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KE - RAEEES
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VAT S A

AR OBREEEORIHNI OV TIE, R OBIMAERLEDRYT 4 7V A MilEEA
BRCH- I8 S BEE (Whw s ERESEE) ORELIZOVWT, &RELZRRICE
WTAREREMBIMNA R SN & RBE 2, B - BihAERLBESICBWTERELT
W, UTOHEERY ELDIHDTHD,

1. M=
(1) B4 : /v 7uXx¥3w [ Norfloxacin ]

(2) R : ARbEH

Jnzadtioiie NAEERE LTHEB S vAaXx ) o RERGEA]
Chd, /NV7aX PV RERERREANY bVEELTEY, #ic7 7 AREE
Rt LBV BEE 2R 222 bhTWa, /Ar7rddouid, b MAERRE L
TEAACERSLTWS, BIMRERMLLE LT, AV, AXVagETREAD
HokEMAl, EHRFIZ L LTHERASh TV,

AACliE, BAERR L LT, EINELEL BofkRNE GENE : BOKEHE
fE) ROVEOSEESMS GEISE | BMOMBEE TR, MERHR) BARBIhTHD,

(3) {b%4
1-ethyl-6-fluoro—4—oxo—T-piperazin-1-yl-quinoline—3—carboxylic acid (TUPAC)
1-ethyl-6-fluoro—1, 4-dihydro—4-oxo-7-(1-piperazinyl) -3—
quinolinecarboxylic acid (CAS)

(4) #EXK UL

OH
-0 0

F X CHFN0,
F & :319.33



(5) BAMERUAE
BN TO ) V7 u v O RSB E OHAR S 2 U TIGRT,

EHE, R B O AR

s
J N7 a XY B - LHEE LTHREL ke 2729 10 ng 2 fiLL;i
55 &5 B ERRHRAIA TOREFHR L CRRBSTS, |

1AEL LTHRE 1 ke 4720 20 mg LA | BAICHET 3
TOEZHKIEMLTROBRET |l
5, ' ‘ HHTT B

INT XYt o RER | B (IS
4 &3 B IR EINA <, )

2. HEBEICBIT A ERERER
(1) trofsE
O HtraRo{baY
s J 7Yy
c3-AF VM (LT, REmaAL W, )

0

{R3tA

@ ZHTIEORE
Jv7ZadxYi
Bk (Fik OEEER<S) »57€ b=FY 0.0l mol/L Y ERIEEHE (pH
3.0) (1:1) IREchL, BEkEs v /57 (FL) TEET 3,
TR ORI, REAB T h= U 0.1 mol/LY ERRRETE (pH 12.0)
(6:1) B THHL, BEEERs o 8757 (FL) TEET 2,

RHIBR : 0.02 ng/e
- KA
BN (w/v) %A Z ) UEBREIEAMZ T b= Y AV THIH L., Bilikks
n< bZ77 (FL) TEET 3,

WHBR :0.02 pe/e



(2) PERBRER

O FlE (GHEE, 20 A, BREFR OMELEE/RER/RERE) i/ voaxyiv
BuK| %250 BIREEHSE (Vv 7uddi b LTI0 GRER) d20 2FE) mg/kg 16
E/day) L, B#&&E45R, 1, 3, SROTHBZICHA, BN, FE., BIEEOVNE
ZBIT B 27 e ROREHAD B BB E T OWCERIRE aw N5 7

(FL) XY RIE Uiz,

F1: Rz 2 7 ax3o MR1%S B RIEEHRE Ltk o Ao/ v e o RE

(ne/e)
s i ®E5#% A%

4 [ 1 3 5 7

f5A 0.5610. 06(3) 0. 0320, 02(3) 0.02(3) | <0.02(3) =

=1.0i] 0.10=0.02(3) <0.02(3) <0, 02(3) - -

R JFF gk 0. 9520, 05(3) 0,10=£0.03(3) <0.02(8) | <0.02(3) =

X i 1, 05-+0, 04(3) 0. 1240, 04(3) 0.02(3) | <0.02(3) -

N 1.13+0.53(3) 0. 050. 02(3) <0.02(3) | <0.02(3) -

A 1.260.08(3) 0. 140, 05(3) €0,02(3) | <0,02(3) -

TR 0. 2070, 03(3) <0.02(3) <0.02(3) = ~

2 fi i ikal 2.130.21(3) 0,210, 04(3) <0.02(3) | <0.02(3) -
L5 2,100, 30(3) 0. 2420, 06(3) <0.02(3) | <€0.02(3) | <0.02(3)

