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C

INAuX ) urRERPERICHD A 7uxt ] (CAS No.113617-63-3)
[ZOWTC, B AERLAEEGRRFEE L O ORMERE 2 AV CR AR 2 2
Fhi L7, ARl FEpEhieait (40 ROYEEEER () OREESEDHICiRE ST,

P AW/ RRBREGR IS, EERE (v X, Ty b KEROYR) | B (IREROY) .
B, AMEEE (U ARORT v b, falEE (T NEOT X)) BRAME (T
v M), ATERAENE (T y MR TR) | EMTFRIREFEICET 23 BEGE ThH 5,

e Tad o, BEEEEERRICE VT in vitro DY RER CHERS
EBBEHNEN, InvivolBROFERITNTIHEMETH Y | ARICE > TRERI-EE 70 %
BRIV EEZ O, £72. invitro KON in vivo DYt naEERER ORIV
NHBETH o=, A7 a3 o ONEEEEOFRBFOMEFIT DNA I[ZERERH
T 5D TR VAR & o TR & 70 D EBEFHIT RNV EB X b2 Lk,
Frervaxtrro—AEBEEFEE (ADD) OREILFIHEE & HIBr L7,

Z v MR 2 SR AR TRN AT A LN Do T,

KFEFMERER O | A X & FV 2 30 B I AMERMERER BT 25/t E (LOAEL)
12.5 mg/kg R/ H % ADI BXEDIRILE L CTERAT 20O CThH 5 Ll i, s
B ADI 1%, Z® LOAEL 12.5 mg/kg fA8E/HIZ, LOAEL #H\5 Z & tRHLE 3550k
OFEHAR RN Z LN E R OB AMERBRO M AN R E L TWA T Ehb,
R LT 1,000 2@ L, 0.013mgkeg (AE/H EFRETH I ENBEYTHD EEZ
77

AR ADI 13 VICH O X ¥ 0.012 mg/kg RE/H &L BH LT,

WAEMFH) ADL T3 EFH ADL L0 /SN2 e e 7axdv o ADL %
0.012 mg/kg {KE/H LEXE LT,



I. MBI REMAEELDEE
1. A%
PrEEAl

2. B D—HEA
4 . Areovaxts
%4, : Orbifloxacin

3. LF4
TUPAC
#4, : 1-cyclopropyl-7-[(3S,5R)-3,5-dimethylpiperazin-1-yll-5,6,8-trifluoro
-4-oxoquinoline-3-carboxylic acid

CAS (No. 113617-63-3)
¥4, 1 1-cyclopropyl-7-[(3R,59)-3,5-dimethyl-1-piperazinyl]-5,6,8-trifluoro- 1,4-

dihydro-4-oxo-3-quinolinecarboxylic acid

4. BFR
C19H20F3N303

5. AFE
395.38

F COOH
(e 2)

7. FREMRMERRKRE
AneraXth iR ) VB 6L T vRERTH VAR ) v R AR
HEAICTH D, 1986 HFiZ, X/ UV L BKED 5 LN 8ALUI 7 vHREEATLHI LIZL-
TKBEENEE D Z EROX ) U U BED T A3,5- Y A TN ENT V= L hiE
AT HZEITE VRN S, BV AT MVER L, MBBATHER BRI 725 &
EHICEEMNEELZENHIAL, A TaxY  onRNEENnz, (BE3)
e T a Xy I IEHERRL E L CHRRINHEAITHY, b NAERS &

7



L CliIEH S vy,

HACIE, B ESES & U CAL ORI MR M OSSR RGBT HRME T ONZ K D s
R, ~A 27T XA L OKIGE M FRHE 2 8 IE & 9 2 FERNFIDNER ST b,
Al AveTaxt o BB E T AE R OEOFEHANCOWT, 4Hcktd 5
Fe G2 & U TR G4 B0 5 2 L 1HR 2 RS GEARGR T B R H B 72
I (B 14, 15) Z &I, BATEE LAV E T v i v OR R E
IOV TEE S,

