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20074 11 A 9 H #£ 31 RIBKEMAELHES (B8] 73)
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F2VUERERTORER (HEA) TH3 4%V U =y 78] (CAS
No. 14698-29-4) L2\ T, £ BRABRRELE 2 AV AL BREY ST =
LT,

RIS HE L= RB I B ERES (5 y N EBENES (kG
CHEHKEVWRTEWIA), HEFES, kPER, LEEE. EBRY. %
TEMEE . REENEYE (. K. B, "eF, YA, =Vv R, T,
A, UFEROTY), AEEE Gy FPRU-TR), BEAESE (5 v
Fw U 2ARUA X)), BHEFEE (X)), BEEEFBERLERES (5 v b,
HERALME (T R), 2HREE (v ), BEEHE (5 PERTHF).,
BESEERBRETH 3, |

BRERNPD, ARV Vo /7BBECLAEE I EICEEENE. 59
REVCHBRIBDOIE, BHEIISTIZE, BREBERVERICE -
TREL RS EEEERIBRD LR N 2,

BHEBEER/EIAEFERBETR. 7y PeREBABRECBMANR
Lo, BREABFEIELCEEA I =R A ERXZBZHL, X0
fiich 7z VREZ2BRETI I LRAETHALEEZEZLERT,

LEMRRTHEONFEFTHEEOR/IMEIZ. Sy FEH W 2 HH{L%H
RERD 2.18 mg/kg RE/H ThokI ¢, ThEBLE LT, 2145
5100 THRL % 0.021 mg/kg (A E/R ¢ BUEFEH—HERHFAE (ADD &
BE LR, .

L. MEDENSERR Y 5B 5z MICceale @ 0.005922 pug/iml I
BAEY 220mL, MEXRRBEINDSEICETIMED 0.7, & MEEIZ 60kg
AT 5 VICH 0BHR L0, #4E#m389 ADI 25 0.031mg/kg (AE/R & B
ST,

BHEZENT - 2085 ADI LMAEHZENT —F hbENMNS ADI ik
BT 5L, WMEMFHNT = hbEPNEENRI O RE BE Db, %Y
Vo JBEOBEEELRET ZICE L TO ADI & LTIX 0.021mg/ke (hE/RA
PRETAILN/EYTHE LELLNE,




1. FERRERERUVHVAEXROBEE
1. A
BREH (FEA)

2. EHRESO—B4
MG ARV Vw2 (VU V)
Be4 : oxolinic acid (ISO 4 )

3. k=4
IUPAC
4 5= F 5,8V Fu-84% Y [1,8]04% Y rl4,6ex V-7
VAR R '
© 224 : B-ethyl -5,8-dihydro-8-oxo[1,3]dioxolo[4,5-glquinoline- 7
carboxylic acid

CAS (No. 14698-29-4)
& . 5I?w58/tbﬂSﬁ%/lS/ﬁ%/uM5d$/J/T
H IR
Zt4 ¢ b-ethyl-5,8-dihydro-8-0xo0-1,3-dioxolol4,5-glquinoline-7-
carboxylic acid

4. HFR | 5. 478

| C13H11NOs3 » 261.23
6. HEX
]
0 COOM
< E ‘
o N .
“on
7. HROER

IV =y BRI, 1976 BFIERCERRSHIC I VER SRS ) VUE
®EET HHRER (ER) Th b, ARk, Erwinia BH . Pseudomonas glumae -
D 2 FBFITBD TR WHLE M 2R U, Agrobacterium tumefaciens, Xanthomonas
BHE. Pscudomonas B, Corynebacterium BEIC LHEME R4, EAKE
& LT, #E D DNA gyrase D7 2=v b A L#EA LT DNA gyrase DR{E(L
EEZTILICIVDNACEREZAEL HERBRIEAZ ENHHA LTS,
DAETIE 1989 4 2 ARETFAEA L LTHRIBERERINTEY ., BT
BRE., 4V FRUTETREINTWS, RPT 47V A MIEEANIEYTE




BRESRESN TS, $i, BERFHBCESEALERTE (95, 1)
BIRENTVA, ,

EMABRKR L LT, SEOMBEEERRBREMICH L. PHib 5\ kR
PREFTDEFHRENTEY (BRT74) | AESE, K. BEOEE. &
AREUERABRGH L LTERERTWE2 (B] 75) . bSETLAECE, K.

MR LIHEERFOREZ HOCER STV S (B8 76)

Q




I. R2EICERIABOBRE -

EREMRRE (I.1~4) 3, TV /B0 7 == L BORELH—
(M0 TR LI DD ([phe4ClAF Y Vw7 B) RO N FLEDRSE
ZUCTHERLEDLD (eth-ClAF YV =v 7E) #AVTERESNE, &

HERERCRHDBEEIBICHFIRNRNBAEAI Y Uy yBRICHRE L

oo DI BYBBRUOREBEEEHIFIR IRV 2ILRShTN S, ‘

1. SR ERSAR
(1) MpEEHR (BEEE)
Wistar 7 v b (—BERES 3~4 D) iZ[eth-UClA ¥V U = v 7 % 10 mg/kg
HE (ERE) CHETAREL, IPBEHRBICOVTRA ST,
I R LR PR R EMRBIIR 1ITREN TV S, 9 & UULEE T %
HEBITRE 2 B CERRE CowllE L, B5 6 FE%ZE CHE VL
FRUMBEFRENER S, BB ITET LR,

F1 MbRUMSEhRSTERERE (HERS., ug/s)

| BRE1BHE | &5 28M% | &5 6 H% | #5 48 MHRI% | Tue (R

' (Tmax)
e 0.90 480 1.95 ' - BHSnP
il 3asl 1.70 8.28 . 8.25 — HEHxh?

- BREIhT

=z, ddY v v 2 (HERUUEIREE) ROU XZZ[eth-14ClA %V Y =w ¥
BREBKBAECHETRN (VAT CRBERN) #EL, £54— 59475
74-(Mm)Kiéﬁﬁﬁﬁbnﬁav?Z&w?X§®é%%@m%%
RS 30 £~2 REHIAIC Crmax IKEE LA L, 35 24 %I IIN/LE
NEY ., BREZERHERBELOIZEHR L, BICEE 24 BEZICB N
THBELREREZRO L, BHAEIIBRCBITLEHCSHETIN, #5524
REMEICIEEE L, (BRI

(2) mARE#S (REFS)
Wistar 5 v b (., EERH) itleth-4ClAF Y V= w 2 B2 EAET 1
B1lESs FRAKERARE L, LFEE#BIZOVWTRNE S,
RESWPIIEORE 2 FEEOMTRIEREZHE L =N, BERE
RRIL (D 2485 2 SRS ORE L 12ISH U CHS Uk, 05
REREIIRKRSE 24 % TRk 20 ng/g. 48 BB TR RAERB & 72 -
7z, (BR4)




(3) it (HEHRE)
Wistar 7 » b (—BEMERES 5 10 Zlphe-UClA Y Vv @A EHE

7213 300 mg/kg KE (FMHE) ©. Wistar 7 v F—#8#E 3 LR 4dY
vV A (—HE#ES 3IE) Zleth-MClAF VY =y /B2 RAE CHER O #
5L, BrEBAERENE, ‘
#E 24 EEBEURBRKTE (RS 168 BFRI%E) O R & O PHEM =T
H2WFREINLTWS,
WTFNOEBREERELZHATH, TRRERICHESHICHEE S, 1
NRE—VZRBERUCHETZIZELYBED N AN o, (BE 3. 5)

®2 RERUEDHEE (RESICHT HEE., %TAR)

B REER | BSHE R
24 W # - Gk
B P 5 24 B #5168 Fr#%
Sy n | R 34.1 - 34.2
| 57.7 61.4
K& : :
59k | R 31.2 31.4
[phe-14C] M| 49.4° 63.8
A% VY
o sE Sk | R 34.3 37.1
1 # 48.7 63.7
HAE
. S| R 32.4 36.5
ME | 20.6 64.5
Sy b | R 34 3
leth-14C] | o 44 550
Fx%2Y | BEFE
= I E - A 73 36 372
HE % 47 , - B32 .

1) : 96 B[t 2) : 72 BEfE

(4) it (REERSE)
Wistar 7 v & (—B#fE% 3 L) (Zlphe-#ClZ %Y I =y 7B BEET
14 AFEERO&EE L, PeMtsBRsER S vz,
BB G% 24 R U 48RO R K CEF R BIIR 3T ENTV S,
W bRSEHE P OFRERIC R T REBIR . BERSZRKIT 2 HE=R
CHEELHEEIRBDON Mo, [phe-4ClAF YV V =y 7 BER RS LER




BRTIX., RHEEE 168 BRI E THRIEER 2 HIE L 28,
U RBEERRICEITIA O o,

R E 48 R

(BH 6)

£3 RERUVEDREHEHE (4TAR)

. iR 5% 5%
5 &t Bk EHAM
F| BERET 24 ¥R 48 R
15 R | 30.1~31.1 30.2 30.3
14 A A % | 54.9~666 66.4 66.8

(5) At

Wistar ¥ v b (—BEHEE 5 ). |

HEMRO®ES L, EIPERBRNEE S,
W&ﬁﬁiﬁ5%6ﬁﬁ1ﬁw%mma&@%2@%%1ﬂ9wm31&o

to(ﬁ%m

(e)wmﬁﬁ
Wistar 7 v b

ilphe-14ClAF > J = /9@%&)@%‘(

ilphe-4ClA* Y V= v 7 B2 EAET FITEHE (—8

RS 5 IT) CHERORS. ERE (—HEL 3D < 14 BEERESO

5, [eth-“ClAx YV =y 7B ERAE (

—RERES 3~4 L) THREKROH

GELIVERE (—B#E 1K) ©5 BRRERLDEELS LT, ko mARBRHS

Ehs Xhi-,

TR OB B ERE R 4 TR ST,
ﬁﬁ’ﬁﬁéﬁ%ﬁﬁAﬁfi&élzﬁﬁ%

RARIT2 Y | B T,

MK, FICHEHZ oMLz, |5 48~168 B ICIZ T 2RIz A Y
wmmrﬁm@ﬁxﬁe@ono(ﬁ%3w>
F4 ETEMHBPOREBSERE (ug/8)
s P | Rl 2 Rrfil BB R D
g G5 | mEGIYD . FFRE
0.10). Shf
B % sh mms.a0 FO10. ety
HA] | B (4.04) . I 5 (3.69) . T
0.12), shP
[phe-14C] . (3.03). miA(2.48) RO, EoiEnT
XYV | G | - B(4.56), FDfREHhS
=Y 78| | — 649, TOMBHENT
o | g | RS, G0, LI FEEQL, KR, tol
14 ARH (8.25), HEEEE(3.10), MiE2.17 | wHsh{




ERA BiB.38). MiEB.28), BHR0.05), FHR0.08), Zoitigi
leth-14C] wE i3 5 99). igA.s0) .
AN 98), Mik4.8 ang
=y rm |EAE w |- #0.026). HTIH0.00, EliH0.02),
5 ARRHE 2 , TS S
H) — MEEY

1) BHREEREERL., [phe-ClA®y U =w 2 R ERBRTIE 168 H%Eﬁaﬁfﬁ [eth: 14C]zL
F V) =y B S RE T 48 BRI

2) PBHREEMIL. BRESZORE LR,

(7)) KHDEZE - E8 |
PR QO RCWITHELNEREVETORBYREE - EEREBA
EhE X hi-,
RECECBIAREMIE S IZRESh T3
[phe-4ClA Y U = v 7 BB ERE TR, RPEERS L LTEEORE(
EBRRWE SR (10.9~37.5%TAR),
HBIIRD LT, RIS h B EemIRBEErSFIc< b tEZrnh
Teo EPITIIRBINOREERIRHEENTZMIZ A F LY DF % LR EE
L. %n%nﬁ%b<i7u®m@§mx%WMLtBﬁucmﬁwté
iz, BRAETIRR, ETICRBEMERERERL Y S S hzn,
nmww&n@m%zmmm%mbn_e

vz

ERRERThHDEEZEL b, |

AFLrIFHTEHOBBE LK

AL & nf:ﬁiaﬁﬂﬁﬁiﬁﬁﬁiéﬁ

[eth UCIZHF V) =y JBBRERDT v MEWITRBIT 2 REHREKIL, A
VUV ARVEOBIERTENIEL OAFAIZLE BROC DERT

Y. EHLRThLREYEBAIND B bNE, (BE5~T)
: FS5 RERUVEICBITAREY (Y4TAR) :
RN BEEME | BB | A=y rE _ T ik
B = 7 109140 DR6~42), HAEEH UAML2~95).,
=AG| UB(0.8~1.3), UC0.8~1.2)
" 90,3240 B(7.5~86), C(1.3~16)
RAE LA UCO.)
mAHE D(1.7~32). FAIELAH UAR.7~6.9),
? he'\m?] HE - & - 12l-la8 UC(0.8~15), UB(0.8~LD
j i ; ;,% - 50,4490 B4.0~9.1). C(L.I~19),
FFECEHUCO.5)
EAE . 215 D@B.8)
14 HRE D ' SRR AR UA2B2.7), UCBH)
% 14 B@®.5). C(B.0)
' FEEEEH CO.9)




[eth-14C]

=wIEL

EAE
AxYY | KE i

49

D(15.1), F6.6), HL.7)
B(1.8), CO.7). E(152)., G435

1)ﬁﬁwgwéumﬁitm§¢®ﬁﬁ$ﬁ%guﬁféﬂA %TRR

2) FiBRfE (K

(8) ﬂ‘.ﬁl‘:ﬁﬁ (ER)

B b (RS, 4%)Kﬁbfbmmmﬁ#/)wyaﬁwﬁﬁﬁnf

(1.00g) BERBRVEE SN,

MARE., RECEFHERRITZ 6 LRI TWS,

MMARED Y — 27 3#E 4 BREBICRD O, RAEEEEEIT 1.17%T
bofe. RPRCER~OHPEMITHE % 24 BBRIICRB W T 42.7%, B 5% 48

e ]

WBWT 66.7%

Tholk, REREHE LT, IV V=w 780N

7 rBEASERLACETEAEE L AT L P2 MR B Lt x Y
Voy 0BOINVT o v BREERVEIL o VB b EREE L
e (BRTT) .

#6 EMIBTIHEEEOREROEDIE

Tmax | Cmax PR B OV =R (%) R
(D | (%) | 5% 24 1 | B 5% 48 05/ | (0~6 BRRIE R DAL HE)
| ZTH IV BOTVT o B be Y
4 1.17 42,7 66.7 cBEHEAE - ER LAY Y

VEBRNLFEEEIN ST v B

G FET N g R{bEY

2. EDEREGER

(1) XKEO®

Ry MCRESNEATR (S : BAE) OHES~BEEIVH0EDS
VIRFEIZ, [phe-ClA ¥ Y Y = v 7B % 300 g ai/ha DAETRALEL,
FEYMENEMRRAER I, AEES, 7. 14, 28 BRU 49 A% (X

') 1

WAEER AERZER L, SO IRBH oMM EHo > b, 1E

ﬁ&&ﬁ%bt% FOALEEE, K, B, ?a?b% o, RRALE LRI K &k

WaEL, 2REE Ui,
KFBIZBIT IHHAEIMIR TRRERTVS,
F=1 KRBITEBTIHHELT (YTAR)
RLFE ¥R AL T
| wmguy | mH | 1 49 A m% | 148 | 408




KRR B R
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

E) BPOMER 2ETERLE 25 ORBRERLEZRLTNE,

AMHERVCOUERTOBRERIEIZREBIOET, OF 49 BETH
81~85%TAR XU 88~91%TAR AEUR &z, FDREDILFRLE( DA *
V= 7B THhHoTr,

% 2 EREEGE U-TREONERE ¥k, *ﬂfﬁ&U‘fFaﬁO b O eE Sy
AERBIRENLTWVS,

ML L-RRIC I T 3 0AHIE NS T44%TAR OME SRR E <7
B, Tk, B, OO LRH SR RHEEL I%TAR RIETh-o7r, *
T, BAELERETIHEIBRAEORMBSIINRCHEELE, BEXY, F%
VIV = FBIILERABITLIZ WI L BB LI Wikolo, 2B, RWIEE
NieAb8OREBIEAF Y V= 7B THo7, (BES8)

#= 8 W ORE S ORMITEES 7 (FTAR)

W 5 ¥ T T AL , Ham
Ew AL TE E7% 3 A2 g N K4 S ikt
e A 74.4 0.14 0.03 0.34 3.7 69.0
Tphe-uClA | ||
54.4 — — - 3.1 43.0
R 4.3 N N N A N
RFEERB
4.1 - — — ND 2.9
(7 #)
H) —: Q¥+ ND: ﬁ&én?
1) R EnEE Bl
(2) kB

[phe-14ClA % Y U = v 7 BRI AT (FE : BARE) 2BELEESO
BITHERBARE S, -

mmmmf#/)_/9@%1mmmyL 2 0.1 mol/L ZKER{LTF + U 7
AIKIBRICKFE O ERERT, 25°CT 24 BRRIBE L%, LI\ EL, 5
FTRARRE L, BE2EFRZOHEEZH LI, REECWICSEL, £/
54 A% (NEY) OfEEH LR (#.E 7em Dl E) RUOMESHICSHE L TR
B L, koS H =R, ' |

BEUSHICHE UREEEILL S V) =y 7 BHE T3 1.47 ngllr©
b ol #E 2~3 BWHEH O 2~3 FEH O HE TR AE T O MR 5§ (TRR)




D OBV HFAEL., HERERUREBPOHANEEITE iz 1%TRR LT
bofe, WEHOTEETIE, BT 0.008~0.011 me/ke DK EERBH X
OO0, LK, MR, Wb LICBE T ARAEIIVFRLBINRRRE
Bofe, NERETHRELTLAIF VY =y Z7BROZ KRB I H LI
BITLRWZ ERBELNE RoTz, ‘
ENELPORNERERAREBARE Thol L b, FRETD O .
HEDEDPTEA~BITT I HREEIRVEEZONE, (BB 9)

(3) < &L | .

