&1 TEBREHERAE GERYREED

EE BED +-15% e 72 R
— 500 < ai/h RIIK - 8+ 250 A
7 = §ANE | g - JEEF 39 M
21 | KR - it 183 B
gy | AEREER | 200~300 g aitha |jog - i+ 297 | .
W - 91 B
= LR - LERE
sz | JEHSRH 1.0 mg/kg .
B gk | Lomghky R EE i
5% WK - JEEEE 145 E
1) BHERERT0%KMA., SRAEBRTREELER
. EmBRERER

KHE. %?%&(ﬁ%%&ﬂ%bvc XYV =y 7 BESTRSLEME L
EMERERR R ERE S, '

ERIIEIILARENTEY, XV I = /7BORREIRL S (RE)

_%%<e.ﬁ%ﬁﬁl4ﬁﬁkmﬁbtoﬁﬂﬁinow7m@qf%oto

(8% 22)

AIFE 3 DIEMBZBRBOSTEERNWT, XV ) =y 7 BRERBEFMESY
HmE L LrERNTREDH D EED» D OHREERENE 12 IKRSLT
W5 (BIiK428) , 2B, AEEFEREOHEEIX, HiFIh=ER kD
LEAXVY =y VBEABRROERR? RTERSKET, SEERALKHAEEL
FefB (BWZ A, SLEIEVWE) 28307 <COHEAEDCER S,
MT - FECLIBFBEOEBP LRV EDRED FILiTok,

%12 BREBIUEBRSHILEVY Sy s BROBRERS

E R DR — i
({£& : 53.3kg) (1~6 %) (5% : 55.6kg) (65 m el E)
(& : 15.8kg) (BH : 54.2kp)
ﬂ .
fiﬁ??ﬁ 68.46 29.81 88.09 79.32

7. BEMEEHE

95V, FrAY, KACA, PRERVCREZAVT, %Y=y
B E AT s {bEt & L i (B fFEAE) RUVKE (BEEQAE) itk
THRIEMEBERRERRE SNz, STIERREA 7/ — A THRELER
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B2 Efl%, HPLC # AW TERT A 8D Thot,
FORE, ETOEBICBNT, IRV =y /BROBEEREERRER
i (<0.01 mg/kg) Thoiz, (B 23)

8. FERFRARBEER
(1) RBRE (FHFE) (4. BRUEE)
FH, BEUBEZANWTAF VY =y 7 (BA) OBRDESHRNER
Eh, A RUCHEEBR~DOBT - BRELZ W TR EE,
BRERTR, 3BV OMERCESENOA XYV =y /JBEEERK
(3% 0.1 mg/L., i 1 mg/kg) LTI BOICET ZREIITIR 13 KRS
nTwna, '
SR OB T ERRS 4SS FEBRICIERESTORBCEERALLT L 20,
72 BERIRIC IR I N A ok, BIZB W T, 0.05%EMNE THLERES
24%%%(H%%%ﬁfﬁ4&%%%kw?ﬂ%ﬁ;ﬁﬁﬂ?ktotdﬁ
H?74~76)

13 BRBEZOAFVI9IBIAEERALUTICLIOICET HHEE (B
ng5)

*F B 1EREE | HSHE | EE2RAUTRR230CETHEMN

(KES - EPE) (mg/kg/B)| (B) i i (R ) figgaa = (e FE)
F4 (50kg - 6) 30 10 72 48
& (13-32kg - 8) 50 10 ' 48 48
(13-32kg + 8) 20 60 48 48
1# (11 8 - 30) 0.05%* 28 . 24 : 24
(11 Hi& - 30) 0.1%* 28 48 48

A, DI, B BT, B, ERRE. W 7Y @\Estha Ry ) VEENR

(2) RERE GEH) (BRUR) .

REOHZRANTAXY U=y 7 BESBA (BFH) OfkiE5RABRBE
En, EEZEIC W THREE ERE,

NESHMORERCRELOAF VY =y s BABRBBRRLR (& 0.01
~0.05 mg/kg(L), ¥ 0.02 mg/kg(l)) &2 DICET HIEMIIE 4ITRE
T3,

BleRWT, BRBEER CRABECEREEFRDOONERN, BKkEE 24
R RIT I RO CEZIIRH IS TELIrCRE L, —F. BHRE
VERETIT., BRiEE5 24 FEEET 96 BB ICRE &h, £ ToOEHRAEE
DEESBRBBRRMIC A0k, BRI 48 %, RER 120 HEE T
bol, BEBWTIL, BHES 24 BEZICE 40mg/kg BEHTIZLTO
B IC R ENRBD b, 20mg/keg # 5 CILBEREUITEO #26] CEE M

24
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b bt IR BB TR 72 R B 2 BIR H R AR & 7 o ey

(B8 77~81)

F 14 RBBRSROTFVI v IOBIMBRHBRREICELIOICEY 28 (81

KEE)
ZiE HEE | BEAE | RHBRRBCRSOCET5HM
(A - P (ng/kg/H) (/) i (RFRT) figam™ (R
B (3 3845 - 45) 10 5 24 120
(27 B} - 45) 10 3 24 120
B (24 A - 15) 20 7 72 72
(2 + At - 15) 40 7 72 72
R (25 His - 15) 20 7 72 72 -
(2 A - 18) 40 7 72 72

* B (R, BR. LR BRE
(FFiE. B DB, BHA.,

i3

ELuy

. B, ERE. KRRY. W%, I8N, B

(3) BESRE KERHSSED) (IWITF. TRE,. 73, a1 EFYFE
NTF, et =2UTA, Ta, afRPVFEFANTIEY =y
7 BEA (BA) OREHREGIENENRERABREER I, ABREEK
(oW TRF &N, )
MEAFEOMFRUVEENOAF YV =y JBEBREERARMICETS
BRI 15 iR ah T 3,

FHY Y=y 7 BEERERIRBICASOCET SRBIIREENS
EERL RAEMBRHON., RBIZL YV AZYERBoT, (BR 81-88)

%15 REPVEROAF VI IBIAEERARBICLLIOICET SBM (K
EARFELES)
B5E . 5 A ERBRRMIZR D OILET %M
RE | BZ (mgfkg/F) BETE A | ., mEEEm) figas (RER)
15 10 f 1 |24 (EERR 0.2mg/L) 24 GERPBR 1 ma/kg)
20 20 RERR S 1 | >24(BEBR 0.2me/l) | 24 (BERF lmg/ke)
11 30 2 {48 (EBBR 0.2me/L) |48 (EERH 1me/ke)
~TT T | o 2 |48 (ERBA 0.2me/L) | 24 (EEBA Imelke)
17 30 BMEZERRE | 2 |24 (EERR 0.85me/l) | 24 (ERMBA 1mg/kg) - |
15 - 30 RERE 3 | 24 GEEMBR 0.35mp/l) | 24 (EERIRHR 1mg/kg)
v A 10 10 B E 5 NT 120 (ERIRA 1.5ma/kg) |
=v=2A 50 25 | RERS 7 NT 120 (&R R 1.5¢/ke)
T 40 20 BERE 7 NT 52 (EZRMRR Imgkg)
25
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40 40 T - NT 100 (E&BFR lmglke)
5 1 |72 (EEBR 0.2mg/l) | 24 (EERR 0.1mg/ke)
10 ERlEOEE 1 |72 (EEBR02mgL) | 72 (EEB R 0.lmg/ke)
A 75 20 1 [120(ERMEF 0.2me/L) | 120 (GEZEBF 0. lmp/ke)
A0 1 | M4 (EEBEF0.2meg/l) | 96 (ERMBA 0.1mglkg)
20 10 RS 7 196 (BE=RF0.lmegA) | 96 (EERS lmefkg)
20 | 20 7 | 144 (ERBF 0.1mg/l) | 144 (FRRA lmg/ke)
4% | 100 40 REHRE 7 |18 A(EEMES 0.1mp/l) | 18 B (ERIEF 1mg/kg)
oo (FHR. BR, BRE. 5R) Y2 (FE. B, 5R) .
=Uw A (fFEk. BR. B8 7= (. S8 583, 8)
o4 (FFEERE. B, SA) ¥ (B, BB, MEE. Fa, 8

NT : Non-Tested (Bl EE$)

(4) BEHAR CKERESRH) (FaArRU9+F)
TR FXE2A0nTARY Y =y 7 BOKRAIZMZ R IBREBRMNE
WS, MESEEEC TR S,
HEAEOMBERBENILAZF YV oy JBEREERARE L 250
CETIREEIR I6ICRENTND, '
Ta, UFREBIERCBTABRERERNEAZLEL. REORE
EEBIEBELE, TRBNTIRERKT 10 B4, Y FX RV Tk 20
Hi%, ©HEGBTRERNEEBRALRBL "ok, (289, 90)

#16 ZREBESEOAZIVIZ v IEIEERFRBICLIDICEIHEH

AT | B | REARRE | EBRERE EEBARMIC R 2O ET HEH
' {ppm) (R RE) mF (B) f#zg (/)
= 96 10 6 |5 H@EEBRMEOSmg/L) |10 A GERME MK 0.05melkg.
BEOZ 0.1mg/ke)
20 6 5 A (EREMLE0.05mg/L) | 10 B CEREAE 0.05melke,
ERO & 0.1mg/ke)
ryE| 50 10 - 24 15 5 (E&MEME0.1mg/L, | 20 B GERBAE 0.05ma/ke.
5 B —A-HETH 0.05me/L)| BRE TR 7 —A 331
ELT)
(5) BREURR CKEFRHARUVKAE) (PLPREUE=VTR)

TaRR=U<2E2 /T, %Y V=y7BOMA (7= - KR 18C)
Rmmﬂtm/vxﬂmﬂﬂ&@lﬂﬂ@5ﬁﬁﬁﬁ&@ﬁ%m%ﬁén
MR EEC SV TRM SN,

HNBABOGARVTFR»LAX Y U =y 7 BEBREBR (0.02me/kg)
RWICRIOICETZEEIIR LT ARSI TND

26
~70-



=0 A0 18CKBHFHETIE, R, FEE HICERIERE 21 B, 10°CK
EFETIE 13 HEICHHBEARRIC R o7,

FaDFHFRIC > TIRERES 14 BRICHBRHBARBE 2o, (2R
91)

R1T BRESETROAF VU 7EABHEBARBICTLSOICET HA -
# CkERBEAEZEOERS)

ki B 7R BEeE BEAY | RHBARBICLIOCET S B
(°C) | (mg/kgfEd/B) | (H) 5 A A&
T 269 18 20 (&) 5 78 14 H
=v=z | 102 18 | 20 GkHD 5 21 H 218
53 10 20 (kAD 5 13 H 13 A

(6) BRERARBR CKEARMAFEAA GEED ) (JU)

ZVERANCAR Y V= 78 (A) OEEREO®REOIEHE SRR
AEM S, MBREREICOWTHRF S,

FTIORBERVCBENOAF Y Voy JEPSBHBALN (L¥F
0.01mg/L. £ M 0.01lmg/kg. FFi% 0.02 mg/kg, BHE 0.03 mg/ke) B D

CCETAERXIIAKIEIR I8 ILREN TS,

5 ABRESRRICB N URE - SN EESREBARBIZRSDIZEL
ToWEfix, W58 30me/kg WERTHIR : 10 8%, B : 16 B, B :
13 B, 20mglkg HEB TN :5 B, B 13 A%, HABAETH-
o (&R 92, 93) :

£18 TUICHETIREREZROAF VIS I BARBBRRELLIDIE
TAEMXIGEN KERHMFEIIEORE)

70 | 1EREE BEFE | BEAEK | RERARBICRIOCET 3RE
B# (mg/kg/RA) (A) M (R T B D) R B ED
110 30 mREIEA®RS 1 61 FFE >T71 FEE
55 30 B 5 3 H 16 H
55 20 | REERE 5 5H 13 B

(7)) HABTEER GBI .
BNRAE A BEBILE 28 ZRAV, &A%Y V=9 7B 100 pg/ke &
- B/IFORHET 28 AEERBERES LT, AHBITRBRAER I L,
FORE, WThoRAPF B TEFI XV I oy /7BIIEERARE
(<0.01 mg/kg) Thot, (&R 24)

27
~71-




(8) BBBITHR (B {
CBmERAV, %Y Voy ZEEE 0.05 (10 ) RU0.1% (6F) BMLE
fARHC 30 HEEERMARE LT, BIBTRBERAER I i,

FAORH O BTSN BRI A LT Ui, B 5% OB
OEEER. AEMBECRVTELICEA L, BRES 6 HRICIZITER
R (0.1pglg) RETHABEHODHHBREIZRY, 7T HBICRIEEDED S
niehotz,

9. —REERR
TURA, UYF, Ty PRUT vy bW REARRPER S

(&1 94)

Tre BERIZE DIZTENTWE, (S 25)
=19 —REBERR
. Bk BEE &K B »
REBEOELR | BhE Do (meke 8 | EBIEAE 1ERE EREOME
(HFEER) | mehke 5D | (mghkg FB)
HE313 me/ke DL -1
78.1 mg/kg L 585
71, K5y, EEED RS,
. 0, EESHE, BORME
0. 4.9, 19.5, DIET. St
ICR EHE | -78.1, 3813, 781 B 313 | gmoRE
= 7R 3 1,250, 5,000 | ## : 19.5 Mg - 781 | HESL3 melke (REL
e () 1,250 mofke (REDLE | ¥
(Irwin 1) [EHTENIGR: « E27255,
RS - EREP AR Y
e 1,250 mglkp {FEDL
et E FEAm)
= A 0., 78.1, 318,
P ‘B&fE | #® 3 | 1,250, 5,000 | 1,250 5,000 | FEREoORN
= A (£2qw)]
F N ~xy 0. 49, 195
s | ICR 78.1, 313,
en | w2 # 10 1250, 5000 | T8 318 BRI EER
TR (RERER)
B A 0. 313,
Bbé i B | B s | 1,250, 5000 5,000 - BT kBRI
Y ¢+ qm)] : .
A 0. 313,
gl E4fE | M 3| 1,250 5,000 | 5,000 — BEICLDHERL
7ot o)
28
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DE
. IHZ'EC ¢ Hﬂs 0'\ 313\ %_rﬁ"i[ﬁl,:_t@ ;{g
gep| E - | B&E | 3 | 1,250, 5000 | 1,250 5,000 jﬁv T e
s | LEE | T (&n) 51
- Hartley 107~103
Hts E)N | HE 4 g/mlL 104 g/mL | 10° g/mL | NA OEHERITHESE
WEE ) 2o b (in vitro)
RIEE | og 0%8%1'9‘335\
B Rk - R ﬁ10:m® 5 000 78.1 313 BERERERR DI
o | e e
¢$ 10 gl : BEOHENE
TR Hartley 107~10-3 103 104 ByGiE
= MBI T | B 4 g/mL 10% g/ml : 5, RO
Ew b (in vitro) g/mL glml | Ach Bis RUEH D 74
A A EREDPI]
WaREH| Fischex| o log'j;l’f's 106 105 | 105 gl BRER O
e | BE 0. 313, :
fikic ﬁéﬂﬂ; g‘ B f 4 |1,:250,5,000 | 5,000 — REIZ LR L
¥ jt:3=);

