRIETH > .
(BB 17)

(7) TEREDTERAR

[phe-4ClAF YV U = V% Smekg e GP (FFU¥E - 7T b)) B
%%ﬁﬁi:iﬁﬂﬂj;ﬁﬁ (Fh) oXFE - KEBE (1,000 FH5K) 2HFML. 25T
BT THEL, SRR IOE%REL 4 AMRT2 KRR I ROBAREE
TV, LEMEDSFERBREER I,

7 BREIEEED 3 REEETH S 05%TAR LLEPEIR S, 3 IREEFERR T
DO REEDTREDD 12~20%TAR BRH S i, ZOHBPIEEEREHI: L
BBahBRholzl b, TEPEGRBR RSB P{ERIhi2hoik
ZEdbh, TOSHERBS TREEYOERRICIVARLEEEZLNE, &
XYV oy 7B EBICRIREL, TEREYOSEESTICCNE, -
—HDAXY )=y 7RI TBEEMC LY SMESTREEL LN,

(& 18) -

4. KEHRER
(1) mAks>BHR
[phe-14ClAF ¥ U = v 7 B % pH5 (EFEREER). pHT (V BEEMETR &
O pHY (3 7 BEFREIN) DORBEKIZ Img/L 74225 X3 ICHEMLz#,25°C
DOEEETT14 BREA Fa— T 5Kk omMEBIERIN:,
Fx VY =y 7BEOHERELHIT pHS RO pHY TEAEFN 309 BV
1,940 B Thote, pHT KB AHELFRIET —Z O b2& B Kk& &
BTexhdol, 4 BREODEDHHERBINTZN, RETE 12T, (B
B 19)

(2) KRS BRERBRO

[phe-H4ClAF ¥ ) = v 7 B % pH5 (BEEREETR). pHT (U VEEEER) &
U pH9 (R Y ERBEEIR) OEBEERIC lme/L &5 X5 ICHEMLZ%.25C
TT7~14 HREiFx € /7 7 o 7RE G658k : 13.8 W/m?, BIEH & : 300~400
nm) T35, KFHXLSBERBENER I hi,

FHEVIV =y 7B BE TIRiEE A EOBENR -2 B, REBH
Ko pHS, 7 BTN 9 ORBEIRP CIIENFN 41.1%TAR (14 H#). 7.0%TAR

(14 B#) R 10.5%TAR (7 B#) B4 Liz, BBHEK T pHs T
19.9%TAR (14 B ). pH7 T 24.1%TAR (14 H%). pHY T 34.6%TAR (7
A1) OERERLSPEL, FORERCO, TH- 7,

pH7 B9 T2 DICKRFBESMES U-1 ROV U-3 845 L., pH7 Tk, U-1
A 18.0%TAR (7 B#) (2. pHO.0 Tix U-3 2% 11.8%TAR (3 H#) iZ&E L.
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FOBIE. PN 12.0%TAR (14 H%) R189.2%TAR (7 B %) IcHA L
7.

Fx YD = JBOWELFELIE pHs. pH7 XU pHY TERLFh 13.2,
3.86 Rr231 B¢BHEN, R (A 35° ) BT AEDKEGHXTTD
WeESEEBICHETSE, ZhFN 223, 65 X339 HThHhoiz, (BH
19)

(3) KhEkIBRFABRD

[phe-14ClA % vV U = v 7 BRZMAR O 7 I »EEKERR (pHT) 500 pg/L
ERALBEMUEE, 255 1TCTIIREAV 48 HEfFY /) T 7R
B O(EHEF 51 Wim2, JIERHE : 300~400 nm) T 3K T RSERBNE
mEhiz, .
RERETIIC, 4%V Y =y ZBIIFARRY I VEBAKERT CELTH
20%TAR BT 6% TAR ITRA Lz, A%V VU = v 7 BEOHE LRI LA
FEORT7 I VBABRP TCEREAIIIL RO ILEREEH SN, HE (k
#35° ) CRBUPEOKRBET CoOREEBYIcHETS L. £h¥h 8.3
ER31HThHo, KBHICIZ2TESHMILICOTHY, MiATIZTL
FEEI 21T 20.1%TAR, 7 I EAKESTE T Tit 48 BFRIIC 19.4%TAR £ L
oo A% YV =y VBROMAKRDT I VBARBRRT COXDRAZ— 135
LU, MESREDERT COICETHEINT, 7 I VBHENCEY» XY
Yoy 7BOSHITRESNE, TF V) oy JBROESROBEL,. 7Y
ANEREFETHRRBMOER, THhOORMRIGICXL S 2 BFEOERK, X
CIZAFY V= 7B L 3BEEOERZ R TREMIZITCO ISR
Ehiz, CO:%#BWT I0%TAR 2B A TER LSRRI b7z, (B
& 20) '

5. TEEBRR

KILER - B+ GRED. - HELE (BARUER) RUCKLEK - BEL (B
RBE) Z2HW, XYV oy 7BESTRSELEAD L L TERERR (AS
EOESEHN) BEREINE, BREE 11 REATW3, (BHE21)

&1 TEBREGABRRE (EE+FRH)

HE® BED ne= HETE
| ‘ : ‘ KWK - Bt 250 R
{:}% i Hh K R 300 g ai/ha e a0 R
i; AKEREE | 200~300 g ai/ha | KUK - L+ 183 H
KR - w5 227 A
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Mg - EHEL 91 H
& KUK - it 1Lk
no | ISR 1.0 mg/kg

N ' M - EEL 140 F

R WA S 1.0 meg/ke KK - Bt 1 FELE

5 MAE - HEE L 1L E

1) BEBRHET20% KA, FHNRBECEALZER

. EDRBER

KEE. BEROREZAWT, XV =ov /BEFLTHSEaHE Li-iE
MBS ERE Iz, ik, BEBEBMEA ¥/ — A THE LR 5 B,
HIERIEBGEEEREZ e~ 757 (HPLC/FL) 2VWTEETH LD
Tdh-oT,

ERIZAESICRINTEY, AF V2w /BOREEIZLL (BRE) %
Br< &, B 14 HRICINE L S (BRFE) © 10.7mglkg Thoi, (&
7 22)

B 3 DIEMBRERBROSTESFAWVWT, %V oy /By RETME
MBE L LI-ENTEEODIEBEEDIOLOEEERERE 12 ITTRENLTWS
G 4 2), B, FAETERECEER., RBEINEERFE» L XY
V=g 7BBPRROEBEBEZFATHEASHET, SRERERPFEINZED (b
H, 9®) EELETOERAEDIERSH, T - FBRICLIZEBREEDE
HMAE{ RV EDREDTILITo =,

12 BRPLIYERSAIFIFVIZvIBOETRERE

R e
55 13 \
(ﬁilgi%j;f]zg) (1~6 5%) (ﬁiﬁﬁ: ;:.Gkg) (65 BREL L)
(FH : 15.8kg) (R & : 54.2kg)
(ﬁlﬂff) 59.8 24.2 75.9 56.9

7. BREDERBRR

EwoD, FrAY KALA MERVRKEEZANWT, %YV =y 7§k
PorHg{bath Lz 3 fFEARE) RUOKB BERELARE) ITBiTS
BEDREBRBRAERE SN, T IERBREA F ) —ATHE LERB 25
%, HPLC 2 RAWVWTEETA2LDTHo7x,

FORR, ETOEBICBWVT, 5V ) =y 7BOBZSEIZEERARS
(<0.01 mg/kg) THot, (HH 23)
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8. REANEREAER
(1) BERER (HF) (. BRUB)
FE, BREUOBEZRAVWTAX Y V= 7 (FA) oROoBRERBREER
ah, mHh s CICEESR~OBIT - BEEIZ DWW TR SN TS,
CBER TR AR OLERVEE LA XY Y =y 7BSEERA (I
7% 0.1 mg/L., 2% 1 me/ke) TR AEDIOICETHEMIETR BRI T
W3,
ERUVE T EREBEE 48 BRI TORBETEERALT 220,
72 BERBICIERE IR Mo, BICBW T, 0.05%FME: CII &R S
24 B 0. 1% B EHETIT S HRIBICVWTLL EERRLL Ticko T, (&
H 78~80) .

R 13 BRESROFXTVIZvIBHIEERALUTICELDOIZET S
B (FEOERES)

SSES L 1MBEE | FEHE | EERALTRAZOKET 5 M
(EES - FIE) (mg/kg/H)! (B) 1. 37 (F§ D) i 28 (ke [H1)
F4 (50kg - 6) 30 10 72 48
& (13-32kg - 8) 50 10 48 48
(13-32kg - 8) 20 60 48 48
% (11 A - 30) 0.05%* 28 24 24
(11 BB - 30) 0.1%* 28 48 48

*ORRAL LI, A, RFIR. BEE. BEME. B %Y SR U UERTEINER

(2) “REAR (GEAD (K. B)

BRUOBEZHNWTAXY U=y 7BRBEA (RE) OBKBRERBERER
S, BEEEHEIZOW TR ERE,

HREBMONFBERVBEIOAIF VY =y 7ERARERARE (8 0.01~
0.05 mg/ke(L), HK 0.02 me/kg()) & 722 DICETHEERITER 14 IKR&N
TW5, ‘

BIIBWT, REBRSEZETHEBE TEERRYD bR, REEE
24 BFEIBICRKEOMEB CRBEIBHEINTESL»CEELE, —F. I8
BROERE T, ERES 24 RFAERV 96 REARICKEE S, £ ToHR
BEOCBRENBRHIBRARBICL S 0L, B 48 Ki#i&. KBS 120 K
BThol, RIZRBWTiL, &S 24 BE#I2HE 40mg/kg REFE T2
TORERSRICEENED b, 20me/kg B 58 CHiBRE VB O 224 T
ERBEbbhiz, MBREFECTELERS 72 BRZICHESABHBRARE &
ot, (R 81~84)
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F 14 ERESBROFTFVIZVvIBABRHBRRBICTLIOIZET 2BH (BUKES)

& BEE | 5P | BREBRARREBCLIDICET SR
(A i - HPED (mglkg/RB) (R) mi%E (FERE) s> (B D)

% (38 - 45) 10 5 24 120
(27 B & - 45) 10 3 24 120
K (25 A - 15) 20 7 72 72
(2 » A - 15) 40 7 72 72
B (25 B - 15) 20 7 72 72
(2 7+ At - 18) 40 7 72 72

* 7% (FYhR. BER. OFR. MR, HE. ZEE. KRG, W5, B K
R (. B, DB AR, B

(3) BERE (OKEREAN (U\vF, 2. 7, a4A4. 971
ANTF FwA, =UTR, Ta, af, UFEEACTEEFY Y=y
ERlAl (BA) ORERSFEBHROKRSARIER s, MEERE
WOWTHRF SN,
HNBRAEOMFEOBSE,LOEX V) =y VB EEBARMICET 31

CRIER BRI TWNA,

FFRIV =y PR EERBRRBIIRIDOKEETIBREIIREENRZ
FEEL A EANED LI, ABICI VAT Y B ok, (B 85~92)

RISERRSROFFV Iy VBAERRAXRBIZALOICET 28H (KERBRFIEORS)

A% B | REE i 5 A EERRAREIC 2D OCET 2R
(mgikg/ H) $(B) | M. diEEm) fisiae* (RERE)
15 10 1 |24 (EERR 0.2me/l) | 24 (EEER 1 me/ky)
20 20 REER 5 1 >24(EEBR 0.2mp/L) | 24 (ERBR 1me/ke)
A dva 11 30 2 |48 (BEMF 0.2mg/l) | 48 (EEBR 1meke)
11 60 2 48 (EEFRF 0.2mg/ly | 24 (EERH 1meg/ke)
17 | 30 Bl NS 2 |24 (ERIRA 0.35mg/L) | 24 (ERMHA 1mg/ke)
15 30 REHBRS 3 | 24 (ERBR 0.35mg/L) | 24 (FEIBR 1me/ke)
¥z A 10 10 REERE 5 NT | 120 (ERRF 1.5me/ke)
=vvA B0 25 RBHEES 7 NT 120 (&R K 1.5¢/kg)
7 40 20 REE 7 NT 52 (EEIRA 1megrky)
40 40 7 NT 100 (E &R F 1mg/ke)
' 5 1 |72 (EERR 02mgl) |24 (EERR 0.1mg/ke)
10 BHEDRE 1 72 (EBBRR 0.2mg/l) | 72 (EEMRR 0.1mg/ke)
aA 75 20 1 120 (E&IER 0.2mp/L) | 120 (ERBF 0.1mp/kg)
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40 1 | 144 (EERM 0.2mg/L) | 96 (EEMR A 0.1mg/ke)
20 10 - | EBHEE 7 | 96 CEERR 0.1mg/L) | 96 (ERBF 1mg/ke)
20 20 7 144 (EERE R 0.1mg/L) | 144 (EREF lme/ke)
7F¥ | 100 40 RERIY & 7 18 B (ERIRR 0.1mg/L) | 18 B (ERMF Llme/ke)

e F (iR B BB, HR)  veA (ITE. BHE. SR

=U= A (fTlE. B, A 7= (FE. B HA., 8
a4 (FEEE. BlE. AR) v+X (FE. 5. BE. A
NT : Non-Tested(BlEH7)

(4) BREER CKERESSH) (7. 9F7%)
TR FREeANTEIX VY =y JBEORF 2N
Sh. BEEEEIC O W TR S,

HERBEOMBFRVBENOAF Y oy VBB ESR

EVL5AEIEIRI6EFAINTWVES,

. B3

Z T EIMEERN EN

FRARR & 72 DD

Ta, UTFEbICESICRT IREREIFEARbES. FRORSB
LEBEEELE, 7BV THERKT 10 HE., vFFIZBWTIX 20
B, SHEBETEENRERBRMAME L o7, (B8 93, 94)

#16 RERBREZOFX VI v IRBRIFEERFRBIZLLI0CETHAR

ffE | Bk | BinAiREmE | RiesE ERBFRBIZRDOICET S05H
_ (ppm) (e mE (B) FEes (R)

T 96 10 . 6 5 B (& &MAM 0.05mg/L) | 10 B (ERRBRAE 0.05me/ke,
Bigo X 0.1mg/kg)

20 6 5 H (Z&MHAE 0.05meg/L) | 10 H{EEMRFH 0.05me/ke.
BRO% 0.1mg/ke)

ZFE| 50 10 24 15 B (ERIRA® 0.1mg/L, | 20 A GERERE 0.05mg/ke.