Ry MEREERLES S (B TR ATH) OB 4~5EH o 41
iz, [phe-14ClA% Y V= v 7 ®% 330 g ai/ha O BB TRAME L HEWH
NEMBRRPER SNz, LBEZOLEER W 7, 14, 35 B (L
H) OMHEERRENUSAOEXELERL., RELL L,

W BIT A RAESFAIIRIKFISIhL TV S,

RO FEWTETHHBHEESR (YTAR)

A SLEEZE JLEEEL S DO FE
L% H E % 7R 35 A 7H 35 H
| MfRegdE | 102~108 | 108~112 | 106~108 | 01 | 01 .
pheCLA % | o se0as | oas~101 | 88.3-100 - B
I k.30 SN SR O A NN

ND:#H®T, — : #EtT
E) RPOEMER 2ETERLE 2 00RBERETLTVS

MEEPORERARSAILFHEE T, LB 36 BRTLERIERTD
MBHEEEREN SN, TORBONRENDTHF Y V= 7B ThHo T,
T, UEHEDAOEENIZS ENDHHEIX 0.2%TAR LT L4, &
FU Vv 7BECEFORHDIINBENS FOMOERER~FELEBITL
nrWEEZHRE, (BE10)

(4) EWCA
[phe-14ClAF ) = v 7 BE%IRFI U7z 148 CRILIR 8 K50 2 BT,
W (B : BLAKIR) Fickd 2ENENEMRBRSER S,
Ry McEE% 30 em RICKEL, 20 LZEDEHVEL, 20 Eic
[phe-U4ClA %Y U =y 7BRM (#tH7Y 1.2 mgke) 4 A% O L% 20
em DY S TIHIE L, B [pheClAH Y V =y 7 BEBEMTEZ (K y
M OFEEBZ 3 BR) KEVWZALEEL, 63 HZ CHRIE Lz, BHE 13,




25 kU683 ABRICIEWI AR, £2K¥E%L, BB L IEEIZHT TRE
e L7, '
EWZARCHEEBIT 2 BHEEREIIRE 0 CRSATNS,
TEPORHEREIEER S INES TERRD bR - Teo Fihe, 72
w:A@ﬁ%W*H%%ﬁﬁmﬁﬁﬁ%\%&mmmbafﬁmmﬁkﬁ?
HoIDT, TENLENWZA~DTR VY =y 7BOBITIZR NS E 2 5
N, (2HE11)

10 FWCARULEBIZEIT3RETEERE
ST S TEH) B 145
BB HE ) 180 | 25H | 63H | 13H | 258 | 638 | #®mmEes | (nAkes
A RBIRE | <0.004 | <0.002 | <0.009 | <0.07 |<0.002 | <0.007 | 1.19 | 1.22
RE . L8 meg/kg Bt EHETRI ng/keg £EE

3. tBPEGHR

(1) FRKEKTEDERAR
[phe-14ClA % Y ) = v 7B A BERNAKE 1 cm OBEKRIE L U tag - &
T RH) ROMWE - HEL (FBA) KFNFNELTY7ZY 1mgke & 725
KOWHRMU, 262 COREMETC 485 A v Fa— b T 2EF58H L
B EMARRAEE Sz,
YR - M ROV - LB 5 485 AROBYEHRFEIRZLFh
99.2~101%TAR K T* 98.1~103%TAR Tholr . AF YV =y /BROEI &
% 485 HRIZZFh 73.3~7T4.T%TAR, 83.0~87.5%TAR THh v, T&EM»n
LIH SN BAERSORERE 5D, TV Vv 7BoKkBALET
BIF2HERLEESIT 1 FULEEEZ DT, EERERITEES ORKE S
CO2TH Y, 485 HED CO EAEIL 0.6~1.6%TAR Th oz, DDA
B 26%TAR LT Thol, 2 BEOLRIIBTIFF Y Vv 7 BO
SFRRRNICEERZIRD bR, (BER 12)

(2) FENTEDEGRAR (GAMEHE) ,

[phe-14ClA %Y J =y 7 B A ARAOURE - B GRH) RO - EE
T (@) EFEhERELYZY 1mgke b RBEICEML, 25£2CH
R T T35 HEMA v F a— M 2R EETEGNRREERK S,

YRR - B RUOWHE - HELICRIT 5 630 BEOBERMNEIZENLFN
96.3~98.1% TAR K T* 96.2~97.5%TAR Thotr, TF VY =y 7BROBE
B 635 BRI EFNFR 70.7~T1.0%TAR. 75.2~76.1%TAR Th v . 1
NHMAE SNTERFERSOREDE HD, %Y ) =y 7BROMM 15
(B BHEEIIE LA L &% 2 b, MBEREIERS ORHL I




CO:THY . 635 HED CO3RAEIT 0.8~1.1%TAR Th oo, SEEH DA
~&%ﬁ&ﬂﬂARuF@&oko2Eﬁ®i%m£ﬁ5ﬁ%yu:y&@@
SEFNCEHZERZSRBD o, (BE 13)

(3) TEREEASBRRAR

BOR - B () ROWHE - it (FH) 2HAVTH S AR LEKCER
FU—b (E&500pum) 2MERL, Iphe-iClA*Y U =y 7 % 5 mg/m?
TRELER., KEEIC 12 BERE L T, TEETROMRBRAER S h
7. ‘
' FxRYV )=y 7BELERECB YT RKBARBL T T TRAICHE L.
12 ERBRICIEYE - BLRUNHE - BB+ T2 46.1 B 45.2%TAR
Tholce KELBRBT O ELBEMILEE - BHROWHE - EH L% h
TNBTHIRRULB2HATH %, KBRIZEBLAVHRERE (FEMH4T)
TORET RIS - LR ONE - HET T2 FN 108 7 A XU 11.2
AATHol. PEDITREELZD S SBERRESNEND. VWY 5%TAR

LU T, BEFRICHENT 2 @R b R ook, 12 8% OB EEIRERS

86~90% TH -7z D T, —MBHDR b oL EXLbNE., (BB 14).

(4) BRE (V—F2) K&

[phe-UCIAH VU = Z B E AWM (U —F 2 2) RERMULH -
£ (R RUHHE - HEL (BH) 2HVWTEBRS L, ¥ 30em 2t
BMERELELTEL T A LiCbhe MClAF Y Vv 7S E LM EY 1
mg/kg IBFI L7c D2 IRML, BFEM T CEEAKE 2.0 mL/AET 2BEHET
L7z,

WTROLES T MTBNTh, KES ORI ED S A LD

WINERLIZ & EE D, BEH Sh = HREMERSIE 0.1%TAR Thot-, +Hd

DB DO REIEIRENDFTF VY = v JBETH Y . ISR S

hialof, THRMHBELZ B LAHR, fLE L b BRSO KRS
SR IVECRIARBESICSHA LTV, (B8 15)

(6) TEWMEFREBRD
4BEOEANLE (WEL (B, B+ GGH), 8+ (Ex) RUHEEL
(Fa)] 2RV HBEERERRAEL SN, -
Freundlich O ERE Kods [T 126~839, FHKRBEEFRICIVHELE
% &R Koc iX 4,360~42,800 Tholr, —ELEBIBE LTV Y=y
JRIITEALELENORE Uiz o7z, (BE 16)

(6) TEEEABO .
4BBOENLER (Bt (F4), BEL R, BEL: (B RUW




B (FE)] 2RV IBEE (R0 —=v7) RBRAEHBSNE,

XYV =y 7BIIEREEENR . EREBROEHIRTETH- 7,
(B8 17)

(7) LERMEBSRER

[phe-14ClA ¥ YV =y 7 Ee % 3 mgkg BT GP (F Kok« XA hy)

BRI LE GRIR) 0L - KB (1,000 ZF5R) 2EML. 25C
R THEL, SLIIOHEERELY 14 FHBET2 ARV 3RO kS %
T, HEMAESOMARBER S,
7T RRBR O 3 RGBT 2D 95%TAR Ll EREI S -, 3 RisRgd
P ORFEDIRY D 12~20%TAR B Sz, Z O RS RIREEZHH D
RS hiahofeZ &, LETEMRBRTIIOBEY B ERISNE 1o
e, TOSBMNTEBREDOERICIVER LEEELI LN,
FYV =y 7BIITEBICEBCEE L, TEBREYONEESZ ITIC VR, ©

K—H¥oFdx2 Y= s @i i:l:t%ﬁi‘ié% LYV aHeERITDEE L BRI,
(1R 18)

4. KebhEGRAR
(1) MASBRAR
[phe-14ClA %V U = » ﬁ@%: pH5 (E’ﬁ@%@{&) pH7 (V VBB ER X
U pHY (R UV BEER) OFBERIZ 1mg/L L7225 X 52BN LEZ. 25T
DHEFRETTI4 A v FaX— T 5HKSERBBER S,
FFx% VY =y 7BOWEREYIE pHS RO pH9 TENRFHR 309 KO
1,940 B CTh o7z, pHT BT A HELHMITT —F DIEboE MKk & < 3
BHT&hahole, 4 BE OSSR I HeR éntﬁ\ﬂmfﬁﬁmoto(ﬁ
B’19) '

- (2) KRS RABRD

[phe-1ClA* ¥ U = » 7 Bt % pH5 (BEELEEH). pHT (V /E&ﬁ@n&) B
U pHO (R VB IEEIIR) OFBEIEIC 1mg/L & 23 X3 ICRMULEE.25C
T7~14 BEF &/ 7 7HRE CLME : 13.8 Wm?2, JIEEE : 300~400
nm) T3, KERSERBEEE SN,

FHEVY =y VBRI B T i&b&ﬁ%én&%otﬁ SRR
Ko pH5.7 B9 ORBERF TIEENETH 41.1%TAR (14 A#). 7.0%TAR

(14 B#) KT 10.5%TAR (7 B#) P Lz, RBH X Tk pHS T
19.9%TAR (14 A#). pH7 T 24.1%TAR (14 H4), pHY T 34.6%TAR (7
i) OEBUERSVEL., ZOREN 002 Thos,

pH7 BT 9 T 2 DIZRFAEL#EY U-1 R U-3 BAER L. pHT “U:t U-1
A% 18.0%TAR (7 H4) iz, pH9.0 TiX U-3 7 11.8%TAR (3 H#) w3 L.




TO&KIT, THLH 12.0%TAR (14 B#%) RTR9.2%TAR (7 B) WL
770

ARV Y =y JBOWEFEREIT pHS, pH7 R U pHY TEFNFH 13.9,
3.86 R U'231 REFHE, HE (AL#E35° ) LB 2EOKBET O
HEEFFEICBAET L, ThFNn 223, 6.5 R UB3.9 A THh-ok, (BE
19) |

(3) KpADERABO

[phe-1ClA* Y V) =y 7 B2 MARTT 2 U BAEE (HT) 12500 pe/L
ERDROSEHEMUIZ%E, 2621CTTI MRS BB ZE /) 5 7K
B (OEHME : 51 Wim2, HIZHEE : 300~400 nm) 33 7K B4R ER A3 5
X iz,

MBI TR, %Y ) oy 7 BIEMARDY 2 VBABETTEREN
20%TAR (X 6%TAR LA Lz, A%V =y 7 RO R LB EMA
FRO7 I VBABRETTENEN 3L BRI M EEH S, B (b
35 ) KRBT EIFEORKBERT COWMELBMITHETL L, TRLFh 8.3
EU31BTHoTe, HREICIDEESHEMNIL COTHD | HAkTiZ 71
B 20.1%TAR. 7 I ER/KISH B Tl 48 BRI 12 19.4%TAR 4% L
tci%/)~/7@@ﬂmkv7\/&mrﬁ¢f®ﬁﬁﬁﬂ5hVﬁﬁ
LU, MBS ER T COICETHENE, ZIVEBEMC LY %Y
)m/9@®\%iﬁﬁéﬂto%#/J“z7&@ﬁﬁ%®%@i 5
ANERERTHRBYOER, THLOONMRIRIC LS 2 EFROER., &
DIZAFRY =y JERWIN LT 8 BEOAEREZR TRKMNICILCOI i HE

- Ehie, COg RV T 10%TAR %%x(éﬁﬁ L5 e :.tfmmta (&
B& 20)

5. THRARRHAR

RILER - A GRIR), WAk - L (HMRUREA) RUKILRK - B+ (&
RE) RV, XYY =y 7BESWNRILADE L HEERERR (B
&W%%W)ﬁ%ﬁéntn%%mﬁllmﬁénfwén(iﬁzn

£11 LEBTRBEE EELRE) 0 -

B e = 2 7B - B A
- - ' LR - 8 250 H
yp | JHHLRER 300 g ai/ha R - HEEE 39 H

=S

L5

AEKEE | 200~300 g ai/ha | ALK - S+ 183 A
: |
KUK - ROk 227 H




hEE - HEEE L 91 H
= | 4 KR - -t 14L E
s | SRR 1.0 mg/kg F
R EAKE | 1.0 mg/kg KUK - Bt 1RBLE
B . M - L 1FL2
1) BEEERERT 20%AKfA. ERARRCEEREH
6. EMREARER

AiE, BERUREZRAWT, %2V Y =y 7 BESTdSame Uik

- YEREEBRPER SN, ST, BRI A F ) — LT L RE e B

HARHBEMT EHERE /e~ 757 (HPLC/FL) #AWVWTEET S LD
Thoiz, : '

FERIZVE S IEREINTBY, A2V Vov 7BOBREERL D (BE) %
PR &, BB 14 FRICRELZ 2D (BRE) @ 10.7megkg Thoiz, (B
R 29)

Ak 3 DEMBEBERROSIEEZBVWT, XV oy 7 B4 RBIMA S
MELLEENTERBRODIEEDNLOHEBERENR 12 LRINTWVE
(BlHE 4 2R), R, AHEEREOEER., BHEIShEHAFEN L FY
Vo FBBRROBRELRTERFME T, SEEREAFHEENZED (b
by O0) ERLECOMAEDIFER S, LT - F{ERIC L ABEEKoM
AR BVWEDRED TIZITo 2,

F12 BRPEYEREWIAFV ISV I/BOBETERE

J .
ER T hI ver S R ]
({KHE : 53.3ke) (1~6 %) (K : 55.6kg) (65 ﬁUJ:)
, (fkE : 15.8kg) (k= ; 54.2kg)
B.
ﬁ,ﬁfi 52.8 24.2 75.9 56.2
7. EEDRERER

XD, Fr_Y, KALA DERVRKIEZANCT, Y= 78 -
PR BAWE LA (3 BRENE) RUKE (@%E0E) KB 5
BIEMBERBRERShi, STRERBEA Y/ — L THIE LR 28
g, HPLCEZAVWTEET A LD TH o7z,

FOMR. ETOEBEBVT, T3V =y 7 BROBEEIIEERARE
(<0.01 mg/kg) ThHo, (BH 23)



8. REKAREHER

(1) RESR (&)

(. BRUE)

FH, BREUVBE2HNVTAIR Y =y 78 (%H) OBROBERBRAER

Sh. M2 b N FE IR

~DBAT - BEEIC OV TR STV S,

BERTE SEIVOMEBEROBENLAFY U = v 7 BN EERA (I

& 0.1 mg/L,

W5,

igiE 1 mglkg) UTR2D2ORETAHRIIE ISIKTEANT

SR OE T, k&S 48 RREBICEE2TCOEBTEERRUT LD,
T2 REBICEBH EN 2o, BICBWTRL, 0.05%ENETII KL E
24 BFfEl12 . 0.1% % 53 T3 48 BRI BRIV TR A BEBRLU Tz o, (B

8 78~80)

13 BEBEROAFVUZvIBAEERANTIZAEDZDIC ET%H#
M (EQ&Ss5)

X R 1E#E5E | BEHE | CEBRLUFICR B 0ICET 5 B

(RE% - I (mg/kg/H)| (B) 1L 35 (5 ) figas* (R )
T4 (50kg - 6) 30 10 72 48
& (13-32kg - 8) 50 10 48 48

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

(11 B - 30) 0.1%* 28 48 48
MR, L. M. RFER. EER. B B v SERAR VU BN

(2) REAERE (G&F) (K. B

BEVEZ2HWTAEX VY =y Z7BESBE (EH) @ﬁkﬂ#ﬁ—?ﬁ%ﬁﬁ:;ﬁ%ﬁa

., EEEREN

OWTRE ST,

HBEYOMBERCIENLAF VY = v 7 BARHBREE (2 0.01~
0.05 mg/kg(L), BX 0.02 mg/kg(L)) L7220 ETHREMIIR 4 ITFEh

Tns,

BIZEWT, XEEREERT i%ﬂ%%ﬁf&‘%w

24 BRI

WD bR, mRERE
RFOMBR TEEIRE ST ESCHIC

LEELE, —F. &

IR R T, &&&RE 24 BRRR T 96 RAZ IR S h, 2 TOHER
B OB EE SR PR LRI IS 72 B 01X, FERAAS 48 KFRA%E. BCREAS 120 BER

®BThHoT,
T OGRS ICEE I

iz W TR, &S 24 KR

121X 40mglkg 5T L
1D b1, 20meglkg T EFHETIIBREE CFEO A 26T

EARD LI, HRSHTRERE 72 BRI HRARE L
moft. (ZR 81~84) ‘




R4 BRESBROAF VI Z v IBIABHBRRBICHIOCET FEM (BUKRS)