/NG 2.21+0,82(3) 0. 090. 03(3) 0.02(3) | <0.02(3) -

PRIHIBA ;0,02 ue/e
BB EE LR AR L, FEI AR R,

- Ehig3?
F2: R/ V7 aFy L RIS H RS L% o FRERORBMAORE (1e/o
wEH Fiiked s A
4 F§fA 1 3
A <0.02(3) <0.02(3) -
3] <0.02(3) <0.02(3) -
R Pl 0,070, 01(3) <0, 02(3) <0, 02(3)
i 0. 060, 01(3) <0, 02(3) <0.02(3)
N <0.02(3) <0. 02(3) <0.02(3)
e <0, 02(3) <0. 02(3) =
1))} <0. 02(3) <0. 02 (3) -
2 5E PPl 0.08:0.02(3) €0.02(3) <0.02(3)
= i 0.1120.07(3) <0.02(3) <0.02(3)
7INIG 0.07+0.02(3) <0, 02(3) <0.02(3)




MeHPRA : 0,02 ne/e
HE W R AR S L, SRR SR =T,
- EiEEd

@ ThE (4R (LWD) . 023 H lh, EEHEEE R OMEREE/ W /B 58 1w/ voaixd
LUK A RRARRE (7 uxYi ol LTI GREE) 20 2ER) neg/ke
{KE/day) L., S&EE4EFH, 1, 3, SROTEBICHA, IR, IR, Bk UG
I3 2 v7 at v RORGEAOBRBIREICDWTEEREZ v~ v T T7 7

(FL) X v #lE L7,

#3: Iz 2 N7 020 A %S A HRERE Lick R RERTR o/ V7 o VU REE

(ne/e)
’E5%BE
sl B 4 e 1 3 5 7
fh R 0.630,15(3) 0.12%0, 01(3) <0.02(3) <0, 02(3) - -
T 0. 100, 02(3) <0.02(3) <0.02(3) - -
HEE fiFlig: 1. 080. 32(3) 0.10%0. 04(3) <0.02(3) <0.02(3) -
Tl 1.21+0, 10(3) 0. 090, 02(3) <0, 02(3) <0, 02(3) -
/B 1.67+0. 78(3) 0.06=0, 02(3) <0.02(3) <0. 02 (3) -
fhE 1.5940. 10(3) 0.2620.02(3) <0.02(3) <0.02(3)- -
. i) 0. 230, 04(3) <0, 02(3) <0,02(3) - -
2 {%& JFig 2. 760, 40(3) 0.2840, 01 (3) <0.02(3) 0. 02(3) -
w5 2.92+0.21(3) 0. 26+0. 05(3) 0. 10, <0. 02(2) €0, 02(3) <0,02(3)
N 2.97+2.48(3) | 0.15%0.07(3) <0.02(3) <0, 02(3) -

FEHBRSR £ 0.02 pe/e
B HE SIS E iR RS R L, PR GEE R,
- Eifigd '




F4: Rz 7 ax o U BEE SR REARS LB oRBARKPOREADIRE (1e/s)

BE5EAH

B5H ik prr : 3

fi A <0,02(3) <0. 02(3) -

R <0, 02(3) <0.02(3) -
mEE Frfit 0.04+0. 01(3) <0. 02(3) <0.02(3)
il 0.05+0, 01(3) <0.02(3) <0.02(3)
N <0.02(3) <0.02(3) <0.02(3)

e <0. 02(3) <0, 02(3) -

N&hs <0.02(3) €0.02(3) -
2 fEE JiFli 0.0420. 01(3) <0.02(3) <0.02(3)
‘ 2 0,050, 00(3) <0.02(3) <0. 02(3)
N 0. 03, €0. 02(2) <0.02(3) - <0.02(3)

TRHRR 0 0.02 pele

PSS TR RE LR L, NI REHEE R,

- EfEet

@ B (WA (Frrx—), 6Rln, MESIW/RR/AD I/ 7oy 8 %3
HEgAkRE (Vv 7asd e LT20 GREERE) X340 (2f5E) mg/ke (AE/day)
L, Bk E4rRRE, 1, 3, SROTBHRICAHA, IBEE. i, BEEO/NBIZET 5
7 7 nx Yy RORHHIIAO TR BEREICOWTEEREZ nv + 777 (FL) I
S VHRELE,