— I RAMERERRECE AP oK,

10. 2ESHEREER
(1) BHESHERER ) _
FEVV oy 7BOTy NERUY U A V-2 EEn, a%RE, Al
BT, AMEEARETCSERARBRRERE Shix,
ZRBOBRITIE 0 REINTVWD, (B 26~30, 95)

£20 IHESHEEHBERBME (RH)

B EL LDso (mg/kg &) )
b HERY - TR = i BEIhER
: ' HEHE - B REIEEEA., HRE, BITHRT.
BB, ME, L&, lE~, MM,
HTRERCHEEBEWOWE, BILERN
®mO* SDF v b 630 570 Jijik L)l
GRE 1 HERES 5 T : (FARBICBTARCHZERICE S
Mo, ) '
500 mg/kg HEL RS OMERE T
A .
, - HERE . BREERNEN, MIE, R&kE
b # - N
(%; N @%2%& >5,000 | >5,000 | MiRHEiEs . AEEMNE . AL
\ HTREORXRIE - BE o
29
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Wistar B3 o 1 W - B, BORERE. RHRER,
&n ‘ﬂfﬁé P é >4,000 | >4,000 | hERS
FrasL
HERE - HEEEEN, HEA FT74
. BE, BB~ HEMERE*. FER
ICR <1 b, BEEDHLBEE, MEEOXR
&H pepa s | 2200 ) LA umi mmreamo prim e
800 mgkg FEL LR EEOHE T
T4
dd F~ 7 = BEEE  BACRIR, KERD
o m VELES 6 I >4,000 | >4,000 | =2
Wistar %5 o 1 MR < B TR, AKEES, IBRIR
IR ‘;E;;égé 1,123 | 1,414 | R ERT, NB & TSR
- H7 L ,
dd Bw v % MERE . BREEITLE, B, BETE,
fEREr wé@ag 2,000 | =4,000 | BEEICBESEEY,. EREROBEX
Tz L
Wistar 27 v b It R ESALICRERE
KT s o | o b000 | >4.000 § o mne L
dd =T A ) e - BT R, EERED
BT s em | o H000 | >4000 | g
SDFw b N #
5 fern s | >2000 | >2,000 | EREOFECHLE L
LCso (mg/L) - | MERE: BAR, RWVWEBRS X5 REEE
' B, BREBOHEN, B8, TESR
R FEN ARCHEEE - MBEEOR
gin | Fischer 7 b | R 3, BB DI DR AL - B,
WEHES 10 PU >2.46 | >1L.70 |FWOKBE*
1.57 mg/l. ELU LR EFOER G
1.11 mg/L BEU FR S BEOMTER
il

K EBRICEBWTHRHEERE LTERABREFCEDL LN BRI L 3BEEH L0 LM
FroFRLEL bR, TOoEDH, BB 2 THRERBLEEZESE UREBEETo =,
FORERE 5000 mghkeg HETCLRETRBEL Aok, BB 2 TELLENLECTH
E1EEBRE, WFhbEREBFLEAZBE LB TED BNz, (1,000 mgkg 80
1MORTHOBEZARLYE, BRiEHREL OHEEIZIEDLWEELE, )

L) BRI X BER,

Sy FRUB=TIRATRAZ Y =y 7 BROBAEREICL) . AT
ZDHFATHRCEBEHORMARD bhicit, ¥ RO X CRRRE
OEKIIRBET, BENBO ORI, BRTHLERSELAD=RALL
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LCHTF2TI U ERHR, B F—NIVBRROESRELbNE, &
DEBENPG, AFV V= Z7BEEICLY T MNENHEBERO F—13 v

BEFTHZE (BE3D . VF M~V invitroRBRR T K —
NRIVOBRVIALOHEEFRASEDLLNAZ & (B 32) | £, Y
Voy Z7BEEIZLE5 Ty NOERTEN, V727 EBER. F—
NRIVHERE, 727 IU0RBBRLBIZLY, BEXEERshd L%
BALGATWD (BE33) , 2hodZ kb, RIS VvERYVIALZEE
ERZSEOERIC I VRO T 25 I o BERZREL L. B RESHE NP
HBEITHLZERSE, ERITHO—2 & LTHRTEARA L L TRESSR
BENZR, BHRAI=XLETFRHTH S,

RB, IAFV IV =2y 7B PORBERPERRKESE LTRE, 3—my
AEE 11 PEULETHAVWLNTE R, E FOBWERELTRIR - F&R Y
DOHPHRZREERBIONAL TR, BRTHORROBE TR, b
FDOBEERMAE (30 mg/kg RE/A) 1. EEABROEEEREOR/METH S
218 mg/kg FE/R (T v b2z 2 #HREBERBROESEE) DK 14 7,
RUOEDO@EMLLHEEEND ADI  (0.021 mg/kg FE/R) DO 1,400 5 Th
D, AF VI 2w 7BOZFEIZLY e b THBITEREHRT S ML Ey
rEZ BN, :

BARRIEMTH DA VE, NAFNVE, B=FAE, 7 FERTI A F
VRO IR ERWESEROEERBREEE I L,

BERBROERIIR 21ITRENRTWS, (S5 34~38)

#21 SHESEEREESE (REEED

B 5 hHiE LDso(mg/kg & E)
L& ) : : HEINnEER
R R - pm i
ICR = 7 X )
gn | 4 Vs b4 >5.000 | >5,000 |MiEE: ERESED>

MERES 5 I

N-AF ICR+=1y & :
ey #
0 Atk I % 5 I >5,000 >5,000 |EREUECHRL

i = ICR =Y R '
. 1| 3| f
®]o A s 5 >5,000 | >5,000 | SERBCIHTHL L

73k | ICR=wx -
4 5,000 W OFE = 7
#=n P HeHE A 5 [T >amq > ERECGETHAL

Hﬁja: ICR <o ) . = g i L
B | U | mmesm | T2000 | CRO00 |M: s mu

31
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(2) SEmEENEEER
Wistar %7 v b (— B 10 L) #RAWZERBEMEIFED (B0, 6.
30 RO 150 mglkg AE) BEK L AAMBREERRREE Shik,
ETAIRO bR oTo, i, —REKRE, M REBOBESE, kR
WHEBEEZOBRE (FEAR) TREBERSOEZIFEDARNo7E,
HEmEE T 30 KU 150 mghkg KEL EREHEOBRIETHRESHDOLF R
EEEEMPBD b, %, 150 mgkg GAERSHOBTREH THIC
EEHMME 2R85B0 bz,
ARRICBITA2EEMEEIIMEL BLIZ6 megkeFETHH LEEZ bV,
, (B8 104)
/
11. BB ERIZHAT IR HERVERBEEERR
NZW vHx (M) 2RV ERECEEHIRERBRRERZI L, ER
CREIC T 5 REMERRD b hoT, (B8 39) '
Hartley ©/VE v b () 2ZRWEEBEEEERER (Maximization )
REME NI, REBRFERBETHo, (B3] 40)

12, BRGEERER
(1) 30 AREREEERR (v k)
Wistar 7 » b (— ﬁﬁ%%lOEVEﬁWtﬁﬁﬁmﬂ)m52m 500,
1,000 mg/kg E/R) BEIZL S 30 A HHAEEHERBRNAERL S,
HT, @REHETI/ e Vo[, Y v LAOBEITEEER., 500
Im&gWﬁmutEﬁﬁfm%?/n&wﬁﬁﬁﬁﬁﬁwMGmomm@
RPN (e
BRER T, &RSBROMRT 250 me/kg FE/H M HEESHOHE R
FOEMBEV/ NEIHEROHERRBD bz, 2o, TEBRBCFER
FEIRBEREINTS, Wb EEREXIENMEICERE T8 TH S
LEZ BN, :
IO kG, BEEETHEREINC 125 mgkg FE/BERWMTH O LE 2
bhic, (&R 96) ‘

(2) WBEBHEZ2EEEEER (v M) _
Wistar 7 v b (—#HH#EE 12 0C) 2 HWE=RE (JFE 0, 100, 300,
1,000 R T 3,000 ppm : FHBREBHEIIR 22Z58) BEICL5 90 A/M®
AHEERBRMAER I,

32
-76—



£22 WEHHEEAEEERAR (Sy M) OFHREFERE

BE58# 100 ppm 300 ppm 1,000 ppm | 3,000 ppm
PHREERE | # 5.68 17.2 62.2 . 204
(mg/kg 5E/H) | 6.48 19.9 77.4 264

SREHTROOLNEEERAIRR 23 I2F7EN TS,

RBFICB VT, 3,000 ppm FEFOHEIZR pHIET, K& 78,
REREN, AEMECREEETARO b,

miEALEREIZBWT 3,000 ppm FEBEORER ) 300 ppm Ll EORE
HofElc BUN o#EmaRED b,

FHEGARRFAREIZB VT, 1,000 ppm BL_E O S #EHE 0 JPEL 5 4 B A&
BERST BBEEEBEFTFAZEL TWER, 2hb 0B FTEE, 75,
AR UL BERBO bhador, |

ABBRIC BT, 1,000 ppm PL_ B35 O MEHEIC BN, TP B,
Glob BirE:28, 300 ppm BEFHOMIZ GluBRPERZ DN Z b,
SRR T 300 ppm (17.2 mg/kg KE/H) . HT 100 ppm (6.48 mg/kg
KE/R) THHEBLbNT, (BF41)

&23 0 HEERESERR (v b)) TROLLBUHRR

BERE 1 . i 3
3,000 ppm |* RpHET. RF¥FV7Es RE |- HIE., &RBK
o - BHEERS . BEPHRET
- U >8im, BUN 820 - REEET '
- ALT $hn, AST#hn, A/G i,
Cre 4>
- JEER R UL E EIH
< PREE X
1,000 ppm |+ HEHMMH - REHAE
HE - BEEHS. EEHDRET « WBCEA, SegEsd
- TP Wb, Glob W4, A/G He#M |- TP ¥, Alb . Glob
- IRERAER (EREEER)
300 ppm 800 ppm AT EMERRA L - Glu #i4», BUN #1
Sk o
* 100 ppm BHERTRRL

EERBEREOCZ L EHEREX VY GLTRL),

33
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(3) WHHAESHEESEER (Z9R)
ICR~w R (1 BEMERES 12 C) % ViR (1K - 0, 100, 300, 1,000
KT 3,000 ppm : EEREBREITE 4 SR BE5ICE5 90 AEEALS
HERBREE S hiz,
=24 WBHEFEIESHERRE (YH9R) OFHRAEERE

BEg 100 ppm 300 ppm 1,000 ppm | 3,000 ppm
THBREERE | 11.2 34.7 145 507
(mg/keg <E/B) | i 13.8 47.1 184 493

EREHTROONCEEFRIIR 25 ITFSRT VD,

B EE %“TIWOwmutﬁﬁﬁ®ﬁ%TrmE%ﬁ%MLtﬁ;
M T B MM FOELSBD SNRP oL EDDREI L DR L
EEZ b1,

ARBIZB VT, 1,000 ppm LL EFRGEOHEREIC IV CHREMMNME], {E
BN, BEEZRIET R OHIEHER/NIE )T
MERE & & 300 ppm (B : 34.7 mglkg ﬁiE/E B : 47.1 mglkg (KE/R) TH 5

LEZ bk,

(B 42)

Wb &b, EEERIT

%25 90 HMEAESEHERE (THIR) CHEOLIEERFE

B 5R e i
3,000ppm |- FECH 5L - T3 L
CEMEIET (G 158) - BERIET (8 18)
. TP s>, BUN B, Gluis |- FFRES GETAOR)
B TERELEERN
- RIS GECAIDS), IgisE
M7 ' '
1000 ppm |- ZB¢Hl LG - RERINmE
Bk CEIRL. BAE. HM, SME, IR, 1§ |- SRR GE28), AfpE
B GERRCHBTR ET
C | Es A . Glu B>
AR R (5 2 ML), REEYE |- MIE/EENE
ET - FEHE R
- AST #hn
o B LN
- . B ROVS BB
- E %
300 ppm BHEFRZL EHFRRL
BT :
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(4) 90 EMESHEERR (1 X) _
VSR (—EEMEES 5 ) AW EAED (BRE 0, 8, 40
B 200 mg/kg RE/A) WEICEIS 90 HHEARMEEERBAERE L,

EREHTRDONEERTRIZER 26 LRI TH S,

TR A RFEREIZ BV T, Glob OFEA A 40 mg/kg ARE/B UL EOREEED
BER TR 200 mg/ke FE/ARESBHOEICIB VT, BERCERSHE & OMREH
B LT b, BREIBVL T, 200 me/ke KB/ B BMEREOLH T
BEMHCABEOHEEANRED SRR, ECepiEE% 1 EELAI,
HECIL 2 PEA 1ERLINIIC, 2 LA 9B EER LTz, HD 1 L TREEHMN
RTHRIZHED b EDS, FRFIC Z OB TARMICIEETCERbo T,
Zo 1 EOFBASRFHRE CIX, RRCEZNREEIRD bhi,

ARBRITEW T, 40 melkg (FE/H LR EREO M THREEIMGIS, &
T Glob B BALREZ Ehd, EFEEEIMHEE L Smg/keg FE/ATHS
LEZ b, (BE43)