. BpTE BREE | S5 | BRUHBRKFICEDOICET 5

(A - B (mg/kg/F)|  (H) % (FRFR) fgam* (ReR)

5 (388 - 45) 10 5 24 120

(27 H# - 45) 10 3 24 120

B (25 HE - 15) 20 7 72 72

(2 5 Hii - 15) 40 7 72 72

K (2,-A# - 15) 20 | 7 72 72

(2 » Ay + 18) 40 7 72 72

B (. BE. LB, IR, SE. SmB. KBRS, M. 5. B8

B (TR, B

(3) REHR (KERE®HAD
NRT, XA
BIA (A OREREZ SR DRSS £l S,

NG, BAEL FERE)

(NTF. TRAE, 72, aA. oF+¥)

SURRA, Ta, o, UFEERAVCAEY Y=y

oW TRz,

HRAFOMBROBBE»DAF V) =y Z7BENE

FIL® 15 IR TWa,

AR B

ERARMICET D

XV =y JBPCERARBICRADICET IHMITIBREENL N
FEEELRDHEENRRED %:m BBICIOAAZ YR H o7, (BB 85~92)

RIS BRRESBEOAFVIZVIBRNAEERARBICRIQICET SHH (KERSHEORE)

yisbi B¥ | &EE L FE ¥e5H EERARBICRDOICET 5 HERH
(mg/kg/F) #(A) | Mg, mIEEER) fas (M)
15 10 1 |24 (RRBA 0.20g/L) | 24 (REIBHR 1 merke)
20 20 BEHiR 5 1 | >24CERMRA 0.2me/L) | 24 CERBA 1mg/ke)
s~eF o011 30 2 | 48 (BREMHA 0.2mg/l) | 48 (REMBEF Img/ke)
11 60 2 | 48 (EEMF 0.2me/L). | 24 (EEMRA lmg/ke)
17 30 MR O Es 2 | 24 (GEEMBA 0.35meg/L) | 24 (EEIBH Img/ke)
15 | 30 BT b 3 | 24 (ERMA 0.35meg/l) | 24 (ERER 1me/ke)
Y A 10 10 BE%E 5 NT 120 (E&B AR 1.5mglke)
=P=A 50 25 RERE 5 7 NT 120 (E&IRF 1.5g/ke)
7 40 20 ReEE L 7 NT 52 (FEEF Img/ke)
40 40 7 NT 100 (E&EREF 1mgrkg)
5 1 72 (EERR 0.2meg/l) | 24 (EERA 0.1mg/ke)
10 MHE LIRS 1 |72 (EEBRA 0.2mg/l) | 72 (RRIER 0.1me/ke)
=4 75 20 1. | 120 (EERF 0.2me/L} | 120 (ERIRA 0.1mg/ks)




40 1 | 144 GERMRSR 0.2me/L) | 96 GERER 0.1mg/ke)
20 10 BE&R 5 T |96 (BRIER 0.1mg/l) | 96 (REIRF lmg/ke)
20 20 T 144 (ERRA 0.1mg/L) | 144 (EEMF 1mg/ke)
v | 100 40 IREE# & 7 | 18 R(EEMRA 0.1mg/L) | 18 3 (EEBH 1me/ke)
Fioed (. BB, BB, SR v~ 2 (FE. SE. R
=V A (FE. B 5N 7= (FE. B S, )

A (AT, B, )
NT : Non-Tested (]| &# %)

(4) BERER (KERKBH) |
TRROY T KRR Y =y ) ROWA LM AR RN

C S, MBBREEIL W THRE S,

vox (R, B, M, e, 60

(7. 7+%)

HBR/BEOMBER VBRI LS Y U=y JBPEERARTE 2501
BT 5 BIIER 16 _zréﬂ“b‘Cb\Za

VA= NEAV R R N

CBITLIEFEREITE R bEL<. BHORB

EEBHREELE, T2IBWTIEERKET 10 A%, Y FFioBW Tt 20

BT RENER

RIRTE & 2oz,

(M8 93, 94)

R16 RRESEOAFVIY v I/BIAEERRARBICLIQOICETZAH

AR | B | B AWEEE | R ERIBREW IR D0IcELT 5
(ppm) (35)) Mm% (B) EE (B)
7= | 96 10 6 5 A (ERIRAE 0.05mg/L) | 10 B GE &AM 0.05me/ke.
BEOL 0.-1mg/kg)
20 6 5 B (ERRAME 0.05mg/L) | 10 B (ERBRE 0.06me/ke.
FRo0 A 0. 1mg/kg)
v%| 50 10 24 . | 15 HGE&BAME 0.1mg/L, | 20 F (RRMIE 0.056me/ke.

3 B7— BT 0.05me/L)

T A AT 7 — A4
ELTY

(5) REBIAEB (KERMAZUVKA) _
TaRP=VwA2ANWT, %V )=y 7BOHMA (7= - ZKiE 18C)

(71~:97x5

itmmﬁ(:va-mﬁiu&wuwn@SEﬁ@ﬁﬁgﬁ@ﬁimé

.« MR

;Ob\fjﬁﬁénﬁ—o
ﬂ%ﬂ@@%ﬁ&@ﬁ@#%f%/Jw/ﬁ@#ﬁﬁﬁﬁ(mewg)

Z S &é@ WETAEHIIR 1ITICRERLTWS,

ﬂ/vxﬂnﬁbmhﬁfi AL PR E ik E 21 B, 10°CK
BETIII13 HRICHREBERARBEIC R o7,




T aDFRIC OV TCIIERES 14 %1
95)

IRHRARG L R ote, (BR

R1T BHESRTHOAX YT =y 7B BRHBRR RS RODCETZHEK

(REABABEOES)
A Bk KR ®kE5E BREHE | RHRARBICROICET SR
(°C) | (mg/kegf&E/R) | (H) A iR
T 269 18 20 (Jm#A) 5 7 H 14 H
=v=x | 102 18 20 GKFI) 5 21 H 21 A
53 10 20 (k&) 5. 138 13 H
(6) REHERR KERMETFESH G&s) ) (FU)

TVERWTAX YV =y 7B (H) OBEROBEEZIXRERER
BAOSEME S, ERREREEIC W TR AR, '

7V OmMER VIR DAF Y = 7 BAR IR R (0% 0.01me/L,
FAW 0.0lmg/kg. APl 0.02 mg/kg, BI% 0.08 mg/kg) 07235 D icET 5
MXIEEEIIR ISITRENT WS,

5 HEREGHRICE W TS - HBNEBESRHBARBIIAZIDICEL

- TeRRfIR. K52 30mg/kg BB THIR : 10 A4, BIE: 16 %, SA -

13 B%, 20mg/kg RSHTHTIR : 5 HER, Bl 13 8%, HHRSAETH-
7. (BFR 96, 97)

&18 JUic BIT%T%P‘%{&@T:‘FVU — vV BEARHBARBLLOIC ET%H#Faﬁitld:Elﬁk
OKERMH FEEREORS)

70 |1R#EE BEHFE | WS | BHBRREIC 25 DI ET B
B3 (mg/kg/H) (A) MR E 2 AS) | RGN ERER
110 30 AR OS] 61 BFfH >71 If
55 30 RE®RL 5 3F 16 A
55 20 R 5 5 5 R 13 B

(7) RABOTRE GBAEF) : , ,
WIVAZFA CREWES (28H) AW, %YV =y 7% 100 ugkg (&
E/FROHAET 28 HAERREHKREG LT, AHBITRBIER S,
TORER. WVTHORBEBWTL XYY = 7BIIERBRFFT
(<0.01 mg/kg) THot, (BRE 24)

(8) BABFTRER () |
BEHW, XV Vv ZEEE 005 (10) BU0.1% (63)) HWinL7~



FRHC 30 HMEHEARE LT, BIBITRRAERmSNT,

BRIV DT BRI E M A LTI U 7, iR 5% 0meih
OREEL. MRMBELBVNTHRACES L, BEES 6 BRICITERR
F (0.1pglg) RETHDMEROHBREICRY . TARKIEELRD S
Nihot, (B 98)

. —REEER

YR GFE EAE Y NROT v MO — B 5 S 7

HMRIIFOICRERLTWE, (B 25)

£19 —BREERR

3 gk WER WIERR | ERE
REBoREE | &wE . ( {5 RO
s R | AT | ehe BT | (gl | T
. T 318 mp/ke (AEELL - it
78.1 mgfkg (REELLE ;7850
A1, K53, HEEMED R
i, EEGE,
0. 4.9, 195, DIET. EH7HE, Eieh
ICR | MERE | 78.1, 313. | 2 : 78.1 HE: 813 | mymoEs
<7 R 3 1,250, 5,000 | i : 19.5 W - 78.1 | BE313meglkg (REEDL: i
—HRAER ) ‘ 1,250 mgfkg (REDLL ;
(Irwm{i%) = Wﬁi'ﬂg%fibés
T  SIREDTTRY)
M 1,250 mgkeg REDL |
h L
1% A 0. 78.1. 313 -
& H&R | B 3 | 1,250, 5,000 1,250 5,000 IR S RN
® AR (&)
B~z | 0.49. 19.5.
2L | ICR 78.1. 313,
Sl | w2 HE 10 1,250, 5,000 78.1 313 HENRIERER
PR | () |
B A 0, 313,
Hid 38 H&RE | # 3 | 1,250, 5,000 | 5,000 — WSz LA
AR &)
EES 0. 313, - '
IR Mkl | # 3 | 1,250, 5,000 | 5,000 — BET LA
| o ‘ GR0o) ‘
'Hz.uﬂ FER - | AR 0. 313, Bl FE AR F
— mE - | B&%E | # 3 | 1,250, 5000 | 1,250 5,000 1 P
sy | LDEE | T &) | 1l




8 Hartley 10-7~10-3
P EA | B4 g/mL 104g/mL | 108 g/mL | NA OIER TS
Rl ey R (in vitro)
e 1 o, 49, 195,
yiigé? ICR |, 0 | 781, 813, \
. ﬁg%% el 1950 5,000 | 781 313 | BekmEEROME
mo | e (P
- 107 g/l : $REEOHERE
4 Hartley 10°7~10-3 105 104 Bhod s
7 [AHERL T | B4 g/ml. 103 gml : FAEE, KOt
vk (in vitro) g/mlL gl ACh His RUEH Y &2
A Z AGHEOHH]
SRIRIEM Fischer| . 12256 10°¢ 105 | 10° gl : RIBROES
REs Fw (in VJItI'O) g/mL g/mL R I BRI
Y . Mk H ZIS: O\ 313\ )
e O B e | 1250, 5,000 | 5,000 — | mmcrsmmn
AR (&)

10. SEHAR
FHFVNV = JBEOT Yy R R FRAVWEAEEN., 2Rk, Ak
ET. SHEEEAERCEERARRISEE S L, .
HRBOFBRITR 201 RENTWS, (ZR 26~30. 99)

#® 20 SUHSESNRGESRE (RKE)

®E [k 7k LDso (mg/kg & E)
E Y] - % ” pm BEsni-ER
MR B REBIN, B, ST,
| FA, MR, TR, AU R B
ek SDFv k 630 N Lo 3er LU AN e
GRER L) | MERES 5T LR 4 B
FRBICBTAEEHIZARIC L 2
KM TH-T=, ) '
. _ MERE © BREBIMN, MIE, FiEk,
(ggz i;;z; 55,000 | 5,000 | MiRERES, HERAME . ABEO |
. #BEEOXE - BEY
g | Wisar®Iob oo Ml BUEE . HOECRE. RECRE,
MERE S 6 T ’ ’ TR




. : MEHE : B REEMEN, MW, T4
ICR~ 7 & A AWML, RlE*, S Ess>. RER
R 2,200 1,450
WEREE 5 T o D BRSEO KB, BB oK
‘ B* MRS O & SR E
dd %7 'j z . 2 = Vi)Y
%o Bk 6 I >4,000 >£morwﬁ.ﬁﬂmﬁxwiﬁ}
Wistar 25 » MR . BT REM, ARER. B
FERE 1,123 1,414
I A% 6 [T : R ERE., ORI X 2 FIBER
dd i~ & MERE - HRSEB) I, EF . B8TIR,
il 2,000 | =4,000
. MERER 6 T BRI R R R, BIEoEK
Wistar 27 » b .
BF MR 6 [T >4,000 | >4,000 | HffE &S EAICRERS
g | GRTIR 000 | »4.000 | B meORE. HEMD
MRS 6 I ’ = v R
. SDF v b
2 000 | fER72 L
R e >2, 000 gzoo FE R 72
LCso (mg/L) MEHE : BRIR, BV 2R X5 REEIE
Fischor 5 o ' B, BREE OB, BWE, T
A ﬁ%gﬂ;& oas | apoo | B ARCARE - Mgk oN
| 7 U it fiEOBOREANL B
Eoxig*

) RER LRV CHEER & U CHBSEEEIZERD b, BRIC X AHER SO oER L2 2
vz, £O7H, #Ek2 TIIERMIEREEE URBRE{T o, £OfEE 5,000 mg/kg AR CHIETL
RO ohRPol, B2 CGROONIFECHIT 1 IBEERE, VWi d ARGHIE AR Ui-greaid
bie, (1,000 mgkg FED 1 PLOFETFIOFRIZAH LN, Bifks : oEIRb L 222 )
*)  HEHT KB5S,

Sy FRBTYRATHAR Y oy 7 BOBAREREL LY . ARSEH%

ELEATEEVEREGTOEMBED bR, UHX R A X ClLEEE
DERITIHREYT T, BEBROOLN, ERTHLEES TR AI=ALE
LTHT 25 IUHBER, HIC RN VHRAOEEREZ 2 b, £8
DEBRML, XV Vv /BBEECLY Sy FNUNEEERD F—r3 v
NREFTBHZL (BRI, ¥ F 7 NS —AEHWE in vitroRB R T F—3
IVOBRRYALOEFEAPRBDOONSZ & (BRE3D. T XV =y




JBBEICLDT y POERITENL, #5253 YERRBER, F—r3 v
BAF, AT 37 IVHEBEILEBICX Y, WREIIEHARD - &
BRTW% (BH33), ThbDZ b, F—NI vERYALEE/ERZ
DIFERCIVBRNOLT 25 I U HBRERPEEL L, HIRESHHENDE R
BirRESE. FATHO—2¢ LTHARITHARE L TRERTR I L
TS, BEMRA S = RAERATH B, |
RB. AFYVoy 7BEE VORBRBRLEREEL LTHRE, 3—o v
NEE N VEUETAVWLNTE R, © FORMERL LTHRIR - RER YD
TREMEREEEASDOATVAR, HETHORROHEIIR, b
DIERAE (B0 mgkg ARE/R) 1T, FERROEZSUHEOS/MITH S 2.18
mglkg KBE/A(T v &AW 2 HVETERBROESLEE) 0K 14 5. RO
DEPLHEE SN D ADI  (0.021 mgkg EE/H) O 1,400 2 TH Y %
YV =y JBROZFRIZEIDE N CHRITENER TS HEEZBENEZLL
i,

FRERBEDTHEA VE, NRAFUE, BloFik, 73 %W&U%%?
LyED=w AR RWEAERNDESERBRAER S,
SHROMRIER 21 RSN TVWS, (S 34~38)

£ ANSUSNBRKEEEE (EAEED)
&5 L B LDso(mg/ke A )

Loy \ BRI NT-ER
TR ERI - U HE I

®/o | 4 Vs ICR=v % >5,000 | >b5,000 | M BFEEHEA
w0 ek 5 ’ ’ ' g

NAF | ICRv=X |
: 5, 5,000 | fEIRAR L
B Lk | mmasm | B0 > R

B o = ICR<=D7 &
. N »71. L/
##n P HERER B [T >5,000 >5,000 ! fEIRAR

TIF ICR <% A&
i H 5,000 >5,000 | JfERAL
& fh Melem s |

R, A <F ICR~=w =X . -
2 2,000 :%:n‘ pare “ 55T
®n Ltk e >2,000 | > M RFAMEAIT, MEAL

11. B-EEICHTINBEHERVEEERELAR
bmwv%%(M%)%mwtﬁ&oﬁgﬂ%&ﬁ%miﬁéntoﬁﬁo
BB BRI b e o T, (B 39)
Hartley E/E v b () Wiz HEREERE (Maximization ) 23




R snic. RERERIZBETH -2, (BE 40)

12 FEHENSES
(1) J0HMEBEAKEESAR (Sv k)
Wistar 7 v b (—BEHERES 10 IT) % AV =388 11 (0, 125, 250, 500,
1,000 mg/kg K E/H) B#EWC L2 30 FHEAMSEHRBRNEm SN,
MEAECZERRE T, 2R 5H 0BT AST/ALT HOBEERZLNE,
TRE. MEREL B2 500 mg/kg BRE/AHLSBHETOAETAST ORENR S S
hieds, AEERFE®IZZ2<, 1,000 mg/kg AE/FREHTIIERERLLN
of, i, BT, @BEHTI/o—LOBE, 7Y P ADEED
WITIEMEE M, 500 mg/kg (RE/H LA LR EBETIIR Y 7 OBRERIKER
CA/G EhOREERm B AR BT,
' JERREE T, @R5HOMRE 250 mgkg AHE/B U LB E#ORETE
BEORAMRTY, 55V IILEROBEARD b, Z0OM, TERECE
 BREBPERER IS, b\‘é‘ﬂ’bfbﬂiiiﬁﬂﬁ& DI R B 2
bTharEBZLNE,