5 R — ARG 0.05me/L) | BRK CIE B 7 — A4k
L1 |

(5) REHEEB KERBARUVUKA) (7o, =27 RK)

TakOP=YV<AEHWT, %Y V=ov 7BOMA (72 - KR 18°C)
EIAR (=P R - KB 10 ROV I18C) @ 5 ARENREHFRSHBNERE X

. HEBREEICOWTRS SR,

HEAEBEOHEARCHE OGS Y U =y 7ENBHBER (0.02mg/ke)

RBICRADILETAIHEIR 1ITITRERTWS,

=V A0 18°CKIBRBE T, A, FEE bick&EEs 21 B4, 10CK

SEETIL 13 BRICBREBRARBEICR 27,
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95)

TR YW TIERRE 14 B

CHRHRARG & 2otz (B

%17 BREBRERTHEOFZY )=y 7@755‘1%&5&3%5&7‘%_&:&5@&:%#6 B #

(R BE REHIE N 5)
A B 7RIR k55 BRERY |RHRARBCLIDIZETARE
(°C) | Gmgikg th%/B) | (R) A KT g
7 269 18 |20 GaAD 5 7 H 14 A
=v=x | 102 18 20 Gk&D 5 21 B 21 B
53 10 20 (KFD 5 13 H 13 H
(6) BEHERR CKERMBEFERR GEm ) (T

TUVERHWTEER YV =y 78 (KA ORROFEEEZRHREESR
- BRARERIN, EEEERIC W TR ENE,

TV OMBRUESRMLAF VU = v 7EBEAHRERFRRR (MF 0.01mg/L,
A 0.0lmg/kg, FFHE 0.02 mg/kg, BHE 0.03 mgrkg) WKRDDITET LK
BXIXREIIFR 18I RENT WS,

5 HRERERRICBWTHLS - MBNRESREBARBICRZ2DOICEL
R, BREE SOmg/ke HESBETCHE - 10 B%, B 16 A%, HA
13 B, 20mg/ke G HTHIE :5 B, BiE: 13 B8, A3 RETH-
7. (BHR 96, 97)

F18 TUVCBTLIERBEROAFI VI Z v /BIFABEBRRBLI0ICETIREELEBR
CRERMHFRRAEOERS)

00 |1EBEE pEFE | BREAK | RHBAREIC RS OREST SHH
Bk (mglkg/B) ' (H) mHEEFHE LA | BREGEEE AR
110. 30 RO RE 1 61 K >71 BFRY
55 30 REExE 5- 3 A 16 H
55 20 RE®E 5 5 B 13 H

(7) BLARBITEER GBREF)
RNAEA BWAYE 28 2HW, %YV =y 7E% 100 pgkg (K
H/BOHAET28 BMEMRREERE LT, AFBITRERBERE I,
ZFORR., WThoRBIEBWTHA XY I = 7BIIXEERMAERE
(<0.01 mg'kg) Thot, (BE 24)

(8) BMBITHER (B
BEHAW, ¥V =v7E% 0.05 (10¥) EUC0.1% (63) &ML=
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ﬁﬂTSOEﬁLﬁ%ﬁﬁﬁbf IR ITRBRER XL,
%%¢@ﬁ%g@%MﬁﬁﬁMmeLrﬁmutnﬁ%§5%®%w$
OEEEIZ., MEMBECRTHh4IEI L, BEERE 6 BRICIXEER
B (0.1pglg) RETHABFHEOHIREIZARY, T HRICRFELRDL
Nigdot, (BFEI8) -

9., —HREHEMRER
TOA OV X EATy FPERS y b2 AW REEEBRRER L,
ERIEE 19IZREINTVWE, (B 25)

R 19 —REBHR

ik | BEE | memE | #RE |
RErDOFEE | B (mglke A5 FEROEE
g | (E5EER) | mgkeFE | (nghkefEE) _
1313 mglkg (FELLE
78.1 mgfke AEELE ;38
71, K4 RO EH.
Wi, EESRE, Rt
0. 49, 195, DIET, [T, B
ICR | Ml | 78.1, 313, | #:78.1 HE: 313 | mmom
ez 3 1,250, 5,000 | HE : 19.5 e 781 | HE313 melke (AELLLE #E
— BB R 1,250 mg/ke (REELE ;B
frwin 1) = RHTBIRS - fi729%
RIS - PRED ISR
BEHE 1,250 mg/ke {AELL
o ARy A
i B A 0. 78.1. 313,
i HER | & 3 | 1,250, 5,000 1,250 5,000 R D IER
&% 7Y ()
NSy 0. 4.9, 19.5.
S | OICR 78.1. 313,
s | v H 10 1250, 000 | 781 313 MEARAER
fiER . (BERER)
B A= 0. 313.
Fibd i &M | # 3 ] 1,250, 5000} 5,000 — BHIC LA
v =)
A A 0, 313,
iR REe®E | # 3 | 1,250, 5,000 | 5,000 — Bk AL
o7 GEo)
Bqaﬂ R - A4 0. 313, . . . B AR (1
- e - | B&&E | # 3 | 1,250, 5000 | 1,250 5,000 y )
oy | DB | % () 7R
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L Hartley 10-7~103
pys | EOV | HE 4 g/mL 104 g/mL 103 g/mL | NA OIBRIGHEH
bR . .
v h (7 vitro)
%"ﬂf ICR | 10 0'}8'41.?‘3;2;5‘ 78.1 313 | heokiiieoms)
g ﬁ&(%ﬁh ~ % 1,250, 5,000 | '° ATISHE
oo (EirEPs)
h 10 g/l : EOBEIE
= Hartley : 10-7~103 105 104 gEhooTiaE
% WAHEE T | B 4 g/mL : 108 giml : FR0HE. RO}
By R (in vitro) g/mL g/mL ACh His BRUEA D U A
, A A ATHED IR
WRRARH Fischer| 10, 10;;11‘1"3 106 105 | 105 gml: BHEROWHE
B | 7ok (im vitro) g/mL g/ml, | TG BUEOHR
o e B 0, 313,
k4 ﬁ[gﬂ;ﬁ? =Riek: 3§ 4 |1:250.5.000 | 5,000 - P L AR
A (&)

10. RESHHRE
f%yy:y&@wﬁyb&ﬁv?z%%mt%ﬁﬁu\%@ﬁ&\%ﬁ
ET. SMBEEAROCEERARBRAERE IR,

ERBOFBRITR 20 I F7shTW3,

(&1 26~30. 99)

=20 SUSUFEBEREEE (FH)

Ba ghini LDso (mglkg {A5E) . )
w BB - TR ” i BEXhER
MEHE - B FEIEEEN, B, BHITRHA.
BFH, ME. SLE., AIE*, MEMTHE*,
Ea* SD 7> b 630 570 BB R URES OB E*. HEEA
#FE1 & 5 pC i &k By 88 *
(FRBICRBITAECHITIAWICL S
EMIETHo¥, )
@ SD 5 o k %ﬁ:ﬁ%@@ﬁm\mﬁ\ﬁkﬁ\
(245 2) T >5,000 | >5,000 | MRBE#Y ., EEBEMMHE, FikEC
| BEoXE - BIE>
@ n Wistar %7 » b 24000 | 4.000 HdE - BB, g oWBE. RRTE.
MEHEE- 6 [T ’ ' {EER D
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M B ESEBEMN. HEM, STk
%0 ICRwU A 5 200 1450 . BE, BME*, PiRAERE*. REM
MERES 5 L ' ’ 2, BREOHLEEEL, figkox
H*, MESoREEE
dd <= A :
. 2 = 7
&0 Wi A 6 I >4,000 | >4,000 | REHE . BECR IR, FEES
—— Wistar 27 v b 1193 414 MEHE - B COBCEM., BRER. BRE
N HERES 6 ’ ’ IR SR, SURIC & B TR
E#w dd %= ¥ A 0000 | 2 aope | HEHE : EBRIEBITLAE, G115, RECTIR,
. i 6 DL ’ U | BRI RS RE . BIROEX
Wistar 27 v b
. e =
BT WEHE A 6 I >4,000 | >4,000 | MEHE @ TEALITHRER
dd Z~v7 A
HE o BEERIE. &
A i 6 I >4,000 | >4,000 | M - AR, FERD
SDZwh
2 w7
354 A 5 I >2,000 | >2,000 | ERAEL
LCso (mg/L) MEHE : BRER, BUWEBR X5 REEHE
) - B, BREBOEM, AW, TEWRE
-| Fischer 5 » I . :
N A 10 I vo.45 | >1.70 EFHENY. ORCREME - fi&kom
) ) B E*, sikoBofkealk -8B,
RO KA ‘

X) B LICBOTREERE L THBMSTREICED b, BB X HEEH» b 0ROIFEEDFER & 5%
Biviz, TOih, R 2 TIiEBEAIERE IS LSERE T, TOHEE 5,000 mgkg AETHIETIE
b bhviaot, HER2 TROLNEECEIL 1R RE, Wih BrhE BB L8
Bz, (1,000 meke FED 1 [COFETHOFRIABAI-N, BERE L oBEIEL LW EELE, )

*) BRI X BIER,

Fy PRURUATRAF Y Vo /BOSHEREICLD,

HRITE &

ELERITBRUCBRESHOBENARED bk, vHXREUA X TREE
OERFHRE T, EENIROD LN, BRITEEZERE XA I =2XAL
LTHTaT I ERRA, I F—RNI v #RR0BEREZ6NT, &8
DEBERNL, FXFVVow 7BBREICLY Sy MNENHEERO F—S3 v
BERTEZL BRI, v F7 NS —h% B in vitroSRBRHR T F—3
ICOBERYALOMEERBRDOLNEZE FEI) . A%V )=y
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JBBESIZILST7 y PORRTENL, V7253 VE/REAR, F—n3iy
HRE, 17 a7 I 0BBRAMABICLY, HikELRERIDZ SN M
LhTwad (ER33), Zhbni ehb, F—I U BRVIAHBEERZ
OERIZEVBROIT 2T I U HRAZEBELL., BRESENCERT
MEBREIE, BERATHO—2 L LTERTERREIA L EARERRE S L
e, MR AL =X LIFTRATHD,

B, ARV =v 7B PORBEBEERRESL L CRE, ga—a v
NREFE LI ITEUETAHNGNTEE, t FOBERE LTFRIE - R ED
%mﬂhf‘f%ﬁ@@{’ﬁmﬂw&nﬂ\éﬁ BERITEIORBOREFIIR Y, v b

KA E (30 mg/keg (A&E/R) X, FERRBROEFEHEOKR/NMETH S 2.18
mg/kg WEH/B(7 v PEAW: 2 HREERBOEFEE) O 1415, RUE
OEPLHEEIND ADI (0.021 mglkg KE/B) O 1,400 ETh Y, %
VI =y VEBOREICLVE F THRITESHER T AFERRENEEZELL
i,

BEEREB THLA VE NAFVE, BoFrE 73 FERUBAT
VoRO<= o R ERWEEREDBERBENERE SN,

ERBOBRIEIF 21ICTENRTWS, (B8 34~38)

£21 AUEEEBEREE (REEEY)

’7&’—5‘ . BhimTE LDsolmglkg {f &)

. Py . - NI

g & — . BEINTZER
i i3 :
ICR~7 A
K h . > iR
Bo | A4 V1 P >5,000 | >5,000 |MERE @ B SSERRD
2 R

o NATF ICR =7 = 5,000 >5,000 | ERAL

JUR HEHEA 5 T

' o= ICR = 7 &
m] T
4 At i 5 I >5,000 >5,000 | FERA L

TIF ICR v~ A
#n 5,000 5,000 FERA: L
i HHEA S | g B

JR A F ICR<w 2R < = g e
A | masm | 72000 | >2000 | MEREHEST. R

B ERICHTARBERUVEREREESRR

NZW &+ (k) ’é’fﬂ?b\f‘_ﬂﬁl’{UE%ﬁUﬁ&ﬁ%b;‘éjﬁéi’bﬁ_o B
BT 2REirsmd bhnidofz, (B 39

Hartley E/AE v b () % BV REBREERE (Maximization #)
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Eshic, EEREEIEBETCH =, (B840

12, BAKSEER
(1) W BFEIRESERR (Sv M)
Wistar 7 v b (—#MEHEE 10 IT) 2 AV 3§ 0 (0. 125, 250. 500,
1,000 mg/kg KE/A) H#E5ICL 5 30 A MERMEERBRAER S L,
MEAEZRRECIT. £8R5HOBT AST/ALT LLoEES L BRTE,
RE., ML HIZ 500 mgkg AE/AREGHETORET AST OEES AL
NN, BEKRFHEERAZRL, 1,000 mgkg EE/BREETIIEEEEXAON
Rhoto, £, MTIER., 2REETI/Io—AOEE. YUV LOEREDLD
Wi {EEERA. 500 mg/kg RE/B L EREBETREY V37 ORERIKER
CAIG OB EEmB A B,
BIREZ T, é&%ﬁ@%&@%om@gwimut&%ﬁ@mfa
BEOHH RO,/ HHVVIHEROSENRBO O, TOM, TEEBICE

BEREBIHAEINES, WThLEERES S WIZEMNFCERTAE
btThadeELLNE,
ToZENS, BEEEIMEIC 125 mgke FE/BRFETCHDH LEZ
bLiviz, (& 100)

(2) S0 HRIEZHEZMERE (Tv M)
Wistar 7 v b (—BHEHES 12 L) AV RE (R4 0. 100, 300,
1,000 % 7F 3,000 ppm : FHHREEREFR 222 R) B5IcX % 90 AR
SHEERBNERE S,

£22 HHERRBERR (Sv ) OFHREAENRE

®EEE 100 ppm 300 ppm 1,000 ppm | 3,000 ppm
EHREERE | # 5.68 17.2 62.2 204
(mg/kg &E/H) | 6.48 19.9 77.4 264

FREHTROONEBEFTRIIR 2KFRENLTWS

REBEIZBWT, 3,000 ppm BEFHOHIZIR pH R T, K& 237 B,
REEM, RABEECREERTAZDONEE, BEEZRETILO LI
Eibhiehot, : _

Mg A {LEBRTIZB VT 8,000 ppm TESFHOER R 300 ppm L EOEE
Eicolthm BUN O¥MARD bz, BEBMARENBREIIBWTIEESEY

s AE{biROohy. BEERLOEIEIHEI-T, .