#2060 WAHBHERESESRER (X)) CTROLOIAEEERRE

E o H i 3
200 - IEH, RBAE. WIE. BB, I |- Ed, B, RIE. SEfAL. 5

mg/kg KE/8 Pt FiE )
- EERD (@5 3BET - HEF@E A0
- BEICABAK - A BES
- RBC B4, MCV BT MCH #n {~ Glob #4». T.Chol #1n
+ TG E/d»

40 mg/ke SE/E |- EESENIMG - FE R

Bk « Glob B4
Smg/kg FE/A | EHEFARL =EEFRREL

(5) shERMEBE2GEEEEE (Sv M)
Wistar 7 v b (—BEMHEE 10 L) 2 BB (J&{&:0, 1,000, 3,000,
10,000 B TF 30,000 ppm : FHREEBRERR 2728 &5 L5 6 H

A AMEEERBRS EE SN,

#2] 6HAMEZEEEHER (Sv b)) OTHREERE

B SR 1,000 ppm | 38,000 ppm | 10,000 ppm | 30,000 ppm
FHREIERE | 26 18" 277 813
(mg/kg HE/H) | 19 67 - 245 696
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— R BRFRERBE T, 3,000 ppm S EREH TR EET, 7 — VW
S 0 B ORBEE T HEREROM, YBPHREIRBRD D,

EEECECEE T, BRERICEEED H 5847 L., 3,000 ppr
UEREFHOME THAERTEOD 2 EEEES U ITEMME), TEeE
EOERESNVTNLLRIE 1BMIEECIRD LR, b kicEE
HixHZbohizbon, 85 30 BURBRIZREHROTENED b,

FRETIX, 3,000 ppm LB EFETERBEOEESA LN, HELTEHN

HETHoT,

RHRETIEFEIRDLIE) o,

MR ZEARE T, 1,000 ppm Bl ERESF2OH T WBC OB R AL .,
HMERE 5 CREFPEROBDERIBRO b,

i ¥ AL BRI KR T, 1,000 X T* 10,000 ppm % 55 O RER T 3,000 ppm
IEBRSHOMTA Y v ADEME, 10,000 ppm LA EREFHEORETH Y ¥
ADBERBERBD bk,

T EhE, EEMAEEIIREET 1,000 ppm (26 mg/kg (FE/H) k.. M
T 1,000 ppm (19 mgkg FE/H) THDLEZX b, (BHRIT

(8) 0 BMESERESERE (Sy )
Wistar %7 v b (—BMES 10 L) ZFAW=iEE (FE{E: 0, 50, 300
BT 1,800 ppm : FPHBEFTREILE 28 2R) REIC X5 90 A BT AM
REMERBRAER S :

%28 00 HEEAMMESHERR (Sv ) OTHREKERE

BER 50 ppm 300 ppm | 1,800 ppm
TR EERE Ht 3.24 19.4 132
(mg/kg KE/R) i3 3.87 24.4 175

EBEBRTRD b EEFTRIIE 29 KRS TV

REERCHBRIEBVTIIRERSOZEIBDO LA 15T,

ARBRICIV T, 1,800 ppm REBOER T 300 ppm L RSB OMT
REMEOMEERE VTS ARD bR 0T, MESEoES T & [
T 300 ppm (19.4 mg/kg AE/B) . HET 50 ppm (3.87 mg/kg AE/B) T
boLELbNE, (B 105)

2 3%BEFHOHOEER., EFHAR 24O FEHETOLFEM (KHROMOEH IZ>WT
bR .
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F20 SO HMBAEMEEEER (Sy ) TROLWEEERR

BEH P2 i
1,800 ppm - BREHEOEN - BEAE
: - FEER - 5B NS O R
- HIBE iR O - HFRECET
- EEHEINIEH s BIRECEEOEHET
- BEEORYD - FEBINAH
- RELE DD
300 ppm £LE {300 ppm DATFEMFTAARL - BREBIEOHEM
s KIEER
- FBEREOEM
50 ppm FEEFREARL

13. BHEEREBRRUSHAERES
(1) 1 EEBESERR (1)
B— R (—EEMERES 5 IE) RAWVWEDSEARD (R 0. 8, 40
BT} 200 mg/kg (hE/R) B L5 1 EREBEEERBIER XLk,
EREHTRD bNEEERRIEER 0 ILREATNS,
RREIZB VT 200 mg/kg ARE/AREHOR 1ICRTHE 2 T, 40 mg/kg
EE/ABRGREOMRS 1 ROoRECAARARBD bNE, ZhbDERD 5

. 200 mg/kg AE/HESGHOHE 1EER MO 4CEORERL, RELH
YL LT, 200 mg/kg (AE/BREHORE 1 EOREO QG S, TR
HEES, FEAGEFNCRAR LEORBERER CREEA ERHEL
ThoT,

ARBRIZIVV T, 40 meg/kg AE/ R M i SBEO MR AR E AR, i
WAEREREMME SO &b, EBEMEHES b 8 makg KE/R
ThHEEZDNE, (BR44)

%30 | EBEMEEERER ((X) TIHLNESEFE

BEE e i3
200 - EERSRUCEERMNME | FEED
mgkg KE/R |- AEAER (1K) - BEAES (2T
- REEEDHEN-
- RBC 4. MCH i1, MCHC
win
- Alb B, TG B
AOmgkes HE/H |- AEBGRS QI - R ER NI E
2l ' : - BEAEE (1K)
8 mg/kg HE/B |[FEMFREARL BHERAAL

(2) 2 ERSESE/BRLREARE (S k)

Wistar 5 » b [—REMERES 00 [T R —BEMMES 50 T, FHER—BEM

W 40T (8526, 52 R T8 MBI —HMEHER I0DRZ2FRE &%) 1258
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WimiEEE (BUE : 0. 30, 100, 300 & TR 1,000 ppm : FEHHREEREIIE
31 W) BEILL3 2 EEELREN, BRAEFGRBEERE S L,

#F31 2 5HEEEE/EVAEFEER (Sy b)) OTHREERE

5 30 ppm 100 ppm 300 ppm 1,000 ppm
LHREERE | E 1.06 3.60 10.9 37.6
(mg/kg EE/R) | 1.28 4.38 13.2 49.1

EREHTROONEEEFRREE 32ITRENT WS,

MEENRE, LRETFEFORERCRBREICBWT, BSH#HEOW< 2
DOREEFIZRBNT, AERELOBICEFEERAONTER, W OEHE
BREPEHEINVITHAEL OBEENRRZN LD, REBREC X AEETIX
mntEZLNE,

RHECBOCHRERSCERT 5L Bbh s BERBO LRS-
77

iR EREICBV T, 1,000 ppm HEHHEICB T, HOBMRTLLERED
%mwﬁwahtm\_hhﬁmbtﬁﬁ%%fmxmwﬁﬁkw%ﬁ@a
ENEholdT, RFERGFICEET IO EZEBZTL o7,

FRREE, 1,000 ppm W EBOBE (F8E) CREICES - EEOREEER

CEL, ZRLORERFHEAKRFHOREOK R, FREMBECTH-
Tz ZOEBEOFEAEE (1150, 22%) . RBREREHROEARKEDT &

FOERT—F (9/304, 3%) LVALNCEL, BERFOEETH L L
EZz b (F332R) , BEBECBNTIER, 78 BEFICEMRBRE N O3
AEBEEREM LT, '

300 ppm DL R EREDHE (B TIEATSIIRA B OVELEE I8 D 38 A= SRR S
WAL, TREARIOBEERCLE2bDEBELLAR,

FRBRIZBWT, 300 ppm U EREFOREICHK AR, SHEBEMEH,
1,000 ppm LA BB G- B OMICHIE, EEMIME, BEEENSEARD 5
feZ b b, MEMEEILEE T 100 ppm (3.60 mg/kg AE/H) | #T 300 ppm
(13.2 mglkg FE/R) THHEEZL b7, 1,000 ppm E’é—ﬁ%@ﬁ"@%%
RIMRaEA MU, (B8 45)
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%32 2 ERIBEEN RPARGAEE (Sy ) TROLIEEERR

BEE Jicd i
1,000 ppm |+ EE BN - EEEIIH
- BEHBET CEEEEN,. RESERET
+ T.Chol &2 « TP, Glu. Glob BT T.Chol &
- FEELEEE - BB, BRER 2 '
cFFEROELREEEM CHEBS RO EEEN, B
c FERMHRE SEESEEM

R AR T AR R TR ERRE | - HIE
HTHODLR)., BT EREGREEOL
300 ppm |+ FREIRAE 300 ppm ELTFEHMEF A2 L
Lk - A EEM , .
- BISZIRZE IR, SRR
100 ppm | EHFFREZL
T

#2332 ERBESE/BSAERSHR (5v h) TRO LA HERMMARE

FEEM
’ PR i
»E# (ppm) : 0 80 100 300 1,000
=W | mEEE ) 15 | o .18 | .21 | 10
BT B 0 0 0 0 1|
| BEEME | 85 |- U 36 ] 29 |40 ]
B E BB 2 4 3 2 oM
MEE MK 50 50 50 50 50
- 2mm | 2 | 4 | 3 | 2 | 1un

. Fisher EiERE=RE:, 1: p<0.01

(3) I8HARRSAERER (FUR)
ICR = 7 A{—RFUERES 70 L : ERE—FEMERES 50 1T, FEN MRS
20 5 (&5 52 BHIC—PRMEMES 10 L& LB L RV © 10 i385 LT, )]
AV R 0, 50, 150 K U* 500 ppm : PHREBHEIIE 34
2| REICID 18 PARABPAERBRBERBE NI,

&34 BAARESAEER (ITR) OFHREERE

BEE 50 ppm 150 ppm 500 ppm
EHREERE ic 4.86 15.2 59.7
(mg/kg FE/R) i3 5.33 15.7 57.9

ERRSEECHYD b BT RIS 85 RSN TY B,
500 ppx W EHOHEICB W TEERE (BE, b, fiik. Hif, AH4E)
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DRASENREE 38 BEFEE THRCEN>T-. EERER~TY A CBTS
90 ARMEAMEEMERRN2 Q) ]0FEMERBICI VY TRAEBE ORISR
HENTEY, BREREOEELEZZ 5177, # 150 ppm U EOREEIZR N
THEERECHEORBEHAERBM LU, BARKH RS 38 BLUK
WRBELEZ L, BENHITI SN Thol &, RBHERTOFRET—#
NTHBZ LG, BTOEREBRELEFERAINRF—ExrLiE, TOHE
M BEEOEENMEP oI LA BREARENEE L, BECEEL
BN T,

EEEREIC BV T, REREICHEE L TRAEEE G LEET e
Hxo Tog .

FRERIZBV T, 500 ppm BEFHOBETRERE., TR, FEHM
PSS, 150 ppr PA R ERE OME THERMIMH . REDFETIBD L
o, BEEEIHEET 150 ppm (15.2 mg/kg FE/H) . #T 50 ppm
(5.33 mg/kg (FE/H) THHEZBZ N, BRAEERD N2 o,
(B8 46)

&35 18HARMEMSNALER (V) TROOLEEETR

fL= HE HE
500 ppm. - BEHE Bz, GCbA, ik, | - BEEEEMN
M. A4
- FE TS M _
- REHMNME ., HEREN. &
EZh|IET .
- BER
150 ppm - 150 ppm LA TEMERRARL - EREE NI
A E | - AEPEET
50 ppm EHERARZL

14. EEELEEERR
(1) 2HARBREE (Sy M)

SD 5o b (—BEMERES 24 [B) AW i888 (R : 0. 50, 150 BT 500
ppm : EHREFENEIIR 36 2R) RECL 2 2 #HREEABREEE I
7o .

F 36 2HEMEFTESRR (Sy b)) ZHETI3EHBREERE (ng/keg (fE/H)

w5 50 ppm 150 ppm 500 ppm
iid 3.41 10.3 437
P itf%; -
HE 3.91 12.1 - 41.8
' i3 4.11 12.4 41.2 .
Fy fitf%
i 4.49 13.8 46.9

ﬂ@%&@ﬁﬁ%tﬁﬁé%ﬂ@ﬁ?ﬁ&%hk%ﬁﬁ%ﬂ\%h%hi
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BTIERENTWVDS,

REMW T, £FE, —RRE, Jﬁﬁ%ﬂ@ﬂﬁﬁ&(ﬁﬂ@%ﬁahﬁ@ﬁﬁ—@
EEIRDON R0, Fi, &‘Ei SR TE S uﬂ%qﬂ-&@ﬁﬁ)&ﬁﬁﬁ
WX <, ;‘fjﬁﬁh iR EREIT LB HEITRYD 57}’1173:7350 7o

g Tk, S b ERE, —ﬁx«{k'ﬁb LFERRCFH BRI RICIIRE
BEDEBRIROLNR>7, 500 ppm & 58 F1E%J%GC:BI/\'C{$ECD
HEmmE AR b,

REEBRICBWT, HEEEO P #{4TiX 150 ppm L EREFE, Fi iR T
i 50 ppm LA RS2, B0 P ROF, A Tid 500 ppm & 58T, REY
O Fy PO HERE T 500 ppm B E5HFTHEHMIHELRBH o, R
D Ty ERTIIREL L ABEBRED DN AR okDT, BEEHEIIREY
HeD P AT 50 ppm (3.41 mg/kg FE/A) | FiitbfRT 50 ppm RHG, #HE
T 150 ppm (P : 12.1 mg/kg E/H., F1 M : 13.8 mg/kg KE/R) . R

ghip o EEMERIX F T 150 ppm (4 10.3 mg/kg L HE/B #E: 12.1 mg/kg .