DT LD, BEEHETMEE 125 mg/kg HKE/ARBCTHDLLE X
bz, (R 100)

(2) 0 EMBESESHHE (5 1)
Wistar 7 v b (—EMERES 12 0) ZBWEE (BE{& : 0, 100, 300,

1,000 % O* 3,000 ppm : $ﬂﬁ¢Emiiizzﬁ%)&5 £ % 90 B EHE
ol r&a’c%ﬁm%ﬁaém_o :

&22 WEMEREFURR (v ) OTHREERE

BEE ~ 100 ppm 300 ppm 1,000 ppm | 3,000 ppm
THBREERE | 5.68 17.2 - 62.2 204
(mg/kg {KE/B) | M 6.48 19.9 77.4 264

EBREHTHERDONEBEHFIALEER 28R EINLTVS, -

RBEZBWVWT, 3,000 ppm REFHOBEIZE pH BT, ﬁﬁ/ﬂ&ﬁ&
REHEN, AEBICREEETARD DN, BEELZRE ?6%@:‘:
Z2bNRhrol,

MiEAEALFEREIZIB VT 3,000 ppm HEFHEOHER O 300 ppm P ks
FEOEEIZ BUN OISR D bz a3, r@ffﬂ%&%ﬂﬁﬁﬁhkmrml& v
R AEMEROLNRT, HER VO LIZBALAEI -,

BB R E I B\ T, 1,000 ppm M E OB EREMEO I E A L E AR
EEREST FEEEEFREZELTVWER, Zhb0E8D TEE, 75,
BERUHRICEZTEIRVD bR o7,




ARBRITIV T 1,000 ppm B 7588 o MERE I A E RS TP Wl
Glob I&A %73, 300 ppm BHHOMI Glu BALERHA LN v, E

&ginSmeuwzmwgﬁﬁm)ﬂ@tmmwmm4&mﬁg¢
E/H) ThHHEEZBNRTE, (BR41)

£23 WAHESEEERR (Sy M) TEHLAEHFR

B 51 ‘ e ‘ | He
3,000 ppm |- RpHIET. RZ VA28, RE |- B, BEEm .
BN | RN REHTET
« U 48in, BUN #8n - REEEET ‘
« ALT 8450, AST #8840, A/G Hesgin,
Cre A4
- BB B ON b R N
- BURIER
1,000 ppm |- REEINIMH ' - RE S
Bl E  BEERD, REPERET « WBC B4, Seg i
+ TP i, Glob 4>, A/G M |- TP @A Alb KA. Glob W4
| C SRBEIRTES UTIEMIRERR)
300 ppm 300 ppm A FHEMEF R L - Glu 4>, BUN Him
Bk o r
100 ppm ‘ | EEFRAL

(3) O HEBFSHESHEAR (TUX)
ICR<=U X (1 FMERES 1200) 2 RVW=iREE (B : 0, 100, 300, 1,000
R 183,000 ppm : FHHAEBREIIR 24 BB) B5I2 L5 90 AMEAKS
HERBHIER I,

=24 Y BEMESEFEERAR (YTYR) OFHREFERE

e _ 100 ppm 300 ppm 1,000 ppm 3,000 ppm
EHIREERE | 11.2 34.7 145 507
(mglkg RE/B) | # 13.8 47.1 184 493

EREGHTHRDOONEFEERRLEIR 2R ENLTVS,

ﬁ%ﬁ%’ﬁwf1%0wmﬂiﬁﬁﬁ@%%f%%ﬁ%ﬁ%%btﬁ\
HETAREBEABRENELBARO bRl thbRECLIZHEL
B Z BN Ehoiz,

ARBICEWT, 1,000 ppm B ERGSBEMEEIC B\ TREBEINME], EEE

YEEIERODZLEHEEE WD CATARL).



B, REHRET ROHERNIEREBD b o L hh, EEkEITg

H& S 300 ppm (B : 84.7 mglkg ARE/H . M : 47.1 me/kg (KE/H) TH B &
%2Bnta(%%4m

#£25 00 AMESMBMHR (YYR) CEHLALEEFE

5 1 i3
3,000 ppm |- FE LT 5L - R 3T
- BHEEET (G5 18) c BEEET (F18)
- TP ¥4 . BUN 80, Glu b - PR GETHloR)
< R T EfkE S8
- FFHIRREENE GETE L), MBS
i T3
1,000 ppm |- ZETSM] 1L - {REBE MG
B cHaBe. BE, Hifu, SME, IEIR. & |- TSEEEN (B 2E), SagR
B EREUEHBETR) HET
- REBIEE © Glu i
- EEE RN CF 2 EOIER). AR |- g/ kTN
KT « FFEREE £
- AST 8
- HIE /BN
< . E'J%‘&U\mthiéi%ﬂﬂ
- RIE % ' :
300 ppm BUHEARRL mEETRAR L
B '

(4) O HEESHSERER (1X)
E—Z R (—BEMERES 5 I8 2RV 7RO (KR : 0, 8, 40
KU 200 mglkg AE/H) HEIZL D 90 BREHEAEEERBRAERI N,
BREHTRDONTEEEFTRIIR 26 KRENLTWS
MEAELFZRBEIZ BV T, Glob DA A 40 merkg RE/H UL EOBR S5O
CHER TN 200 mg/kg FE/RBEEFHOMEIZBWT, FERCEREHM & OfERMH
ERLTHED LN, LLMOBREIZBWT Glob OBAEBL EELZ BN
HRERETRDoTc, TRNOOEMDOFEREE U THREBMMGIC X 2 {EREE2%
ETA3ULERSED., ZOHEILEE Ab bRRICHS WX Ab OFR L VR
BT I2ETTHY ., KRR THED LN Glob OB OEDENERIT
REATHo7=, AST, ALT., Cre OS>V TIHIREEBKFENREICBWT
FEELTRTLIHAABOLNT, EERIZLHZRHEEZ 2O,
IRFRAE IRV T, 200 mg/kg FH/H R EFFEEREO£F TR EMNHICARD 5
BRPRD bR, HTIIEfIBRER 1 BN, BT 20 18




VIR, 2 B8 9 BRRICIEA L, O 1 10Tl 58 RR TR L) b i
e, HRRRIC Z DIEIXARMNICITBE TE R o, =0 1 [LOREEE
FRRE T, EIRCEEIREBEARD bhk,

ARRICBVT, 40 mg/kg (KE/B DL RSB OB CHRERMMEIN, #H

TGbBARLZ LN Z &b, EEMEITMEE S 8 mg/kg KE/A Th B
EEZLNE, (B 43)

£26 0BEMESMEEERR (1X) TEHLA-BHFRER

kEHE ' P i3
_ 200 c MR, HRAE. FEEE, BEBIEM. - WEek. FREE. MR, ASISTEM. W
mg/kg (KE/H T . $iE
- RERA @GS 3EET - REEADEE URET
- ARICARR - BRI ES
* RBC {4, MCV B U'MCH 8/ |- Glob #4*. T.Chol 3840
- TG #Ed
40 mg/kg KE/A |- REBEINME - REB M
Bl - Glob 4>
8 mg/ke FE/H | FEMTRA2L EMFTRARL

(5) 6 hAMBEARENRAR (Sy )

Wistar 7 v b (—FHEHES 10 [T) % F\V 7284 (4 0, 1,000, 3,000,
10,000 % T* 30,000 ppm : FHR{EEREITE 278 R) BEIC LD 64 A
FERESEHBNERE S, '

£2] HAFESESERR (Sy b)) OFHBRGERS

BH R

1,000 ppm | 3,000 ppm 10,000 ppm | 30,000 ppm
THRETERE | i 26 78 277 813
(mg/kg RE/R) | HE 19 67 245 696

— R R BE AR R B Tid. 3,000 ppm S LB ERETERE W, F— W
FEESE D B DREH 2R THRREROM, IBRRBIRD b,

FEECRUEER T, BRERCEEERDH 5T %7 L. 3,000 ppm
UrtHBEHOMBETHERTFRO D 2 EERMED 3 W IZBMNE, EEED
BEAWTFhLERER 1 BEICEZCRD bR, ZhboFTLIicEE T
Honlbon, &5 37 A EURICIFABOEESNEB D bz,

BAKE T, 3wowmuﬁﬁﬁﬁrﬁm$®ﬁﬁma6n H 2823
FEETholr,

RBRETREFTIRD DN AN T,




MARFRRE TIE, 1,000 ppm 2L RESB20 1T B MEBRKOEMEN L S .
HIRE S ECIIFFROBERRRD b, *

M7 EALF HIRE T, 1,000 X T 10,000 ppm # 5B DO # R Uf 3,000 ppm
UL&REHOMTH Y 7 ADEME, 10,000 ppm L LR EHOBECF MY &
LOBRELBESRD LN,

SO b, FEEEEBIIEET 1,000 ppm (26 mg/keg KE/A) K. M
T 1,000 ppm (19 mg/kg BEH/A) THhHEEZ LN, (B 101)

13. BHSHRBRURSARRER
(1) 15HEEESEER (1 X)

E—7VR (—HEES 5 I0) 2RV SE&ED (B 0. 8. 40
KO 200 mgkg KE/R) REICL S 1 FREESERBREER SN,

EREMTRDODONEEMEFTRIIE 28R Eh T3,

IRIRAEICEB VT 200 mgrkg RE/ARSBEOM 1 KR UWE 2 IT. 40 mg/kg
FHE/AREHOMES 1 COoABICAEEARED LN, ZRLOBHD 5
B, 200 mg/kg FE/ARSHOBE 1LEER MO 4T BET., B 58 G
ICHK L7, 200 mgrkg RE/BREFOH 1 IO AR 46513, Sk

o bEZESh, WEABRZNICIIAE LR ORI & O S M R
Tholz, -

- ARBRICBWVW T, 40 mg/ke RE/A M LR SR OMEIc ABEE AR, 1
CERBEHEMMAIN A DN Z Ehnd | EHEERIIMSE L & 8 mg/ke (KE/R
ThHrEIONE, (B 44)

£ 28 1 FHEBEEEERR (1X) TREHLLEBHRR

B 5t HE i3
200 - RE M B OMEE RN - (RERD
mg/kg fRE/A |- AEBAAA (15 - AFEAAES 2m)
- RIEEOHBM
- RBC #i4». MCH #M. MCHC
7 -
- Alb 4, TG B
40 me/kg RE/B | -ARARA (1) - RERIIMG
LIk - AR (1E)
8 mg/kg fRE/A |FMETRAL BHEFTRRL

(2) 25 MBHESE/ERALEERER (Sy )
Wistar 7 v b [—#EHERES 90 [T . =R —FMERHES 50 [T, FERE—BEHE

:SNEEROBORMER, EFHH 2PIOTDFHETOLTME (OERONTHRE) .




m%40@(&52&52&@78@%K—%%m%10@é$ﬁkﬁﬂ%m
WiZEEE (R{F 1 0. 80, 100, 300 R T* 1,000 ppm : FHgig BRI
20ZR) REICL D 2EMBUEE " BEALLFEABRBER S N,

£29 2FRBERE/RNRANHEER (Sv ) OFHBRKERE

58 30 ppm 100 ppm 300 ppm 1,000 ppm
EERERE | B 1.06 3.60. 10.9 37.6
(mg/kg f£H/H) | # | 1.28 4.38 13.2 49.1

EREHTHRDODONTEEEFT ARV IEREIRTVS,

C MRFEORE, LEECFRORERCREBEEICBWT, BEFEHEOW S»
OMEFB BT, MEFHELOMCAERENLZ LR, WTFhoEH b
BEHE S WIHEL OBFEER2NZ D, BREBE L ABE T
RnWEEZ b,

ﬁﬁEK£WT%ﬁ¢&5KE®¢5&Ebﬂéﬁﬁﬁ%b6%&#0
Vol '

B EEIZE VT, 1,000 ppm FEFHICEN T, MOBKIRBHLERD
BT LNER, DRSS L ML S i Rk o 283
HHNBPoTDT, REREICERETAI O LIZELR Mo T,

FIRRiE, 1,000 ppm LSO (EF) CTHREICHEH - EEORBEHEEN
FEILEL. Wb 0oRETIFEABRFVIREORKRE, BREMEETH >
Tro TOBEBEOSEMEE (11/50, 22%) 1L, RREEEROEZHEDT v +
DEFT—4 (9/304, 3%) LVHALNIEL., BERSOBEETHELE
Z bl (£3180), HEEIIBWNTIE., 78 BIRICHHREHERORLEE
EEREML T,

%Ommu£&§ﬁ®%(£ﬁ)Tiﬁj%%&Uﬂﬁ%ﬁ®%$ﬁﬁﬁ.

BAL., ZTHWRAMORBEERACLZbDEEL DN,

AEBIZIB VT, 300 ppm LA EREHOBEIZHRAIRAE. FEEEMERN,
1,000 ppm YL BB EBEOIEICHIE, EEHENIMG, SEEBRNERR D LN
ez &b, EFRMEEIRET 100 ppm (3.60 mg/kg ARE/H), T 300 ppm
(13.2 mg/kg FE/H) ThdEEZL LN, 1,000 ppm #HEFEO M CREM
MEAEMLE, (2R 45) |

%30 2EMBHRENE S RAAMEHSHR (SY ) TROLALRERFR




B B o
1,000 ppm | K EBENIHI - RN
- BRI R, SEPRET
- T.Chol B4 - TP, Glu, Glob KU} T.Chol ¥
- FERLAEER - EE, BRER A ‘
R U E R - PREEHE S B O E BRI, B
- ¥ B R B RN
EEAHINB TR EERE ; 78 ERHRE | - B
HETIRD), AR B S Bt L )
300 ppm |- FREHERAE A 300 ppm LA FEEMERTR 2 L
Ll E - SEEHE
- BISLAR AW, AR IRAEHD
100 ppm | FHFR2L
PIF

#®3 2 FRIEHEE/RVARKSHER (So F) TEOLhBEMEREREN

PR HE
585 (ppm) 0 30 100 300 | 1,000
EHt WEBWE | 16 10 15 | 21 | 10
wrEm | o | 0 | ¢ o | o | 1
BREBWE | 35 40 35 | 29 40
BcrgEm | 2 | 4 | 3 | 2 |7 100
BEBSE | 50 50 50 50 50
emym | 2 | 4 | 3 | 2 | 1f

Fisher ELESFEREE, N : p<0.01 ,

(3) 18 HhAMBRMAMESE (TIX)
ICR < 7 A[—BEMRES 70 G : THE—FEMERES 50 I, BER—REMHEL
20E (552 WHBIC— ML 10CE2EF/L.EBY O 10 LIELS L, )]
FRVWZREE (JF{E: 0, 50, 150 T} 500 ppm : EHHREEREIIE 32

BR) BB LD 18 W AFMENAMBRRAER S,

£32 18 hRRARAAMER (YIR) OFYRKERE

e it 50 ppm 150 ppm 500 ppm
Y RIEER = i3 4.86 15.2 59.7
(me/kg FE/H) iii3 5.33 15.7 57.9

FREHTEDONEEMFTRIIR I3 ICRERTVS,




500 ppm I FHOBEIC BN THEHRE (BE, BB A . Sk, Hil, 8/4)
DELEFEFRE 38 ERETHRICEN 2, KEREEI< YA CBITS
90 HRESMEFEERERNI2. QlomAERECS VURAEEE DB MR
HONTBY, RERSEOBELEZ L, B 150 ppm M EOBI BN
THRERERREORBEEFEESEINLE, REKHNHEE 38 BURK
WHER L L, BRERBIZI N Thokr b, RBES COEEF —4

NTHDLZ Lo, BMTORERELEREZ— V&R L, BTOH
MR BHOEER B LI X3 EREWAEMNEEZ L HE R L

=B EZ LN T, )

BEEEREILBNT, MEREICEE L CRAEENEN LZEEIIA
Ay T,

- ARBRITEWV T, 500 ppm B 5 FEORE TEERELE. %tﬂ%bu e E BN

MAE A, 150 ppm P EFEFEO M CEBELMINGE . RENRETHED 5
N T EEEEITHET 150 ppm (15.2 mg/kg fZIKE/EI) < 50 ppm (5.33

mg/kg AE/H) ThHEBLbhz, BXRAEEIED RNk, (BB
46)
33 IBHAMEBNAMRE (YHR) TEDLLE-FEFRR
B8 T HHE
500 ppm - BERE (BB, ObA. SR, | - EEEERN
' Hif, AI4)
- BTSN
- REBIG. EEERN. &
BT
150 ppm - 150 ppm AT EEFT R L < RE
LAk | - BREEENEERT
50 ppm BHEFTRAE2L

14. £¥ERESHAR
(1) 2HHRRESAR (v M)

SD 7 v b (—BHfRES 24 T) & AW RE (Jﬁﬁs 0. 50, 150 KU} 500

ppm : FHREFREITIR 34 2R) £E5ICL? 2 HRABEERRAER I
7. :
#34 2HAEERE (Sv ) B2 EHRFEERE eg/kg FE/H)
=X it 50 ppm 150 ppm 500 ppm
i3 3.41 10.3 437
PR M 3.91 12.1 41.8