rf?&%ﬂﬁ%éﬁ&ﬁ BT, 1,000 ppm L EOFEEEM O IR E S A FRAIR
ARSI T TREEEEFTAZELTWWER,. 2heo 08 TEE, 75,

BB UHRICEE IR R T,
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ARBRIZHB VT, 1,000 ppm L EE SO I AREEMIME . TP i,
Glob B %23, 300 ppm HEEOMEIZ Glu P ER AN b, &
_ igiﬁf&mmmmﬂzm¢@¢§m)ﬂ@tmowmumsm@gw
BH/R) ThrEELLNE, (BEA41)

£23 0 BMBERMEERE (Sv i) TROLKWEEMHHRR

BE5B T ' 573
3,000 ppm |- RpHIET. R 508D, RE |- 6., SEBE
M - B ERED . REORET
- UM, BUN #n < REEEET
- ALT H8/0, AST /0, A/G .
Cre WA
- BREB R UL EREUEM
- BRIRJE R
1,000 ppm |- ﬂ@}%ﬂmﬁﬁu - B D]
PLE - HEEEL, REYRET - WBC ¥4, Seg Hid
< TP &EA4, Glob B4, A/GHEM |- TP B4, Alb A, Glob A
- BRFEFEFE (FIREERR)
300 ppm 300 ppm LA T HEMERTR AL « Glu %4>, BUN 8/
gk : ' ’
100 ppm .  EERTRZ L

(3) W HHMEARSHERR (TOHR)
ICR ~ 7 & (1 BfdfiiER 12 I8) 2 AW/ iBE (#&{&: 0, 100, 300, 1,000
F O 3,000 ppm : ?@*ﬁﬁiﬁﬁlﬁﬁﬁ 24 R) WEICLD 90 AHEAKSE
MERBR S ERE S,

£24 90 AMIBAMERIER (THR) OFYREKERS

bR ' 100 ppm 300 ppm 1,000 ppm 3,000 ppm
EHREERE | H 11.2 34.7 145 507
(mg/kg FE/A) | HE 13.8 471 184 493

EREFETRDONEFHFTRIEE 2 KREA TN,

ffas E& I8 T 1,000 ppm uh&ﬁﬁmﬂt&ﬁ&ﬂfﬁmﬁ%ﬁ%m L7 2,
BETAHREBEMHBRFENELEARDODON Lok I N oREICLP2ERE L
BEZ N2,

AFRERIZIBW T, 1,000 ppm PAEFR SHMEHEIZ W TEREBMMG], BeEE

WEEREROZ L FULERE VY WLTRULN
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M, REZRET & OHE/RE N

BRHONEZ LD, EEEEITM

HEL t 300 ppm (B : 34.7 me/kg fKE/R . #f - 47.17 mg/ke EFE/H) ThHDH &

Zxbhiz, (BR42)
#£25 WAMESHSHSTE (vIR) TEHLLE-FEHRE
58 HE : v
3,000 ppm -« FET ) 5 P& - FEH 3L
- EHEERT (B 18 - EHAEET GB1#E)
- TP #4. BUN 8, GluEd - FFRISER (ETploR)
- B TEEHREEEM
- FFRRERE GEflo &), B E
I I 1
1,000 ppm |- FELCH] 1T - ERE AP
Pk iR, BB, Hifn. SME, HEIR, & |- EEREN E28). £EHE
5 ERECHEBRBETR) {E
- {REE -+ Glu ¥4
AR (GE 2 L), RfEZhEE |- BB/ BN
®F - HHEEEEM
- AST #n
- Hil MR N
. BIE RO R E R
- BB ’ _
300 ppm mEFTR2 L BUHEHRZL
EF '

(4) 90 HEBESESERER (1 X)

V=R (—EMES 5 R FHWEIZEARDO (BE 0. 8. 40

B 200 meg/kg EE/A) BEICX5 90 AFEARSEERBREERE SN,
BREHETRDODONZEBHEFTRAITIE 26 ITRENL TS,

MR A{LFERREICBV T, Glob O 40 mg/kg KE/A LI OB SFED

HER OF 200 mg/kg FE/HRSEHOMEII BT, AERUESHIR & otEEE

2R LTRH o,

L2 LD EIZR W T Glob OEAEEL EEZ2 00

BRETRol, ThbOELORE L LTHEERMIEIC L3 ERREE
B 20ERLDN, ZOBAIEE A LFEERICH 5V it Alb 0FH L DK
WP T BT THY . ARBRTHRDbIE Glob DA OEMFHERIT
FHTHoT, AST. ALT, Cre OFEIZHOWTIIREABFHBRAEIZB T
FREEZTRTAMASEDORT, EBEBICLAZRMEEEZ b,

BRAREIZ 3\ T, 200 me/ke RE/H RSB OSF TR S M AR A
BANRD b, BTIREFR K% VEMLPIC, BT 2 e 1M
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LI,

2 PLZR 9 ABRHCIEA Lz, #E0 | L TRFESHIEKETRICLB DR

7oA, BIBEIC - OFRTIZRIBANCIZBE TE doi, T 0 1 LoOWEHEL
FHIBRE T, ERCERMRREIFRD LI,

ARBITBWT, 40 mg/kg KEH/A L EREFE OMERE CAEEMIM L, HE
T Glob B BA LN Z Lnh, BEMEIIMEL b 8me/ke AB/ATHS

EEZ b,

(B8 43) .

=2 WBMEAMSERE (F1X) TROLAESEERE

i edica i i
200 - ignk, ERAS. MR, B, B |- 0Eek. RAE. MR, BERGO. 5
mg/kg K/ s ¥ '
- RER S5 3EET - EERASGE1EED
- AEICHGS ' - A EEA
- RBC 4. MCV XU MCH & |- Glob ¥» . T.Chol ¥
_ . TG WD '
40 mglkg {KE/H |- EERMID T - I
LLE - Glob &
8 mg/kg KB/ | BHEFREZL BHRTR 2L

(5) 6.7 AMEZEFESR (Sv )

Wistar 7 » b (—##EHES 10 L) 2 AVW-BE (R4 0, 1,000, 3,000,
10,000 K TF 30,000 ppm : EHHEEREITR 27T2R) EICLH6 0 H
M SMEEEREBRNER S,

£27 6HAMEAESERR (Sy M) OTHREFERRE

w5 1,000 ppm | 3,000 ppm | 10,000 ppm | 30,000 ppm
TEHRREERE | 26 78 277 813
(mg/kg (KE/H) | M 19 67 245 696

— R BRI ZE T, 3,000 ppm M B EBTIE R, F— UK
B o> B ERRE R RTHRBEEROM, TEORERARD bhi,
PREZE L R OB & T, BRBRAE IS B D 3 5 2581 % 7R L, 3,000 ppm
DLER BB OMECHEREROH 2 EERED 3V TMmE, SEED
EEADTRLESR 1 ER-CEZ R bhi, JhbOE i EERR
Honfbon, B53 4+ A BUBICIIRBEOEHNRED b,
EARETIE, 3,000 ppm L EBREFECEAEDEELSA LN, BEEERN
BETH T,

RRETHREFIRDbhEdoTk,

33



M FERIRZE T, 1,000 ppm DL B3 5820 T A MERBOEEI A2 5 fv,
BIERE 4y R CIRF P EROBOERMARD bk,

M AL FRRE Tk, 1,000 % O 10,000 ppm #5-FEOHE K O 3,000 ppm
UEBEFHOMTH Y 7 LADE{E, 10,000 ppm L EREFHOB T N v
LDBEREEIRD b, _

IO Ehn, EEERIIHET 1,000 ppm (26 mg/kg FE/B) R,
T 1,000 ppm (19 mg/kg KHE/B) THB ELEZ bR, (R 101)

13. BHEHABRRURSAERR
(1) 1 =E=HEESERR (1 X) ,

=R (—HMHES 5 ) 2AWESTEAED (R 0, 8, 40
B Uf 200 mgikg hE/A) BE5IC LD 1 ERMBHESERBRIER S,

EREHTCREOONIEEERTRIIR 28I 7L TH3,

REREICRBVWT 200 mg/kg BRE/ARGHOE 1 LR UM 2 L, 40 mg/kg
HRE/BREBEOMES I LOAEICAAASRD LN, 2h b DB 5
B, 200 mg/kg KE/B BRSO 1 ILE RO 4 ILORER, RSB P
Wi L, 200 mglkg (RE/A R EBEOH 1 oA B AT, TR
bElZsh, FEMEBRENICIT AR LR OB REEER ORI EREL
Thol,

ARBRICBNT, 40 mgkg (RE/A L EREFHOMBICAR OGRS, M
AREEMIHA LR EZ ¢, BREEIMERE S D 8 mg/kg KFE/A
ThHhiHEZBZBNE, (B 44)

#28 | FRBEEMRSR ((X) TEHONLBEMRR

5 3 i:3 i3
200 - RE R R CHEE N - EEED
mg/kg FE/R | AEAER (1) - AEAGSR QD)
« RICE oM
- RBC ¥i/4», MCH ##fn, MCHC
HEhn
- Alb B4, TG W
40 mg/kg (RE/A |- AERAGESE (1K) - fCE 1 I
Lk - AFEEBER (1)
8 mg/kg (KE/A [BHEFRLL EEFRFRLZL

(2) 2 EFHEBESE/BRAALHAEER (Sy )
Wistar 7 v b [—FIEHER 90 T . R —HMHES 50 L, HEF I

2 S EROBROEER. LN 2 HORDEYET ORI (0B R Iiz>nT HEE) .
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B 40 I (5 26, 52 RO 78 A% —FEREES 10 BaEFR L] 2/
WiziREE (JfF : 0, 30, 100. 300 R T} 1,000 ppm : F¥REBRENLER
202 1) REIC LD 2 FFABRMEEE " BEALEFERBRPERSI L,

x 20 2ERMEBEESE/ESAEHFAER (S b)) OFHREERE

58 30 ppm 100 ppm 300 ppm 1,000 ppm
R ERE | 1.06 3.60 10.9 37.6
(mg/ke EE/H) | i 1.28  4.38 13.2 49.1

FHREETREDLDLAAEFEHFTRIIR I ITRENTINE,

MEFEMBE, MEECZFHRERVRERBEICBNT, #EHEOWL o0
OBREHERRBWVWT, IBRELOBMIEIENLONES, WThoZd s
BESEHIVIIHEE: OBESERRVI 2L, BiEREICL ABEETIX
nEEZ LR, ' -

BRECBVWTLRERSCERN T EEPhIEERRBD Lo
7o

AR EEICBVT, 1,000 ppm FHEHMIZBWT, WOoEdECHERED
WMARD LN, Zicshy Li-RRENELF /- iR E R O R\
HHNE»o7=D T, BAREICERTALO LB L2 o,
FBREF, 1,000 ppm SO (FF) THEICES - EEORAEEER
FELEL. IO ORFIIFBHBEEZOREOR R, BEMMRETSH-
ro ZOEBOREBAE (1160, 22%) i, REEHEEROEFRZRFEDOT v b
OERT —F (9/304, 3%) XVHLLIEL ., REREOBEETHD L E
z%ﬂt(inﬁw %Eﬁ TRWTH, 78 BRIZEMAER L OB EH
EREMLU, .

300 ppm LA R GBEORE (FF) TIXRISERRE OEERE OFAEEN
AL, SHEFHOFREERICL D EEBZ b,

FRBRIZHBVT, 300 ppm LA LR SHOBICREARE. BEEEMERN,
1,000 ppm Bl F# 5B MBI, EERMIME . BESENERTD L
e, EREEERHET 100 ppm (3.60 mg/ke {KE/H). MET 300 ppm
(13.2 mg/kg (KE/A) THHEZF 2 bz, 1,000 ppm ¥5 OB TH R
FRIBEEIM LT, | (BB 45)

R 2FFABESE EVARHEER (Sy M) TRHLAEEEHRRE
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BE HE i
1,000 ppm |- HERIMEH] - ks
- BEHEERT - EEEM, BEYRET
« T.Chol ¥/ - TP, Glu. Glob & Ut T.Chol ¥
- TR - R, BEERE 2
cFRUEREERN - BRELEE R UK EEEM, BIE
« 1% JL R A e fE EEEM
- 35 B IO R Y e (TR, 78 RS- | - A
HTROL, FEHIE EHEERERDD)
300 ppm |- FREIRHE 300 ppm L FEMEF AR L
B E - AT D
- BISCIRREA . BREBARD
100 ppm | BB R L
BT

£33 2HEMEESE/RFSAEHREEERE (Sy ) CROKWERERMREREY

31 HE

# 5% (ppm) 0 30 100 300 1,000

ERE mE@ME | 15 10 15 21 10
ErEH | o0 | o | o | o | 1
_____ REBWY | 35 | 40 35 Z I
R & Y o | 4 [ B[ 2 1oM
_____ REBWY | 50 | 50 | 80 | 80 | 50
2BV s | 4 | 3 | 2 11n

Fisher E#fERE, 1 p<0.01

(3) 13 W BHEENAERE (TIR)
ICR = U A [—BEMERES 70 I : ER— MRS 50 T, HEN —FMREL

20 0 (5 52 MBIC— MBS 102 2L B O 10 LELS LE,)]
FRWERE (JAfk : 0, 50, 150 R1F 500 ppm : FHHRFEEREILE 32
BHR) RECLD 18 W AMBSAERBRNER S L,

F32 18 HARMENAERE (TORXR) OFHREERE

BEH 50 ppm 150 ppm 500 ppm
THREERE HE 4.86' 15.2 59.7
(mp/kg RE/H) i 5.33 15.7 57.9

EREGEHTROONAEEMFTRIIR 3 ITREL T3,
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500 ppm 5 HOBEICB W TEBRE BiE. BbA. ik, HiiL, #5)
DEAREENEZE 38 BRI THEEICIE N>, REREIR<YRARBITS
90 HEEAMEEERRN2 QloEAERBEICB W TRAEHEE OBMARE
o TREY, BiEREOREELE 2 -, M 150 ppm LI OB
THHBRECHEORRBEHENEMN LN, REYSKRE 38 BLUBE
WHBRLEZ &, BERBIITI-BUNThotZ &, RBEEFR COFET—¥
NTHEIZL S, TOEBRELBELRINNF—VERLE, ETOIE
I BEOEERE > LI L2 BENREMEE L, BECEEL
EEREREZ b RS, )