EE/A) . F2 R T 500 ppm (H : 41.2 mg/kg FE/A, H : 46.9 mg/kg
EE/R) THHEBLDLNIE, ﬂﬁﬁﬁnkﬁ"ﬂ" HEZBEIRO BN, (&
& 47)
& 31 2R ETERE (S b)) TROLLEFRR
B.PLR R . A T
Belggt ™ i pr = i
500 ppm . ﬁiiiﬁﬂﬂ‘#ﬂ%ﬂ - BN
7 | 150 ppm |* EENE 150 ppm AT 150 ppm BAF
g | EBAE - BEEEWD BHFRLL EMHEFTRARL
7
50ppm |50 ppm 2BV T - SREEININH
2Lk EEFTRRL - B ERD
500 ppm |- AERMAE [ AEEMIE 500 ppm L TE#EFR2 L
R
B 150 ppm | EMEFRRAEL
(2) 2#HARERRER (Tv b)) BINEE

SD T » b (—ElfEiES 24 I8) 2BV (RE:0, 15 X130 ppm :
EHBEEREILIE 38 2H) 5L 5 2 #HRERRBRAEH SN, 5‘1‘:
W U EaERE [14. (D] (0, 50, 150 RTX 500 ppm AETEMR) o
WT.RIEREO O ppm MEFHHETFLIZD @E%ﬂnﬂ%ﬂ&t}ﬁéﬁiﬂﬁf)m
Do, EREERELR o, TOEYD, RRBR TILESE ﬁi
BELEHIC. AEEBRLUCRBREABREANE,
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=38 2HMAEREER (Sy M) B ESBREERE mg/kgAE/H)

BaE 15 ppm 30 ppm
i 1.07 2.18
P ftt{% ‘
e 1.19 2.44
E 1.25 2.52
Fp
i3 1.41 2.82

BEWCBNT, OThoRlzBW T EFER, —fRE, KE. 56
#2, BEEERVREFNRECRERSORERR 2227, RER, HiE
TR CHERAMICERE T2, EEECE L TRERGOEE IR D bR
oTi,

REMIC VT, WTRLOERIZENTbERE., M, EFER U ﬁ%
REBCEERREDOI o7, KETIE 15 ppm REHE (Fu: HERE) 07 -
BBk 30 ppm #58 (Fi: i) © 21 HLURICHERR{EEIHE &b%n
7ehd, REMEERZVW. & RtRICIBEshRdbotZ b ¥k
HRERM4, DI TE0ER IS0 ppm B EFETHREELEX BT b,
BRERELIEEORWVWERNREHLEX N, _

AT BV T, 30 ppm WEHORABYR CRBYICBOTRERED
FEIBRDOLNRP-T0T, BEREERNHREM R CIREM O MEREICST LT
ARBOEmAE 30 ppm (P HE: 2.18me/kg fKE/H, P # : 2.44 mglkg i
B/, FiiE: 2,52 mg/kg FE/H. Fi1if : 2.82 mgkg fKE/H) THHELE
z bhiz, BERCTIEEBIRELLNENPoTZ, (R 48).

(3) EFEHER (FvH) D
~ SD T v b (—FE 24 IU) OIFEE 6~15 AR D (B -0, 3. 30
BN 150 mg/kg /A . B 0 1%CMC-Na) #5 L CELSERERSESE
i,

BB T, 150 mg/kg FE/AREHEICBWTERTE), MEROEE, I
BEXERoOERRELN (8 F) | 5 FINEL Lk, ABEICEWTIIASR
WG, ESHEFEBEEEORI BB O, 30 mgkg FE/A RS
BB THEEEMTG AR bhvk, SRETR., BEH, FRE&, 4%
GRS, R - BE BEKERUVBEOHECRAERSOEEIIBD L
niarroi,

BRI, EHCEBRVEERBRENEYS, TOREAERUVEEE
VCERERBRREZLOBEOHEEI., MBHELOZEXBEDLONLRI-T,

AREBIC BT, FEHTIX 30 mg/kg (AE/B B 5B CEREBIMMHIAR
H B, BBIETH 150 me/kg AE/ARSHTHREREOEELIRD LA
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oD T, EEERIIREBH T 3 mgke FE/B. BRTARBROES
B 150 mg/kg RE/ATH I EELbhi-, BAFFEIREDORRMoT,
(] 49) ‘

(4) BESEER (SvyH) @

Wistar 7 > & (17~19 [L/EE) DOWEIE 7 B ~HER 21 8 uﬁ%ﬂﬁn (0.
125, 250, 500, 1,000mg/kg (A E/A) #45 L CRASHRBRNER S,
HERNEFOMEPITIR 20 HIZFEUE L. 2D 038 HER 21 BICER
LCHBMICRETEELBRMBERCRETEEPFALNL,

BB T, 1,000me B EFE TR SFHBESICEES NN L EEEET
NEH O, HIEMHSEEICER L. 2B%IE, 500mg U LBREHECR
RARTARTy FOBEERERL, WEEXAEBCET L,

RIBTIE, FUBNEESLEECRERSEOEBIRD LN Aok,

@*Erm 1,000me | EFHICBWTEE 1 BBE CORBILEFEREHE

BHLRhER, BERERNRBELRAE Thok, HRCEREVEFTIE
,ww B OFEAERE RSO BB wanamoto

AREBEOESEEITSEY T 250mg/ke EE/H ., REW T 500mg/ke K&

IBTHBEE b, BREBEIIRD an;ﬁsofco (B8 98)

(5) BEEERR (D9F)

HABGEREY T (—#4H 16 ) OEIE 6~18 BiEHED (RiE: 0,
250, 500. 1,000 % T 2,000 mg/kg (F&E/H, B : 1%CMC) #& L TR4AE
EMRBRAER S,

BEBHTEIVWThOBRERCBHNTS, —RE, FFE, BEE, IRk
VBSEECREREOREBIRD DR hoT, Ein; HEEK, FRik,
TR - RE. ET‘H&L%#E&U*E&%@%i:?lﬁmﬁ@@:%%bﬁ?ﬁ&b BILRbo
el

BIRTR, BEFE, éf%ﬁﬁ %E@ﬁwkoﬁﬁ%ﬁ¢éﬂu®%
EBEEICREREOEBEIIRD NI,

ARRIIBWT, WTOBRSBEIZIBWTHREERSOEENRE baht
PolDT, BEMERCREICHT2EZFEEIFRROEEAE 2,000
xwmg¢EMT%ék%x&mt0%%%&m W hHNEholk, (BR
50) .

15. BEEERER

ARV Vv sBOMEEZ AV DNA EERBEUERERTERS
Fx A =—RANLAF —[THREEMRE V79 2V EETERETRAS,
Fap f =—ANLAF il EEEME CHL 2 AVWERAKERERR, 5o
MR E A V=R EH DNA 55 (UDS) 28, <V A EHEREH W=/
ERBRE U~ Y ABHMRE AWMk afRRBRBRNRER SN, BB
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%ﬁ:i‘% 39 | L.H‘éi’b'fb\é
HMEE A DNA 15@%&5?&(%@%%%%5%%5%\ Fxf = —ANbA

F—fdskEERR CHL 20 ReafEFR RISV THEEEZR L, &
AAD=ALE LT, X%V oy 7BOMEARETH D DNA gyrase FiE
WERELTWS EEZ2b6hiz, DNABERRBRIZSDWTIX, HEZ%1T7= DNA
gyrase-DNA HEKICH 3 EEREOERH LML EERBHROLETOE L
feo CEHN EREEHBRICOVWTIZ, DNA GHBEBIC L > THEE X5 SOS
{g{am 2oL THEBMICERAERZER LELBZLONDG, LEXEST, %
VY =y 7BRUEOREYD DNA ICEREEM LT DNA BESEREE S
FRLTOVAABERBENEEXbhE, —F, %YV =y 7 BIIHLEY

(EE%E) MR H 4 5 DNA topoisomerase HIZx L CIIPBEFBMHENR 210D,
R CEH W, HEICAH BILD DNA gyrase FHEHE OBEIC L Y WL
AlECs L TCERREZ TR TENWEBE L bk, %Y U=y
7 BRI ILENMD MBI L C in vitro TEREREZFHERE T, invitro KW in
vivo \IC BT DNAREMHES R EIad o7, in vitro Tik 2.5 mM ORRET
FWRAKEREFHRELTLEY, RoREE TRRENE o vivo D/
RRATHEETH I b, ZETHELRILOTRRZVWEZZ LN,

(& MR 51~58)

#39 BEEEFEABEE (FE)

R ' o ) MEBE -REE TEE
DNA {EERE Bacillus subtilis 0.05<6 ug/7 4+ A& Bis
Vitro (M45, H17 &) (+/—89) (+/—89)
EIRERERRAR | Salmonella typhimurium | 0.05~5 pg/7’ L' — b
(TA98,TA100,TA102, TA15 | (+/—8S9) Bt
35 TA1537 BF) . ' TA102
Escherichia coli l {+/—39)
(WP2uvrd #) .
BEFERERER | FYA=—RNb2Z—[ [ 1X108~8X 105 M
59 B (V79) (+/—89) fetk
REEEERR F x4 =—ANAAF—Jf] 0.63~2.5 mM (—S9) o
HisEEE &ML (CHL) 1.25~5 mM (+89) (—~59)
UDS # &k SD 7 v hFFHIRE 3~300 pg/mL =S
UDS &8 SD 7 v hFFRlE © | 100, 800 pg/mL Bt
invive | INEERBR ddY = 72 (BaEHIE) HE: 0, 375, 750, 1,500
mgkg HFE =33
: (B [E iR )
ik dkTH/A I ICR YR (BEHHAE) JERE : 0, 875, 750,
5.4 1,500 mg/kg = (=3¢
(HEEEOES) |

) +/—89: RPERERFEETRUHREET

44
-88-




EEBEMA V. NAFAE, BRoFfdk, 73 FERVERA F LV iFic
SWNT, MEZRVWEEREREEAREZEREN L, REERIIR 40 TR
ERTW3B LI, ETORMEBERDIT TA102 BRiox L TERFREBEE =
Liz, REREDOERFREOA A =X AIAF Y U=y 7B ERED DNA
gyrase [REICHEE L-HENRERLEZLNAbDOTHY, T, TOFHHE
AEY I ov/BLIVBEMoR, (58 59~63) .

240 EEESERREE (EHKREEY)

WBRME . SLELYE A
s e (w7 e 1) R
AV E TR | S yphimurium 20~1000 . B _
ZEEMR | (TA9S, TAL00, TA1535, TA102,
TA102, TA1535, WP2 uvrd £k (+S9)
N-R F -4k TA1537 #k) 0.2~20 B
E. coli (WP2 uvrA #) TA102 #(/—89)
B3 o= F L 4h - 5~200 (R
: TA102 #H/—89)
7 I B : 100~3,000 B
TA102 # (+/-59)
BAF LA _ 100~5,000 B i
TAL02 #(GS9)

&) +H—89" NMEME{LRFETRCHREET

16. WEMFNHECET 2BBEER
(1) ErOEBAEEIICHT 5 505FJ/MFREEHREILRE (MIC)- _
E hNOBWAHE 10 BEEDS b, RLBRZEREI 272D Escherichia

coli T, MICsofEIX 0.38 (HAABE) . 041 KT 043 (@KL l\ﬂ??‘/ :

T AT FRESBERCHERERE) pg/ml ThHole, FHR T

(2) BESHBICHTIRMREERLEE (MIC)

TR 18 FERLEEERREGHE - @J%ﬁ]ﬁ%ﬁ%’ﬁ@ﬁi%%ﬂ@%ﬁ%
FE CPRL 1849 A~FR 19 £ 3 A ZH) KBV T MRS BERE TR
FTAHFFY Y =y 7BOK 5X108CFU/spot 128173 MIC AL T
B, FERIZ, RALIERENNTWD, (BFE99) -
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R4 FRVYZ9IBOREBIIHT S MC

R/AEFHIERE (ng/ml)
B ' BRET Oxolinic Acid
MICso [

BRI
E.coli 30 0.25 0.12-4
FEnterococeus species 30 64 8->128
HRIEE
Bacteroides species 30 128 32- >128
Fusobacterium species 20 64 32-64
Bifidobacterium species 30 128 64->128
Fubacteriup? species 1 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

HESNEEEO > b, & HIEV MiCo $8ESLTNS0E eoli
D 0.25 ngmlL TH-oT-,

17. TOMORE _
(1) AFVY o IBREDS Y FEREFOZRHFREAR
AEVI =y 7 BEGE Ty M2 ERCDEVBERELTL S, &
BAETHD 1,000 ppm $¥ 550 M TR ERMIIE O S A E S BN L iz,
EDRPAEBEERN (5 v FOR) ROBEREN BEOAR) THY,
FORNAECIBEREE L, Sk, 3%V =y 7 BERETELEY
R L CIRBEEES RN LMD ARV =y /BRI Ty M
EAMREOH R, EREEOEARFICLIbDOEEL bR, ZOR
HEMEEORRBE ZRNT 35D, D~ ERTRBAEH S,
EORR, ARV =y JBEAEZBE LS v b CHEM LRSI
B, AEEEFRTIBMBEICH LT, FELBREOS XY Y=oy s
Bz EHRRE Ll &, BE~OEEER TR BETHO F—<
I UEEMEMR R OB EA LT LHRH BHEMEE SRR, TEE
RGO LH & #MmEE, 2o LH OBERLRER~OfMIcL>T
ELEZROBETHIMRERBVEZLbNE, (B8 64)
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1) S v hl:a‘éli‘éﬂﬂqﬂﬁﬁﬁ?ﬁﬁﬂwb%v (LH) BECERETFFVIV=y

VBREREOEE
@ FFVVov/BREOEHEERSICES0P LHRE~OREORH
Wistar T > b (—BERE 8 /L) 2 FHWTIRA (B4 : 0. 100, 1,000 BT
3,000 ppm : FHBREFEREITIFE 42 28) &5k 0 2 EFROEERRN
EiEXhi,