Fr o

Kt 4.11 12.4 41.2
it 4.49 138 46.9

ﬁ%ﬁ%&ﬁﬁ%ﬁ%:%ﬁé%&%ﬁ‘ﬁ%ﬁb bR EHATRZ., ThFhE
85 IR EN TV B, ‘ ' ’

HE®W Tk, £5R, —RRE, PEENRE, BHRERLREREOE
BIIBObhlbhol, £, REE, FER, HER, SFEHEZEZT
R, BRERICRERE L3 FPBIBED LN T, :

REcix, SR EBERK, —RIRE, £ERROTRITRLICITRE
BEDRZEIRVD LN, 500 ppm 5‘5%5%3? F, REMWIZBWTRED
HMMmEREm S Sz,

FRBRIZBNT, SHEWHED P A T2 150 ppm LI HRERE. ﬁ‘{ﬁ“(“
i3 50 ppm DL BB EBE, BED P RO F A TiX 500 ppm B 55 C. [REW
» Fy o tEdE e 500 ppm B S BETHREBMINAISERED b, E%W/J
D Fo X TCIIHZE 2 FERTFOOLNE DO T, BEEEITHEW
HED P T 50 ppm (3.41 mg/kg AE/H), FiitRT 50 ppm i, HET
150 ppm (P #ff : 12.1 mg/kg AE/H. Fi1if : 13.8 mg/kg KE/R). R&HD
EEMER F AT 150 ppm # : 10.3 mg/kg KE/B ., M : 12.1 mg/ke (&
E/H), Fo T 500 ppm (H : 41.2 meg/kg RE/H ., M : 46.9 mp/kg BE/
H) ThatEZONE, BEBINTIEBIRD IR -, (BFE
47)

#35 2HARBRR (Su b)) CRAHLLALRR

. ﬁ!P\E:Fl ﬁ Fl JL. Fz
: RS i i i3 i3
500 ppm ' - (R E - PRESMIE

. | 150 ppm |- AEHE 0 150 ppm EAF _ 150 ppm ELF
B LLE - {4 B %ﬁﬂ?ﬁ.iﬁ L BEFTRARL
i 50 ppm |50 ppm iZ :}‘ob\’C - REBEININH

gLk TR L - A E R ‘
‘LE' 500 ppm |+ {4 EE B8 N0 ] - EEENENE | 500 ppm EAFEMERFRAL
L 150 ppm | FEHEFERRL
A

(2) 2#HKRRERER (S F)  BENER




SD 7 v b (—HEMERES 24 T0) 2 V7= 1REE (JR4E: 0. 15 BT 30 ppm :
FHRARIREIIER 36 2R) REICL 2 2 HRAEMRABRAERL S, %
(O3 U7 SRR [14. (1) (0. 50, 150 R TF 500 ppm fASCEH) 123
W RAEAED 50 ppm H5E#HE Fr o b RS RMNME & OS2 13
9 Bntt&b RELEVLRFON ARk, 201D, ARBCIIESKE
ZBReDI, AEZR U TRBRESELE,

&I 2WHREERE (Sv b)) CETI2FHREERE (ng/ke hE/H)

FeERE 15 ppm 30 ppm
i 1.07 2.18
P tf
_ 1 1.19 2.44
_ : 1.256 2.52
Fy iR * ‘
i3 1.41 2.82

BRIV T, WThoHMRICEOTH AR, —RRiE, (kE, 86
B, BHREE, FEPEHRBRE *ﬁ@i&%@@%ﬁ@ﬁifmnotu RER, HiRE,
EIRAIMICRE 2L, EHECE L CRERSOBEIRD Lo T,

)E%"J!P% EBWT, WTFhOBRIZIWTHERS, M, £FR, —@ik

CEERIRD LR hof, RETIE 15ppm 58 (F,: M) ©7H

M&U 30 ppm L EH (Fi: ) 021 AUBICEZREENED HLE

. AEMRBEENRNT L, Rttt i%ééﬂfm:otuk\ Ed 2k
5?[14. (D1TiL 50 B0 150 ppm B E B THBHE L ER B Mot 2 LD,
BRAERELIIEEORWEBRNL2ETEEZZ b,
2&%&.% 2BV T, 30 ppm REFOHBH R RREMICE W TRIERED
RO LN oTc DT, EREEIIHIME VRS OME T LT
80 ppm (P #E:2.18mglkg (R E/B P #f:2.44 meg/kg KRS/ B, Fy B 2.52 me/kg
AE/R. Fi1lf : 282 mg/kg fRE/B) ThHhHLEZ O, BT
HEIRO NN -oT7z, (B 48)

(3) REBHSEE (Syh) D

SD 7w b (—#HE 24 ) DR 6~15 BIZE&EIRD (B4 : 0. 3. 30
B 150 meglkg BE/B ., B - 1%CMC-Na) #B5 U CHESHRER N =R
xhie,

R Tk, 150 mg/kg AHE/BREFHICBWTHBATE, MEOEIE, T
BETEROBERRL LN B F), 5 HARET LE, RBECRVCREE
HEmaGl, REHRTRBEECBL AR D bz, 30 mekg HEHE/R&RE
BBV THERBNME AR b, HRFTR. BE%. ZFEK, £7%F
FRIRER, FETE - REL. RAGE, BROMEIBRAEREOEEIIZE D LR




2o, ,
RRTH., FRICFERCEARRRINZS, TOREFERVEER
UCEEBRRZ S DEOEER, dBHLO0ZIRD LN hoT,
ARBRIZBWT, BB Tk 30 meg/kg (KE/B RS FECHEERMNME. B
RTIZ 150 mgkg RE/A R EFHTREFERSORBEIRD LA N-2TD T,
HEEERIIBEHYW T Smg/keg AE/A, R T150mg/kg EE/BETH B L E
bz, BFBREERD NN, (BHE 49)

(4) REZNHEE (v k) O : |
Wistar 7 » & (17~19 IL/EE) OFIR 7 H~HE®R 21 BIZEEKEO (0,
125, 250, 500, 1,000mg/kg KE/B) & L TREFEHERBRERE I,
EENEBOM LR 20 BICH LML, B OFRITHER 21 AICER
LCHEBDIERIETTREL R A/MERCRETEELZR T,

BBV TiE, 1,000mg B 58 CREMBES ICEEHMNME & BEEET
DD B, IR EBRICEE L, o%%1X, 500me LU EHREFHTR
PAEBTIETy VOEERER L, WERAEEILET L,

RIRTIR, ECRINBRECHREIREREOEBIRD ooz,
CHERTIE, 1,000mg MEFE BN TEEZ 1ERE COREICAE 2 IKE
MRS OREREEREIRNBEHR AL Th o, ARPEELETIRE
IERORESEICREREOEBIIRD bhab ok,

FRBOESMHEIISEM T 250mg/ke (KE/F . LB T 500mg/kg (5
IBTHALEBBZbNE, BEFEHEIED RN, (B 102)

(5) RESHEAE (9% ' |
AABGAEY X (—HEM 16 L) Ok 6~18 BIZEHIRE D URE: 0,
250, 500. 1,000 X U* 2,000 mg/kg 46E/H . B : 1%CMC) &E L THRAE
HHRBRAEE Lz, |
BB TN THhOBREREICBHNTH, —RE, AEH, SHE JRE
VISR ERBIREREOEBIRO NN oT, i, BEK, FHRE.
B BRI, EERAR. EBRERBCRARSOFEBRIED bR,
EIRTH, RREE. £FRELK. REOMIL, FRE2ET 2R EORAE
EECRAREOEEITIR DN,
ARBRIEBNT, WTFTNLOBREFH W THRERSOREENRED b
Pof-O T BEMME ORIz T HEZHEIT 2,000 mgkg $EH/BTH S
LEZ b, EATREERD NN, (B 50)

15. BEESERER
XYV =y 7BROMEE AV DNA BERRBREROEBEARLEZRR,
Fxf 2—ANARY—iEEEREMEE VI9 2 VBB FRATERR.




T A =—ANLRZ —iHEEERMR CHL ¥+ Wi el B2 S5
NTHIRR & RV R ES DNA SRER. < 7 A BHMmE BV o/ ERE
RO~y AFHMBEE AV kel B RR N ER S, RBREST
RITTTRENTNS, | |

MEZ AV DNA EERBREVCERERZERR, Fr A =— X AR
Z =M REEEMIE CHL 2 Wi AKRERBRICBV THBES R LE, /&
AAB=XABE LT, %7 =y JEBROTEEETH S DNA gyrase [A
FICERLTWD EEX b, DNA BERBRICOWTIE, E2Z i+~
DNA gyrase-DNA EAEIZX T 2 EHEEDENEF AR L BEXBEOCET O
Z2é2-oTHNL, BRERFRRICOVWTIE, DNASRESICL-THESh
DSOS BERENM L CHENIERAETREZBRLEEEZZ LN, LR
T AX YV =y 7B EO%E ORE S DNA CEZEERA LT DNA HESE
REREFBELCVATRERBENEZ2 N, —H. A%V Y=y 78
IIMEELENMY (BR%) MR E T % DNA topoisomerase II2%T U CILPLEEM:
BROH, MO TH WD, MEICABNS DNA gyrase [LEHEE O
&V A EAICR L CER R AR T EBEEREBO TEVWEEZ 2 b,
FxV Y =y ZBIIEEL MM LT in vitro TEARE R FHRET, in
vitro B in vivolZ B\ T DNABEHE bR & e dso 7o, io vitro TIE 2.5 mM
DEHRETHWRARRBEFEEELRLES, KOGHEECREBR SN in
vivo D/INERB CIXRETh ol Z &b, EATHEL RS LD TR,
LEZbN, (BHR 51~58) |

£33 EEEEABREE (RJE)

FRER P -3 MERE - 58 7 5
in DNA &R Bacillus subtilis 0.05~5 ug/7 4 A7 243
vitro | (M45, H17 #) (+/—59) (+/—59)
FIRERTERR Salmonella typhimurium | 0.05~5 ug/7" L — b
(TA98,TA100,TA102,TAL5 | (+/—89) - Btk
35,TA1537 £k) TA102
Escherichia coli : (+/—89)
(WP2uvzd ¥k)
BEREFRBERR | Tx A =—A 227 —li | 1X105~3X 105 M
" AN (V79) (+/~59) et
R RTRR F A == A NDbAF—fil 063~2.5mM (—S9) |
B RN (CHL) 1.25~5 mM (+89) (—89)
AEH DNA &/ | SD 7 » MEFHIE 3~300 pg/mL -
(UDS) B ,




REH DNA &5 |SD 5 v MM 100, 300 pg/mL
(UDS) i
in vive | NERER ddY v 7 R (FHEHR) -0, 375, 750, 1,500
: mg/kg (R E =33
(E [EHE N R 5)
Wik G @ Mk R | ICR < v % (BBEMIEL) | RERE : 0. 375, 750,
B 1,500 mg/kg {FE Rex i
(HEREOES)

H) +—89: REEECRFETROEGFET

FAERIEYA VR, NAFNE, BReFAE, 7 FERGBA F L&
oW T, MFEEZRAWEEREREERREIER I, HBERITE 38
CARENTVS X, £ TOREREENIT TAL02 HRiost UCEREER
HERLE. REBREVOERFEEDOA D=2 XLE3A XY oy 7B E RAE
® DNA gyrase [EECER L ARENRERAEZLLN30THY [ Ei.
ZOEHEIAXR V=2 7 BEVE N, (BB 59~63)

%38 REEMHRBREE (RHEEH)
HBE ] ALY ]
R e g/ e 1) LS
A4 HIR R | S typhimurium 20~1000 BBtk
ZERR | (TA9S, TA100, TA1535, TA102,
| TA102, TA1535, WP2 uved # (+89)
NAFE TA1537 #) 0.2~20 BtE
’ E. coli (WP2 uvrA #5) TA102 ¥R(+/—S9)
Fi - g 5~200 Bk
' TA102 #E(+/—89)
7 I R{E 100~3,000 RR i
TA102 # (+/—89)
A F LR 100~5,000 B
TA102 ¥(+89)

) +/—89: REUFEMEMAREETROHIEFET

16. REPENZSRICET S HHEEAR
(1) ErOBEARMEBAICHT D S0WR/MNEFHIEEE (MIC)
v hOBAME 10 HEO S b, RbEZMERE N2 -01X Escherichia
coli T, MICso ¥ 0.38 (BARABRE), 0.41 R} 0.43 (e FET VT 4




7RISR R ORI pgmL Th o, (B T5)

(2) BRSBAICKHTIRMREETHERE (NC)

Fi 18 FERGZERERAAE « W EHERY T O LW 55
WHE (PR 18 4 9 A ~Fik 1945 3 A £Hi) 0B\ Tl GRS 12 5t
TBAXY Y =y 7 BOK 5X106CFU/spot i25 15 MIC AT~ HHT L
Do FERIL, RBILFIH T3, (B 103)

£39 FEVIS I BROBEBITHNT B NC

wANDFEEHEIERE (ug/mL)
EE ' PRE Oxolinic Acid
MICso - HiFA
AL S L
F.coli 30 0.25 0.12-4
FEnterococcus species 30 64 8->128
BRRAE R
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

MESNEEEO B, RHEWV MICs RBESNTWA DI Ecoli ® 0.25
pg/ml ThH -,

17. TOHOEE
(1) XV I/BREDOS Y M FEAESOREMBFERHE
TRV 7BREZZ v M 2EBICDbEVRERE LA, &
mAETH S 1,000 ppm HEHOE CREEEMIBEORAFE AN LTz,
ZORBAMRIERBRREN (T boh) RURESEEN BEOD) THY.
ZTORBAIEICRBREREELE, £/, %7V = 7 BEEIZEHLEY
Kt U CHBEEERRVWIENDL, XV Vv /BERKICLET v MNE
HEMREECTERIT., FEBHOEARF LI b0 LBZ LN, ZOK




RUEMMIBEORTMF 2 RET 2720, UTORBRAERS nix,
TORR AXY ) =y VBREGEEZEELET o TR FEEBmE
Hid, REBZERTIBHEICH LT, EHCERAROAXY V= s B
REERBMKES L L &, BRA~OHEBEEACIIR<. BRTFHO F—r
S REEMRER OFEMELZ N LT LHRH M2 EE L fE R, FoEE
ErbO LHERHE#NSE, 20 LH 0@ RBE~DHIEIC L - T4k
CZRMBETHETRENEVLEX LN, (B8 64)

1) WSy MIBTRZMBEFERALEY (L) EEC XL(E?‘T-"F‘/U =
VBRAREDOEE
®T¢vu:Jbﬁﬁwwﬁﬁﬁﬂﬁ5u¢ém¢m%ﬁ«w%%@ﬁﬁ
Wistar 7 > b (—##E 8 L) % AVWCIRE (JB{E : 0, 100, 1,000 B}
3,000 ppm : :Ffj?ﬁﬁifgﬁsﬁ 3K 40 Z2]R) |50k D 2 EFR D EHERER
RERIS iz,

B4 2EMBEGSHE (59 0) LT ATHRFERE (e/ke HE/E)
ME# (ppm) 100 1,000 3,000
| EHRERE HE 4.2 42.9 145

- 1,000 XU 3,000 ppm FREFICB W CEEEMMENTd b, B4
BB L OMICERZE R 2o, _

RERTRAIE L RBREVRIAEMS (BELE, BERURISIBRELE)
DERIT.HARHELOBIAERZIR N> b0 HEEOLEE 3,000
ppm BETHEMEN %R L, 55T 50 5 HE 0 5% 4 5 135
41 ITRENTW S

T4 2 AMRSKTHRESNERERAEE

FAE#® (ppm) 0 100 1,000 3,000
| BERTRERR | 5 T8 ] 6 ]
s B (W 0 2 1 3 : 3

BEBMAER. 4~5 BRI 1 ROEE CERERT CREIRY SRM L,
MEFLHREOTF A PAT e BEE2 T OFA L) 7T v BEIc LY RIE
Uiz, RBIZBIT2MP LHERT X PRT 0V iBEE, MEBICEST
WLIET Uiz, BRAERRIC OBEBMRECERIRBD bhkho
7= FE# (100 ppm) Tidiid LH EEIIEBE L ISERBED L
Blilc, —7h. BEBIFERSN-HER (1,000 ppm) RBED 350
E# (3,000 ppm) Tit, BETH A BHBRICHREBLHE N LALT



B L, SBBICHT 5 AR, BICREH0 45 B b 80 ik
BETHoT, FT A PAT 2 EER 1,000 BT} 3,000 ppm £ 58T
BVBRER ULS, SR ERR R T,

@FF VI I BRAKBEICLZMmS LHEE LSO ORE
- Wistar 7 v b (—BE#E 6 1T : B 5-BIARRS 41 30E) 104 A % 840 (B ik -
0 %X 3,000 ppm) H#EICLY 1 ZABBE L%, B E S E VAR
fBCEL 4 BRET L7, 2B, ODRBRIZT, %V U=y 7 BEK
WELMP LHEBEED SN, BERBH 10 Y AUBIEHEETCH -0
T, BBEEBROEYEH Wiz,

BHERBR 1 VARROEBFABCRLTHD 2 R4 B85 ICERFRTC
E%Wm%ﬁmb\m$LH%E%§§¢4A/7y?4EK;UmEL
7.