5 I/ VT a X P AR B REOkRE Lo BT 0 V7 a ) o RE

(nele)
BE5# A%
i A e N 3 c .
e 0.49+0,10(3) <0.02(3) <0,02(3) i #
Nek 0. 080. 07(3) <0.02(3) <0.02(3) - -
EEE | TR 8.801.29(3) | 0.81+0.23(3) <0, 02(3) €0.02(3) -
2] 1.60%0.49(3) | 0.07=0.06(3) <0.02(3) <0.02(3) 7
N 4.8141,20(3) 0. 2420, 17(3) <0, 02(3) <0, 02(3) -
iAes| 0.84+0.11(3) 0. 08-0, 01(3) <0.02(3) <0.02(3) -
Bl 0. 1470, 04(3) <0.02(3) <0, 02(3) . -
25 FiFl: 13.63+0.67(3) 2. 000, 44(3) 0. 07, 0. 02(2) <0.02(3) <0. 02.(3)
T8 2.51+0,20(3) 0. 230, 03 (3) <0, 02(3) <0. 02(3) -
/NIB 10.24%2,20(3) | 0.55:+0,.27(3) <0. 02(3) €0.02(3) -

HHIRR :0.02 pa/e




BRI HTESULTFE AR R AL R L, SR =T,

- FEirgy
#6: HIT/ V7 v XY BAIE S B MBOKIRE Lo ORAMBRT ORBMIADIEE (ue/g)
wE | fad ot

4 [ 1 3

R <0.02(3) <0. 02(3) -

il <€0.02(3) <0, 02(3) -
B JiFli <0. 02 (3) <0.02(3) <0, 02(3)
ik <0.02(3) <0.02(3) <0.02(3)
I €0.02(3) €0.02(8) <0.02(3)

i Y = <0.02(3) .

JEN; - <0, 02(3) #
258 JiFliE <0. 02, 0. 086, 0. 07 <0.02(3) <0.02(3)
gt . <0. 02(3) <0. 02 (3)
N 0.060. 03(3) <0. 02(3) ; <0.02(3)

R : 0.02 pele
AT E B R E R L, BIPRiEsE =7,
- : Eigw§



@ B (ARS(Fv X)), 450, MEMESIP/RR/AL K/ v7u g 85 %
SHEIfKIRS (2 v7adPirl LT20 BEER) X140 2FE) mg/kg (#E/day)
L. B E40ER, 1, 3, SROTARBICHA. I8, . BREOVNBIZBIT 5
I N7 a Yo ROSHADO R IREIC DWW TEREIEER Y n= v 777 (FL) I

LV HIE L, '
F7: BT N7 n Y UEEIRIERPORER S Lo RSP0 ) v o kB
‘ (ne/e)
; " B5% A%
R ] Fizk 7 T " . : ”
3 1Al 0. 560, 14(3) <0, 02(3) <0, 02(3) - =
=i} 0. 03, <0. 02(2) <0. 02(3) <0. 02(3) - -
BEE JiFi: 6.60+1.07(3) | 0.29+0.08(3) <0, 02(3) " <0,02(3) =
=i 1.360. 45(3) 0.060, 04(3) - €0.02(3) <0,02(3) -
N 3,652, 77(3) £0.02(3) <0,02(3) ° - -
A 1. 090, 08(3) <0. 02(3) <0. 02(3) # &
=i} 0.0620. 03(3) <0.02(3) <0. 02(3) - -
2{5E JiFliet 14.15+1.31(3) | 0.5140,17(3) 0. 05, €0. 02(2) <0.02(3) <0.02(3)
5 3.26+1.17(3) 0.090, 02(3) <0.02(3) €0.02(3) -
/NG 9, 7713.86(3) 0.070.03(3) <0.02(3) <0.02(3) -

HHBRR :0.02 pe/e
BB U T E HAZ R 2R L, SIS =T,
- Epg T

#®8: WIC /) N7 nxY U BEE 3 H BPOKIRE LichoR BT ORMMAOIRE (1 e/p)

BhE% B

5 R i A ;

e £0. 02(3) <0.02(3) -

B <0, 02(3) <0. 02 (3) -
i B il 0, 04, <0, 02 (2) 0. 02(3) <0.02(3)
L) <0. 02(3) <0. 02(3) <0, 02(3)
N <0. 02(3) <0. 02(3) <0.02(3)