£ 42 2FEBEREEREHER (Sy b)) ITBTAEHRBREERE mg/ke EE/R)
FE%# (ppm) 100 1,000 3,000 ‘
LR EERE HE 4.2 429 145

1,000 &1 3,000 ppm #EFHICB W TEHEEBMMERE D o, BEE
Xt L OBICEEZER 2ho i,

BEXRTRCHEE LBRROCRARS (RELE, RER CHIIIRIESE)
OEE, WERLOMIEAEZERR»o2b00, HROLEEM 3,000
ppm FETHEMERZR L&, N

BERTHOREBMBEORAEHEE IR B ITRINTNS,

#43 2HFBESERTEHGEMMBEEREEEE

HE# (ppm) 0 100 1,000 3,000
_BERTREFER | I O R 8 1.8
S B ) e 2 1 3 3

BERBR, 4~5 BRI 1 EOHEE CREBT CRRR»ORM L, AF
HLH RBRFRANAT OV BERSOFA L) T v A ECIVEELE,
SRHCBTALFLHEOF R PRAF e BER, MBS THhA g
Tli, BRAERBICCHERENRECESENEB D bAoA ER
(100 ppm) Tkl A LH RERK B L BERRO VAL THR L, —
FJEERFRE ST AERE (1,000 ppm) R UZ O 30 A& (3,000 ppm)
Tk, BETHIPNBHICEARERECLEWV-ULTHERS Lz, BB
TEHHEMET, BIBRER 4 E?D S0 EZBVWTHE Th- =, LhF X
F AT BB 1,000 TR 3,000 ppm BERTCEWMERAEZRLER, K3t
ZEREEZEI IO,

@ FAFVIVovIBRAEBREICLINPIHEELROAHEOEN
Wistar 5 v b (—E#k 6 [T : R 5B 41 88) CHRIEZEE (FiE -
0 ETX3,000 ppm) |EICLY 1 AMBRELER, BEZSTRVERS
BICRLULABEBET L=, 2B, QORBRIZT, A2V )=y r7BEREC S

1’/_-\



ém¢LH%E@L%ﬁ;&ﬁ%%%1o#ﬁu%m@%ﬁ@bt®ﬁ\%
WHE OB AT,
BEEE1PABRUCEBERICELTHE 2 R4 BRI ERET TR
%m#%&mL\m¢LHﬁE%§yﬁ4A/7/f4ﬁhiD@ﬁbto

1AMOAF YV oy 7BREARSICELY, P LHBERFEICLR
Lz, TOBEEAHNEELX/LZ A, 2 BEBIZITHRBEO L-VIZEKT
L, BEZERR{BoT, foT, AP LHBED LHZIAX Y V= v 7B
BRGS0 THOIIERELNERYD, %@Lﬂkﬂﬁmmﬁ%m
R R RT D LALLM E o,

2)T#VU:v7@ﬁ¢E$t;6m¢m%&t%m#ﬁ&ﬁwﬁﬁ
@ Mk HEERRCRETHFVY v I/ BRGRSOBEORES

Wistar T v b (—8ElE 6 T : 5B 4108 CRIEZESE (RE:
0 %1% 3,000 ppm) HEIZE D 1 2 BRAKRE L, BEK TR, BT TS »
b LH (250 ng/kg A8) ZEBIRIO\ESL, 851, 3, 6, 10, 20 Z*
30 S RICHEWIRD M (05 ml) L, MEH LHEEEZ S P4/ L/ T v
A PETHEIE L,

LHHS 10 5% ¥ TR BREROREREH & b i F LHRETAIC
WAL, ZOBRIERICDZO0RBEICELE, Z0Mmh LY LSRR
BRI CEIR R, ok,

@ TEENEOLHBREEICRETAFIVIZ v /BRERSOREORE
A ZEESy McBHL M LHEECRETASTVI) v IBREFEREORES

D ‘

Wistar 7w + (—FEHE 6 UG : &5 F A0 41 B30T 44 BEp) WiHhiE:
e (B : 0 23,000 ppm) BEWZ LY 1 0ARERELE, BEKRTHE
(o, T—F AT TRS L, 8% 102 HEBRESEEMELE, k418
BOEEZ Yy Nz —TUREBRT cEBL, EE% 3 EROOL (44 8H) |
AV VU =y sBEEREES 0 BT 3,000 ppm PHETEHER 6 ILIZ 1 24
RREEE Ui, REOEAMRGERE 3, 7. 14, 35 B0 102 B B iiEHF
BT CRERIOGEAL, LH BERVGTAMNATuVRBERZ VT A A5
T oEA BRI TRELE, .

HBEERCIXRY =y 7BRBSBELIVEERE I~ TP TR 27
o VUBERSEICET LE, —K, P LH BERAHEEL B ELLLERL,
&% 14 BEATERERAECELE, P LH BESZFREICEL T
WEEE 3 HE TR, IBREZESR, XYV oy /BREFTLY LHE
EOLVEWESRED bR, BRAECELEURIE, 3V =y s
BRECIDEORIEFEIBOLNRD 2T,

txkaE%Lt7/b&ﬁ#JU v VBERELTS, ¥ LH
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REDOCEFEBH ohRP-T,

B) WimEE LHRH MBIk B2 TERMED LHRBIRETFF VIS v IEEE
EnREOBRE

Wistar 7 v b (—BERE6 L : REFHARF 41 EE) CREZRHE (R
0 % Tt 3,000 ppm) REICLY 2 pARBEE L, REKTH, ERBRTT
B#R»FMNL, 1pg/Ty FOBETLHRH 2% FT#5 L. LHRH &
60 SBICHTERML L, LHBER2S VAL 7 v/ ETHEL R,
LHRH 0@ &5fioms LHBER, 3V U=y /BESET, JEERE
HAFECEWMEELR L., MREDO LHRH 5Ly md LH BERA
HLHCELLER LR, M THERERRM >,

® FRINRATFAYOI74—FRy 7HGRFICRETAFVI=vIBER
EREOEEDRE
A)ﬁ%wvxrxTnJEEﬁL&ET##vu-J0@ﬁ¢§5®i¥®
B®E
Wistar 7 v b (— ﬁ%ﬁ@ WERER 41 8E) WREZIEE (R
0 R V3,000 ppm) REWCEY 2PARFE L, RERTRIZ, Ty b2
MERRER T CHMERIC L W BOEFE IR, MEE2ERL, TA AT rVBRE
FHIELRE, £, AEBRICOWTHEZZBEL /MOl L, ¥R b
AFoBERRE LD, £, AR UBEEREZEREOSL, XX 100
mIU/MmL hCG #HM U EEETIZ T, 37C (5%C02-95%0 fafn, B
100%) THHMEE LH, HBERPOFA PATF e U BEZEIE LW
TheFOFA L) Ty A BTHMELE, ), :
MPREOEEFOTAMATRVEERIVTRICBNTY, HBEHE X
VI oy s BBRERLOMICAEERBO bRk, £, MEL BIC
FEHATERIBITAT A MNAT o VEARL, ERETIZEMLE hCG
XML, hCGHAMTETOCGRIFET L BT, TAMRT 0 VE
H~DAFV oy 7BREFICLIEEBEIED NPT,

B) #F Vv s BRAKDT Y ROF U RBE~ADBAHIBORE
Wistar 7 v b (—F&#E 5 L : RERELGE 14 8ER) WBRELZESE (B
0 KT 3,000 ppm) BEICLD 2HABBRELE, BERTHRIC, Ty b E
T—F BB T CERE L, 8% 3 HBICHMREEZRE L., ESMICH
MESEHEZRYVEHLTERLE, ¥V Vv /BEE, 7 Kl UH
ThHAHIFRY oo RO AE I Fox=Z ) - ViEK%E, TEDMG (20
mM Tris-HCl1 pH 8.0, 1 mM EDTA, 2 mM DTT, 10 mM MgCls, 20%
gmaw BEHECHFRL, CH) DHTO7 Y FufrZRECHT 5
DOEEAEELTHERALE, MREsEO— %(Olmm<k (sH) -DHT
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(83X 10°10M, 0.05 ml) % JFEEEF# DHT (83X 1011~3X105M, 0.05 mL),

ZHEVV =y Z7BREE (3X109~3X104M, 0.05 mL) . Z/A-# I F (38X
109~3X104M, 0.05ml) | FEEEL 727 R (3X10°~3X10°M, 0.05
mL) X% TEDMG ### 0.05 mL OFET T 0~4CT—WiA »Fa—
PL, A rFaX—rag BEEFORABEEZRE L.

HEEFRDHT X7 v Fu 2R {E~0 (*H) -DHT 0K &% EBEEREN
KHEL, 7. BRATY Fe Ul d s L8 mbh T 2B v
FeFu RO T7NEZ I FIBALNRESGEEZRLE, LAL, %2V
Zy JBET e v ERE~OFERERERP o T,

3) AFX VY v I/BRRUEEICLZAKRTHO LHRH BrHEMOERARED

)

@ HSy rolhIHBECRIEFEST LDPAREOZEDRE
A) L-DOPA QEEENREICLIRE

Wistar 7 v b (—BERE 6 T : 5B 13 58E) 2 L-DOPA % 0 Xi .
1,000 mg/kg FEORAETCHBERORS Lz, &I, L-DOPA # 0, 8. 40,
200 Xix 1,000 mg/kg KEDOAECEAENET v F 6 ILCHERS Lz,
BEH, 2, 4, 8 U 24 BEBICHERML L, 0iEP LHRBE2T V34

AT vEAEBRETHELE,

L-DOPA # 1,000 mg/kg FEOHETHERS Loy LH EEX,
BEABEMBICL-DOPABRSBHOEITEBEICHAFBICEWEZR L,
BEIEEBICIIHBHEOLVNALETRE s, ZORFHELLORFT O
EL-EEER (B5 48FM%) BERA L, L-DOPA D HERIGEZ#
S LUERE, L'DOPAS, 40 R 200 mg/kg AE TRAZLRERIIE DN
o feii, 1,000 mg/kg BECRMLF LHEBERFRICERE L,

B) LDOPADFEEEOBREIZLIRE .

Wistar 7 v b (—BElE 8~11[E : #5545 13 &) X L-DOPA % 0,
500, XX 1,000 mg/kg FEOHAETER T XX 4 FEREEQOERE L,
RIS 24 BRI, FE, BELE FNBEERUCEEREHEEL. B
BEUE LY, BABEELHELE, BLERS, MEEHL, BETH
ESBELEEVTARXL, BT IV (F=230, JATERT7 I VR
e b=r) RUE«OREVWENE LE, o, AFZ58L LH, 7o
FFURITRAMAT R VBERRELE,

L-DOPA 1,000 mg/kg AEHR 5 L JBEEIZ A 7% O B8]
BBROBNE, T, RABETEARSES TET 14 HRIZHABEEOR DM
b, 1,000 mgkg FERESEEOFOMORBBEERER 500 me/kg (RE
B 5RTIELIZRD bR, .

BOBRTHICBIT 2T/ 7T IVHETE, F—IVROZOREH T
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# 5 DOPAC BT HVA X, L-DOPA 1,000 mg/kg GEREHT TRV 14

Af®S EHICERIZEMLEZ, 500 mgkg AEHREHIZB W TH DOPAC
EUHVARX 4 EERETCHEEICEMNL 7 AEEECHENER 2R LT,
INHOBERITI PRI CORBIEESR (Turnover rate) BEML T3
ZEERTHOTH T, /T ERT7 Y L T HERET 1,000 mg/kg &
EHREHOZFEICEMN LR, 14 AMBETIAERLRELRERL, TOM)
WYL BEERELERDONELoT, ¥E b=k, FOREMESDE
Bkl ol,

M LHEEZ TRV 14 HE® L-DOPABRESC I VAEICER Lz, It
M7 2 AT/ BERFECRRVb OO EEEAERL, —F, I
05 FUBERAECET L.

IHHEDFERIY LHEEF F—/NI UEEBMEHREZ N L TWB Z & 235
WmEni, n

@ AFVUDIBRERSICESmFT HBEOERLE F—S U EHH
HEROBEORE ‘

A)ﬂ#ﬁuvb?vﬁﬁlEET##VU‘JOE%%EE@W%
Wistar 7 v b (—BEHE6 UL - 5B 41 D) KAF Y U =v s BR
EEES (BE:0XU3,000ppm) REICID 2HABERE L, BEEK
TH, WEEBEMLL, e FrBERNELE,
FORE, AV V=y/BRECLY, s s FUBETERICE Y
L7z, o

B ARV oy BREBRECLAOF IHREOLERICRIFT F—RS V%

HHREEFNORY F—LOEE .

Wistar 7 v b (—EEHE 6 U0 : 5B 4LER) A% YV =y /BE
EEERE (BF: 0RO3,000ppm) BER LY 10 ABBRE L, BEK
TH., ERET CRERISRO LEDL, ~AuRY F— (2 mgkg (k&)
EEERNESE L, ~eRY P LS 4 RS BERL L, fh LH &
EROTaTIF U BERTVFAL) T oA BICKVEIE L,