JEBHRELBNT, REFRSICHEL TRERESNENLEEES T2
Mmoo i, ‘

ARBITBWT, 500 ppm HEFH O CHERE., TR, REHN
PHIE A, 150 ppm UL BB ESFOM CHEEEMNDEH . SEDRETHRDL
W= T EFEEIT#ET 150 ppm (15.2 mg/kg FE/R). i < 50 ppm (5.33
mg/kg RE/R) THHRLEZLNE, BERAMII DRk, (2R
46) ‘ :

£33 1BHARHRIPAMERR (TIX) CROLWEERR

£l o i ivi3
500 ppm | - REFHE (BB, WA, fifk., | - HEEAEEN
i, Ali)
- FET M
- REEINME, HEEEN, &
EHZhRIE T
_ - K&K
150 ppm - 150 ppm A FHEMERMRZL - {FEIEIIA
EAE - BEHEET
50 ppm FEHFTAARL

14. EEREZERER
(1) 2HEAREESR (Sv M)

SD T v b (—EEMES 24 8) % HAVi=iEEE (B 0. 50, 150 XU 500
ppm : FHBREBREIIR 34 2R) FEHEC LS 2 HREEERP ER S h
Y o '

£34 2HREBERE (S k) SBT3 THREKERE (ng/ke 5E/8)

BB 50 ppm 150 ppm 500 ppm
# 3.41 10.3 43.7
P fitf%
i3 3.91 12.1 41.8
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4.11 12.4 41.2
Fr i€ ii

4.49 13.8 46.9

BROMRCRIMIBT 2 EREHTRDONEEHFTRZ, ThLEhE
BRI TND, ,

BE) ik, £FF, -BRE. FEENRE, BREECREREOE
BIIRO DN oTl, i, REBE, @EE, HER, MEHRRMICEEIR
<. BERBREREC I ABBIRD LR, |

REMW T, SR L bERM. —RE, £FREOHIBETRICIIEGE
BEDEEIIZD OB, 500 ppm BEH F REMCBWTHEED
BN 5 Bk, | |

ARRIZBW T, R EED P #A T 150 ppm M EHRE#, FilkRT
X 50 ppm LA ERERE, Mo P RUF, {4 TIL 500 ppm S5#H T, REWY
O Fy R OMERE T 500 ppm B EHE THREHMMDRELR DO O, B8
O Fe R TRFEEZLIEENRD LN T, EEHETRDY
HEo P #4850 ppm (3.41 mg/kg KE/H), Fi#{LT50 ppm K7, HT
150 ppm (P # : 12.1 mg/kg KB/, F1 ¥ : 13.8 meg/ke FE/R),. BB O
EEHEIT TS < 150 ppm (i - 10.3 mg/kg E/H . # : 12.1 mglkg &
HE/H). FatifSC 500 ppm (H : 41.2 mg/kg (KE/H | M : 46.9 mg/kg (KE/
H) ThaLtEZLNTZ, FHEEICHTIFEBIRDONEh-7, (BB
47) '

#35 2HARERR (Sv b)) TEHOKhERA

H:P.K 7 BH.F1. R:Fe
BLE
i : i i3 B
500 ppm - FE B M - R E BN

#l | 150 ppm |- FEEHEMINH] 150 ppm ELF 150 ppm BT
4] ELE - EEEEREA BEMRARL HHEFR2L
¥ [soppm |50 pom tem1i< | R

g =HERRA2 L - B =R
- 500 ppm |- FEMEMNIE - |- REBEINIRH 500 ppm UL TEEFR R L
JL
B 150 ppm | HFEEFRAR L
nl oyr

(2) 2HREWRR (5v ) : BORR
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SD T v b (—E¥MERES 24 IT) 2RV REE (B :0. 15 XU 30 ppm :
EHREERELS 36 28) BE5Icls 2 HREERBRREREINE, &
TEW Lo BRERE [14. (D] (0. 50, 150 E U 500 ppm AAE TER) 128
WT RIERE® 50 ppm & 5888 F 12 S EREE MG R OB ER D IF
Dohiid, EEHENEOIRhol, #0OED, ARBRTIIESHERE
FELHEHIC. AEFH U CREBREEZRE L,

£36 2HKRBHAR (Sv b)) BT LFHREERE mg/ke FEH/H)

5B 15 ppm 30 ppm
1.07 2.18
P ittft H
iid 1.19 2.44
1.25 - 2.52
Ty 4% # b
g 1.41 2.82

HEHICEBWT, WThoERIZBWTHEFR, —KiIkE, AF, B8
B HREE FHEZAOREIIRERSOZE I b ol, KRR, FIRE,
IR REF T2, ERECE L TRERSEOEZIIE DR T,

L%@W::awt WTENhOHRIZBWTHERK, ik, £FF, —R/R

BlIZEEIIROON L hof, KETK 15ppm B 58 (F,: #H) o078
JM&U 30 ppm REHE (F,: ) O 21 AUBFICFEREKERRD L

3, AERBEENRRVWI &, F iR Li%ﬁfﬁéhfmwt_a\ EREOR
5%[14. (N1TrE 50 U150 ppm B EFH CHEBREER b I &b,
BERE L HEEORWRENREB LB L b,

ARBIZBWT, 30 ppm BHEHOHEDE OCREHBICBWTRERE O
BERROLN 2o T, BEEEIIRHY R OCREY ORISR LT
30 ppm (P#:2.18mg/kg (K E/H P itf:2.44 mg/kg i HE/ A F11:2.52 mg/kg
RE/A, Fiif : 2.82 mg/kg FH/B) ThBHLEZ M, BHEBIIATS
BEEBIRDONENoT, (B 48)

(3) RESHEER (Sy M) D

SD 5 b (—FiE 24 ) O 6~15 BIZHHEIRED (RE 0, 3. 30
FE Ot 150 mgikg (K&E/H . B# . 1%CMC-Na) 5 L TREEUABRIER
iz,

BEH i, 150 mg/kg AE/BREFICB VT ERITE), MEOEIR, M™
BERIESORERR N B F), 5 ANELE Lz, RAECEWTIEIAE
BEmims, HEHRPIEBEHEORLBRD 5, 30 mgkg FAERE/BAHRS
OB O THEEEMMENRD b, SRR, BEKR, FKE. £7F
feIR%., TRE - RE, BRIEFEE., BEROMKICRAEREOEEIRD LN
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o, .
BIETR, EHICTFERVCEAEASERINEYS, ZOREEFEERUVHFER
UEERREZ L OBEOHEIC, BHLOEIFED LN LT, |
REBRITEB W T B84 TiL 30 mg/kg KB/ B & 53 CHRERNIME . A
BT 150 mg/kg KE/BREHTRERSEOEZEIIROOLNEP 1D T,
EZERIIIEY T 3me/keg KE/H. BIRT 150 mg/kg KE/IBETH B &
R, EFBEEIRDA NPT, (B 49)

(4) REEHER (Svy R @

Wistar 7 » b (17~19 IS/8%) OF4E T A~HER 21 BZHMEE QD (0.
125, 250, 500, 1,000mg/kg {E£H/A) #E5 L TRABSERBRBER SN,
BRI OMER IR 20 AWCHEDE L, B0 0BT HER 21 AICER
LTREBMCRIETZE L REMETRCRETEZRZH A,

BEY TiE, 1,000me &5 TR ERGBERZ ICEERNIS & EHEET
BREH LN, ERHBSERICER L, o1e%iE. 500mg DL ERER T
PEB/TIHI BTy FOBEENLAEL, WEEREFEIET LR,

ARG, BURREESCEECRERSOEEIIBD bhid o7,

SR T, 1,000mg 5 HICBWTER 1 BB E COREREE R IEE
DROONEBRTERBIIHRELRAE Thol, AECERLETIRIE
TEEROREEEICRERSOREIRBO ORI 0T,

ARER O ES M SIS EY T 250me/ke KE/B , REW T 500mg/kg (A E
IR CHDEEZLNT, BEREREDONEI o7, (BB 102)

(5) RESHERR (VY X)

AEBEE VX (—BEM 16 L) OiFlR 6~18 BIZHHEZED (JRE: 0,
250, 500, 1,000 RO} 2,000 mg/kg FE/H, BHE  1%CMC) &5 L TERE
=HERBRAERINE, '

BEH TRHWThoBREFIIBWTS, —RRE, FE, HHE, iRk
VESRERCRERSOEERE OO oT, Fio, BEK, FHRE.
TR B EERFR. BRERCRERSOEEBEIRD Lo,

BRI, BIEGE., £FREK. BREOEKE, FEEETIREORE
HEICRERSOZBEIROD LRI T,

ARBRIZBOT, WTNOREEHICBWTLRERSOEERRBH LR
Mol DT BEEUKREICHTHEFEET 2,000 mgkg $E/H TH D
EEZ DN, BEREEEIRD b NENoT, (B 50) ‘

15. BEEEHER
VU =v 7 BOMEEF VW DNA EERBRE HIBEKRETERE.
F ¥ A Z— AL RAZ—FRREEME VIO 2BV EGFERERERR,
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F o =—ANAAF—fiHEEEZEBIE CHL # ARG EKEERR, 7 v

FEFRIRE R A WA ER] DNA SRR, < U X EHMIEZ A i iR,

RO~ A EHMaE AR eadfTlmaRn iz k Shi, RBRERIX

#ITILRENTVS, |

A Z vz DNA EERBREUEREARATERR, FyA=—X LA

& — i RS CHL 2 AW kB ERBICBWTEBEER Lz, £
AAB =L L LT, A%V =y 7BORERETH S DNA gyrase fH
ERERLTWS EEZ BN, DNA EERBRICOVWTHE., BEE232iT%E
DNA gyrase-DNA S FIC AT 2 EEROENTF LK L EEXRBEOET D
EL o THN, EREERBICOWVWTE, DNAGRHBREICL - THESh

% SOSBEREN L THENICERALTRZFR LZEBEAONE, Lizdo

T, A%V Y=y 7BROZONHEDH DNA CEHER L T DNA B{E%
AREBREZFRLTHAAREEIMBEVWEEZONE, —F, AXF Y V= /B
IIELEMY (i) M E 9 5 DNA topoisomerase % L TiXfLERFRM
Blpnds, O THEWED, MEICA B3 DNA gyrase [LEIREIO#EIC

Y mEBDHRCK L TEREREZ R TREEREBED TEWEEZ b,
Ay ) =y 7 BRIIEILEVMYMIRIC R LT in vitro TRATELFHRE T in
vitro X O in vivo iz 3V C DNABEME LR & Aed o 7, in vitro TiE 2.5 mM
DEBECHVWRAKEETSZEELERLEN, BoBHEETcREBR ML iIn
vivo D/NERB THEEThoT=Z b, AR THAEL 2D LD TiERZW

EEZbNE. (BR51~58)

%37 EEEEABRER (R

A PO MEBBE - B EE TER
In DNA &2 308% Bacillus subtilis 0.05~5 pg/7 4 A7 821
vitro (M45, H17 %) (+/—89) (+/—89)
EIREARERARR | Salmonella typhimurium | 0.05~5 pg/7 L — b
(TA98,TA100,TA102,TAL5 | (+/—89) ~ 3
35,TA1537 #) TA102
Escherichia coli (+/—89)
(WP2uvrA #)
BETFEABTER | FrA=o— XA BRAF i | 1X103~3X 105 M
5 kg EME (VT79) (+/—8S9) =4y
PEa kR ERR Fr A =X~ DbRFZ—fi| 0.63~2.5 mM (—89) | mp
BRE MR (CHL) 1.25~5 mM (+859) (—89)
REH DNA &8k |SD 7 v bEFHAR 3~300 pg/mL o
(UDS) #E&&
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FEH DNA &% |SD 5 > MFfla 100, 300 pg/mL i
(UDS) #Ek B
in vivo | INZRER ddY v 7 A (FHiME) B0, 375,750, 1,500
‘ meg/kg (KE ‘ =43
(BE RSN S)
kR A E R [ ICR~ 7 R (BEEE) HERE : 0. 375, 750,
B 1,500 mglkg K& Rt
(MBI A#E)

H) H—S89: RNHERLREETRUHEET

FRRTESA K, NAFNE, BT aEkE 7 FERURATF V&
I2OWT, MEZAWEEREARAZTERRBER I, RBERIIR 38
WARENTWNA XL 21, 2 TORMKBREESDIT TA102 ik L TEEFER
MERLE, BEEREDOERFEMO AV =X MZAFY =y 7B RAE
@ DNA gyrase [BEICER L ZFMEBORERALEEZLA N3O THY £,

ZOEMIIAFY V2w /BRI FEIro. (BB 59~63)

®38 GAGREEHREE (FREEEH

wHRME AL BE .
N x5 (gl L— 1) R
A VK EIRER | S typhimurium 20~1000 B
ERERE | (TA98, TA100, ' - TA1535, TA102,
TA102, TA1535, WP2 uvrd ¥k (+59)
NAF Ak | TA1537 #) 0.2~20 B4
E. coli (WP2 uvrA #k) TA102 #:(+/—S9)
B, o F A 5~200 f5 4
TA102 #R(+/—S9)
7 X KiE 100~3,000 [73k3
TA102 #k (+/—S9)
BAF vk 100~5,000 - BtE
TA102 #E(+39)

&) +-89 : RMEMELRFEETRUFFET

16. MEMENEEICHET ISHRAR
(1) EFOBARAEHEICHT 5 500R/DEREFHEIEEE (MIC)
EhOBRNEE 10 EEDCY L, RbLREEESE N DX Escherichia
coli T, MICsofEi% 0.38 (AARABRFE). 041 BT 043 (BFEL FRF 71
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7 - PSR R UHRRIERER) pg/ml Thotz, (B T75)

(2) BESBREICHT 2R/NMBHEHELRE (MIC)

Lk 18 FEALRTEHERREHRE S HREEDE OMAMENEZE
RE (ER1I8HFE 9 A~k 19 F 3 A ) B\ T MERSBEMRS X
THEAFYU = 7TEOH 5X106CFU/spot 1235175 MIC AFE<6N T
3, HRIZ, R3WKFEhTVWS, (B3] 103)

£33 FFVVovI/BOEHBEITT H NG

BAFREHIERE (ug/ml)
e - BRE Oxolinic Acid
MICso #66H

MG EE
E.coli 30 0.25 ;0.12-4
FEnterococcus species 30 64 8->128
HRME
Bacteroides species 30 128 32- >128
Fusobacterium species | 20 64 32-64
Bifidobacterium species 30 128 C64->128
FEubacterium 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