1) <0. 02(3) <0. 02(3) -

=] <0. 02(3) £0. 02(3) ~
2fEE ¥ | 0.06=0.01(3) <0.02(3) <0.02(3)
i <0. 02, 0. 03, 0. 04 <0, 02(3) <0. 02(3)
/NI 0. 040, 02(3) <0.02(3) <0, 02(3)

HRHER :0.02 pels



SIS HE I R 2 R L, R e R T
- Efieg

3. ADIODELAH _
RimZ2EARE (PR 16 FERE 48 5) F 24 &E 2HOREILE S, L%
BEHTERERDE ) V7 a9 v 0G5 R R EREZETMIc VT, LFD LR
FmEhTWa,

D FMHEFHIADTITDVT

B/NEMER : 18 mg/ke KE/day (EBAMEIR®D bhiedholz,)
(B 7E) Sy b
(B5HER) REH&RE -
(FRBROFEE) (BHREN/ENAEHARR
() 81 i [H]
FafRE : 1000
ADI : 0. 018 mg/ke {E/day

JNTAXFHL UL, BEESUEREBRO /M vitrcdBRTHREARE E R IEMEEREN
JBohnid00, DNMIZERIERT LOTEEVWEEZ LN, /n viveiBRTIE2 T
EETH RIS, BEOREITETHIEEZ DI, -, BESUERD
EBAERRICBVTHRENARETRT ZREFAHADATELT. v FEAVE
in vivoDBFA4 2 T—2a o7 w4 RUZTORERHRBOBRICENT, A=Y
I—2aVviEgEEET A ARSI, IFERESOREEFEDShEA =,
oI EMS, 2 7B8FY L VIKEGEEEENAMETIIRWEEZ Sh, ADI
ERETHCENTRETHS EHHF L=,

@ WAEMFEHADTIZONT
SRR 18 S BT ATRE TS RHEMED B OMAE FHEEIT SV T O
& XD, FEHRMENELNTEY, ZORREMBVICHT A FTA VSTl
AEWFRIDIZENT S Z LR TE B, U
J W7 a3 s OMICealel30. 003775 mg/mL, MIFE SRR SN D 0HEE LTL, BN
FWIC220 g, b MEEGO ke ZWA L, VICHOEHRIZ LY, UTFoLBhEEsh
Tts
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_ 0. 003775 L) *'x 220 (g)
ADI (mg/kg B/ day) = (Img/m ) — &= 0,014
1%2% 60 (kg) -

k1 RBSTIEED 5 2 R b BHED B % B OFHMICS00D90%EREIRA O FIR(E

%2 RAARE UTAEBFEACFIR THE bk
‘/ohicT—#DhhT, %%k%v\{[ﬁ#i7 ¥ 1\033 Lﬁﬁ:ﬁﬁﬁnﬁﬁkxéﬁﬁi&?ﬁﬁﬁhﬁ
1T BRAEGRLERRL 15ChoTe,
F?it 1—0, 041=0. 9591

®ADI€D ﬁ;‘_omr
f&ﬁ_%ﬁg'?‘”—’f? BN B ADI & AW T — & wsegﬁmam LT 5
WEMZENT —F P OEPNIZER L VNS BB Lnb, /A7 %)o v ORE
| OEMERER ﬁ‘?‘ékﬂ%‘—‘b‘(‘@ADIk L Ti% 0.014 mg/kg ﬁiﬁ/dayb BRAET S LAY T
HBrEBIZOLND,

4. EAEIZRY SRR

JECPA I BWCFHIE 2 SN THE BT, @%EE% RE S h TR,

KEL HTH, B, RO =a2—P—F Y e sV CE LR, WHhoER
Gmﬁmﬁwr%ﬁﬁﬁﬁﬁﬁénfw&w;

. MWEE
(1) BORHHE
InvZaxgr et a,

o

(2) HEigps .
ARl DL BV THS,

(3) BEMm
1 B/ VBT 2 BEZEDRD ADI uﬁ“akl:ti LUTDEEY ThHs, il te%
e PiEU’ﬂEE 2 ZH,

- e TMDI,/ ADT (%) ™
—% (1 B2 ) ' 0.2
HR (1~6 5%) _ 0,4
ino} " 0.2
- miE (65 Ll L) 0.1

&) EEMOFSEREIL, TR 17 F~19 FEO R SEBUFAE - ﬁﬂigrﬁ
EDRBIEHETREERICL 2,
TMDI SRV | BEEREXEAROTEHERE
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"l