U ARRHIlEN BT, JRANE UTEREWIRER O 2 7, B G K ORI O it 52 &
72 DB EITEF UL B 03 TREET 2,



I REHICHRIMEOBE

AFHIE T, B ERELROEAREBGEE, B ER L ROEIR TR TR K
HHEFEEN NEFOTTEREZ T, A7 a3 0 ORI 4 = mR 58
L,

FREEEIEFR 2 BRI R LTz,

1. EYEHREER
(1) EWEhREEER (v R)

<A RS A 7 a3 o 2 HER O IHRNES 6
mg/kg (RE) L., FWEHRERERD TN ST,

M GARIR I T D EhRE N T A — X — 2R 1ITR LT,

SR AR R L, HEERR O SO XA G-I G 0.5 FERITZIC Cnax (EVE
A10.785 LN 2.01 pg/mL) (ZEL, WIUTESL)HTH o7, MAFEF Crax (AN
BOJ 53 050 2.56 {E DM 2R LTZAS, T (XM RGREE Tl L7 (%
ALEIL 0.756 J TR 0.613 FEfE]) Tho7-, AUCoo [ TN G (2.52 pg - h/mL)
R O#KS (1.16 pg * h/mL) O 2.2 fEDEER LT, (B 4)

# 1 ~URIBTLANE T P HERE O U RN 5% OFEYERE T 2

— g —
. HENHE X T A — A —
Ea=r S X
Tmax (H%Fﬁiﬂ) Cmax (ug/ IIIL) T (H#Fﬁﬁ) AUCo-24 (Hg * h/mL)
o 0.5 0.785 0.756 1.16
AN 0.5 2.01 0.613 2.52

(2) EWEReEER (Sv b)

Z v b (Wistar &, #, 10 PL/EES/RE) (24 Ve 7 v 4o 0 % Blalig O U3
W5 (5 mg/kg (KE) L, A A7 v BA 2L 0 R IMAEFIREEDNIE Sz,
BRI, OG- Cl3&5-0.5, 1, 2, 4, 6, 8, 10 X124 Kfiitk, fHAANEE T
#5025, 0.5, 1, 2, 4, 6, 8, 10 KU 24 FFf#I#4IZ5EME L 7=,

HER O $5¢5-THEIFF NN G2 O MR A2 £ 2 1R LT,

W% GARREI 31T B IMAEFIREE OHERR I AL L 7o — %R LTe R0 #35- T,
$e5- 0.5 BT Cmax (2.22 ng/ml) (2L, #5- 8 BEZIZITMHIRAR (0.116
ng/ml) Kiifi& e o7z, HRAWNKEETH, BRAKE LA 0.5 FF##IC Cnax (2.49
ug/mL) (ZEEL, &5 8 REEIZICIIMHIR ARG & 7o o7-, (B 3)



#z 2 Ty MIBIFLANE T m X RO IR N 554 0O 58 S iR E
(ng/mL)
b1 e Pe 51 (RERED)
0.25 0.5 1 2 4 6 8
x| NTa 2.22 1.40 1.17 0.296 0.120 <0.116
AN 2.44 2.49 1.74 0.997 0.279 0.090 <0.116

n=5 (BRIfI3ERE L C{Th7en k9 5 Ld iz
B E-&8: 5 mg/kg (K&
al HEET

W GREHEN I 2 AN BT v 3 o R B DOIRYEIRE N T A — X —ZFK 3 ITR

L7z,

T TR OFE T 1.31 B, NG T LIS &1L AP EN L AUC

BT AT T, )

B0 RE K OFRNER S TE TN 4.85 K1Y 5.14 pg » h/mL TPl L7-fE & 72>

7’»
—o

£3 Ty MIBTLANET mFxY RO IFH RN GO ERE ST A —

g —
FRIENRE /X T A — 4 —
B 5
Thax (H#FEﬁ) Crmax (Mg/ mL) Tz (H%‘:Fﬁﬁ) AUCo-24 (Mg * h/mL)
o] HIEARE 2.22 1.31 4.85
AN 0.5 2.49 1.15 5.14

n=>5

B E& 5 mg/kg (KHE

A’ Timax 1335 0.5 BEEILANIZ Ciax \ZZE L TV 7= OBIERRE S LT,

(3) EMEREER (4)

@ MmiIFFhEE (BEHFRRNKRERVEERERTIRS)
2B (FnAE(RAEARER) e OV L A & A i)