WEENEZEEDOS D, HbHIEWV MICo NEEINTWE DI Eeoli ® 0.25
pg/mL Th-7,

17. 2OHhOREB

(1) FFVVI v O BREOS Y FMBEEREBRBORRBFRIEER
FEVV oy JBEFEE Ty M 2EMIch Y RERELELE A &
EHETHS 1,000 ppm BEH O THAMMBEOREHEREML =,
FORVAERERERY (Ty 0OX) RURTHRD (BEOR) THY .,
FORBAMEIBESEELE, k. %Y U =y 7 BEHRIELEYD
I LU CIEEEER NI LD ARV Voo JBEEIC LS T v M
HMMAEOERI, FEEEOERRFI LA b0 EELI LR, TOK
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BEMBEEOREERFEHRIT 2D, UTOoRBRERINE,
FORER, XYY =y VBIEERPBRELES v b THEN L - REEE R
fEX, AEEZHFRE T @B IG LT, EEICEHEOAST Y I =v 78R
Bz REHEBRE L&, BR~DEZERB IR, BETHD F—s3
I EBMMEMEROEMLEMN LT LHRH M5 {EE LB R, TEEN
EHOO LH HHEZHMEE, 2o LH OBESREE~DORIEIZ L > T4E
ChEZREEBTHIAEEREWEEZE LN, (B 64)

1) Sy BT 2MAPEFRBREAILEY (LH) BEICREITFIEFV =Y
VBIREREEDEE

OFF VI v I/BEAOERSEERSICL 0 LHEE~DEZEDES
Wistar 7 v b (—EEH 8 IT) AW TEEE (B : 0. 100, 1,000k T
3,000 ppm : EHHREBMREILE 40 2R) BEICLY 2 FHOFHERR
MERE S h,

A 2HFMEARSHEER (Sv M) ITBTFHREBERE (g/ke (AE/R)
HE# (ppm) 100 1,000 3,000
EHREERE | 4.2 42.9 145

1,000 K& U8 3,000 ppm R EEICB W THEERMIH PR D b, B
BICRBEL ORICAEERI R o7, '
BEKETRAE L CERECRIEES (FREE BERUCINIRIEE)
DEER.IRELOBICAERZER 2o bon FEEOLEEN 3,000
ppm HCHENMERETR Lz, BERTROBERMBEOREHE TR
41 TR EINTWE,

FA 2EMBRSETRERMARERERE

HAE#H (ppm) 0 100 1,000 3,000
CBRERTREER | I o B 6 ..
5 5 [H 4 Al A 2 1 3 3

RERMAE, 4~5 BRIC 1 MOEE CHREREET TRERY ORI L,
MEFLHRGF A FAT OV EBEERT VAL L) T v B L 0 AE
Lz, EECBIT LT LHEOT 2 MATr VRBERE, MECE- T
B2TIET Uiz, BRAMRBRIC UERBMRECERESIRD bR o
7o FERE (100 ppm) TiEMP LH BE B L IZIEREO L TH
Bli, =5, BEIAFRESINAL-AERH (1,000 ppm) RTED 3FOH
B (3,000 ppm) Tik, BETHEAHBHICKLAERZEN LT
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R Ui, RBRHTIAERMLE, FIKEEH 45 B0 80BEIZBNT
BHETHo -, MFFTRAFRAT o /EET 1,000 2T 3,000 ppm FE5FHT
mVWMARZR LD, SEEENFEEER R,

@A FVUZvIBRFESICTE S0P LHIRE LF O EME DO RE
Wistar 7 » & (—&EHE 6 UG : # 550460 41 BHER) ICHRIEZRE (5K :
0 3,000 ppm) BEIZLY 1 FABBRELER., BEEE ELWER
FEHCR LU 48REE L, . OORBRIZT, %Y U=y 7BER
whamb LHEBEED AR, BEREEK 10 VAUBRICHECH D
T, mEBOBHE RV,
BREFREBIIVAZRROCEBRBCEL CrL 2R U4 BRICERET T
R#R>SHFE L., P LHREZZ VA4 5/ 7 v AL VHAEL
yial
1VAROAFY )=y 7BRERFICIY., OF LHREIEREICL
AL, TOBEBENZEX- 245, 2 AMBICIIRED L~LZ
EBTFTL.AEEERLS Rl o T MHPLABEDOLRIZAZT Y U=y
JEBEEEREICLIDALOTHAZ EBRALNERY, 20 LH EHERIZ
WA R R T I EBA LN E o,

2) FEVYZyvI/BRARESIZCL AT LHEE LR OFERBF OBKE
@fid LHEERIZREFETAF VI v/ BEABRSEOEEDORE
Wistar 5 v b (—BifE 6 [G : 13 5-BI5AN 41 5810) ok R (B .
0 Z13,000 ppm) TEICLY 1 HARIERE L, BeEETE, HKETT
Z > F LH (250 ng/kg FHE) *HFRLVFESL, &5 1, 3. 6. 10,
20 RN 30 B ICHBIRA H8EMm (0.5ml) L, myET LHBEL2 T 4
AL T wvEAETRELE,
LHES 105%FE T BERUREREH L blch+ LHEEIXEH
KB L. 2ORIEER IO B0 RBAIE L, ol LH HkE
HEEEME TER R,

QTEWHINED LHBHEICRETAXF VI v IBRERSOEEORE
AN EBSy MIBHTAMmt IHEEICRETAHFVY w4 BEARED
- EBOBRH
Wistar 7 » M—EEHE 6 VG & 55260 41 188 F 721 44 AEDITHRIE
- Z R (R : 0 RU 8,000 ppm) |EIZED 1 W ARMKRELL, 85
TR, =— T NVEREFT THE L, 8% 102 AR5 2#EE L,
Fo 4l HBHOHEET v MR —FTURERT TER L, 8% 3 BB
H (448, Ix% YV =y J7BREER 0 RT 3,000 ppm DHAETEA
B 6 Tic 1ﬁﬁﬁﬁﬁ&5btoﬁﬁwﬁm&0£%&3 7. 14,
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356 RUF 102 B BICEMRMRT CEFR OHEL L. LHEERUTT A bR
TORVRERSVVAA AT v EAEBICTCHEL -,

HEHEPAX Y vy 7BESELEDICEBICL>THRFTT X
ATHCEERSBICET LE, —F, P LHERER@mEFEE HELL
Lﬁb EB% 14 BETIRIERKEICZE L, b LH BESRKRE

WELTWRWESE 3 BE T, BBk A%V =y 73R
EFCTOHFLHBEOLVEWENREDONEDS, BREELLE
T, AFY Vo I/ BEECLPE6RD ERAEED 2N 5T,

o, TCRERBLETy FMeFXY =y 7BEHRESLTH, M
LHIREO ERERD DT,

B) S =B LHRH FIH Iz & 2 TEERED LH MM RIETAEY Y = J7
BESOZEOEH

Wistar T v b (—FekE 6 IT : #5505 41 BE) [CREZRE (B
7 : 0 ZU3,000 ppm) BEICLVD 2V ARMBELE, REKTH, &
FREET CRERIPOLEML, 1ug/7 v POFAETLHRH 2K T#HS L.
LHRH #%5 60 S&ICHERD L. LHREZ 7 VAA L/ T oA
THIE L,

LHRH o Srioms LH BEIL., i#/)ﬂ/ﬁﬂﬂﬁﬁf P it
IR EBICEVERT L, S#EED LHRE #5cLofmd LH
BEREFHEBIEELL LR LEZR, ARBTHEERZE 2o,

BFACRTFEYO 74— FRY VMGBFICRIEIAFVIZvIBRR -
RESOZEOES
A BEOTRMATAVEERICREFIAFVI v IBRERSEDE
okt '
Wistar 7 v F(—FHE 6 /T : IR 5566 41 BE)ICRE % BET (FE .
0 X1 3,000 ppm) BEHEICLD 2 AMEELE, BERKRTRIC, Ty
FEEFET CHEICL VRO S S, OEEZREBL, 7AMRT
OURBEEZBIE LY, . AARRICOWTHEZHEEL ThFIE
WrL, 7AMAT o URERRE L, £k, MO LIHEREE
IR T, E721E 100mIU/mL hCG % B L 5EHIKFIC T, 37C (5%
CO2-95%0: 88F0, IBJE 100%) T 6 REMIGZE LB, BEBEYTOF X+
A7rurBERAELEZMWMTRLET O T oA ETHREL
7o o
MARCERERPOTFT A FPRAT7T e VRERFRWTAICEBWTS, IR E
IRV =y JBESHEOBMICEERZRRO ok, £ A
HELDICHARERERICBTID T A MAT n v EEARR, BERTIR
DML hCG iz kML, hCG FHEFM TR hCG FIET & bz,
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TzFRTH/%Emmﬁ#/J~/&&E%Ki5% IR LN
ot

B A ¥V —wIBEEKO7 Y FOSF V2B ERADHEST A%@ﬁﬂ
' Wistar 5 v b (—#0# 5 JU: RRFALER 148 CRiEZ R (BiE:
0 ZU3,000 ppm) ¥EITLD 20 AMBEES Li-, BERTRIT, Tv
hEro—T VRREET CES L, 5% 3 A BICARIBEHEEZHE L, &
RPN ESE ARV L CERLE, %Y 0=y 7 BEE,. #7
YRS rHTHhLIEIRY e T e RO TNEI PO F ) — VA
# %, TEDMG (20 mM Tris-HCl pH 8.0, 1 mM EDTA, 2 mM DTT, 10
mM MgCls, 20% glycerol) EBEER THIRL., BH] DHT 7 K
ZHRBIERTAIREOHESRE LCERALE, MAESEO—I
- (0.1 mL) &. [(3H) -DHT (3X1010M, 0.05 mL) % FEiZ DHT (3
X101~3X105M, 0.056 ml), X F VY = v Z7EREEEX109~3X
10“M., 0.05 mL), 7/ ¥ X F(83X109~3X 104M, 0.05 ml,), Hifg<
a7 (3X109~3X105M, 0.05 mL) %73 TEDMG E&& 0.05
mL@fE?f0~£CT BeAd v FaX—F L, A FaX—rg

BT OMFTEHEERIE L,

#ﬁ&DHT@?x%u&/xﬁwmwtmjIﬁT@FA%%Eﬁ
FEHWICHEL., £/, BRR7 Y FaFf rEERH B Z e85 Tw
AEB T uF oy RU7AZ I RO MRESEEZRLE, UL

FHRVIV oy BT N f o RIE~DRESEERI 2T,

3) AXVIZw U BEFERSICLZHETEO LHRH EEMOERBHED
DSy bOmp LHEEICRIFT L-DPA R SDOZED KR
A) L-DOPAOBEEFEORESIZLFHE

Wistar 7 » b (—3£i 6 IL : 5 B4R 13 88 L-DOPA %# 0 £ 7=
i% 1,000 mg/kg REOHE CHEBIEDOR S L, KiZ, L-DOPA % 0,
8. 40, 200 721X 1,000 mgkg FEDHETEHAERES v F 6 LI
HEHES Lz, 5%, 2. 4, 8 RO 24 B CHEREML L, HiFT
LHREZS V4 A L) T v BRicTHELE,

L-DOPA % 1,000 mg/kg MENDRE CHENRE LcFEom P LH B E
X, ®E5 4 BHEZIC L-DOPA BEH OB BREICHAFTREICEVVE
ZaR LIRS, &58%%& HRBEOLNALE TR 2, I DR
EOBRM»LRELERERE (B5 4 BE%) CHEREMLL.
L-DOPA o EREHEE TS L-HER. L-DOPA S8, 40 XU 200 mg/kg
EETRAELREMEIER D LhRd o725, 1,000 mg/ke KE Tl &
LHREREBRIZEF L,
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B) L-DOPA OREFRLNREICLITE

Wistar 7 v b (—BEHE 8~11 15 #5504 13 B#E)IZ L-DOPA % 0,
500 £721% 1,000 mgkg FECHETER 7T H DV IL 14 BEIRERD
BE LU, BEES 24 A%, BR, BRLEE, sTuBEERTEE
REFHL, EEFHELE, MIREELRE L, BOBSEE, H
PRHL, ETHEZSELRESFA XL, B2 T (F—23 v,
INEERTZ Y VRTER F=)ROE 2 ORBWERE L, £,
mEx458LLH, 7237 FrROT A FAT oV BEREIE LE,

L-DOPA 1,000 mg/kg FEH ST X 0 BB L~ 7% O EEHE N
MHEAED o, T, RETHEERE TET 14 AgIHIRERD
RO L, 1,000 megke GEREFHOFOMDEREELD
500 me/kg (KEBREB TIIEIIED LRI o7,

BOBRKRTHICK T2 7 IVREETIE., F—RIrRGEToORH
¥ T b5 DOPAC R TR HVA }4. L-DOPA 1,000 mg/kg REHEHTT
EUC14 BEBEE L BICERICEM LEZ, 500 mgke FERSHIZBW
TH DOPAC R U'HVA K 14 AR ETHEICHEML. 7 AFETFETS
BINMEmERLE, 2 bOERIZF—I roffEEESR (Turnover
rate) BREMLTWARZ 2RI LD THoT, /NI EXTY T T
ARfE#E T 1,000 mgkg FERSHOLEEICEMLEY, 14 AER
ETCRABERENZ L, ZoRBHDLFELELERBD NIRRT,
To b=k, TORBEPEZEZOFTELRELREIR I -T7,

M LHBEEX TRV 14 BB L-DOPABREIC LV EREIC LS LT,
MPFR AT EBEZXEFETCEHR2NbOO EFERNETL, —F,
mf7e 77 F  RETERICETLE,

TRLOBRLID LHBER R VU EEBEHREZNALTCNDE I &
BRI,

QA XV Iy BRAKESICKSMmp LHREOLER & F—/33 {EBE
HREROBEDKRE
A M FOSHFUBRBEIZRETAZTVIZVvIOBERESOR
Wistar 7 v b(—8El 6 I : REBRHE 4L BICAF VYV =y VB
FEEZ2RE (FFE 0 EU 3,000 ppm) REICEIY 2V AMEELE,
BEKRTE, BWEBEMLL, vy sFrBEZRELE,
FORER, AV V= s BEBREICLY, T FoREREEIR
" L,