LAZAROCAFY )=y /BRAERS LY, Iih LHBERESIC
AL, TOREBRFELE2-L2 24, 2 BEBIC iﬁ%ﬁ@vmWh
ETL.ABREI RS Bofe, o T MF LHBED ERIIAFY =y
TBEEREZIZ2HOTHLIZERALNEARY, 20 LH LS/ERE
HONR A HEMEERT I EBEL N E o,

2) AF V)= /RRGRECLIMF HEE LR OERBFE DR

- Dl L EERCRETAFY U Sy BRERRSOREOR
Wistar 7 v b (—8#E 6 T : B 5 HEHF 41 88) CHREL IR (EE& .
0 %0 3,000 ppm) F|EICEDY 1 W AMBE L, REK TR, MERTC
7w h LH (250 nglkg %) 2 E#RL VB, B5 1. 3. 6. 10,
20 XU 30 RIS HERA LM (0.5 mL) L. mF¢LH%W%7/ﬁ
A LT ovAIETHE L,
LH&E&&%&&T@ﬁ%ﬁ&U@W&%ﬁ&%KmmLH%Em%ﬁ
AP L, Z0%IIEEICD IR BPIZELE, ZofMd LH Ekx
AR TR Do T,

QTEFHED LHEHEICRETAFVIZ v I/BEARSOZEDRE

A EBSyMNIBTAMA LHBEICRESTAXF VI v IBRBEEREED
ZEO®RE ;

W1star v M—BEHE 6T REFBIE 41 B L7713 44 HE) -
ZREE (B 0 KT 3,000 ppm) &5 iblﬁﬂﬁ&%btoﬁﬁ
RTRIC, =7 VRBRT TEB L, RB% 102 AMRE 2R L,
£V 41 BEROBETS v b2 —T VBT TER L, £3% 3 AMOD
H (448, XYV =y 7BERA% 0 T 3,000 ppm O FHETHA
EF 6 LIZ 1V AMRMRE L., ZROEMRUESE 3, 7. 14,




35 RTr 102 A BICEMRE T CREROEM L, LHEER T X k2
TRVREEREIVCFA L) T v B THELE,
HBBERVCAXR YV oy JBBERLEBEERIC Lo ToHT X F
AT a VREZARI R F Lz, —J, M LHBERERE bZ L
J:?'-I-L E8#% 14 A B T &E%k{‘ﬁ WCE L, mF LH BERSEE
WELTWARWVWESE 3 88 T, dRBICHSR, £33V =y 7 @i
SHTMFILHBEDO LYV EWERRDONER, BREIELEE
T AX YV 7BBREC L2503 ERIEIRD LA,
Ele, $TREZELEFy MEAF YV oy JBERBRELTYH, W
LHBED ERIAD bhizhoiz,

) Bi=E LHRH RIRIC & 2 TEAMED LH MBIZRETAHFYU=vs
BZE0EE0REH
WMM?JF(—ﬁﬁGE:&ﬁ%ﬁﬁ{wﬁﬁﬁﬁﬁ%ﬁﬁ(ﬁ
@0 RUV 3,000 ppm) HBEILLY 2HAMBE LT, HERTHR, &
FREET CRBIR» LB L, 1ug/7 vy FoOA&TLHRE 2 THREL .
LHRH #5 60 5% \CHEERM L., LHBEZT SFA A P oE Al
THIE LT,

LHRH o#&5iofMs LHEE X, A3V oy 7BESE T, 3K
HICE_ERICHWEEZR L, BiEE® LHRH #5ic kv LH
BEIEBELDEEFELL LR LAY, MEHATESAEZR A5k,

@TAMRTAVDIA—FAY I IFEFIRET AV =y s BRE

FEREOEZEORE
A BROTAFATOVEERICRET ATV v IBEARESDR

BakEt |

Wistar 5 v b(—FEE 6 [T : B 5. BAARE 41 BE)IZ B2 IBED (FUE .
0 %T 3,000 ppm) |EWZLV 2 H ARHRE Lz, BHEKTRIZ, Tv
FAEEREE T CHEEICL Y ENEESEE, MEEFHERL, A AT
nCREZHE LR, £, FUBRICOWTHEZFEL T/NFIcY)
i, TANAT R UVREZRIE Lz, £k, MO UBREE
RIBO A, £ 7213 100mIU/mL hCG % HMN LIz #5 I PIZ T, 37C (5%
CO2-95%02 83FN, IREE 100%) T 6 RREER L%, BRETOF 2 b
AT vyBEFAELEWTRLICFS L 7T v eSETHEL
e )a

MFEROCERFOTFA MAT o v BEENTRICEBWTY, st
IRV o 7BREERLEOBICEFEEREDONR o, /.
HEDIRRBEEBIIBILTF A MAT o Vv EARIX., BREEDCHR
ML/ hCG W XY #EML7, hCG FHHBMT RV hCG W T & Hi,



TAMATOUVEEA~DLTRY Vo BB L 2EBIIRBE R
ednoin,

B A X VUZYI/BEKD 7Y FOF U EREADSESESEDRS
Wistar 7 v b (—88E 5 00 SABRBHAEHE 14 L) 1K 2 B 4E (14
0 % 1F 8,000 ppm) BEIZLY 2 W ARMRE L, BERTHIC, 5o
N =7 VRERT CES L, EEB I AB Y IBEELHBE L, &=
CPICHRESEERYBLUTHERALE, &%V =y 7BEEUE. BT
YEe T URATHLEIBY T u T e RUTATI RO F ) — L85
W% . TEDMG (20 mM Tris-HClpH 8.0, 1 mM EDTA, 2 mM DTT, 10
mM MgClz, 20% glycerol) EEWCHERL. (3H) -DHT 07y Nu

REBICHTEHEEORES ﬁ&bfﬁmbtgﬂmgﬁﬁw — &R

(&1nﬂ02; (3H) -DHT (3X1010M, 0.05 mL) % 3:4E%% DHT (3
X1011~3X10M, 0.05 mL), %YV VU =v 7EBEKEX109~3X
104M, 0.05 mL), 7% I F(3X109~3X104M. 0.05 mL), Erfts
7rT 1 (3X109~3X105M, 0.05 mL) ¥ 71X TEDMG E&¥% 0.05
mL®#TT10~4Ot—ﬁ4/#zmmtho4/#1m—95/

BEBRFOBRAEEZHIE LUk,

FEER DHT 127 v Fe X 28/~ (3H) -DHT OES rBELK
FRICHEL, /2, BIZRT7T v Fe X UEERb s 2 L mbhaTwn
DRI TR T rr RO70F 2 FIZBALAREEMERLE, L,
AXV Vv 7BRIET Y R U ERE~DEEEEFTE R o,

3) FXRVYZyIBRRAREIZKHMETEHO LHRH SN0 ERRED
Bt
QEEZy OB LHEEICRFST L-DIPA RS DZE N
A) L-DOPA MEEEORS(C & BHE
Wistar 7 v b(—F 6 [L . E%%#ﬁu3L%)lnxmA%Oit
X 1,000 mgkg ABEOAETHREROKE L, KkiZ. L-DOPA % 0.
8. 40, 200 =72i¥ 1,000 mg/kg FEDOHETHAEHBET v b 6 LI
HEI%E U, #5%, 2, 4, 8 R* 24 BRIBICHEERRML L, mET
LHBEZ2ZPZA L) T vEAEBTTHELE, o
L-DOPA % 1,000 mg/kg AEDHETCHERE Lo md LHEE
i, ®5 4 BHEZIC L-DOPA BREFHOEIINBRICLRFRICE WE
EALIED, BESHABIKIIHMBEEOLRANVETE-E, ZOREN
EORFPOREL-HEFEM (&5 4 BEE) CBERL L,
L-DOPA O F &G ERE LIc iR, L-DOPA 8, 40 & 1f 200 mg/kg
FETHAERZIIRO L2228, 1,000 mg/keg (KE Cli3 i
LHEEERFERRR EF LE,




B) L-DOPA DREBABREICLZHE
Wistar 7 » b (—FHE 8~ 11 T 3 5 [ #485 1358 #) 12 L-DOPA % 0.
500 L7213 1,000 mgkg AEOAETES 7H DV iT 14 ARKERD
BE L, B#EE 24 BEH%, BER, BREE, IYREEROSE
REMHEL, EEZHE L., R EELEE L, SnEEE. N
L. RRTHESELRESFA AL, £ F7 I (F=nR3 .
INVEEXRTIVRBER )R OS2 ORBMERELE, £,
MEZGEELLH, 2927 F RUOTF X MRAF oV BERAELE,
L-DOPA 1,000 mg/kg R EH F1C & 0 M BEFIC LK 7% D IRE N
MEABD ORI, T, ARTERS 7R 14 HECHZBRESED
BWMOBEED LT, 1,000 megkg AERSHOZOMOMBEER O
00 mg/kg AEBREFHTIIEIZTTZ DO oT,
MOBRKTHICET 5/ 7 IVHETHE, R I RUE0RH
o5 DOPAC % UF HVA i, L-DOPA 1,000 mg/kg AEHREEET 7
R 14 BRRE L BICHBICHWM Lz, 500 mgkg BEEZ SR IZBN
TH DOPACRU HVAIX 14 BHIZSTHEICEML. 7 EEIRETY
IR ETR Lz, SRDORRIZ F— 12 L oRBIEESR (Turnover
rate) MM L THBZ LERTHDOThot, JATERTY i 7
A &5 T 1,000 mgkg RERSHOAEZTICEMNLEMA, 14 A @B
ETHAREREBIEZ R, ZORBBDLEELRBIRD SRR o7,
o b=t TOREMESOEELRD I d o T,
MmMPLHEERTECI4 AMO L-DOPABREIK LV ERIC LR L,
MHA7A ATV REBARTRIRNOO LAERERL, —7,
mMH7FnZsF BERERICET L,
INLORERIY LHBER F— I VSRR E ML TS D L
BHER S hi-,

QF V) =wIBRAEREICLZ2N0P LHEEDLREE F—/382 ViETE
HZEROBEDHKE
A I FOoSoF U REILRET AR VY v/ BEEREDRE
Wistar 7 v M(—8EHE 6 IC : HE5BREE AL EBR)ICEF Y = v 78
FEiE%2REE (JRE : 0 213,000 ppm) BEICLY 2 ARBEL-,
BEKRTH, WESELL, Yo 7F LV BEZHE LR,
FORR, XV V2w 7BREILLY, TuF s F U BEREST
=V R DY

'B) AFVU I BRAREICLANP IHEEOLRICEIET R—/32
UERBRAEZEEFNORYY) F—ILDEE




Wistar 5 v »(—#EHE 6 10 : 5 B468 41 8B et %Y U =y 7B
FAELREE (JFAE:0KRT 38,000 ppm) BEICLY 15 BHEELE,
RE/RTH, BRRTTEHRIOBEL LEZDE, ~ul F—1 (2
mg/kg FE) ZIEMENFZE L, ~aY F— L5 4 B2 I WeEe
ML, MA LHBERGF2S 7 FLUBESS 4L AT vt
LORE LR,

HBRHECAF Y )=y 7BBERE bIC, ~uR] R fEr L
D, MHE7e I s FUrBERRHENZIEZRCIAVLOD, # 1.5
Bt bR L, TOBRLY, XYV =y B0t LH BE LA
FIE P— I (ERMEMEREN LTV B EE 2 b, —F, 4%V
Vo 7BBREICL20MF LHEEOAE R LRI, Aoy F—1g
Bk HER Lz, 2B, ~aY F— RS N EERT TR Lk
e, MFFaS 7 FUrpEREREE DIREL., IV Vo 7S
DEEIITED bR Do Tz, |

C) mrh LHBEISRETAFY Y=y BEERT L-D0PA OHARSD
=%

=1
Wistar 7 v M(—BEHE 6 [T : RSB 41 BE)icA XY ) = 7B
JHE%E 3,000 ppm PHAZTREREIL LY 1 VARBELEDL FF%
VU =y 2RSS T T L-DOPA % 500 mg/kg KEDBET 1B
- KEBRELE. AP LHBEEO ERP L-DOPAKRELECEFICLS D
DPEFRBRBZEHDIE, Ax%Y ) =y 7BERER ., IL-DOPAREERE T
L-DOPA o XE#HE 24 RHZIZEREBRT CERRLOERLE, &5
WEDBRNAERY =L (2mgkg FE) ZERENES L, 20 4 6H
BICWERLL, DD LHBEYS P4 A A T oA K TRHELE,
CORR, AXY I =y 7BO 1 VAREEICIY, I LHBEX
Bl kR LE, Zhicinz, L-DOPA % 1 BRXKERELTYH, ME
DIHBEOERLD LHAEMO AN, Z0LE, ~aY) F—
NERESTAHLOF LHEBEIAFRRRET LY,

ORBMBFICBITA F—RI U FEHMBRRICRETAZTVIZDVIRE
HE50RBOBKE
Wistar 7 » M(—#ERE 7L : R 5HAR 33 @EEICAF Y Y = v 7B
EERE (FE: 0 XU 38,000 ppm) REIZLY 1 ZAMBEEL, MAT
vEIA I EAT IV AEEAVCTHAIRE Lk, |
 RBROBHTIE, F—RIVERIE, ERABRSERLES L, 90
SLE 180 D ETIHIEIE—ELZEZR L, F—RIVEENIZERLE
LCWAENH 90~12047 0 3055 EDERICOWTHIE LR, F—
NRIVERE, AX V) =y 7 BEESHT, MBIV AECBEVERT




L. RERFIC kié%—ﬂ*/ﬁﬁﬁﬁﬁ ERLTWS EE L2 bhi,

(Z)QEﬁﬁwﬁﬁﬁ ~DEE

F 7 u rROGEEAN %@%&%?a@ CEITOWTIRET L7722, 4 EE
ﬁbt%ﬁf@ﬁﬁ&%%ﬁﬁ®_bfbkwotﬁ%fkiﬁw?%ﬁ
Mmofc, LnL, EU KB AERFOFEMIZET 285 (EMEA W~ —
VIR—F) . A XERAVWERRIEET A HENERSATVWS, Fhizk
D&, 3MABMDE—INVRIZ, FH%E 100 R 500 mekg BE/BOHE
T 14 HRIREG LR, 28, BESTRUEEO - DITOAED L.,
REEBZORE T, ELEHORBFCETERBDONE, UL, £5 %
BHREBDE—NRIZO, 2, 10 XU 50 mekg RE/0 O FET 4 E R #H
ELRRBRTIE, BERERD, AERVCEHEEOLLLAD L., Bk
FICARHICHHEBEOEE LR DO o, o T, EHMEEIT 50
mg/kg (FH/H EWESHTNWD,

SHERZEBLEAXEAVWERROESMEE L BEU O E2RSMICE
ZL, SEOA XOEAERCBEEERROESHERICE VT, AFI2E
ﬁﬁb:%ﬁ%@%’ui'ﬂ\tﬂﬁ%%iﬁ“kf;b\%d)kf* L7z, (B T1)




. ARREEERE

BRICETT ‘%ﬂ%ﬁ]b\’C%%&U@ﬁ%ﬁﬁEﬁﬁ FxY Vv 78 OR
i (R R 0 AT A1 & SR MG L 7z,

1. FMEFH ADI

7y FERAWEBMEREMRRIZBO T, PheClAF VY =y 2B R &
AEFRCERAETIEROBE TS L, 168 BFRIZICIE 31~37% AR,
61~65% M FET|z %ﬁéﬂtaHn@kg@EE%ﬁTiﬁWWMR#EH%
U THEE 2 LT, PR AN — T E R OB SR I B3 ERED b o
Tr. RHERIC kﬁé&%ﬁ% BREIIRS 1 ~2 BRI TRREARY, Bk, 5
figh, I, mﬁ%§<ﬁﬁbt°&%%msﬁﬁ% REERS<FHBLDOHE
%fﬁ&@ﬁ%ﬁt&oto

RECEPCBITL2ZERSIHILEDTHY ., ﬁ#riﬁﬁ%ISRUC
PRERBEN. RERSICBIT D57 - A8 - $hlb Sty — iz, BERE5RER
CHBUTHELREZIRD bR hote, BB iéf%ﬁﬁﬁ%m\
AFVrIFRVEOBILRUVERIEIS OAFAICE S BREUCOAER.,
ShizEh bR IAE LIRS EBLbNE, o

K, < SVRBEVWZAEZAVWEERERNEGRBAER S L, T
n®¢%T%ﬁﬁéhh%%ﬁ%%@%gmﬁm%%ﬁ%U;ﬁ%%%ﬁ%#
B ERXTERMho T,

KRR, BFRETCRERLHWC, z“ﬂ?/ Vo 7 B E ST BRI & L=k
MERERBRBER N, AF YV Vo 7BROBREERD D (BE) 2B &,
KRB 14 FRICNE L1259 (BE) @ 10.7 mglkg ThoT,

Ew O, FxV, WWACA, DERVCREZAWT, A3V IV =v 7k
EONTRSbE Y E Uiz g (38 fEEAE) &‘CF?JKEHT‘% GEEELHE) B
Hé%ﬁ%&%ﬁ%fi ETOEBICBNTHLAS Y U =y JBREE 2R
R Th-oT,

%@ﬂéﬁﬁﬁ%mgﬁ#y):/ﬁ@&ﬁmié% LI AR E M
E. BRRUVIRICBED b, BHEEICHTIHE, BHEFEROERIC
¢oTHBEE 2B EEME i%@%ﬂ&%otaik\éﬁﬁﬂbtﬁﬁfﬁ
%/uy%®ﬁﬁﬂm%@%&%€m®’ R TE ah o, EU BT

DGR R ClL, BES®RE BBt A SR L 50 me/ke KE/E & &
NTHnBHT &b, 4’3@@’% fiioii)\’l%@&f?ﬁﬁ@ﬂ HEEIZBWT, &
RPESFICHEEE L TOWEERIBR SV LD LR LE.