TG (5 mgkg (AE/H) L. MAEPREZE L,
FIZBF ANV E T 0 U OFEMENE T A— 2 — %2R 4 ITRLT,

?D#&U“‘J‘/l/x Z A RO MR, ﬁ%lﬁ WG TIIW TN b 54 1 Rl

Z Cmax (Z£4EH 2.10 K11 1.96 pg/mL) |
ﬁfﬁ\ AUCo24 1TV H 10.1 pg + h/mL “Cif?)of_o R B TIIWT I ofE & iiRIN
B LIZFIFRUETH- T2, (B4

10

IZAVE 7 a3 A EER RN T

L, TildZNEi 2.18 KN 2.38 K




£ 4 PRI LAV T v FY 2 HREIFHRN IR TR GEOZFYERE T X —4

—

T e T e O Te ADCou
((53ih) (ug/mL) ((53ih) (ug + h/mL)

F PN 6 1.0£0.1 | 2.10%+0.09 | 2.18+0.10 | 10.1%+0.51
BT 3 1.2+04 | 1.90£0.03 | 2.08*+0.10 | 8.77%0.72

RIVASA AN 5 1.0£0.0 | 1.96*£0.13 | 2.38+£0.07 | 10.1£0.59
Vg BT 5 1.2+0.2 | 2.18%+0.09 | 2.13%0.11 | 10.7£0.43
o AR 11 1.0£0.1 | 2.04%0.08 | 2.27+0.07 | 10.1+0.37
i BT 8 1.2+0.2 | 2.08%+0.08 | 2.11+0.07 | 9.95+0.49

@ MmIFHRE (5 BEHRANES)

£ (RIVAHE A TR, 68H) (AN E T oYy U R A 5 BIEFANKRE (4L
vovuxtr ol LT hmgkg (RE/H) L, MAEHREZ HPLC IZ LV HIE LT,

ZORGER, MIEFIREITECNIHE L, BEIOFRGRE ik 24 FFEZICIIMR
HFRFRASTH SRR < TR Lc, & 1 RIS 5 B G2 L 5 T ldEi
T 4T R OB.0 K Th o7z, (BH 4)

@ HEIFIRNES

F4 (RIVAZ A FE, 6 5E, 1K 161.5~166.5 kg) (AL 743
& HBEFEIRNEES (Pre7axdo 08 LT hmgke (RE) L., #5 1 K##&IC
3EE O, B, AR, RERG. Byt MeER. GO, /B OWRAERE L, FERRHIR
J£% HPLC (X VHIE L7 (EERR IEHLIZLOERE 0.002 ng/g, AEIHOIA 0.04
ng/g),

Flo, RV O 3FAITEE4 05, 1, 2, 3, 4, 8, 12, 24, 36 KLU\ 48 FREfHEJICER-M
L., miEFIREZ HPLC IC X VRIE L7z (EERS : 0.002 pg/g) . % OVR Z 1KY
(2 51% 0~3, 3~6, 6~12, 12~24, 24~48 LR 48~72 W) ZHH L. # X
PRHREZ HPLC IC X W HIE L, HEftER OBt AR L7 (E&RA : 3 0.005
ug/g. JR 0.004 pglg).,

BHE#%OMAEPREZR 5 IR LT,

MAEFRIREE T 2 181, T 72bbits 3 Ktk & CalieEL R~ Lok, &5 48
RFfl % £ Tl liE 2 L BRI < £ TR L1z, AUCous (3 11.750 pg+
h/g, 1 KO 2 MBI 25 T 320 1.7 KON 4.7 B T - 7=,

11



#5 FlTBUI AN E T X CRFIEEERIRN B G54 O I IRE (ug/g)
e G4 R

miEF | 0.5 1 2 3 4 8 12 24 36 48
TRz 4.0 3.1 2.0 1.3 1.0 | 0.21 | 0.070 | 0.013 | 0.006 | 0.004

+0.10 | £0.38 | £0.32 | £0.21 | +0.26 |+ 0.087 |+ 0.027 | + 0.005 | + 0.002 | + 0.001
n=3 V¥ + FHEFEE TEERES : 0.002 ug /g

S|

M R LR ERE R 2 3% 6 1R LTS,
MR R 3 A b < RV TTREY THER, A NS DN IR EE DS i 7o, (B 14)