B) ¥V U= v s BEAREICE NP LHBREDERICRIFS K—/8
DERBERBERNABRY F-LVOEE
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Wistar 7 v M—EERE6 [T : R 5RBMRE 41 BT Y V= I8
Fis &R (R - 0 R 3,000 ppm) #5ICEY 10 AMBSE L,
WERTHR, BEFERT CEEBR-2OERLAZDL, ~aXY F— (2
mg/ke (KE) ZEEARE Lz, ~oRY Rl 5 4 B RS
ML, P LHBERGI 0T 7 F L BELZT VAL T vk
LIOBIZELE,

WMRBERVGAF Y Vov 7BESFL LI, ~"aXY F—AgEIZL
b, M 70T s FrBERESENCRFETHRRZNb OO, F 1.5
LB LE, CORRLD, A%V =y r7BonT LHBE LR
I F—22 AMEEEMNBREZN L TR EEX b, —F, A%
Y owr7BRErscsmP LHEBEORER EHEIX. ") F—1 %
Bl E0#EERLE, BB, ~aXY F— g5 ERREET T L
e, MEFeF s FUREREHE BDIEEL., XV Y o JBERS
DEEBEIRDONEI -T2,

C) mieh LH BEICRIFTAFVI v IBERAERD L-DOPA OEFHEBREOD
oA
Wistar 7 v MN—FH 6 L : EREF 41 8MICIX Y I =y 7B
Fi&% 3,000 ppm DAETREREIZLY 1V ARBKRELEDL, 4%
VU= 7B 5T T L-DOPA % 500 meg/kg FEORET 18
RiEBELE DT LHEBED LAS L-DOPARS R UEBFICLD D
DHEFLBEDIC, XYY =y 7B 5, L-DOPA #E5EMR G
L-DOPA o RERE 24 BRBICERSRT CRHR - OEMLLE, &5
mZ D% Y F— (2mglkg FE) #EENEBS L, Z0 4
B WM L., 0P LHREE S V4 A 5 7 v A X TEE L,
FOWBE, XY V= 7Bo 1 ZAREECLY, ¥ LHEER
BEICERE L7, “hizinz. L-DOPA % 1 BEKEHRSLTH, MH
OLHEEOHEZS ERIIFED N EhoTz, TDEE, N F—
NERETLIIOPILHBEEZEEICET L,

OEFEMBFICETH F—NE U EFBHAERRICRETAF VI v IER
FEESOEEORE .

Wistar 7 » M(—#EHE 7 : &5 6846 33 Bl)icA X Y V= v 7B
k% REE (RIE:0K&0C3,000ppm) REWCLY 1 HABREL, BAT
IvERA AT IV REFAVWTHE L,

SAEEOHY T, F—"I 58Ik, ERMABBRLEASL, 90
SLUE 180 B ETCHIBE—ELEEEZ R LE, F=IEEBIZERE
L CWAIERE 90~12045 D 30 7RI DERIEICOWVWTHIE LERKR. F—
NRIVERBER, ARV Vv /BERER T, dREIVAFEICEWEER

¥
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L. BRSBTS R U EMEREITER LTV 2 EX bhi,

(2) HEBYHOHEREB~DHZE
/e rROnERCEBNRESH~OBEIL DWW TRN LS, §EE
L RBR THRBETREEPREOZDIEZY L ot BEERIIMBBTE A
MPofe, LML, BU KRBT 2FFOFEMICEATER (EMEA #<J—
LR— ) &, A XREFAVWERRICBT FEMAEHRI LTS, Fhick
L. 3TABMAOEY—NARIZ, AFE 100 RO 500 mekg FE/HDOHE
T 14 BTG L7k, 28k, EFHRTRUCEREO DIV BB O LN,
R SSEMRE T, EREHORERELSBD bk, L, £Hl%E
SHRBEBOE—FARKIZ0, 2, 10 X500 me/kg FE/BDOHAET 4 BARKR
ELERBRTE, BEERDL, AERUEMAEOELLRD bh 3, B
FICARMIC D ERENER LBO bR Ad 0T, o T, EBMERIT 50
me/ke FE/H EMEINTW D,
SEIERELEAXERAVERBOEEER L BUOFMERZ2RE0IE
BL, 50O XOESERCEEEERROEEEEIZRBWV T, iﬁ#
B EEEE I CWETEERBEARAVLOLERLE. R T
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O BEnRECESNME
BRICET-EHERAVTAERVEMAHEER (T3 Y=y /8] O
cnfR R AT 2 R L, !

1. SRR AD]

Ty MeEHWCEMEREBEGRRIZBWVLT, Mdeﬁ#/) v 7 BEx &
HEFRERETIERAOKRET S L 168 BFEHICIT 31~37T%RRBI
61~65% N PiCHEM S, 10 mg/ke R EE TITH 9% TAR S EH %
LU THE SN, Sy — IR ER GRS BICL2ERRD Mo
Too MBITBITAREHNERE LIRS 1 ~2 BEBTRALRY, B, T
B, MK, B siE < Sm LT, B5% 168 REZIITE 2R B YoM
B CHRHBRARN & 2oz,

REVETICBY 2 EERSIBLEWTHY . EFTRAHY B RV C
BHERENE, RERSCBT 507 - A - Skt tx —ic, BERERR
k%ﬁbfﬁ%@%ﬂ%b%ﬂ&motn%%ﬁﬁh%ﬁéf%ﬁﬁﬁ%m\
AFLroAdFVEOBIERTERICHELS OAF NI 2 BEUC OAER,
EhiThofREHREEbshd LB Lbhi,

KRR, B EVWERUTEWIATRWEEDEREGRRAER ShZ, WT
NOEHTLREShEBRNROR CREEaThHY, REMWERET
B EFTERMIoT,

A, BERVREZAWT, A%V =y 7B SREbah e Li-E
VERERBRER SIh T, AX VYV oy 7BORBER L S (BE) 2 L.
BB 14 BRICINELEZSD (BE) © 10.7 mgks Tho T, -

Xpir, Fr_Y ICALCA, NEERTXKEZHRANWT, XYV =y 78

EoWraSbEeh s LcAtE G EELAE) RUVKEE GBREALAE) 1Tk
JAREDBERBE T, 2ToEBRBVNTLAF Y ) =y 7BIIEERA
XM THoT,

FHEURREEILOAF VYV oy /BRI 2EEEREICHFESRM
B OBEROCGIBICRED bR, ERECHT LB, %#ﬁﬁ&oiﬁk
Lo THELRAEEEERBO AR o, 7=, SEER L-RER TIX
¥/ v ROFEAF %&%ﬁ%mm@ SBITERTE 2o, BU BT
LM R TI. BEEE WET2EEMEEIL 50 me/kg {KE/B & &
NTWNBIERNL, /fi’ﬁ)ﬁéﬁ%itb‘l%ﬁﬂﬁﬁ%@ﬁ HEERIZBNT, &
RSB IcEEE S 2 T ETREERBERVWL O EFEm LT,

BEEEMERBR T, IBZ BV DNA BHERE, BEREALTERRRE UUEE
R CHL % HVW e in vitro R ERBIIB W TBSEEZ R L, TOMOR
BRCTIIBRETHo-, B TOEERMOA I =X A, AV V=ov 7BO
PLEEMETH D DNA gyrase HFICREA L BEMLZ L0 EEZEZHND DT,
DNA Y EH#ERALTWA O TRV EZ bR, T/, XY Vv VB
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IIEELEVY (BEiE) MBEASHE 5 DNA topoisomerase I 2% U T EE A
LA RWED, MIEICABI D DNA gyrase AEHELIOBEIC L Y HiLED
VR CERESEFRIAREERENEZZ2 bz, ReEREIE LT in
vivo RERTHDIPMERBRTRETH- I LD ERTHEL RS b0 TR
WEEZ b,

FURIBHED A R NAFAE, BeFafE, 7 FERTRAF LV EE
DWTEMRLE, HELAVWEERERZERR T, 2TOREREDIE
EREMEBEHETLE, REBEVOLERFEROA I =X AIAX Y I =y /@
ERIEDb D EEZEN, T, FOFERRAIXF V= /BLUVHBIE,

HEBAMERBO/ZRE, 1,000 ppm B#EHDO T » FOFRE CRIMIEESEINL
et FRAOEEREEICETAEREFEZMRATLZD, 7y FEHAW
TEAXDORNVEVHEZERE LERBREIERINE., TOKR. X2
=y JBREEFRLS LT vy PTEMLAZRRMMRELT. XEFESRTS
B LT, FECERAEOA Y oy BRI R IRRS Lz L &,
BE~OEEERATIRZELS, BERTHO F—21 3 AAEEMERRR OB E
LC LHRH B #zREE L-/HR. TEFIEN»S O LH HHEENsE,
O LH OBENRBRA~OHHMIC L > TELE KRB ChH 2 AIEENFH W
LEZ bR,

M EDR I =XARBROERNG, Ty FORRIERD O ZEHIEEED
RABWFITEGEEA V=X A L 1TE L, FMm \_%7‘_ DNEEERERETSLZ
LiIFFEIRETH B EELONE,

ARRBERIPLAEDNFORBETEAENEL 5V U=y 7B B
Moi) LRE LI,

ERBICB T A ESHERUCRANEERITF 421

-
—

méi’b'(b\éo

£42 FRBITHTLIESHERUVRDPEUE

. ESHEE B/NEEE

B PR (mg/kg HRE/R) (mg/kg (KE/A) %

Zv b 300 MEHE © 125 F5E MERE - 125 HE : AST/ALT oo KfE
iR i : BiFEaN R U ERER
K ] R | B
90 BME | HE:17.2 HE : 62.2 HE . REBENESL TP B
ek M : 6.48 HE - 19.9 4. Glob B %
TR | o] B:CuBIR
6 4 A | : 26 K7 i : 26 B AOREMOS
WEaiE | 19 HE - 67 i - I HE N
T I R R
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EEEE

RAEEE

i A (mg/ke E/R) (mg/ke IE/H) %
2 FH HE : 3.60 #E.: 10.9 M- RERIE, SR
BrEEE | 4 13.2 i : 49.1 &= ’
1388 A i - AEHmE, BEE
gemm | o . mES
2 1% sy b3k HEw . EEBENMmH
SRR |PHE : 3.41 P : 10.3 REhH : RS MBI
P 12.1 P : 41.8
Tl — FriE - 4.11 (EmiEic T2 28R
1 : 13.8 Fi it : 46.9 DB
REh IR Ehinm
Fi i - 10.3 FiHE . 43.7
T ;121 Fio - 41.8
F,H: 41.2 o : —
o |F.ME:d69 | Bl —
2 kX HEUVEES BEUCIESS EEgy . FEEmRALL
BETH P#:2.18 PH#E: — RE : SHERRRZL
A - P it : 2.44 P —
B | FilE: 252 Tl — (BRI 5 HBIR
Fg-ze2 | Y R e | OB
(mEEl |(BB®H 3 B8 : 30 BB ; M
ABO B&1R . 150 BR . — RE - EEFTRARL
S R S WRARIEED D)
mAFM | BBW: 250 0000 | B : 500 BB BORE. WEE
HBRO RE : 500 IRE4 : 1,000 ®F .
Réy - KEDRE
(EFEHEERED bhiav)
<A |90 O M 347 145 MEHE - REHSININE], $EEH
A i : 47.1 it : 184 BN, SEMERET. Al
BHERR | e WERIRE
18 7 AR | i : 15.2 HE : 59.7 B BUERE, FET RN,
RAAM | 5.33 e : 15.7 ey LS
B fff . EREBINME], RE%
TIKT
_ (BB AMERRBD LR
vHX | BAEFHE | B8 : 2,000 &8 — BE . EEFReL
e mmizooo | B~ ] BRI : EFALL
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. . EHMEE mAEEE :
s e (mg/kg (k&E/R) (mg/kg HKE/H) o =
(EHFEAEERD SRR
+x |oomPE |#:8 | w40 | B RERMMA . Glob
maE HE ;8 i : 40 o
EMERSR . W - {4 B )
14E/ -8 HE ;40 i AEaeR
et M-8 i - 40 HE: AEAAA., FEEMN
B i

~EEME R SEERRRETELAL oL,
#E: R EERTRD LA EFROEELT T,

Zy bERAWE 30 FHESEBERBICB T HMEERT6 » B RIESMEESE
RRICBITAHTESHEERREHE L2 o7d, TVERHTHr LV ERED
BEZRELFIEHERBRIIBVWTEZSEESEBLORTWEZ L, T v Moo
WTOEFEEERSLNLTWD EEZX bR,

EMELEECRENMAELRUCEMAEEREMNAESIE. £RRTEDL
Ni-EENEOR/NMERT v FEBEWE 2 HHNEBEREBE D 2.18 me/kg (AE/A T
HoTeDT, ZHERILL LT, REMAH 100 TERLE 0.021mg/kg FE/R & F
HEN—BENGFEE (ADI) ¢FRELE,

ADI ‘ 0.021 mg/kg {K&E/H
(ADI R ERILE ) EREER
(EimTE) Z v b
(H118) 2 AR
(BE5Fk) REE
(EZEE) 2.18 mg/kg {KH/R
(&R 100

2., WEYFEY ADI

MAYEREEIZ DWW, HELS TRAYEZR b DX, 1n vitro ® MICs
OB THN, VICH HA4 RS54 L ICESCHLICRELZTICRLEMRAR
B, PR ISEEEMELHREREHAE (BMANEEDEOBRENENZER
WPLBLNTEY., ZOBEPLERMN VBV FARBELA TV S FEIC
LI MEDENADI ZEBEHT A LR TE S, @Bﬁ%‘éﬁ@n‘/ﬁ‘/-&xﬁi‘%ehr
WA FEHELE LT, MICeale T 0.005922 mg/mL., MENEZE SN IZOEE 0.7,
BAENEW 220g . & MEE 60kg ZER LT,
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0.005922 (mg/ml) x 220 (g) =0.03102meg/kg {EHE/

ADI (mg/kg fKE/H)= :
mEE 0.7%x 60 (kg) H

b FORERR (1-(8) 2B B REOFSE P~ OB &8 A

WEWZEH ADI IZ5WTiE, EMEA 2B W T 1998 EDFEMIC B W THE
WFER) ADI X & b EZM O E o 7= E.coli @ MICs @ 0.4ug/mL. FEBENEY
150mL, HERRE I ND 5B EPHE#ED 40%, & MEEIZ 60ke ZEH
35 CVMP OFEHFA LD .0.0025 meg/kgWE/H LEH L TWA R FERRT —
Fi el BREACBWTEEN a3 2AR8E 5 T3 VICH X%
BHT208 88 THEEELBNS,