HERROAXY oy 7BEERHL LI, ~axRY F—ABEE
mH7r v S 7 EEXFENC iﬁaﬁm&w%ww\ﬂl5ﬁktﬁ
L, COBRLY, %Y=y 7Bofnd LH BEERERL F—13
VIEEBMERERE N L TR EE L N, —F, XV oy 7 BEBEC
ramd LHEEDFEELRLFIZ, "o F—ABECIVEELE, 2
B, ~oRY F—ABRSRITERR T CRO LD, OF a7 F o
EREmEL bICEL, 72V Vv /BREOEBERDONRI -,
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C) M LHEEICREITAF VI v IBEERT L-DIPADGHEREOEE
Wistar 7 v b (—FEREG L : G5B R 41 RS (CAX VY =y 7BE
k% 3,000 ppm DB TREZREICLY 1 PARBRELEDL, A%V
= v 7 B EM#ET T L-DOPA # 500 mg/kg FENAET 1 HERERE
L. P LHEEDC AN LDOPABRELRUEFICEZLONEHTHRAS
oz, VY = o BERER], L-DOPA #EEHATR U L-DOPA @ K151
5 24 BHEBCERBRT CTEBR EMLE, 2 HICEOBR A BT K-
N (2 mglkg KE) 2EEABRESE L, 20 4R ICKEREL L, M+ LH
BEESUFALI)T oEAICTHEELE,
FORR, AXY =y /BO 10ARBRECLY, P LHBERER
W ER LU, Zhicxz, L-DOPA % 1 HBRKERSLTCH, ILFO LHE
EOHELRZ ERFRIRZD N oz, ZOEE, nuXY F—LZ2®E5T5
L LH EERAEECET L,
@ BRUWFICHBIIZF—NELERERERIRETI T VIZVvIRE
s8R
Wistar 7 » b (—#HE 7 0L : & 5FRAE 83 Miw) 1A% Y ) =y 7 BRE
FEIRE (FEE : 0 KkU3,000 ppm) BEKC LY 12ARBEL, FAT I
vEwATaFAT ) - REFROTHELE,
HMBBEOEBHTIL, F— "I U EEIX., BREEHRERLCHES L., 90 4L
B 180 D ETCRIBE—ELEER2RLE, F—RIVFEREZEZEL T
BVEFEE 90~ 120 50 30 FEOERBIC SV THE LR, F—r gy
GEIX, AX¥V Vo /BRERET, HEHIVFRCEWVWEERL, 5%
RIBFIC BT 5 F— 3 UEEERICERA LTV LB b,
(2) HEBDOHHGHRR~OEE :
¥ u RORERAICHFEPZETFT~OEBICI OWTHRTF Lz, SEE
HLAERBRTIIBTRESPBEOIDIIV L Vo mBEERIIME T A
Pof, LHL, BU BT 2FRFOFMCETHER (EMEA H<) -~
S LR—B) 2, A XEFRAVWERRCETAFESERERTWS, Fhick
BeE. 3pHBOEY—IARIT, FFH%E 100 Z U500 mgkg KE/AOHE
T 14 BEIRE LR, 28, BRESITRUCEKOZI DIV PR D LK,
REABRFERBRE T, ifcaﬁéﬁi‘i@?ﬁ"%%:%é{m?%?&&b bz, LasL, XF %
3MBEHOE—FNRIZ0, 2, 10 RU50 mghkg AE/EORAE T4 BEHE
HELZRBRTIE, BRERSG, AERTCEHEECELLED S, B
BICABRNIARENERLRAD bR o, - T, EHEERX 50
meg/kg EBE/A L HEI LTS,
AEZEHBLEA XEAVERBOESEE L BU OREERZRANIE -
£1L, FEOAf XOHEAEERCEEESERBOEZERICIBWT, RAMNE
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BRSPS TOWERERERBERN LD EERLE. (2R 69)
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I. ERBREZEEE

2RICETEERZAVCERRVEBAEESR (XY =y /8 O
REEEEBTMEPER Lz, £, SEFLCEREL SRR EERE,
90 A MEASEMESERBSE LAV T, BINTE % E5E L,

1. EfE=sd ADI

Z v b EROEESMEREGRRIZRBVLT, MEMMﬁ#/)—/ykéﬁ“
AEXIEHET IERARETH L. 168 BEEHICIT 31~3T% R FIC,
61~65% A E Iz HE & h i, RSB TIZH 9% TAR 2R MAH 24 L THEE &
Moo WY 4% L L ETH Y | FEE A — I ER TR S EIC X 5 E1EE
bbhiRdolc,

RECERICBT D EERSITBLEMTH Y, ﬁ*f@ﬁﬁ%}%&oc
BRI, KEERS OB A0 « AH - dit ¥ — iz, BEERERR
CEHBLTHEREERD Lo, ‘

AiE, EEVRTEWZATAVWEEDERNEGRBRARRE -, T
h@ﬁ%f%ﬁ&éﬂtﬁ%ﬁ%m@%&mﬁ&A%T%D KBt ERET
B LxTERNoT,

A, BERVREZRNWT, I3V Vv /BRESWREREME UinlE
MEREABRPERM SNz, A% Y V= 7 BOKEERS S (BE) 2K &,
RACHOR 14 BRI LA S ® (RE) D 10.7mgkg Thol,

Fwd3D, F¥Y WAL, DERVREFANT, A2V =y /8
FoWRELS e Licag (3 FEAH) RUKAE BEELH) B
B RIEMEBRRBR T, 2ToEPEBVLTHAX Y ) =y 7BREERR
R THol,

FREEERBEENLIF Vv /BB AEEIEHE (B
mimE) | R (MAEREFE: 2 b)) | E (EEHBMN: v 1)
RUAEEOHBERRTHEL (v M) L LTRDLIE, HRFER

CBBEOHEMIIAHTH LS, AF VY =y 7BRARITFIEBITS F—2x
I EEMERRICERA L TWA EE A bIvE, BEHERICHT AR, #hEit
EUOEFBIZLE-TRHEL 22 BEEHEIRBO ORI o, £z, SEIFERL
t%ﬁﬁi%/u/ﬁ®#%ﬂ IR EE~OREBIIERTE Ao,
B AEmERTIZ. HEREF~ORBIETSESZSEEIIT 50 mg/kg
%Emaénfwé EDB A XOEAERCEESERBROESHERERT
VT, Kﬂ#@mki%%ﬁxrmtT%ﬁm%k&wﬁw&ﬁ L7z,

BEEERR T, WEE AV DNA BERR, BRRARZARBRRUHE
MR CHL % B\ in vitro REAKRERBRIC BV THBIEE R L, FOMOR
BTIEETH . METOEERMOAI=XANE, XV V= 78D
HEEETH S DNA gyrase HEICEE LEFEN RO LZZ BRADT,
DNA L EHEEALTHWA LD TRARNVWEEI bR, . XY=y /i
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I ELEND (EE) A7 5 DNA topoisomerase 25 L TIELETR A
FEAERVED, HIEIEABN DS DNA gyrase [HEEEOEEIC X 0 MHE)
I CERREMEE R THEBEREWEELZ bR, REERFSICE LTI o
vivo BRER CH B/ ERBE TRIETH L O AR THEL LA DO TIXA
WeEEZ b,

FEEEDA VIE, NAFVE, BeF ik, 7 FERTEAF L i
DWTERBLE, HEEZAVEEREREERR TR, 2TOEREREDIE
BEMEEER L, BEBEDOERFEOA D= MIF XYV =y 7B
CEIED DEELBN, £, FOFEH®RAF I V= JBEIDTFE N1,

ERAMERBROFER, 1,000 ppro BEHDO T v FORBE CHEAMIBESEML
ol b, AEAOEREEHICETIHEABRFEZMEHITIZD, 7y 2RV
THEL2DOFRLVEUEZERE LERABRBEBEINTE, TO/BE, %V
=y JBEEERELES y PTEMUCRERMEIEL, AEEFEE TS

BPREICH LT, EFCERECAT XV ) =y 7 BREFEZ RHHEBRE L L &,

ERA~OEEERA TR, BRETEHO F—3 {EEMEHEROBEELE A
U< LHRH M 2{RE LR, TEEMELLO LH liz@may, =
@LH@E&%@F%m@ﬂﬁhzoribt_&%%rT%éTm&#ﬁw
LEZEL b,

PED A S = XARBOEENS., Ty b OBEEBIZED b BMAKRESD
BAEBFIEBECEEICIDIDOLRIEZLE, FMChEvEELZRETS -
LETRETHL LEILNE,

HRABREENSEED. *E%&Uﬁﬁﬁ¢@%@iﬁﬁ%%ﬁ%i#/
D2y B (BEMOR) ERELE,

%Tﬁtﬁﬁ KRBT AEEEERTR/NEEZERIR M4 ICRENTNS,
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x4 SHRBCETIREEERVBRNEES

e HEE BEEHE BNEHE "
WAE | RBR | oke fE/m) | (ughe K8/8) | (meke AE/R) R
F b | BlEEE | 0,.6.30.150 FEHE: 6 HERE : 30 MR — B B BB R

B S R B N =M
30 HR | 0. 125.250. 500 . | M : 125 &% BEHE : 125 WERE  BIB R RE O/ X
ikt 1,000 R EEREN
B 3 N BN ST
90 HE | 0.100.300.1,000, | # :17.2 HE - 62.2 HE: EBIMEH . TP
@a | 3,000ppm HE : 6.48 H#E : 19.9 B, Glob j#ir&5
=B | # : 0.5.68.17.2, H#E : Glu B =

62.2.204

B : 0.6.48.19.9.
________________ 14264
6 A |0 . 1,000 . 8,000 . | : 26 527 HE : 26 B WBCHoE
A3 | 10,000,30,000 ppm | HE : 19 W : 67 HE - (FESE NG S
R e e
90 A B | 0.50.300. 1,800 194 ;132 W : BB VE D7 SRR AR
madEw | M : 3.87 I - 24.4 BUMTEIZ e
@t | HE: 3.24,19.4,132
B M : 3.87.24.4,175 ,
9 4R | 0. 30. 100 . 300 . | # : 3.60 - 10.9 HE : REIREE, AR
BEE 1,000 ppm i : 18.2 e - 49.1 g
IR s | He RSN, T
popan | 0. 106,360, BRI, B
%= 9.37.6 .

M : 0.1.28. 4.38.
IR BC XN N AN N A
SHFE | 0.50.150.500 ppm | &I BEY . BWEY  AEREIE

R | mmremcmccasceama————— . . | .

FETERR PH 341,103,347 gﬁ 1?2)‘11 ll';iié igig REe . REBINMmE

; ﬁé”-?iﬁ-léf Fif : — Fifk: 4.11 (BT ST 5 B8

L2 PR A f{g@ 13.8 Flébwﬁ% 46.9 BB

) R
i‘é B‘HE 449 188 1 pisk s 103 F1l : 43.7
- T« 12.1. F1ME: 41.8
F, 8t : 41.2 T —

_____________________________________________ FolMf:469 | F.M: -
2 |0.15.30 ppm R CIREH HRURBH B BMFRAL
2 A N PUE: 2.18 P — BB BT RAL
e . | PHE:1.07.2.18 P : 2.44 P — s
sty |DHE:119.244 - Ipgg.oss gk — (BB AT 5 B0

F1H:1.25.262 |\, g : 982 Filf: — b i)
________________ Flgg:tdvgse | T T
SAEEME | 0.3.30. 150 BE : 3 B85 : 30 BB : hE RS
30 MR - 150 B — REM : SRR L
L ‘ ' (EHFEERXED LA
___________________________________________ Ly
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o wEE EENLE REMEE "
T | R (mg/ke HE/A) (mgrke HE/R) | (mg/ke &E/H) Lk
=M |0, 125, 250, 500 ., | B84 - 250 8% : 500 BEY - ROEHR, BE
REO 1,000 RE : 500 BB : 1,000 =
ET
RE# : hkEDIKE
(@%ﬁﬁm%wahm
)]
<A |90 B | 0.100,300.1,000 . | : 34.7 HE: 145 HEHE . EEE MG, T
mEM | 3,000ppm M - 47.1 M : 184 EHEEN, EEDHRE
EUERER [ - 0,112,847, T Bl AR N A
145,507
ME - 0, 13.8.47.1,
o 84498 e e e )
18 7A R | 0.50.150.500 ppm | # : 15.2 He : 59.7 BE: EREREE. U RE [
B A | 5.3 W 15.7 B, EE I &
Hi B 0 4.86.15.2., M BB A, &4
59.7 ZhEig T~
M : 0.5.33,15.7. FEAAERED SR
57.9 V)
vy | BAZFME |0, 250, 500, 1,000 | B84 : 2,000 g . — FEY . EEFRAEL
: RER 2,000 B&IR 1 2,000 FRIR - BIREY . BYTTRA L
(EHFEEERD B
L,\) .
4% |90 8R |EE:0.8.40,200 |#:8 B ;40 HE  EHEMNFH, Glob
o I : 0.8.40,200 .8 . 40 T :
T I N S B W : RERAIG]
1 4ERS #E : 0.8.40.200 8 B - 40 B AERASR
s | - 0.8.40.200 i 8 ‘| i : 40 B AEOAEL, KR
'ﬁﬁ ]

CEEERENIIENEERIRETE R o,
'ﬁu:% %’J‘ﬂﬁir%b Bi’htfﬁﬁ.@mg%j‘@"o

((\

Sy hFAWE 30 BEEAMSERRIC BT 2L 6 2B HEAkS

HEERER

BEORIEL S

I F BT

PR R BRI o T A8,
XELEEERRICBVWTES

M oW TOESHEERELNA TR EE L b,

RRE2ER

LY RBTHLOLVIEH
HERBLNTHEZ Ehb; ‘7

L3, ERRTHELNELEFHEEOR/MEIR T v PZAWE 2

HASERER D 2.18 mgkg AE/B ThHoe DT, THEHBIALE LT, 2%
# 100 T L 7= 0.021mg/kg ABE/H 2B 4ZHN— I BRIFAFE (ADD) &%

L7z,
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ADI 0.021 mg/kg AE/B
(ADI X ERILEE) ERERR

(Bh 4 TE) Z v b
(#AFD) 2 L
(55 #k) R
(BEHEE) 2.18 mg/kg A E/A
(Z 2% 100
2. HEm=Y ADI

WA O EIZ SV T, ﬁﬁﬂ—f,.“'f%ljﬁﬁ_fﬁ%fcﬁ%@}i\ In vitro ® MICs
GDJSL'C&;*O VICH HA KT A rizdE-5< FIICRE R T E‘Eénﬁﬁifﬁuﬁ
. PR 18 FEERT féﬁ%ﬁ%’ﬁ‘%aﬁﬁ (%%%#i&%gmﬁiwfm
;?ﬁﬁ)#%fr% BRTHY, ZOfRE» b ERN= E /%X?M‘%Ehflnéiﬁé
Ik D MM ADL 2 EHT A2 LR TE B BN Y ABB/LR
TWAFEHEE LT, MICcale i 0.005922 mg/mL MAEARE S 3 45E 0.7,
FERBPIEW 220, b MEE 60kg #WA LT,

0.005922 (mg/mL) x 220 (g)

I k [H)=
ADI (mg/kg (K&E/H) 0.7%x 60 (kg)

= 0.03102

. b FOREEE (1—(8) KB 3RRCEET~OHEEHA

WAEMZEY ADLIZ 2T, EMEA 128\ Tt 1998 E0FEHIC B Tk
W3R ADL iR b ESZHEOR b o7z E.coli ® MICso @ 0.4pg/mL. FEIENEY
150mL, MENZEINDOWEICEFTHMED 40%. v MEEIZ 60kg % # A
T35 CVMP OEHA L 9 .,0.0025 mg/kg (FE/F CHEH L THW 228, #0827 —
Zixel BEALBOTEERN VB FARELR TS VICH B %
BATIONREITHELELLN D,