F 6 FlIBITFHANE T o U RAIHERBERNE G- 1 % OMETIEE (ug/g)
JiT ik B ik A i3] REY+ Jefigk Lol /NG fiti
FHRHIREE | 5.3 16.4 5.2 1.4 7.3 5.2 4.2 41 3.9
+0.3 | +23 | =o. £05 | +02 | 03 | +06 | 02 | =03
n=3 V) + R

EERI : 0.002 ng /g (g, B, AR, HERh. MR, O, /NS OWH). 0.04 pg /g (B3)

N OYR~OHEE & ORISR A 3R 7 1R LT,

FEAOHRIEIT, &51% 6~12 FFE ChEfEZ R L, BHEERIX 18.6% TH -7,
JR~OPER IR, 544 0~3 FFf CicmfiE A2~ L, HEiER1X 53.7% CTh -7, (&=
AR 16, 17)

KT FICBT AT 1 FH 2 CREIHEFARN B G O R R~OFEEE (mg)
MO 2 (%)

o B 5% (R -
ﬁin' Febe s _ﬁ ﬁ+
BEE 0~3 3~6 | 6~12 | 12~24 | 24~48 | 48~72
e 1.1 10 68.1 61.6 13.2 4.0 158.2
% (mg) +0.6 +85 +£104 | +£182 +3.7 +04 +12.9
HEjti=R 0.12 1.2 8.0 7.2 1.5 0.4 18.6
(%) +0.07 +1.0 +12 +2.1 +0.4 +0.1 +1.6
et & 196.5 144.9 72.9 26.2 12.2 4.0 456.6
7 (mg) +689 | +444 | +138 +4.3 +£19 +0.3 +68.0
HEjti=R 23.1 17.0 8.6 3.1 14 0.4 53.7
(%) +8.1 +5.3 +1.6 +0.5 +0.2 +0.1 +8.0

n=3 I + [EREA
TEEPRI 1 0.005 pg /g, 0.004 ug /g(R)
a: 58 (850 mg) 2k 2EIA

(4) EYEEEHER &
@ MmiFRERRARER (HEKERS)

TR CHEFE(LWD), #92 A, 6 BAMES) (241 E 7 v 4o M| A BiEIAR
KL (Bre7addor & LT 5.0megkg (REEHE) L, I BSAIEC
IZ¥%5-0.5, 1. 2, 4, 6, 8, 10 KUY 24 Bifi#%) (CHSEHEENRIE S,

Be 5% DX MAEFIRE AR 8 1R LT,

MAFFRE IR G 0.5 KOV 1 BEREIZICZE 24 2.80 KON 2.81 pug/mL 233890 B,

12



Z D% LRS- 24 BE1213 0.14 pg/mL & 7g o7z, FPEIRE T A —XZ —|%,
6 FHDYAE) T Crax 28 3.01 pg/mL, Trax 2% 0.75 ¥, AUCo-24 7% 1891 pg « h/mL &
N Ty 4K ThH -7, (B 3)

F8 IZBT AT a kI o VRFIHEFOKE SR O M RE  (ig/ml)

BG40 (B
T
" 0.5 1 2 4 6 8 10 24
TR
2.80 2.81 2.32 1.56 1.00 0.74 0.54 0.14
n=6

B A Tadxdi b LT5.0 mgke (KE

@ MmiFFRERZRHER (3 AfgKERE)

TR CGHEFE(LWD), 92 A, 3FAMER) (24 E 7 ato U Mlfl% 3 AR
ok (Fre7axt e LT A0 megke (RE/HGERE) L. &E (%5
Al 5 1 [EHEES 0, 3 KO8 Biflit:, 56 2 B 5 0 KON 8 BE% I ONTHAE& 5 0,
3. 6. 9, 12, 24 }xr 36 Kfftil#) (TISEFIREEDNHIE STz,

B 55 ORI AEFIRE 23 9 1R LT,

e 5HART R AR R X S MEMEOHERS &R LT (B (BB GA4 IR EE A —BEA0IC B
SR MR R IR HE A IR ERE (114 pg/mL) 2R L7-RMs L, Fofdd
5. 36 BERI2I2IT 1 BIMEHIRAR (0.02 pg/mL) Rk, %9 2 #28 0.02 XE 0.07
pg/mlL &7 o7z,

AR A8 U CagRiE, Bk, #EMRE REBICERF RO NT, &5
ICERT 2 BE LD N7z, (B 3)