BEEBERBR T, EE AV DNA BERER. HIRERATERRLUESR
HER CHL 2 AV 7z in vitro R EERRICBWTEELZR LE, FOMOR
RTIIBMETHo7z, METOERRMEO AT =X AL, XYV =2y 7 BO
FEEETH S DNA gyrase FAEICER LB LD EZ 20050 T,
DNA LEEERALTWALOTRRWEEZ BN, £, XV V= 7




IEMEFLEIY (EA%) MiM23E 3 2 DNA topoisomerase IT 1= LU CikfEER M
FEAERVIZD, MEICH BN D DNA gyrase [EHEE OB I v EFLED
P CRBRME R TREEEV S E: b, RAKEECELTIE o
vivo R TH D /I EHBR CRETh o 2 E b AETREL 225 H O Tk
WeEZ b,

BARBED A V5, NAFNE, BeF R, 73 RERGB A F L 2 kie
PWTEN LT, MEE AV ZERERERRBR T, 2 TORKRERNE
BREMEEER L, BERENOERFEMD A = AR AXY Y =y VT
EHEOLDEEZEZ B, Hio, TOFERIEIAF Y V=9 JBEDVFEhor,

ROAMERBRORER, 1,000 ppm FEHD T v N OIEE CRIMER LM L

EZEhn, REOEBEEECET 2ERBFEMET D, Ty FEEHN
C THREADKRVEVHEZERE LERBRRER SN, TOR/R, A%
=y JBREEERE LT v b CEMUBELMEE D, AEESS%T 2
BB LT, FRCEHEOI XY ) =y / BEREESNBRE L L &
BRADEREA T2, BETHO F— R L EEIHEHR R OTE L 5 4
LT LHRH B ZRE LR, TEFRIE»L0 LH FHEnsy, -
o LH D184 %&F%«mﬂﬁkiofébt_k%%ﬁf%éT BEESSE W
EEZ BT,

LEDAI =X LRBROBRNS, Ty FOBRICED b - EHEEED
REMTIITREREA V=R L L EIE L, TMI0 %t@@ﬁ% XET D
LETETH B EE X bR, |

FHERBRERPOREDTORETMAEMEL TV ) =y 7B (BiLd
Mokh) LEELRE,

ERBI %Héﬁiﬁ%&0%¢%%%mi42K%éﬂfwé

42 BFRBIETLESUERVBRNEHE

. - EHEE /AR
W B (mg/kg KE/A) (mg/kg RE/H) =5
vk |30 B HERE - 125 FiE MERE - 125 B : AST/ALT o EfE
Eib=Xy 3 M+ A SR T e
R L N mo
90 HM | 172 - i - 62.2 B GRERININE. TP R
A HE : 6.48 i : 19.9 4. Glob BA%
BERER S N | M GluBbE
6 H AR |#: 26k | .26 o BmEERLE
HarkE | M 19 ' I - 67 W BRI
R S S R R




RENE

. R/NEEE
B R (mg/kg RE/H) (mg/kg KE/H) =
2 £ H HE : 3.60 B 109 o REARRE. FEREEMN
2= HE : 13.2 #E : 49.1 £
158 38 Aot M - AREE AN, AT
Gk N R W, HlRE
2t | mE BE BEY - ARG
FIERBR |PHE: 3.41 P : 10.3 REv - (REB M
P 121 P 41.8
Fii: — Fil: 4.11 (BRI 2 B
Fii : 13.8 Fii : 46.9 DB
R IREh
"FiHE - 10.3 Fif: 43.7
Fiiff : 121 FilE : 41.8
FoME:41.2 F.HE: —
_ F2lﬂ_ﬁ : 46.9 F i : —
2t | MROEBY BROREE | B0 EEFREL
3] P : 2.18 P - REW : BEFTRAL
Rk - P : 2.44 Pl : —
BMRAR | Fii: 2.52 Fifft : — (R AR o0 B B 133
________ Fie-282 |FME:-  |wBhavy
RAEZYE | BEHW 3 BEY : 30 BN - ARE BN
RBO J&12 - 150 BRI - REh . BEEFRAZL
| ~ | (RFRAERRRD S
RAEBM | BB 250 | B8 500 B RoRS. WEs
R IREY : 500 EEh% : 1,000 BT
REY : KB
(EFBHIED OV
<A |90 Hi4 HE ;347 HE: 145 WERE - RERNINE . B
N B - 47.1 I : 184 M, REHRET,
s R N AR
8B AM K152 1 59.7 W RUBIRTE. FETS SR
RRASE | HE - 5.38 W ;157 AE BN
R ME - AREEMINE ., A
FET
BEA5 AT IR B
UY R | RAEFEME | B84 2,000 FrEndy : — B « |HERFTRRL
R MBI : 2,000 BeIR : — RIEEY ﬂrij?ﬁtct,




- WHEMERE wANEEE
neR | ER (mglkg #KE/H) (mglkg KE/H) 5%
____________________________________________________________________ (EFHHERTBD L)
4% |o0RmM |i:s #:40 . | B KERNMA . Glob
it ME ;8 HE - 40 R
=R : ME  EEB NI
14/ B8 40 , B AEAER
(Rt .8 ‘ I : 40 M AEA AR, RERN
B ‘ \ i

—ERRRIBEIBEERARETE b ok,
W5 RABEETREDbNEFAOEEL R,

Fv MERAWRE 30 BRESMHREERRIC T 2R U6 » A MEAMEENE
RRICBIT M TESEENREDSRLh o2, LVEHTHroL Y ERED
REZRELEEERBIEBVWTESEERELN TR I b, Tv Koo
WTOEBHEIZBELN TS EE L LN,

RN EEEECEESEMRESRVCEVAEELEMAESIE. BB
NEEFEROR/NMER T v bERWE 2 ttRERERBRD 2.18 mg/kg (£FE/B T
HoTeDT, ZHERME LT, B265% 100 TR L7~ 0.021mg/ks 5E/A 5
HRA— I BERTAE (ADD ¢RELE,

ADI 0.021 mg/kg HE/H
(ADI & 2R EE) LI
(BhipFE) 5 vk
(FARD) 2
(% 5 51E) 1REH
(EEHEE) , 2.18 mg/kg (A E/H
(&%) 100

2. BEWEK ADI | |

WEMFHEEICOVWTIE, BREATHARER D DX, m vitro @ MICso
co;sn—c&w VICH A FSAVCESSHRCREZTHOICEIHEMRMEA

. PR 18 FERGLELHERAAE (BWANEMEYEOMEMFENEER
E)yb%?%%ﬂf:‘o D, ZOBENPLEEBEMN 2 2y ARELNTWAEEZ
LV HAEHZEH ADI 2EHTAZ LB TES, BEEANz VBT ARELNT
WAFEHEL LT, MICeale iZ 0.005922 mg/mL, #ENREBEEINLA4LER 0.7,
EHNEY 220 . b FMEE 60kg ZEA LT,




ADI (mg/kg fhE/g)— 000922 (mg/ml) x 220 () =0.03102me/kg KT/
0.7*x 60 (kg) B

b FORHRB (1-(8) BT 2 REUEER ~0HEH R 258

WMAESZR ADIIZ DWW Tk, EMEA |23\ Tk 1998 £ 035 |2 BT A

Y2 e ADL I35 b D & o 72 E.coli @ MICso O 0. dpg/mL, FEBENEY

- 150mL, MBE P RE SN D HEICEFHMED 40%, v MEEIZ 60kg %38 H

T 5 CVMP DEH LV .0.0025 mgrkg (KE/H L EH LT W3R 240745 —

R HARREESWTEHRESN 2 v 2o b 2AREB 50T 5 VICH EHt %
RATH OVBELTHBELEZLHNE,

3. ADICD.“&IEI-.‘JL\'C
BEHEFENT — & bEMRB ADI &ﬁﬁé%%%*f ZHEN B ADI %
bb@'ﬂ"é& BEFNT 200 BN EERLI VNI RB D L, F%
V= /BOBEEELZRETHELTOADI & LTk 0.021mg/kg (& E&
/HE&E 7@#5 EDRBEETHHEEZELLND,

4. ﬁnnﬁﬁ%gﬁﬁﬁ

BELY, 4%V ) =y 7 BORREEFEFMc > Tk, ADI & LTk

DEEZHERATAZEAEYLEZEZLND,
FXVY = s 0.021 mg/kg K/ H

REEZOVWTIE, SFEREREEEX T, ¥rEEEORE L2175 B
HHRTsZLLT3,




<HE 1 ﬁﬁf%lﬁﬁ@%%&lﬁﬁ>

NGk ey
REER L2E4
B 1-ethyl-7-hydroxy-6-methoxy-4-oxo-1, 4-dihydro-quinoline-3-carboxylic acid
C 1-ethyl-6-hydroxy-7-methoxy-4-oxo- 1 4-dihydro-quinoline-3-carboxylic acid
D Glucuronide of
1-ethyl-5,8-dihydro-8-oxol1,3]dioxolo[4,5- glquinoline-7-carboxylic acid
B aminoe acid conjugate of -
1-ethyl-7-hydroxy-6-methoxy-4-oxo- 1,4-dihydro-quinocline-3-carboxylic acid
P glucuronide of .
1-ethyl-7-hydroxy-6-methoxy-4-oxo- 1,4-dihydre-quinoline-3-carboxylic acid
a conjugate of l-ethyl-ﬁ,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- carboxyhc acid
UA (CRREIER )
UB GREERH#)
ucC GREIER#4)
U-1 (RIFITE 4 #740)
U3 GRAE S ARM)
JFRIRED
& F5 b4
4V | (R
N2AFAE | RIERED)
Ple=F e | (RIEEEY)
TRk | (RkEESR)
BimFvfk | (RIFBEY)




<H#k 2 . REEEEHR>

B ' £ 7
ACh TEFNLaY
A/G TNVT I TaT ) i
ai BYRSE
Alb TINT I
AL | TIEYTRIFIVAT=5—F
(ETNVFIVBELEVEEFT AT S F—E (GPT))
AST : 726?&%“‘/@‘%7’3/}7‘/2713~~1§
(=N IVBAXIVuEBR S AT 3+ —F (GOT)
BUN MRRFRER '
Crmax iR E
CMC HNWVEFRAF LT R
Cre J VT F= :
DHT Ve RRTAMNATRY
DOPAC 834-Vk Fodr7 - = LEERR
Glu T Nz— 2 (5
Glob 7= v I
hCG v MEE®EI S Frory s
His BERFIV
HVA A MXT4v FuaxdT o= )L EEER
LCso THEIEEE
LDso LHEIEE
L-DOPA LY Fe¥ g oo T 5=
LH HEERRLEY ,
LHRH B AR FNT AR E
MCH TEE AR i BR 4 3% 2 ‘
MCHC R MER N B R IR R
NA JIVT RLFy
PHI BREANLNEE TORY
RBC 7R I BR %
Seg S RERE I PR
T2 H 28 i
TAR wigE (W) gt
T.Chol Mol AT —)
TG MY ZUEYR
Tmax % Fét']_. 2% E?U ':i% Hf'f‘ Fﬁﬁ
TP WMEBE
TRR TR B8 U BB
WBC H M Bk £




<BUAE 3 : IFREHEBARE >

s B | ne R E% | pHI RHE my/ke)
gt % (g 2i/ha) @ | (/) AFRIV=yIB
- BEH JEHy{E
KR (>
lg‘ﬁg;’g 2 300WP~40(QD 3 45 <0.01 <0.01
KEGFEDHL
f;gﬁﬁa e ) 2 300WP~40QD 3 45 3.47 1.72
AFE () 3 21 0.07 0.035
WP, 1] N .
1990 4 & 2 3007F~400 3 30 0.08 0.03*
KiB(EPLB) 3 21 5.36 2.76
WP 1)) . .
1990 4 2 300%F~400 3 30 3.69 1.76
Hho L r@E) 9 400 W 4 7 0.03 0.025
1988 5 4 14 0,02 0.018%
A (BRE) 9 400 WP 5 | 15-17 0.08 0.035*
1989 45 5 29-31 0.05 0.022*
AR (BRE) - Wp "6 14 0.17 0.09
1991 415 2 200~400 6 21 0.17 ' 0.07
e -
7 1988"’41%%5) 2 150~300 WP 3 21 0.02 0.01*
e .
7 1988;”@(%&%5) 2 150~300 WP 3 21 0.99 0.641
3 7 0.61 0.48
I"A)
W ;gésig ﬂ(ff) 2 400 WP 3 14 0.46 0.238
= 3 21 0.26 0.15
. 2 2 7 0.54 0.382
& §9§1U g&ﬁ) 3 150~300 WP 2 14 0.38 0.154
3 2 21 0.12 0.05*
o A 3 7 0.73 0.292
* ngoj %@ﬁk) 2 400 W? 3 14 0.21 0.072 .
3 21 0.04 0.018*
F ¥ 1Y (ZEER) 3 7 0.25 0.17
1991 45 2 240~300™F 3 14 0.20 0.13
w2 2 7 0.98 0.672
F fgg;f %%%%) 2 400~666 WP 2 14 0.209 0.174
2 21 0.103 0.054*
7o wal) —GEH) 2 14 -0.07 0.031
1992 4= 2 200~400 ¥ 2 21 0.01 0.01%
- 2 1 0.73 0.525
o —({e® 2 3 0.28 0.235
&) 2 200 We
2 7 0.08 0.06
2003 £ E 2 14 <0.02 <0.02
L& A(EIE) 0 150 W 2 14 0.28 0.13%
1991 4 ‘ 2 21 0.19 0.095
L& Z{ZE3E) 2 14 0.15 0.065
1993 45 2 184~400%F 2 21 0.07 " 0.035*
EEREWE) 9 300 WP 5 7 0.02 0.012*
1988 4EEF 5 14-17 0.01 0.01*
*Ei?5%ﬂg%?%) a2 150~200 WP 4 21 0.89 0.28
ﬁl :}gxgi %f) 9 200 WP 4 21 0.29 0.145




— e 2 7 <0.01 - <0.01
== (EE y

2001 ﬁ; ) 2 500 WP 2 14 <0.01 . <0.01

2 21 <0.01 <0.01

AT A 3 7 0.05 0.027
1994 éﬁgﬁ) 2 200~400 WP 3 14 0.02 0.018%

3 21 0.01 0.01*

oy (& 3 14 0.44 0.186

1993 - 15932& 2 150~250 WP 3 21 0.20 . 0.092

. 3 30 0.11 ©0.04%

Bl 3 45-48 0.07 0.06

1999(%41;? 2 600 WP 3 60-63 0.04 0.032
> 3 75-78 0.02 0.015%

3 7 0.08 0.06

%’2%0 éig 2 700~800 WP 3 14 - 0.09 0.05

' , 3 30 0.08 0.07*

3 7 11.0 8.20

zﬁoéiﬁﬁ) 2 700~800 WP 3 14 4.67 4.04

3 30 4.79 3.51

(250 1 3 7 9.87 9.04

7 & 3 Jpp— 3 14 107 3.91

2003 - 2006 & 1 380~800 3 21 171 | 149

2 3 30 4.95 2.36

D: HBE. WP Afnl
cETF - RERERARBEOFHEEEET RSN ERERERTHL, <2 1LE,

CBEORBEET, ERBANALZBEOREMIL, KE¥WEEZR L (W2 AKET0.006 RIS, B
A T<0.008 DEE. <0.008 & LE) .