3. ADl DER/EICDINT
| OEEEENT S 2 0EMND ADI L MANENT —F »bE»ND ADI &
T s L, BHEENT & ALEMNEERL VNI R2BI LML, FF
Vo 7BOBREEEERETHICELTDADI & LT 0.021mg/kg (&
JHERETHILEBBELETHILEELDNS,

4. ARREBENE
BLEX D, A%V )=y s BoRSBEEBTMEIC ST, ADI & L TR
OEZEATHAZEFEELEIOND,

A%YVU=yr®  0.021mgke AE/A
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<BURE 1: (NEHDIS R ERRR>

R 153 iR
& TR b4
B i-ethyl-7-hydroxy-6-m ethbxy'4'ox0' 1,4-dihydro-quinoline-3-carboxylic acid
C 1-ethyl-6-hydroxy-7-methoxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic acid -
glucuronide of . .
D 1-ethyl-5,8-dihydro-8-oxo[1,3]dioxolo[4,5- glquinoline-7-carboxylic acid
& amino acid conjugate of :
; 1-ethyl-7-hydroxy-6-methoxy-4-oxo0-1,4-dihydro-quinoline-3-carboxylic acid
P glucuronide of ' .
1-ethyl-7-hydroxy-6-methoxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic acid
G conjugate of 1-ethyl-6,7-dihydroxy-4-oxo-1,4-dihydro-quincline-8-carboxylic
acid
- glucuronide of :
1-ethyl-6-hydroxy-7-methoxy-4-oxo-1,4-dihydro-quinoline-3-carboxylic acid
UA (kEE N #D)
UB CREZEf HE)
uc CGREERB)
U-1 (GGREES R
U-3 CREES15)
JEARIRTEY
BEFR 154
A4V (RFIRES)
N-2Fnk | (REGRES)
Bt = F 4k (BRTES)
T IR (FFRIRTED)
e va | (RIEEES)
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<B# 2 : MEBESEKETR>
BEHF . &R
ACh TEFA]
AIG Hb TFTATIoAinr )k
ai BRI E
Alb TNTI
ALT T3=vTI) MNP AT T —E
(= NEFIVBEYAE VE NS VAT I —F (GPT))
AST 7?{/\7%/@7 /\’r\7/x7::7~“1‘2 )
(=7NE I VBEAXT B 7 A7 30 —F (GOT))
BUN MKRRER
Cmax EEIRE
CMC BABRFIAFNLELR—R
Cre JVTFT="
DHT Ve FrTAMATFRY
DOPAC |34Vt Fu¥y 7 == LHR
Glu Fa—R (@)
Glob FTad
hCG b MNREEI SIS
His ERAZI
HVA 3-A b¥ 4L Faxd 7 == VBl
LCso 4B BIT IR BT
LDsg STy
L'DOPA |L'PEFu3irvzonA7i=2
. LH BEHBR ST
LHRH HEER LT VB RATE
MCH PR AR ER AR E
MCHC R ER o R iIE B
NA ST FLFU»
PHI B4 A &> Bﬂ%i TORE
RBC R i Bk ik
Seg EEREEF PRI
Ty TH 2 i 2 ' ‘
TAR wEs (RE) ke
T.Chol BolLAFr—b
TG rUZUEY R
TP WERHE
- TRR AEERH B
WBC M I BRE
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<JliK 3 : {FEEHBEE>

: ‘ BEE( me/kg )
(e (AR 2R 4r) st R m# | PHI YD oo E
SERILE B4R E (g aiha) (@ | ()
’ EaE FHIE
=
?;%g;;ﬁg 2 300WP~ 400D 3 45 <0.01 <0.01
A
”ﬁgég g ) 2 ' 300WE~400D 3 15 8.47 1.72
mﬁ(z*) 3 21 0.07 0.035
1990 4R JE 2 3007F~4007 3 30 0.08 0.03%
KFEERPL B) — 3 21 5.36 2.76
1990 £ 2 300%F~400P 3 30 3.69 176
Ehn L x GE) 9 400 WP 4 7 0.03 0.025
1988 £ 4 14 0.02 0.018*
T Az % L (FRE) 2 400 WE 5 |1517 0.08 0.035
1989 =3 g 29-31 0.05 0.022
Z in e £ (ERE) ~ ] 14 0.17 0.08
1901 2 200~400 7% 8 21 0.17 0.07
vz AGRE) 9 150WP 5 14 0.03 0.02*
1988 £F 5 21 0.0% 0.01*
vz AEER) g 150 WP 5 14 3.19 1.39
1988 F ! 5 21 1.18 0.78
3 7 0.61 0.48
< E “;(fg%) 2 400 WP 3 14 0.48 0.238
1989 3 .21 0.26 0.15
9 2 7 0.54 0.382
2 <9§1" f;@ 3 150~300 We 2 14 0.38 0.164
1 3 2 21 0.12 0.05*
- 3 7 0.73 0.202
Fr s /ﬁ(%;k) ) 400 WP 3 14 0.21 0.072
1930 3 21 004 .| o018
¥ Y (FERK) —ann 3 7 0.25 0.17
1991 & 2 240~300%F 3 14 0.20 0.13
— . 2. 7 0.98 0.672
%/‘7”&;&@% 2 400~666 WP 2 14 0.200 | 0174
1996 2 21 0.102 0.054*
Try =) —{EE ~ 2 14 0.07 0.031
1992 2 200~400™F 9 21 0.01 0.01*
o 2 1 0.73 0.525
Wi o2 D —(GEH 9 3 0.98 0.255
) 2 200 WF
2 7 0.08 0.06
2008 4F 5 2 14 | . <0.02 <0.02
N 2 7 1.57 1.50
s 50362’;%% 2 100~300 WP 2 |12-14 0.30 0.18
2 20 <0.05 <0.05
9 7 1.80 1.35
v ﬁggl(%f) 2 150 we L 2 14 0.28 0.18%
1 2 21 0.19 0.10%
2 7 0.51 0.42
v g;;‘ f}f) 9 184~400 WP 9 14 0.15 0.07
1 = 2 21 0.07 0.04*
e E D E(BEE) g 300 WP 5 7 0.02 0.012*
1088 EE 5 | 14-17 0.01 0.01*
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T

o 1 7 152 0.56
t&ﬁiﬁgﬁéﬁfﬁ) 2 150~200 W2 4 14 1.21 0.41
: 4 21 0.89 0.28
e 1 7 1.10 0.63
%1?92 %g) 9. 200 WE 4 14 0.52 0.28
1 21 0.29 0.145
e e 2 7 <0.01 <0.01
= :Ogégéé) 9 500 WP 2 14 <0.01 <0.01
2 : 2 21 <0.01 <0.01
R ‘ 3 7 0.05 0.027
= ’i’glé’ :‘ﬁ;% 9 200~400 WE 3 14 0.02 0.018*
3 21 0.01 0.01%
e 3 14 0.44 0.185
19;23‘3_ ig(;&?i " 2 150~250 2 3 21 0.20 0.092
3 30 0.11 0.04*
. 2 14 1.33 0.855
)
’;Jgoé %f) 2 300 WP 2 21 0.15 0.105
2 9 28 0.03 0.025
3 | 45-48 0.07 0.06
fv
fegsa(i? 9 600 W2 3 | 6063 0.04 0.082
3 | 7578 0.02 0.015%
3 7 0.03 0.06
%’9%06(;5’:‘5? 2 700~800 WP 3 14 0.09 0.05
2 : 3 30 0.08 0.07*
3 7 110 8.20
%’2% 0 éi’fﬁ) 2 700~800 WP 3 14 487 4.04
3 30 479 3.51
0 1 3 7 9.87 9.04
5% (& 3 wr 3 14 10.7 3.91
2003 - 2006 £ 1 - 890~800 3 21 171 1.49
2 3- | a0 4.95 2.36
FreYr (RE) 9 400 WP 3 7 0.31 0.22
2008 £ & 3 28 0.11 0.08
THb (FF) 9 400 WP 3 7 0.30 0.18
2008 FE 3 28 0.06 0.06

D #Fl, WP : kFH

AT I REERARFOELHELEHTIBANEERAEEZEH L, <BM Lk,

cEEOHRBRBB T, EERNNAREZBSOREMEZ. REWEEZRLE (HAIT AL
B 0.006#HEN, BHEET<0.008DFA., <0.008 & Liz) ,
B BERARN (FlXiF<0.0D) 2857 —FOERERIEERAE (F 21T 0.01)
ERBLELOE LTHEL, *2ff Lk,
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<RIE 4 HRERE >

EETH NR(~6 ) FES E?"ﬁ%%f‘f s

e i {(f£& : 53.3kg) ({&£%E : 15.8ke) (B E : 55.6kp) (fE - 54.2kg)
i) | YN L rarm | P qarmy | YEM | @uaimy | EM

% 0.085 | 185.1 | 6.48 | 977 | 3.42 | 139.7 | 489 | 188.8 | 6.61

EnwLx ]o0025| 366 | 092 | 213 | 063 | 898 | 1.00 | 27 | o068

ZhIE RS 0.09 12.9 1.18 5.7 0.51, 11 0.29 13.4 1.21

EnZ AGR) | 0.02 45 0.90 18.7 0.87 28.8 0.57 58.5 1.17

vz AEE) 1.39 2.2 3.06 0.5 0.70 0.9 1.26 3.4 4.73

B En 0.48 | 29.4. | 1411 | 10.3 494 21.9 10,51 | 81.7 | 15.22 -
F xS 0.292 | 22.8 6.66 9.8 2.86 22.9 6.69 19.9 5.81
FrFvd4 | 0.672 1.4 0.94 0.3 0.20 1 0.67 1.9 1.28
( ;,iaf"‘fffyb:_) 0.081 | 45 | 014 2.8 0.08 4.7 ‘ 0.15 z%.l 0.13
7;?%@;%7 7 15 2.1 8.15 0.3 0.45 0.2 0.30 3.1 4.65
L&A 1.35 6.1 8.24 2.5 538 | 6.4 8.64 4.2 | 567

eERE 0.0i12 | 30.3 0.36 18.5 0.22 33.1 0.40 22.6 0.27 |
g 0.63 11.3 7.12 4.5 2.84 8.2 5.17 13.5 8.51
e 0.01 0.3 0.00 0.1 0.00 0.1 0.00 0.8 0.00
IZA LA 0.027 | 24.6 0.66 16.3 |.0.44 25.1 0.68 | 223 0.60
sSEY 0.855 | 0.1 0.09 0.1 0.09 0.1 0.09 0.1 0.09
el 0.185 | 0.4 0.07 0.1 0.02 0.8 0.08 0.4 0.07
BA&ZL 0.08 5.1 0.31 4.4 0.26 5.3 0.32 5.1 0.81
B 8.20 0.5 41 0.7 5.74 4.0 32.8 0.1 0.82
FraYv 0.22 0.1 | o002 | o1 0.02 0.1 0.02 0.1 0.02
2®E | 018 0.2 7| 0.04 0.1 0.02 1.4 0.25 0.2 0.04
5 9.04 1.1 9.94 0.3 2.71 1.4 12.6 1.6 14.5
&8t " 68.48 29.81 88.09 72.32

) - BEEER, BESh T 52EARY - BROI LREROBEZ2 R TERBREOEY
BEETHAWE (8B B#3) . .

-ff: ERR 10 E~12 FOERREFEE (BH 656~67) ORBRRESSEEDERE (g/A/
A) .

ERE BEERCEEDERE M ORDEAXF Y =v 7BOHEEERE (ng/A/A) .,
FOWDT I FRBEEOEREEMEIE, BRI b —OERHAWE,
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<plHE 5 : BHAERMORALE - HE>

E % R %8y RERUHEE 1 FE &S IR SRR
A% VY CBEPHE | 4SEEREB2 |18 LTEE [R5 70
ST aEE | 3b0EKR<, ) lkg% 7 0 20mgll T |10 & 525 5515 B
A RiE Ak OEZRABPHCRELTT |
FEEL, ) BORET3ZL,

% 1EEL LTHKE |[AACHTIED

1kg¥ 7% 9 20mgPl F
DOEEZFFHIETT
BORETHIE,

WY DETS B
&

BENMFEZRL. )

Bt 72 b 500gLL

BRCHT =D

TOE®RBRLCTERD |[ICLBTAE5H
#‘ETH L, ]
TTEE&E 1R LTHE |gHRETSED
1kg¥ 7z ¥ 30mgll T | IZAKBF+ 57016
DEEFHAFNCIBC T |RHE
RATEETH &,
WLABARE K |1LEELLTHE BERHCET S =D
PTCERBENTHS | 1kgd ¥ 20mglh T | AT+ 38121
HLo) OEFFEEHIRELT | A
BOogsE3asze, |
WLABRE (B |1BELLTHERE BT =D
PTCEEINTS | 1kgdii ¥ 20mgll T | iZABiFT 38721
bo, EEL, Y |OEEFEHCETT | BE

ZER<. )

BokEyaZ L,

SRERAE Ok
FiehboTix.&H
T A BT KB
T B ET25 B LA
BAROIKTHEENR1 B
EH50% L E D Ef
BPMLDHD)

1HEEL LTHE

| 1kg¥ 7= ) 20mgPh T

DEEFHBRLT
BARETDZ L,

TRICET 29
IZRB 55725
H [

ZWEAE

1BEE LTHE
1kg¥ 7 U 10mgblF
DEZHEHIEL T
BAORSTHI L,

2RICETS =D
WA T A5R728
A [#
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=I5 i A e e Eh REEUCRE 25 (R HR
XY ) BER | HY 1HELLTHE BRI 3728
ghiksy &3 fEH - 1kg¥ 7 9 20mglhl T | ICAKEIT T 58114
a0 v K OEZHEFCETT |AE
HEr<, ) Bn##sTaoz L,
XBHEZQ 1EE: LTHKE BRICHET A =D
1kg¥7= 0 50mglL T | c AT ¥ 2 Hi30
DEFHEEHIELCT | BE
BogEdFoz s,
AV UEBEF | TTEEAE LHEL LTHRE RACET LD

PR Sr & 5 HEE
TN (R 8 Ak
Al

1kg¥ 72 20mgll T

DEFHCIERCT
#wOogsEgasz e,

KB+ 5E116
H &

AV EBEER
Sy & B K
an#E|

HERBLEL, )