#9 KRBT HANET a Yo 8 3 A RIPUK 5% O MEPRE (ug/mL)

:’:[Z 57 Hi/(&‘zl %E‘/ﬁ( Hjﬂ‘:\ E:'{:‘
A ifn A - i 1 [l (BFfED)
S TQ%‘H'J 0 3 6 9 1 3
‘/E_ - 2 2
0.20 1.14 0.96 0.67 0.43 0.34 0.12 NCa
n—3

BEE: e rvuxt ol LT5.0 mgkg (KE
a: 1 B HIIRA A, 2 6128 0.02 X% 0.07 pg/mL &7 ~7-7-8, BHENR0-72,

@ FEYBEAR (HEREORSHVICERBRY 5 BREHARES)

W CHERELW), E3) (oA e 7 axd v o 2 HEBRfliR O %5 (5 mgkg (&
), HEFHANES (6 mgke (KE) L5 BREIHANKES (6 mgke (KE/H) K&
OB 7 4o R Z BRIFANES (reraxiho oL LT 25, 5 X
10 mg/kg (A8E) L., A AT »v&A 12X 0 EYBhRERBR N e S v, 7eds, IR
#ORFRIT HPLC %2 AW CElE S iz,

B, OG5 T35 0.5, 1, 2, 4, 6, 8, 10 KU 24 BfitzlZ, FHANES
TIHES-0.25, 05, 1, 2, 4, 6, 8, 10 KO* 24 B4 I AR 5 BEIZFEHE S vz,
FAMET, HEFFRNES: 1, 3 KT 6 R#%ICARER 2 B bR Sz, TR OYR
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3 BHEFFPARRGRICREH — Ik Tz, (B 3)

a. MMIFFRE

HA[AFRHE 0 & OHEFHRANES- (5 mg/ke (KE) %OFHMFEFRE 23 10 (2
LTz,

H[EIGRRE O R OHEIFFNNTR G- Cld, PR I35 1 K%z e e
1.81 X 2.77 pg/mL (S L, 5 10 BRZICIZTENZH 0.658 K1) 0.495 pg/mL
(IR U7e, B[RRI O % OVEIRIF AN G- O BB RE ST A — &2 —T- D\ TUE,
Trmax [ LZAZETL 1.0 LT 0.8 ], Cunax [TEAEI 1.88 KT 2.95 pug/mL, Tipld%
NI 5.09 KO 3.53 ], W NT AUCoo4 1TZ LTI 17.1 LT 174 pg « h/mL T
botlo FE11),

£ 10 KIZET DAV E 7 143 o BRIGRHIRE N ST EE] P P G4% O g
=% (ng/mlL)

B 5% ] (RefE)

P GeERs
0.25 0.5 1 2 4 6 8 10 24
A 1.28 1.81 1.77 1.60 1.22 0.816 | 0.658 NC-
I 1.86 2.70 2.77 2.45 1.81 1.11 0.726 | 0.495 | <0.145

n=5 BhH& : 5 mgkg (K&
a: BHET, 4GRS (0.075 pg/mL) K CTh o7,

F# 11 KRBT 540V E 7 a5 o BlREEHRE 0 X HRR A NG5 O SEYEhRE <

TA—H—
SWERE X T A — K —
P AR Tmax Cmax T AUCo-24
(7)) (ug/mL) ((53ih) (ug * h/mL)
0 #5- 1.0£0.3 1.88£0.02 5.091+0.31 17.1£0.59
RN 5- 0.8%£0.1 2.95+0.16 3.53£0.09 17.4%+0.54

n=>5 5 . 5 mgkg (K&
HippkbER (Frervoddy ol LT25, 5 XE 10 mgkg (AE) OHEIFHA

W GFABRIC 1 2 FENRE ST A — 2 —2 K 12 1 TR LT,
FHE L Cuax KOVAUC & DORNZIT—IROMBENEED b7,

14



# 12 KiC

HB/NT A —H —

B %AV E T 1o L D B 7 B 5D BB i 5 O S )