CEBICERBARE (F2id<00l) 2807 ORHEIEEBRE (Wi 0.01) 2RELELDE LTS
BL., *%#fFLi, . )




<hlk 4 - EEERE>

HEES | ARQ~6R) 5 il (00 B2
et R (R - 53.3ke) UK - 1§.skg) (k& : 55.6kg) (R - 54.%ke)

: (mg/kg) g | EEE [ [ mmE ET | EERE

(g AIR) (”ga"f\’ ONEY (“gﬁ’f" N (“ga’ j\’ g/ ATE) (“gﬁ’ {V
ES 0.035 | 185.1 | 6.48 | 97.7 | 3.42 | 139.7 | 4.80 | 1888 | 6.61
Hhawie 0025 | 366 | 092 | 213 | 053 | 39.8 | 1.00 27 0.68
AR 0.09 | 129 | 118 5.7 0.51 11 0.99 134 | 1.21
vz AR | 0.01 45 0.45 18.7 0.19 28.8 0.29 58.5 0.59
Pz A | 0641 | 22 1.41 0.5 032 | 09 0.58 3.4 2.18
Z< &W 048 | 294 | 14.11 | 103 | 494 | 219 | 1051 | 317 | 15.22
F Ry 0.292 | 22.8 | 6.66 9.8 286 | 229 | 6.69 19.9 | 5.81
FUAYHAL | 0672 | 14 0.94 0.3 0.20 1 0.67 1.9 1.28
(jfiijifif:_) 0031 | 45 | 014 | 28 | 009 | 47 | 015 | 41 | o013
giﬁg&?j 0.525 | 2.1 1.10 0.3 0.16 0.2 0.11 3.1 1.63
LR 0.13 6.1 0.79 2.5 0.33 6.4 0.83 4.2 0.55
FERE 0012 | 30.3 | 036 | 185 | 022 | 831 | 040 | 228 | 0.27
he 0.28 | 113 | 3.16 4.5 1.26 | 8.2 2.30 135 | 3.78
=v=y 0.01 0.3 0.00 0.1 0.00 0.1 0.00 0.3 0.00
A T A 0.027 | 246 | 0.66 163 | 044 | 251 | 068 | 223 | 0.60
ol 0.185 | 0.4 0.07 | . 0.1 0.02 0.3 0.06 0.4 0.07
BARL 0.06 5.1 0.31 4.4 0.26 5.3 0.32 5.1 0.31
15 8.20 0.5 4.1 0.7 5.74 | 4.0 32.8 0.1 0.82
2 9.04 1.1 9.94 0.3 2.71 1.4 12.6 1.6 14.5
st ;////// 52.8 /////// 24.2 75.9 56.2

&)

cBREER, REINTWLEMRE - HEOI bRRAOBRELA T TERRAEOEHREEE AV

(BB FHE3) . _
SRR 0E~LR2EOERRKEHE (B 65~67) ORRRKESCBEMNELRE (/A/8) .
CERE BEERCEENHMERESOROEF XY =y JBROEERRE (ug/A/H)
CEDOMOT TS T RBROBREEE, o V—-DEZHVE,
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AT S D
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T E BAE

1HEL LTHRE
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kBhhd b o)

maORET5Z L,
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TR INTWS | 1kg¥7z 9 20mgll T | 10K T3 38721
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B, ) ROHLET5Z L,
YREEAE (SR | 1BEEE LTHKE EHICET D
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CHET B IS | 0EEFEBICELT | B

W EREH

1lHEE LTHERE
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DEZFEITEL T
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= 3 5 & Axt g8 HEEVHE A IE IR
IXVVBEE | D LEELLTHRE |2ACETSZ-=S
B & T DR 1kg=72 0 20mglA T | IZABITFT 28114
70 K (5% 48 ok DEEZEEHIECT | A
Flap, ) BOoRETI L,
BZFEzWC 18+ LTHRE ERILET 2D
1kg 7= U 50mgll T | 2B F 3 38130
OEEZHECELT (A
, ' BO%EdTdo L,
FxRVICBEER | TVEEAE LEEELTHRE |£2RAET231E0
R & T B EE 1kg2i 72 Y 20megll T | W2AKBF T 38116
FINE (& B A DEEZFEBIZECT | AR '
| FD _ RO®kS5TazL,
XYV VEEE |BENB2RL, ) | LEEL LCAE | 2Bl sr o
Zhik sy &+ 380K lkgX 72 D 10mglhF |12t B+ 505 H
WA DEEZERAKIZIBT T | H
BOEETB L,
TV BEE |BRERIAXB2% |LAEELTHKE TRIMET I
PR ETHRE | bR, ) | kg% 7= D 20mgllF |IC &8+ 23815 H
& OB LR OEEZEEMNICED | [
®ETBHZ L,
AxFVVEBER | DX K1tz 0 5gll T | REARET S ED
G & T B R ' EREPLTEBRT | AT+ 38025
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Hw ARItE D 10gLF | RAHT s =0
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<BE>

1 &f, NHEOREERE (IEf 34 FREEFHEETRSE 370 75) DO—EEW
ET58 (PR 1THE 11 A 29 BN, B 17 EEASEE 5RE 499 2)
2 BEPEAIXY )=y 78 AREBEGRSH. 2005 £, RASE
FRVY =y 7BORI., HAF X OHM - BURIER. 1973 45, kA%
4 XV =y JERERKRE O NP IBE & IBSRNSAA: BRI 1973 4.
RINFE . .
b AFVI =y ZBEOT vy MNCBITANBRB (1) 1 EE5R% . 812
KRR LM, 1990 4EF, £AHE
6 XYV =vI/BOT7y MIBHARBERRE (1) : EERsExB . 85—
ZIAMK S, 1990 4, kA% ‘
T ARV )=y JBONRE  BIRREKE, 19744£, RAS
8 AXV )=y 7BOAKRWCEIT AR ERIFT LS, 1989 &£, 5
T :
9 BFAELEFFR Y ) =y JBOKBIZB T 2817 . R T %k
Ak, 1988 . RARK - | o
10AFY )=y 7O ARKICBIT AR EREFTEHRAAH, 1089 4F, %
NF
NAFRY V=2 JBROTENLF A 2 ~DWINEIT | B (LWL
- 1988 &£, RAFK
12FFY =y Z7EEONKELEITBIT 2128 &‘ZZ{[Z%I%%‘V\& 1989 4,
| RINFE
134%Y ) =y 7BOMM LEICB T2 RS ERILETEHALSH . 1989 £,
5’{/\% .
443V =y 78O ii%%ﬁ BTSSR ARSI EKRNSE, 1988
£, RARK
15A4%Y )=y 7D j;i%ybua@r“ﬂmi FERAGETERNSH, 1988 £, *
/\%
164% Y ) =y 7B HEICHIT 5 BE L BE  ERLETERASHE. 1988
£, RAFE .
17 4% Y ) =y 7BITERERERBFREE  LESFT =L Z 2 L, 1993
B RAR ' '
18 2% YV =y 7BOTBBEEEETICBI AR EA{bE T2k,
1989 £, RAFK
1924%Y =y JBEOMAKSBRECKPIZBIT 208 ERIEFETIERRS
#t, 1989 £, RAFE
20FFY V= @’%mk%‘ﬁ%ﬁ@ﬁfﬁt%ﬁ (GLP %) : PTRL-West,Inc. (3£) .
2004 £, RAFE
21 TEHARHEFBER  ER(IFTEHKRNSH, 1987, 1988 4, RAR

W




22 EMBERBER BRI TEERSH 1088~2003 4. FiA%
28 RIFMREHBER . ERLFTEKERSHE, 1989, 1090 £, RAE
24 LHRBER . %l&A*FE%ﬂ‘ﬁém%ﬁ\m%E\xﬁi

25 4%V ) =y JBREOEEOBE ﬁ'ﬁ'_ B 5B (GLP %I8) «

(MR BIRATFRT, 1988 4, ﬁm\%

26XV =y 7BEEDT v MBI AAMBRNEMERBEIR% 1) (GLP 5
JE)  ERALR T ER NS, 1987 £, £AR

21T AFY Y=y VBEROS v MBI 5 AR N SHRBREE 2) (GLP %
)RR TERRAM, 1987 &, R4S

284XV =y 7 BFED~ T R CBT AAMERD THERB(GLP #I5) - Eﬁﬂ:

RTINS, 1987 4, ﬁe{&%

204 F V) =y JBFEAEDT v MR 64'%%521@@3% (GLP #it) : fEX
B TEMRNSH, 1987 £, AR

04XV =y /BEEDT v MBI AR AEMERER (GLP 3% : (8)
KB BEWRAT. 1987 £, RAF

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. Tox1c01 Appl. Pharmacol.
(1995) 134(1):35-42. '

32 Garcia de Mateos-Verchere J., Vaugeois JM., Naudin B., Costentin dJ.
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 antagdnism in rodents,
Psychopharmacology (1980) 67(1):91-95.

84 %Y U =y ZBIEKTOREY A VIEO< Y 2R B AR 0 BEHER

(GLP s)ix) @ ERICFELEKRNSHE, 1987 F, RAK

35 ARV Y =y s BEETOREY N-2 FAEKD~ Y 2 BT 5 AR N
RER (GLP ®I5) : RS TEKRNS, 1988 4, RARK

36 A%V =y 7 BEKROEEDRTFUIED< 7 2280 5 AR 0 ZHER
B (GLP ®I&) : ERIEFTERNASHE, 1988 £, RAFE (

3T AXY) =y JEBEEFOREYT 2 FEO~ T AICE T 58RO EMRSR

(GLP #J5) : ERAFTERASH, 1988 £, RAK ‘

3 A* VY =y /BEFPOREYRAF VRO Al B 58005
BB (GLP &R ER(EFTEHRNESHE, 1989 £, RARK

39 A% YV =y JBRIFBEOV I X ORKEOREICT 5 HEMERR (GLP
IR) o EREELEHRNSE, 1987 4, RARK

40 A%V Y =y FBEEROEALE Y MBI 5 BRERIEERR (GLP %)




EREFTERNSH, 1987 £, kns
Al F XV Vv VBFEDT v MoBIT 3 13 BFESMEMERR (GLP %) -
(M) RERIEMIEAT. 1988 £, HwAFR
QL AXY ) =y JBIFEO~ T2 TEIT S 13 BREAESERE (GLP M5
(Rf) ZEEFBIEHFGEIT, 1988 4, =ik
B AXY Y =y VBEEDA XIZBIT D 3 4 A MESHER 0SRE (QLP )
() ZRRBIEIIERT, 1989 4, HRAi%k
4 XYY =y ZBRIERDA XITHT 5 1ERIBIER 0 S1ERE (GLP %Tﬁr:) : (B4)
REBEDITRT, 1989 £, FeidH
45 FF YV =y JBRIROT v MBI 5 24 47 5 BB MM . B AR (GLP
AR) o (M) BREEEEBIYEET. 1990 £, kaE
46 AXY Y =y JBFERO< Y XCBI1T 5 18 # AR ORRAMERR  (GLP &t
J5) o (M) BRERIETIERT. 1990 £, kAR
AT ARV Y =y JBRIEOT v MBI 5 2 HREFIERSR (GLP IS : ()
R BIEATRAT, 1990 £, kAFE
48 zLﬂe/L—x&@J?{zi:@-y/ MTBT 5 2 HREMMERER . B (GLP 3t
&) () ZREBIERIERT. 1990 £, RAF .
XXV )=y JBFEDT v MBI 2SR (GLP AR :  (B)
BRI, 1989 &£, RAR
50 A%V VY =y JBIRED UV FIZ B 2 ESHERR (GLP %) EMEy
ERELF—, 19884, FAK -
51 AXY U = 7 BIFRDKE % i\ /- DNA EE3E (GLP %HiE) : k{2
 EHRKSt, 1988 £, kA% ,
52 A%V Y =y JBIRGBOME 2 AV 2 HRERMERER . k(BT 2o
1988 £, RAFE _
53 A%V ) =y JBREDT ¥ £ =— XN hAF il kOERME (V79) %5
WERETRRERMRR (GLP ) AL TRKSHE, 1986 £, KA
# _
54 A%V U =y JBREERDOTF ¥ £ =— XN bR X —fHHEOREMILE B\ in
vitro e B AR ERER (GLP XHk) : BFHEWE R, 1088 £, KA%E
55 A%V )=y 7BIFEDT v MFHIIEE AWz in vitro REH DNA SRR
(GLP #its) : FERbZTEERN S, 1990 £, kA%
56 A%V U = v 7 BIREROZEEE % BV 7= in vitro RES DNA Aﬁﬁ?ﬁﬁﬁ (GLP
RIS ERFTEHRRAH, 1990 £, AR
57 A%V U =y JBIFIED~ 7 A B MM E v i=/MERE (GLP m.?) C BFRAE
IR EIIERT,. 1987 ££, RAH '
58 A%V =y JBFEKD~ v ABEEMEE Ve in vivo ikl (A5s HASRE
(GLP xtis) : Hazleton Washington, Inc., 1991 4E. s\
59 A%V ) =y 7 BIRETORED A Y EROHEEZ AW HRLRERER (QLP %




) EREFTERAAL. 1988 4, kA%

60 Z% Y Y = 7 BRI OBRIEY N- 2 FOUEROME % V- 4R E3t8 (GLP
RIG)  ERACFTRRAS, 1988 4, kg

61 %> Y =y 7 BIRIE ORIEMBC FAROME & BV - ERERRE (GLP
I ERCFETEER S, 1988 4, kA% ,

62 4%V ) =y JBEETORENT NEDOME % AV 8RS RR% (GLP %t
W) EREFETERRNSH, 1988 4E, kAR

63 3%V ) = 7 BIFRF OREBHFA F L AROME & F W - 85 Baker

(GLP #i%) : ER{FETEEAL, 1990 4, RAE

64 %Y ) =y ZBIRIEO T v MERBEO REAERNRER A (L2 T kst
=it 1994, 1995 4E, RAHE

66 ElRKEOIR —EH 10 @l&x%ﬁﬁ#% R - REBFBINTELRE.
2000

66 ERRBOFR—TRK 11 FERREREEE— - 5k - REFRFREIR,
2001 4= ‘

67 ERFBOTR—Fht 12 FERKEFATE R — « BF - REFRN SR,
2002 &

68 A& L& %,ﬂi{ﬂﬁ 2o (URL http//www.fsc.go Jp/hyouka/hy/
hy-uke- oxohmc acid-180904.pdf)

69 % 158 MR MEEE RS (URL : htip//www.fsc.go .Jp/iinkai/i-dail58/
index.html)

70 % 6 IRGBLELEESEREMALELRATMEE 5L (URL http://
www.fsc.go.jp/senmon/nouyaku/sougou?_dai6/index.html)

TLARY Y =y 7 BRORSEFEETMEROBEMZHIC SN T ¢ ER(L2Hk
=, 2007 £, RARK

728 15 BRBLZEEEBREEMAELRSTME W2 (URL : hitp Z
www.fsc.go.jp/senmon/nouyaku/sougou?_dail5/index.html)

73 E I ERFREERLBEFFHAELHFES (URL : http//
www.fsc.go.jp/senmon/nouyaku/kannjikai_dai31/index.html)

74 XYY VB RGERPEMICET SRR - KB AR A
FAE ‘

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

76 BMAERGET —F N—2A

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

1T NZXBA4% Y Y BROMREH : Warner-Lambert Reseach Institute,F.J.Dicarlo
et al.. ®RAK

78 PRI 5 4% Y ) VEER OB ED LA M & KR A R BR A Eﬂi@éﬂi‘t
=1k, RAFE




9 KizBiFatxy ) Wmi&%wxéﬁk%ﬁﬁ%ﬁ%ﬁﬁiﬁ AR A
th, RAFK

80 FHEICI T B4 % Y U VIR R IR S0 AN L RN R AR, Sepra:l)
%ﬁﬁ’\& R

81 kA% v U VERDBRIGEIE IR T AR O NCBIC BT 2B MR I (8
RN, EINRERRAIE, RaF

82 TO-T18 ZRELIEBIZBIB4AFY Y VEROBE, RS ITHREMRE L

—. RAR

83 TO-7T7S ORI L 54% V U VRO FR~OEERE . MHEASELEYE
FESTER. 1989 &£, £AFE

84 TO-77S BOFEFILL 54F YV U VERD FIR~OBERE. MHEASE AR
FELMEF, 1990 €, KAR

85 XY ) VRO N7 FHENBERR, L AKEEERRE,. RAS

86 ARG L DA% Y U VIO N~ FHANIEBERE, SRR S
#z

87T A2V VERIZEE T 2 X EABRE. WREAERRIE. 1972 £, i

88 Ix Y ) VEBROBEBEHER L LTOBERRBE (1) - (2) . EEFEKER
AT, 1972 42, RAK

89 A%V Y UEEERICRR ORIE L - R S N BT **%Jl!k%&kﬁti%?ﬁ%%#ﬁ\
RNE

90 Oxolinic Acid U)ﬁlﬁr%?éff.%ﬁﬁ& LTORACET2HE— 1. FEEM,
PR, RO UNCAKNEE, EEAE, RERRK., BIRBE. 2765, K
E:, Bulletin of Japanease Society of Scientihic Fisheries. (1973) 39(2):16
5-171

91 A2 U VEROME ORIRIC L DA IR, P21 vk AsTEakerig sk
= ,

92 AXY U VBOUTXFREHRICBIT HIENEERE, TEENEKERBRENK
AR Nl 7 , ‘

93 TO-77 HIBH| D7 =2 1 5 BBk, MBURMNKEREE L & —, kAE

94 A%V Y VBROERICE 2 U AERBERR, AUREHRAH, kAR

9 FxY U VBOBRAREIL L=V 2 - T2 OBEMRE . k2 BA AT
AR

96 BHIEIE n~ NG T LICL BT VBT OFR Y ) VEBOERER b UNT AR
IZE 4%V ) VBOARLFT_AZE)F 1 o L, BiBEEERSH. %
NG :

97 TO-T78S D7 U (RNFE FHSER, &I FKEERBRIE. 1086 &£, RAE

98 FIEAA XV U VER OB T ~ORMAEINC RIFTEBEA L e BIih ok

H. RERIARZE, 19724, RAR

99 A=V LEBROSMtEE., BORERNSH, RAOE




- 100

101
102
103
104

105
106

107

A%V U VBEOESMEERER, BRI AT. RAS

AH YV CROBEEERR. BORMEEAH, ik
FHEARA XY VEROFEFHREEORE, RS, RA%

¥Rk 18 ﬁfiﬁ%ﬁéﬁﬁﬁﬁﬁﬁﬁﬁﬁ:iﬁ%ﬂ%ﬁ%‘ﬁ%’ﬁ@%ﬁi@% VRSO
TORE. RAELEES :
RILEREEFMHIZOVWT (URL http://www.fsc.go.jp/hyoukarhy/
hy-uke-oxolinicacid_191226.pdf)

FORERBAER | EREETERRSH, 2003~2006 &, Fi%k

5 221 FRAEZEERS (URL : http//www.fsc.go.jp/iinkai/i-dai221/
index.html)

FIMERGEEZELXEREMRELS TS (URL : http:

Iwww. fsc.go.jp/senmon/nouyaku/kanjikai_dais4kaifindex.html)