1HE L LTHRE
1kg¥ 7 U 10mglL T
DEZHRKERLT
EZoRETHZLE,

BRRAICHETS 2D
eI A5 A
i

A%V Y UEEEE [RESRLIAEB25 [ 1BBLLTSKE |&R®ETSED
P 3B | bOERL, ) kg7 Y 20mgllF | IR+ B85 R
p3mE =R OEFBHNICED |
®ETHZ L,
FXVIUBER |ORE K1t V5l T | RAHT B 2D
RSy &3 B R BEEMLUTEERY | CKBT T 20125
# , 5z %, H
B ARUEHZ 0 I0gELT | BRAKETS 20
DEEEPLTER (KBTI 58114 |
|Taz2, | BM
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<HR>
1 BEf, RNPEOREEE BRI EEATHESTERE) o—Hf%xik
ET5# (FER 174 11 A 29 AT ER 17 EFREFEHE SRS 499 &)
BED&FXY =y 7B : HARBEKEASH, 2005 F, —#HAX .
FERV U=y 7BOBI, B L OHEHR - BIMNER, 19734, kaE
FxV T =y BEERRESEO O RE & ERNST  ENREEE. 1973 £,
RN
5 XYV =ovl/BOTy MBI ARERR (1) : 1 ERERSR . £—(k%
AR, 1990 £, RAFE :
6 AXYVI=wIBOT7y MIBTARERR () : EERSHE 51k
C EES AL, 1990 £, RAR :
7 ARV I =y /BONRH  AIBER, 1974 F, KAER
8 FIXY U=y /BOKRBIIBTINE  FAEFTEKRASH, 1989 £, &
NS o .
9 BTLABLEAXY U=y 7BOXKBIEBT38B1THE : E-(LEFLEKRS
#. 1988 . KAOE .
10 3%V V= 7BOARCBITA2RHE  FREFELEFEASHE, 1989 £, &
N
1MNAXEY N =y JBOLENSSE A 2 ~ORINBIT « S {bFRIERSH,
1988 £, RAFE
12 A% YV =y 7 BOKODLECBT 3AH: ER(EETEKXSH, 1989 4,
RINFER
134%YV=yvz F&’%@kﬁif&:l:i‘%kioh‘ A {EE{E%I%HE"QAH: 1989 £,
FAFE '
UAFY Y =y JBOTEREICBT 20/ EREFTERKXSE, 1988
F, RAR
16 3% Y J =y 7 BO L85 6 OWEHM: - ERAFELREENSH, 1988 £, R
NFR
6 FX VYV =y 7BOLEIIRBITA2REEHE - GRAFELERNSH, 1088
: £, RAR
17 3%V Y=y 7 BRIBRPEREABRBRER  LET= I AF k| 1993
B RAER .
18 %YV =y 7BOTERESBRTICBITARE : EAETEGRRSH,
1989 =, RAFE
19 4% Y Y =y ZBOMASRR UK BT 500 ERILETERRS
ft, 1989 &£, RAK
20 A%V U = v 7 BOK KL HEEMRAER (GLP 34/5) : PTRL-West, Inc CK) .
2004 £, RAE
21 B ERRER  FRFETERNSH, 1987, 1988 £, RAK

[N

AN
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22 e BREEBSE R « ERFETERSH. 1988~2003 &, RAK

23 BIEMHEEBRBER « ERIETERNAE, 1989, 1990 £, KAk

24 ILHABBER %E%A*Ei%ﬂ%ﬁéﬁ?n“ﬁ 1988 4, RAFK

25 A%V U =y 7 RIREOAEEORRBICRETREICHET 538 (GLP #i5) :
(R)7ZEBRETER. 19884, RAK

264XV =y 7BEEDT v MBI AEERIEHAREGE D (GLP X
IR) - EREFTEENS, 1987 F, RAER

21 AXY V= 7BREREDT v Mokt 3 244R 0 ZHERB (R 2) (GLP &
IG) : ERAEFE T FEKRI ST, 1987 £, KoK

28 A%V ) =y JBRED< T ALET 2R 0 EERBRGLP f5) : £k
FIEKRASTE, 1987 F, RAR

20 A XV V= VBREEDZ v MBI 2 MERESEEER (GLP ME) (EX
L TR, 19874, RAR

30 AFY U=y /BRECT v MR T2 8MEAZERE (GLP ) - (B
PR ETTIRRT, 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 ARV Y =y s BRIEERORENA VEO< U RTBIT SRR OBERR

(GLP 3th%) : FERFELEERRSH, 1987 £, RAK .

35 A%V =y /BEETOREY N-2AFNMEQ< Y RCBT 28RS
HRER (GLP %) ERIEFETERASH, 1988 F, RAK

36 %YV =y /BREFOEEDR=FNEDO~< T BT 53 5EE 0 HiER
B (GLP ®i5) : FERIEFIESENSH, 1988 F, RAE

37 4%V V) =y /BERETOREENT 2 MEO< Y R cBiT 23R D EHRR

(GLP 3/5) : ER(LRTERNESH, 1988, RAH
38 AFX VI =/ BEEFOEEDRATF VO A BT 28R 0 EH

- FRER (GLP ) : ERIETERHRASH, 1989F, RAR

9 AXY IV =y I BEFD E’?ﬁ’“%@ﬁﬁ&@f‘ﬁ%kﬁ’é‘éﬁmﬁﬁﬁﬁﬁ (GLP %f

C)  EREEIESRASH. 1987 F. RAR

40 A%V Y=y F7BREDENE y MBI 2 REEREERR (GLP M)
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FEELFTERASH, 1987 F, RAH

AL AV IV =y JBREDT v MBS 13 BREESMEEERR (GLP ®iR)

(B B RENTERT. 1988 4, RAR
42 A%V ) =y 7 BERED T AR5 13 B SESEHER (GLP i) -
(Bf) BBEEERTsear, 1988 4, RAFE
43 A%V ) =y VBRREDA XITRET S 3 70 A ME SR 0 S HE (GLP ®R) -
(Bf) BREBEEMER. 1989 . FAK :
44 FH VY = v 7BFEEDOA XIZBT B 1 FEBER D EERE (GLP 1) « (B)
FRE BRI R, 1989 55, RAFE
45 A%V = ZBFEDZ v MBI 5 24 A HiEHEME - BAAERE (GLP
o) () BEEBEBERT. 1990 £, RAK
46 A%V V) =y 7BERED< T AR5 18 M ARREORSAMRE (GLP %t
i) o (BY) ZRBEBIEMTZORET. 1990 £, RAR
47 FFV V= v 7BREOT v MioBI 5 2 HREMERE (GLP &%) - (B
FEBIENTRRT. 1990 £, FAa%E
A8 AV Y =y VBRBEEDT v MBS 2 R ERERE - BB (GLP %
R (B BEEEUNART. 1990 4, RAR
49 FXV V= JBREOT v MBI A EFHERE (GLP AR : &) &
BEBIKTZeRET, 1989 4, RAR ' ‘
50 A% VU = v 7 BEEO v FIE BT ABERERE (GLP %) e
EEEE L X —, 1988 F, RAE
51 4% Y = v/ BEEOME % B DNA {g@%tﬁﬁ (GLP ﬁf‘) HERAEET
RS, 1988 &, FaE
52 A%V U = v 7 BREEOHEE BV EIREREHER - Efc‘ﬂ:%l¥ﬂ%‘ﬁ:“*&
. 1988 £, AR
53 ¥V = v I BEEEDF v A =— X LAY —JHHEOEFEME (V79) 2H
W BT RRERRR (GLP L) ERIETRENS, 1986 48, Ra
E e
54 A% VY =y VBREOF ¥ 4 =—ANLAZ—[RAEOEEMAREZ A n
vitro e ERERE (GLP xtie) : BRADE ST, 1988, A
55 A%V U =y JBEEEOZ v MNTFHRIRE VW n vitro ANER DNA &5
(GLP ®I&) : ERAZETERNESH., 1990 ., RAK
56 A% YV = v 7 MBREORSEREL B WL in vitro REH DNA SHEE (GLP
M) ERMFETERNAH, 1990 4, Rak :
57 A%V Y = v FBEED~ Y A BRI E B MR (GLP iﬂt) : BRT A
MFFEHIZERT, 1987 F, KAK
58 X VY =y /BRED<Y X FHEMfaz Wi in vivo iR B (AT s B
(GLP % )%) : Hazleton Washington, Inc., 19914, FAFE
59 A%V V= y s BRETORENA VIEOME T AV - ERERERS (GLP &
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) ERAEFETIESENEST, 1988 7, RAK

60 A%V U =y 7EBRREFOREYD N-2 F A E0HEZ B W-ERERZAE (GLP
I EAREETERSNS. 1988 £, RKAFE

61 A¥ VY =y 7 BREEROEBEDR=FVEDHEZ AW EERERERER (GLP
) - ERCETEHERSH, 1988 F, kAR

62 FF VY=o /7BREFOREYT I FEOMEZ AW -EREERER (GLP %t
M) ERACFETERNSH, 1988 £, RAE

63 A%V V) = v/ BEETOREDH A F Vi EOME 2 BWiEEREERR
(GLP #i5) : ER{EFTEGRSHE, 1990 £, RAR

64 ¥V ) =y /BEEOS v MEREEORIMIERSER | ATk
=, 1994, 1995, RA%E

65 ERFRORR—FRE 10 FERERERAERE — . BE - X2 FINEESHK.
2000 4

66 [EFHxEDOHRR— $&11$@Ex%ﬁﬁ B REE - K%F%ﬁ%wﬁ\
2001 £

67 EEFREDHRRK — ?&12@@%m%ﬁ§ﬁ% C fERE - FREFHRUIESE.
2002 &

68 B SMERTEFMICO>VT

69 A%V U =y 7 BRORLERLETMEEOBMBEIC>WT »ERIFH |

A3k, 2007 £, RAEK

70 A%V Y B RGERPEMICE T D EHEE KA AEBERASMT,
RAFE

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

72 BV ERRET —F XX

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

78 Ak BA4% Y U VEROMH : Warner-Lambert Reseach Institute,F.J. Dicarlo
et al., RAFK

4 FHEEBITBZAX YV VBEROREOREN L ANBRERRAE | BREHRR
=t RAK _

75 IR 54 %Y U VBN REOREME L FRRERREE. BRRERAS
., RAR

76%ﬁk%ﬁéﬁ#/)/@ﬁﬂ¢%mﬁﬁmﬁéﬁaWWﬁ%ﬁ%&% Hﬂ%
st RAR

77 WA %V V) VBBOBRBREEIC ST 53Rk b UNCEIZ BT 5 RIER KL O
P, mIREERSH, RAR

78 TO-77S ##WELEBIIRBITZAF YV VBOER, FERAREEHREE

—, RAR
79 TO-778 BOFHIC L DA %Y U VEEOFIR~DERERER, MEEASEEYH

69
-113- .

L



SO SRR, 1989 45, RAE

80 TO-77S BHHBELLB2AFY VUV BOFHR~OEZERER., MEEASEEDH
L2 ERTZERT, 1990 £, RAR .

81 A% Y VBONNTHENREAER, kLR KERERRE, RAK

82 MOBEWLBZAF VY VEBONTFHEBREERR, RERKERBE,. kA
Ecd

83 A% Y U VERICEHT D AEMBNR, IKRRKERRE. 19724, RAR

84 A%V U VEBOREREA LTOBERBRRSE (1) - (2) . EHE/KES
WA, 1972 4. RAE

85 A% VU UERE NI QEER U R ORI ?J?%?\J IR K S B TR
FRAFK

86 Oxolinic Acid ORIBREYELFAl & LT@FEE?&CE@?‘ZDH%E— I. GiEiEE,
BRFEDE, ZOCICAKAHEE, EEER, ZBER, BRIBAE. £F767. X

B Bulletin of Japanease Society of Scientihic Fisheries. (1973) 39(2):16
5-171

87 A%V U ERORE D EIRIC X B HMRAIRE, @?Jllﬁﬁémﬁ%ﬁﬁ%ﬁ% /N
#£

88 XYV VEEO YT REERFIIBIT AENEEIRE, TERNEKERBRIBNK

SR, RARE _ -

89 TO-77 A O T iz BT 2 EBERER, Tl L ERK@EBREE & —, RAE

90 A%V Y VBOERICL Ay XEEERR, BRREHRAE, kaw

91 AV U VEROEOBREIL L 2=V~ R - T2 OB EHERER, IR AT,
R _

92 BERA s v NI 7 4B T VAKRT O Y VEEOERR HUNCHGH
B X 24% YV VBOSLFTAZF VT 0R.E, E:ﬂ%&%ﬁk‘v\& S
f\%

93 TO-77S D7 U AWEEMERER. B EKERERE. 1986 £, kA%

94 FFLEHIAF Y U VEROFER R A~ORMAESNICRETEER L N BT oz

B FEURSRE, 19724, RAR :

95 A% Y ) YEBOSHESE, BRRERRSH, RAE

96 A% Y U VBEOESETEME, BIREKST, KoK

97 A% U VEBEOBEEHRE, HUEEEASE, RAR

98 FHFEAA XYV VBOFLEFNTEEORT, ERKE, RKAEK

99 Rk 18 RS féﬁéﬁ%@AﬁE @%ﬁ?‘%ﬁ%ﬁ@ﬁﬁi%#@ﬁfﬂkom
TOFE, BRELEES

100 & SAEEREERTm _owc

101 {EMEERRER  EREFIEHRIASH. 2003~2006 £, RAE

102 &8, BINHZEORBRERE B EEELEEEREIT0E) o—RrKE

54 (EMR2146 8 4 a0 EmR 21 EELFEHAETRE 0604002 %

70
~114~



103

104

105

106
107

BREVPGAXY =y 78 REA) (FRL224F 58 27T AHE) : £X
{bFEHRAEE, —WBARTE
FHEYV=y7BEGOT v VRT3 2R NREMPEFERR, RO
=

ARV V2w 7BEEDT v FeBITA 90 ABERERNREHESHRE,

RAR

TR B HEBER - ER(CFETREANSH, 2005~2008 ., RAK
EREEREFMICOVTORR 224 9 A 9 AN T EEFHERER 0909
#3%) , |

71
~115-

S

At