3. ADIDREIZDINT

EMFNT -2 0E LD ADL EBEMENT —F 0 bENND ADI &
s b, BHEENT —INbEMNTTER IV NELL B b, ¥
V= VBORBEREIRETACELTOADI & LT 0.021mg/kg £HE
[HEBRETDZLERBETHDILEBADND,
4. RRREEETM

kY AFVY=vI/BORLEBEEESFMICOWVWTH, ADI & LTK
OEZEATHIERBELULEELILND,

A%V U=v I8 0021 mgke {KE/R

FZREICOVTH., SFHIERZEE AT, SEREEORELEZTORIT

BRI ETD,
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Ik

<BUHE 1 : B/ 5 E R >

et/ 5 i o :
. B ==
B 1-ethyl-7-hydroxy-6-methoxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic acid
C 1-ethyl-6-hydroxy-T-methoxy-4-oxo-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-4-0x0-1,4-dihydro-quinoline-3-carboxylic acid
F glucuronide of
1-ethyl-7-hydroxy-6-methoxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic acid
o conjugate of 1-ethyl-6,7-dihydroxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic
acid
q glucuronide of
1-ethyl-6-hydroxy-7-methoxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic acid
UA (GRIRE R F4) '
UB (GRFIEAH)
UcC (R FE#A)
U-1, (FRRIES )
U-3 CGRRTE 2f#d)
R IRTEY
R b4
A V& (R EREY)
N-A F AR (REBEY
i = (FREETEY)
TIRE (FARTEY)
BrFr 48| (FEERED)
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<HIk 2 - REEEETR>

P 7 4 R
ACh TEFALY
A/G I TFNTINTa7 )
ai B &
Alb TNT I
ALT TI5=rTI) T RT7 25 —F ‘
(=7 VEIVBEALE VBRI VAT I —F (GPT)
AST 7’253%"‘/%7’?’2/ }~5‘7‘/z7_:c:7"—-*l-2 )
(=7 NEIVBAZIVuliig b7 X7 3I+—F (GOT)
BUN mEREES '
Cmax BEisE
CMC IARFVAFLEAT—R
Cre T VLTF=
DHT e FusdAPARToY
DOPAC |384-Yt Fu%xi 7 = = LFife
Glu Tna—x (L)
Glob Jo7g)
hCG EMREEIT TR
His ERXFI _
HVA 3-A ¥4 FurXx 7 o= /VEEE
LCso EREBIERE
LDso FERBIFEE
L-DOPA | REPA ol N = 1R S| Py gy St g
LH HEMRANLT
LHRH BERERALE CVHEEAAT Y
MCH TRk EREE
MCHC EHFRm KM AR EE
NA AT Ry
PHI REER L GINEE To AR
RBC R M EREX
Seg D EERITF PRI
T 2 20
TAR wiks (W) KHiige
T.Chol BalrAFo—b
TG FUZFUEY R
T max BaEERERE
TP WEBRE
TRR AR Re
WBC = M Bk E
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<B#K 3 {EERBRBRE>

1 (T HAD

BRME( melke )

Bk ERE [E1E=4 PHI
I = .
EHEE B {g ai/ha) (= | (B) ARV =y o8
el JEHfE
=7 j— 3| ( .
71}?;; *;7;2 2 300WP~4000 3 45 <0.01 <0.01
2
ﬂﬂégég é’ ) 2 300WE~400D 3 45 3.47 1.72
X HER S WP AO\D 3 21 0.07 0.035
1990 fE g 2 3007~400 3 | 30 0.08 0.03*
REEHE D B) WP 4D 3 21 5.36 2.76
1990 ‘£ B 2 3007F~400 3 | 30 3.69 1.76
Ehe Lox (L) 9 400 WP 4 |7 0.03 0.025
1988 4EBE _ 4 14 0.02 0.018*
T A R < (BRE) 9 400 %P 5 | 1517 0.08 0.035*
1989 £ & 5 29-31 0.05 0.022*
Z AT L (BRE) we 6 14 0.17 0.09
1991 F £ 2 200~400 6 21 0.17 0.07
= ”l;gsl"ﬂ(fé%ﬁ) 2 150~300 WP 3 | a1 0.02 0.01*
x ;;gsmﬁ(igﬁ) 2 150~300 WE 3 21 0.99 0.641
e 3 7 0.61 0.48
= fgigb é%gs) 2 400 WP 3 14 0.46 0.238
3 21 0.26 0.15
2 2 7 0.54 0.382
i :Q:C;l" ;'%%) 3 150~300 WP 2. | 14 0.38 0.154
3 2 21 0.12 0.05*
o 3 7 0.73 0.292
* Jlfg';oj ﬂ(f;k) : 2 400 WP 3 14 0.21 0.072
3 21 0.04 0.018*
F ¢~V (FEBR) wp 3 7 0.25 0.17
1991 £ E 2 240~300 3 14 0.20 0.13
N . 2 7 0.98 0.672
T fg-;;j’q:’%%ﬁ) 2 400~666 WP 2 14 0.209 0.174
: 2 21 0.103 0.054*
Tayal (g wp 2 14 0.07 0.031
1992 4R EE 2 200~400 2 21 0.01 0.01*
S T b —(TEH 2 1 0.73 0.525
e ﬂ‘g We® . 200 %P 2 3 0.28 0.235
2003 e 2 7 0.08 0.06
. 2 14 <0.02 <0.02
L & R (£ 0 150 WP 2 14 0.28 0.13*
1991 4 2 21 0.19 0.095
L& R(E3H) WP 2 14 0.15 0.065
1993 R EE 2 134~400 2 21 0.07 0.035*
EREFEE) g 300 WP 5 7 0.02 0.012*
1988 £ 5 14-17 0.01 0.01*
*&*;"Eg‘g‘;;éiﬁ) 2 150~200 WP 4 21 0.89 0.28
%ﬁ;‘; %§) 9 200 WP 4 21 0.29 0.145
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e 2 7 <0.01 <0.01
= 2/0317;&};;%) 2 500 WP 2 14 <0.01 <0.01
2 21 <0.01 <0.01

- 3 7 0.05 0.027
e }1"95’4};(%%) 2 . 200~400 WP 3 14 . 0.02 0.018*
\ 3 21 0.01 0.01*

3 14 0.44 0.185

- :

" i;iﬁg 2 150~250 We 3 21 0.20 0.092
3 30 0.11 0.04*

3 | 45-48 0.07 0.06

f

fs;éi%ﬁ) 2 600 WP 3 | 60-63 0.04 0.032
3 | 7578 0.02 0.015%

3 7 0.03 0.06

%z%oéi@z) 2 700~800 WP 3 14 0.09 0.05
3 30 0.08 0.07*

3 7 11.0 8.20

ﬁz%oéi%ﬁ) 2 700~800 We 3 14 4.67 4.04
3 30 479 3.51

1 3 7 9.87 9.04

58 (%) 3 we 3 14 10.7 3.91
2003 - 2006 £ 1 390~800 3 21. 1.71 1.49
2 3 30 495 2.36

D: B, WP : KAl .
CEF—YAEERARBOTYELIEAH T IBGRERBRELFHL, <@Lk,
- BEORBRBET, ERERASRER2BE0REMEE. KEWEEZRLE (FlAd ABRBET0.006 B, B
B T<0.008 0HE. <0.008 L L),
- —RICERBRARE (Aa<00). 28507 —FoTHHIEEERE (FXE0.00) 2RHLEZbD L LT
WL, & LE
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<BHE 4 HEEEIUE >

R4 R(1~6 ) 5 i ES RE

etk BEE (f&E : 53.3kg) (i : 15.8kg) (k& : 55.6kg) (t5 - 54.2ke)
melke) || ARE o | ERE [ |EmE | . | #&k

@ AE) (”gfj @/ A/E) (“ifj ) (”ﬂf’ @/ AB) (”gff

% 0.035 | 185.1 | 6.48 97.7 | 8.42 | 139.7.| 4.89 | 188.8 | 6.61
hvLx | 0025 | 366 0.92 21.3 0.53 39.8 1.00 27 0.68
AL 0.09 | 12.9 1.16 5.7 0.51 11 0.99 13.4 1.21
W AG | 0.0 45 0.45 18.7 0.19 28.8 0.29 58.5 0.59
EWZAG) 0641 | 22 1.41 0.5 | 0.32 0.9 0.58 3.4 2.18 -
<& 0.48 | 294 | 14.11 | 103 | 4.94 219 | 1051 | 317 | 15.22
Ty 0.292 | 228 6.66 9.8 2.86 22.9 6.69 199 | 581
FuavHL | 0672 | 1.4 0.94 0.3 0.20 1 0.67 1.9 1.28
(:Eifififi;:—) 0031 | 45 | 014 | 28 | 009 | 47 | 015 | 41 | 013
';f%;ﬁ;%T 7loses | 21 1.10 0.3 0.16 0.2 0.11 3.1 1.63
L& 2 0.13 | 6.1 0.79 2.5 0.33 6.4 0.83 4.2 0.55
ERE 0.012 | 30.3 0.36 18.5 0.22 33.1 0.40 | 226 | 0.27
h& 028 | 11.3 3.16 4.5 1.26 8.2 2.30 135 | 3.78
== 0.01 0.3 0.00 0.1 0.00 0.1 0.00 0.3 0.00
AL A 0.027 | 24.6 0.66 16.3 0.44 25.1 0.68 22.3 | 0.60
ey 0.185 | 0.4 0.07 0.1 0.02 0.3 0.06 0.4 0.07
BAZL 0.06 5.1 0.31 4.4 0.26 5.3 | 0.32 5.1 0.31
bbb 8.20 0.5 4.1 0.7 5.74 4.0 32.8 0.1 0.82
R 9.04 1.1 9.94 0.3 2.71 1.4 12.6 1.6 14.5
a3t ’///,,//’ 52.8 ’//////” 24.2 75.9 56.2

&)

- BHRBEE, RESA TV S ERNEY - B0 bRAXOEEZ R TERBECTHRBE LAV

(B8 K3 .
Sff: BRI E~12F50EREETE (2 656~67) OBRICESCHEAEDERE (g/A/A) ,
ERE  BRBERCEEDERENLRDES I VI = /BORTEERE (ng/A/B) .
cEOMDOT I IHEEEOBREEIL. B v —0EEFRHWE,
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<HH5:BHHERERORE - HE>

EEL ERAMNZEBY . RERUVAR ERF LR
IV BER | HEROBEBLZ | 1BELLTHE ERICHT D
e dTomE | 2b0EER<, ) Tkg®7- D 20mgllF [I2 &% T HA15 H
AIA RIE A 4 OEEFRHGRCT | H
AEE<, ) HARETDI L,

73 1EEE LTHEE FRCET =D
lkg¥ 7=V 20mgllF [ 5T 5R15 B
OEFFEHCR LT |ME
HROEETHZ L,

BERE R, ) (A1t -0 500gll | AT IR0
TOE#BUTCED |I:&T 50150
BETHZ &, Rl -

T9& BAE 1AEELTHE ERICHET =D
1kgX 7=V 30mgll T | ICK&BIT T 5AE116
DEFHEBHZBELCT |BE
BROBETHZ L,

WLAB®EE (MK |1AEELLTHE ERICHET D

FOEEENTWS | 1kg 72 ¥ 20mgbA T | I2KB T+ 58121

H D) DEFHEEHCELT | A
BOo#%sdsze,

WWLABAE (K| 1RAELLTEKE ERICHET D

HEEBINTWS | kg7 ¥ 20mgll T | lARETF T 5/721

Lo, EEL, b |OEEZFEABICELT |BH

#BR<, ) BO®ETHZ L, :

HRERAE DR |1AELLTHBE | BERCHTZED

FliehoTik. BB | 1kg¥/= Y 20mgll T [ 1A T T2 /125

T A 7DIckE |0E2HAITELCT | BE

P+ 2125 HBIEA | Bo&k5Tr2 L,

BAROREEN 1 H

EH50% L. EDEHF

B hrha b o)

ZWHAR 1 EEE LTHKRE BRICET S8
lkgH 7= 10mgblF | ICKET ¥ 5A128
DEEFFHZRT T | B

BosEdaoaz e,
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E I o fE X REY REEUCH= 55 A 25 0L H R
TRV VBEER|HW LEELLTHE |RACETIED
Bk &3 B ERE 1kg 7= 0 20meg A T | (2 ABITF 58714
AN (BB K DEEZFEHIZIRLT |B -

FaEkE<, ) wrOogsETaze, |-
<BEZV 1AL LTHRE |SRICHTZED
1kg¥ 72 D 50mgLl T | KT T 2 H130
OFFmECELT | BE
BoEs+az e,
A%V CBER | TTEEAE 1BEELTHRE ERICETA D

ZhAksr & 3 B EE lkg¥ 7= 1 20mgLlF | IZKEBIT 4 50016
BANE GEE A OBEZFEEIZELT |BM
) Bon&sdsz L,
AxVY BER | BENEEZR<, ) | IAEE LTHKE ERICETZED |
Zhat sy &9 5 Bk kg7 0 10mglA T |\ &8V 55 H
FR I DEXHFHKIZIBLT | B
Bo#gs4szé,
FxVV e a |BREHIBEEZB25 |1BELLTHRE BEHICEST 2729
PhEksy &+ 25 | HOERL, ) 1kg¥ 729 20mglAF [IC T DH15A
BOo&&5A DEZEENEED |[E
BETZZE,
FEVVUEBER | SRE A1t 0 5ell T | RBICHT 5420
ThRL Sy & 5 DB EZEMLLTHERBRT [WWAKBTT 50125
vl A&, B [H
b ARtV 10gLT | BERAKCHT 2D
DOEZPEMNLUTER | KBTI 55114
T5HI L, A
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<BRB>

1 &, BnhEofREE (B34 EEERBELSRE 30 O—EE2ik
ET 54 (Fpk 174 11 A 29 B, Fek 17 EEA S HE ERE 499 5)