(4) FENZOWTIL, AT 411 A29 BATEASEBEETE4 Bloky, Bf—
IRDORDHE TICERIIERET2EORE (WEEHE) REDLNTHWIN, 4. &
BEEORBLEITH = LIy, WELEIHIREI S,

feds. AANCOWTH, EWEARELAVAERICELT, &6, FImEoRkEL
1 (BFN34EEAY BREIT08) FIRHOTARF—RORD BB OENIRT B
ix, FUAEDE LR ARA T SHEENE 288 L T2 bR, ) SEREh 2,
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(BU#EL)

BEEs Jv7uiiias
iy @%ﬁﬂi{%
B e EiE | st TSRS
ppm ppm ppm PRIA

IROIA 0.02|7 0 <0.02(n=3)
RO 0.02|; | O €0.02(n=3)
|ronms o.0z|ifoE| o <0.02(n=3)
|ﬂ’£®%ﬁ& 0.02|T002| O <0.02(0=3)
|ﬁ¥®ﬁ)ﬁ%ﬁ§5‘ 0.02 | 0! @] <0.02(n=3) (/IMI¥)
ooy 0.02F8002| O <0.02(n=3)
ZO(DFEEOFHE a0l
|BDNER _ 6] €0,02(n=3)
ZDfhFE L ONEN
BOFFM (@] €0,02(n=3)
EOLDZE S W OIIFHE
I%@'ﬁm ] 020 O <0.02(n=3)
EOMDFE DI ol
O R ERS 0.0z 02| © <0.02n1=3) (/1IB)
ZDOOREADE TS U

FERL1T4R11 A 29 B R4 5 (08 5 R 8409 B It B W T LB B L BREE IV TE, E 21 TRLE,
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IV aXt v ofEERE (B u g/ AN/day)

(BI#% 2)

—h% R o
TSR i i
BB R amon | a~em | | @mnb
: (ppm) T™MDI
TMDI TMDI TMDI
RO 0.02 : N
0.8% 0. 7* 0.9* 0.6%
BRDlgHA 0, 02
[ DT 0. 02 0.0 0.0 0.0 0.0
I RSl 0. 02 0.0 0.0 0.0 0.0
D& FES 0.02 0.0 0.0 0.0 0.0
BEOGA 0,02 .
: 0. 4* 0. 3* 0.4* 0, 3%
BOENh 0.02
BONFIE 0.02 0.0 0.0 0.0 0.0
BORNE 0, 02 0.0 0.0 0.0 0.0
BRI 0. 02 0.0 0.0 e 0.0
i 1.3 1.0 1.3 0.9
ADI kb (%) 0.2 0.4 0.2 0.1

. TMDI : Eifig 1 BIEE (Theoretical Maximum Daily Intake)
* 1 EP SRR OB\ DR R FV I,
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(BE)
ZE TORE

Ykl 74611H29H BEEELSR
VR 1 8#10H16H EAFBBRE»LAEMEEZESZERH CICEBEEREL
f%éﬁnn@%%%ﬂﬁﬂuﬂ“f%
FRH2 64 1A200 ARKEFELAZEEHNDELBMKEDH CICA RIS
' >V CiEsn
278 9A TH RE - RLMAFERSHERH
T2 74 9A10H ¥KE-.RHLEEES ﬁm@iﬁ? LI - B H RIS

® K= - ALFAFRSRLEESFBRE - BWRAERLES
[ZR]

BH B W ERMEENEFK « RibELEHE
OXEF ik A FEARRRR SR AR 2IREM FHER

RilF ¥ FRRFREG R FEMP R R M E R R = AR
FiE H— ERBRZFRM I CFBERIR

EaR —BB BB IR B A R S PIess
g I — S o A B P S SR BT B A

=8 L SREHEFER A IR R P B
i QITI -V BRRBIRFRANRZBEN I v & — EEREI M 8%

wA T EvERGRLEENATRLME =R

B H A4 IR G S SR AR HEE AR & RIS BT R
BH R — AR B AR 5 i B TR

HE Jat RBRHSER R BB ATERHE T SR AR
B R RS R A 0 TR R B R

it T RIRHSLRZFREZBRIE SR 2 F RS EIR
(O : #=E) L
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EH

1A=t ) Py
TREE HAEE
g
ppm

D 1% P 0.02
EDRENS 0.02
HED TR 0.02
R DR i 0.02
BogmREs™ 0.02
HOHA 0,02
HoNERs 0.02
BT 0.02
BB 0.02
Bo/ R 0.02
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