2 BEPEAIIFV I =y 7B AREEKRASH. 2005 £, RARK

XYV =w 7BORER, ok L OHE - mO8IER, 1973 F. RAXK

4 AF V) owr/BERBESHBEODFRE L BBASH: Ehﬂ;ﬁm%(ﬂﬁ 1973 4,
AN oo

5 AXVI=vIBOT y MNCBITAREEE (1) 1 HBRERE : F—1bFE
Eabrath, 1990 &, RAK _

6 AXVI=wI/BOTy PIBTAIREREE (1)  ERES5HEAR . -1k
FE RS, 1990 £, RAFE

7 X%V )=y 7BONRE  IZRIER, 1974 F. RAR

8 XV V=yZBOKRBICEITARHE ERIEETERENS, 1989 F, &
AR

9 BFAELEAFR Y Y=o /BOKRBIZBITIBITH : FRIEFITEKRKS
#h. 1988 £, RAFK

104%Y )=y 7BOBRICBT HRH  ERIFTERRNSH, 1989 F, K
NFR

11 AXY V= 7BOLEILE A 20 ~0ORINELT : F—bEERHEXSH,
1988 £, FAEK

12 4% YY) =y 7BOKBER BT A2RE:ERLETEMHRRNSH, 1989 4,

W

AR

13 A%V Y =y 7BROMM EEIT BT 5 FALELERRS . 1989 £,
RAR

4 A%V )=y 7BROTBEREICBIT S HSHE - ERIEFTEKRAXSH. 1988
£, RAK

154% )=y JBROTE»GOBERME | FRIEFTEKRASH, 1988 F, &
NR

16 A4AF YV =y 7BOLEIIBITIRELNE  EFRAUEFTEKRNSH, 1988
£, RAR

173XV ) =y 7BIEREREERRREE  bESFT= V42 b, 1993
FERARK

18 3%V )=y 7B @:tfﬁf%ﬁiu%fﬁ‘ﬂlﬂ B ARE  ERIEELERSHT
1989 £, RAFE

19ﬁ%/)~x7@®M*%%&ﬁﬂ¢ﬁﬁﬁ%%%%:EEM%Iﬁﬁﬁ%
#h. 1989 £, KRAFK

20 Ax VU = v 7 BROKP NS AEEMRE (GLP 3)5) : PTRL-West,Inc. (CK) .
2004 £, RARK

21 HEEEARER  ER(EFLEKRNS, 1987, 19884, RARK
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22 EERERBRER | BRI FLEERAESH,. 1988~2008 £, RARK

23 RIFPBRERBER « £REFETHEERKXSH, 1989, 1990 £, ﬂ%a}%

24 . HEBRER . WHEASELEYE LS5, 1988 F, KA

26 XV YV =y 7BRREOAFOBEICRIFTEECETIRER (GLP %)
(R ERIRATRRT, 1988 &£, RAK

26 A4F YV =y /BEGEOT v MBIT SR DEERBRESR 1) (GLP %
) L ERICETEENEH, 1987 HE, AR

2T AX VYV =y 7BEREN T v MB35 2R 0= HERBEESR 2 (GLP &
) - ERAFTERRESH, 1987 £, RAK

28 FFV Y=y 7 BEED< T RAZBT 38R0 FEHRRGLP #5) : {T.Ziﬂﬁ
FTEKRASE, 1987 &£, RAK

20 4%V =y JBEEHEDOT v MIRIT 33 EERENERER (GLP BE) EK
bZFELTEHRANSH, 1987 F. RAK

0 AX V= 7BEEDT v MBI 23R AESHEE (GLP M) - ()
HERBEMRA. 1987, RAK

31 Yanada T., Nakamura J., Okuno Y., Hsokawa S., Matsuo M., Yamada H.,
Ohta M. A possible mechanism for the increase in serum luteinizing
hormone levels in male rats by oxolinic acid. Toxicol. Appl. Pharmacol.
(1995) 134(1):35-42.

32 Garcia de Mateos-Verchere J., Vaugeois JM., Naudin B., Costentin J.
Behavioural and neurochemical evidence that the antimicrobial agent
oxolinic acid is a dopamine putake inhibitor. Eur. Neuropsychopharmacol.
(1988) 8(4):255-259.

33 Thiebot MH., Kloczko J., Chermat R., Simon P., Soubrie P. Oxolinic acid
and diazepam: their reciprocal antagonism in rodents
Psychopharmacology (1980) 67(1):91-95. ,

34 X VY =y VBEHEPOIREYA VY ED <Y 2B 5 2RO FERR

(GLP %f57) : ERAEFLEKRNSH, 1987 £, RAK

35 A% VU =y 7 BEERPORED N- A F KD~ T R BIT52MER N
BB (GLP ®i%) : ER{EZTEKRRSH. 1988 £, RAH

36 A ¥V U=y JBEEPOREDHR T FAED < U 2 ITBIT 2 2% 0 HHR
B (GLP 3i%) : ER(F TEENSH. 1988 £, RAR

37T A%V =y 7BEEPORENT L FEO<- U RIZBT 22RO EHERER

(GLP #Iin) : ERABFELERA S, 1988 £, RAFE

38 FF VY =y JBFEETOREDRA T LU EO~ T TR 2 2R EE
A (GLP #AR) RS2 TEGRASIL, 1989 F, RAH '

39 XYV =y JBREO VY XFORRVGKEICKT 5 5EHERR (GLP xt
Me)  ERABFLIERNSH., 1987 F, RARK

404XV ) =y 7BEADEALE Yy PCBT D EEREEHRR (GLP x5)

64



ERLFTFEERRRT, 1987 £, RAR
41 3%V ) =y 2 BFEDT y MTBIT S 13 BRESMEEFMRER (GLP #iE)
(A1) ZRBBIERFJERT. 1988 4. RAFE
42 A% VY =y 7BEBEEKO~y AlzBiT 3 13 BREAEEERE (GLP ®%) -
(Rh) ZHEERIERFERT. 1988 #. FAFE
43 A%V U = J BERED A XiTIlT 5 3 U A MHEAMER 0 EHRE (GLP #i5) -
(BF) ZBBIEOroRET, 1989 &, RAK |
44 xRV =y FTBFREDA X215 1 FEHEMER o=MHEER (GLP 3t « (B
PR EEIEIURT, 1989 4F, RAFK
45 X V) =y 7BEEOT v MBI D 24 1 B MIEHEM: - 305 AERER (GLP
FhR) (B BREIEFCET. 1990 £, RAK
46 A%V U =y JEBRERO<= 7 ACET 3 18 A ABROENAERE: (GLP
M) o (BF) BREEEIEMRAT. 1990 . RAK
47 A%V )V =y 7BEEDT v MBI 5 2 AR (GLP #i%) - B
B RIEMERT. 1990 £, RAFE
48 XYV =y 7BEEDOT v MTBT 5 2 HASEMERE  BIMER (GLP &t
) (Bf) BREEEIETRERT. 1990 4, RAK .
49 FX YV =y 7BEEDOT v MBI DT ERR (GLP X « () &
BEIENTIERT, 1989 45, RAK
50 4%V U = v ZBRFEEO T 12 BT 5 EEHERE (GLP #5) SN
EHEV L& —, 1983 E, RAFE
51 A%V U = 7 BEEOHIEZ BV /- DNA &#E38 (GLP &%) : &%
R SH, 19884, RAFE
52 ¥ VU = VBREEOCHE 2 AW ERTRMERE bR T EHERESHE.
1988 &, RAFE
53 A% YV =y VBREEDT ¥ A =— AN KX —iBkOERMER (V79) ¢H
W B FEREREE (GLP ®L)  FR{EFIEEXSH. 1986 . &8
54 XYY =y JBEAEOF v A4 =—ZA b A Z—[lAROEEMIREHAVE in
vitro Ye B KB EHER (CGLP %) BRI SWSCAT. 1988 £, RAFK
55 AX V) =y 7BFEDCT v MTMEE AW in vitro REH DNA SRR
(GLP 3R : ERIFETERNSH., 1990 £, RAK
56 A% 2 U = w7 BIFEAOIESEEER Bz in vitro NER] DNA 4585 (GLP
XIS)  ERIEFETERNSHE. 1990 £, RAK
57T A& VU =y 7BERIEDO~ v A EEMEE AW/ R 5 (GLP #%)  BR4A
YR HEERRT. 1987 2. RAK
58 AXx VY = 7 BRED< v RAFHMIEE V2 in vivo R EEAZ AR
(GLP %fks) : Hazleton Washington, Inc.. 1991 &, RAF
50 A% VY =y 7 BEETOREYA VIEOHEEZBW-EREERS (GLP %

65



W) ERACETIEERNSE, 1988 £, RARK

60 AF YV = v 7BIRGEFOEEY N- A F I EOMEE AV ERERRE (GLP
i) ERALF SRS, 1988 4, RAa%k '

61 Ax VY =y 7 BEEFORBEDHR-FVEOHEE AV ERERRE (GLP
wh)  ERALFETERNSH, 1988 F, FAFE

62 A% VY = /BEERORERT I FEOMEZ AW EREERR (GLP %t
i) ERABETEHRAST, 1988 ., RAK ,

63 77XV = 7 BREPOREYRA F L U AROBEE AW HRERAR

(GLP 3dh) : EREFTHEGRSH. 1990 £, RAFK

64 AF YV =y JBIFEO T v MERBEEORTURIERFTRR | F(bFEITEERK
Sfk. 1994, 1995 4, RAK .

65 BREEORK—FH 10 FEEREHTEE — - 5 - XEBRTELRE.
2000 £

66 ERREBEOBRIN-—FK 11 FERRENEER—  &F - REFFFESRE.
2001 &

67 HERBOIIR-FL 12 FEREEHERR —  #F  ERERIASRE.
2002 &

68 & mEFEZEFMIC > T (URL : hitp//www.fsc.go.jp/hyouka/hy/
hy-uke-oxolinic_acid-180904.pdf)

69 % 158 AR RELZEES (URL : hitp//www.fsc.go.jp/iinkai/i-dail58/
index.html) ’

70 F 6 RAESTEELZEREREEAAESKRETME M= (URL : http/
www.fsc.go.jp/senmon/nouyaku/sougou2_dai6/index.html)

MNFAXVY =y 7BROogREREEFMELOBMBLICOWNT : ERILFERE
ek, 2007 ., RAK

72 £ 15 (lE FE.ZESEEBMRHESBRETME < (URL : http/
www.fsc.go.jp/senmon/nouyaku/sougou2_dailsfindex.html)

B E 3 ERATEEZESRESTMFEESHES (URL : hitp//
www.fsc.go.jp/senmon/nouyaku/kannjikai_dai31l/index.html)

T4 A%V ) VB RBEFEVENMIET 2 EEMEE | KB AERBERERNSH,
RAR

75 COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS OXOLINIC
ACID SUMMARY REPORT (1),(2),(4),(5), EMEA

76 B HEERET —F~N—2

(URL : http///www.nval.go.jp/asp/asp_dbDR_idx.asp)

77 AN E B4 %Y Y RO Warner-Lambert Reseach Institute,F.J.Dicarlo
et al., RAR ‘

78 FHICBT 4%V ) VEBRENREDR M & R HERAEE - D RIEHRN
&=, RAR ‘

66



79 RiZBIT A F®Y ) VEREO RS OREN L RRBEERRAGE, HRMERNS
., kaFE

80 HBEFICRIT B A X Y U BRI R IME S O e L ANERBEREBRE. MO

 EEBRett, RARK _

81 fhMbA ¥ v U VERO B RBEEIC AT 23R 5 N BT B 2RI R L O
ERE, HDHESEAST, FAK

&TOWS%&ﬁbt%ﬁ%ﬁéﬁ%?UV@@%%\ﬁ@%ﬁﬁ%@%ﬁﬁﬂy

. RO

%TOWSﬁn&%kiéﬁ#/)/@®%ﬁm®ﬁ%ﬁ% %@&AKEEWﬂ
SR AT, 1989 6E, RAFK

84ﬂDWSﬁﬂﬁ#k&éﬁ#/)/&@%%m®ﬁ%ﬁ% MEEASEEDE
FE2WIERT. 1990 £, RAK

85 A XV Y VRO AT FENRERE, LB KERERBRIE, RAF

86 MOBEIK LAAF YY) vEBONTHENBEERR, RERKERRE., KA
*

87 AV Y UEEICEAT 5 HEEBRAGE, HREOKERERE. 1972 £, RAFK

88 A%V vEOABERER S LTOBEERRSE (1) - (2) . REEKER
AT 1972 ., RAK

89 XYY VEEEENCEOBE U OB, 4R SKRIHTERERE .
FRAFE |

90 Oxolinic Acid DEEMULEREH L L CORBAICE T THE— 1. FEEH,
BELER, RLCICARRNIEE, BEER, Bk, BIRES., &£FEF. X
- BE., Bulletin of Japanease Society of Scientihic Fisheries. (1973) 39(2):16
5-171

91 A3V Y VRO OKEIZ L AEHENERE, 5| REKABERERE. KA
+*

92 AX V) VEERO U T XIRERICBIT DIENERERRE, THBREKERBREBHK
534, ARAK _

93 TO-77 TBHI O 7 223 » EFEAER, MELUIEAKEREE F—, RAR

94 A XV VU UBOEKRICL S v FEEEERER, BORIERAH., RAFE

95 4%V ) VEBEOROFEIZ LD =V~ A T OB, R B ETIZRT.
AR :

96 BERE I o N7 Ik BT VBT OFF Y ) VBROEER S NS

e EBAF VT VBOSAL AT _A T YT s OFE, BN SH, &

INFR :

97 TO-778 7 V {EKNE B R, F/IRKERERE. 1986 F. RAFE

98 FMEHAF Y ) L ERORE R ~OFEMPESNC RIETHER L N BIIh 0k
¥, EEMSLKE, 1972 4, RARK

99 F %V U EORMEENE, MIDEEHRASHT, fak

67



100

101

102
103

104

106
106

107

A%V Y CBOBSEFEERE, RRRERRSH, RARK

F %) CEBROENESERE. BURERST. RARK

BFERAF Y ) VBOFREFNESMHORE, BERFE, RAK

TR 18 FFE AR LSRR HE B ANEEYE oA FNEEIZ OV
TORE, BREEERS

B EREEENMIZ oV T (URL : http//www.fsc.go.jp/hyouka/hy/
hy-uke-oxolinicacid_191226.pdf)

TEERBRBER . fRbETERASE. 2003~2006 £, RKAFK
221 ERMNLEEZERS (URL : http//iwww.fsc.go.jpliinkai/i-dai221/
index.htm])

E M ERMELFZASEETMRES®HES (URL : http:

Iwww. fsc.go.jp/senmon/nouyaku/kanjikai_dai34kai/index.html)

68