SEYEhRE N T A — & —
P Tmax Cmf e TZ AUCo24
(mg/kg (AH)a
() (ng/mL) (FEFED) (ug * h/mL)
2.5 1.0=0.0 1.58+£0.06 3.33£0.14 9.06£0.38
5 0.8%£0.1 3.43+£0.37 3.37£0.30 19.4+1.40
10 1.4+0.2 591%0.14 4.23+0.10 42.6+1.64

n=5
a:Anervaxtr L L TokREE

5 HEIfHAINEG38RIC
13 1R LTz, &8
2o,

BITHE 1 EEOE S E&ﬁ?ﬁ@%ﬁ%iﬁ E/XT A — /57 %?5%
1 B O 5 B 5144 DIYENRE /N T A — X —21F & A EZEITRRD

# 13 Kizkias A et 5 HEHANE 1 BIROE 5 BG4 O3YEIRE

INT A= —
TEENRE T A —F —
B 5 R Thax Crnax T2 AUCo-24

(B (ng/mL) (CESh); (ug * h/mL)
% 1E 0.6£0.1 2.50+0.15 3.35+£0.09 13.5+0.57
%5 H 0.6£0.1 2.76+0.16 2.82+0.12 11.7+0.52

n=5
b. #HEHIRE

HEFRNEE (e 7asdo 0L LT hmgke (KE) O (2 BE/MH) |
WTC, IMAEZ &R IRE O v — 7 13855 1~3 R ISR b, Ehig (1 H#F"ﬁ
% @ 12. 4 ug/g) . /IMENEY) (3 IRFfT% : 8.95 pglg) . i (3 IRefHli% : 5.08 pglg) @
AWz < Oig, Al S H B, A, B, BAEEKE ., SEE. SR, Rk,
) ‘//\ﬁ* &U/J\Hﬁf EP/;ar“ (B—Z7¥RE 1 H#F'aﬁ@é-zw nglg) LIXIEREIC
RO bITZ, 78, Hu&oﬂaﬂﬁqﬂ/}aﬁ IENEIMSEFRED 1/4~1/5 L&D o7z,
F72. A TIX 4~11 pg/mL, BEHEANOIR TIEHR 90~100 pg/mL & MOFHAL X Y &
VWREE TR BT,

c. FRRUZEHHE
HEFTRNE S (5 mgkg (KE) OK (3 57) 1B\ T, Ave7axdo o3
E4% 72 B O R O N S Z 21 711 KTN9.12% 08B S 4, Rt EIT% 5
B0 80.2% Th 7=,
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d. FREKBEM
HEFRNEE (Fre 7 a3 08 LT 5mgke KiE) DK (2 5H) (28T,
B E54% 0~6 B ORI 2.5% D 7V 7 1 U EEHAR & 97 1% DFRZAVEDFLD &
Nz,

@ FEYBREAER (HRFHANKRS)

TR ZHEFE(LWD), ;14 His, i : 2 His, 3+ 350 ([ UCEEA /L7 o
PR HERARNES (5 mgke (RE, BEKRRRHICES) L, Ep@Ehheating 5
ME S AT, FBREFR) (B¢ 5-0.25, 0.5, 1. 2, 4, 8, 10 KU 24 Ff##%) (et
EMERE RN T L—ra by X —C K VHE Lz, £72, #EROYRZFRE
1 R : %514 0~6, 6~24, 24~48 KN 48~T2 B, 3 : #51% 0~24, 24~48
TN 48~72 FERE) (R L, JRFPREIZONWTTLCIZE W o Lz, (B 3)

a. MIFdERE

MR EGHE R 23 14 1R LT,

UC kA7t U854 MR HEHEHREITECMNC ER L, &
5.1 BRI Cmax (3.34 pgeq/mL) (T3 L, ZO%BD L THRE 24 Bif#41203 0.12
ug eq/mL & 72577, Tue (X 5.01 B, AUCo24 13 24.5 pg eq * h/mL TH -
77

# 14 RICBIT S UC #EZkA4 /L © 7 o 53 o B al il RN G- O S A b i HE T E
BE (ug eq/mL)

e G peE (BFRE)
I 0.25 0.5 1 2 4 6 8 10 24
TR ' '
2.75 3.12 3.34 2.84 2.04 1.43 1.04 0.75 0.12
n=3

BehE . Are v L LT 5 mgke (KE

b. PN

BHA—NTUFTT T 4 =LV, B 1 RRIRICBENEED R 5 ORI
TL-Z SRR STz, 5 1 BRI OFHRE TP i E MR B 1 3R B R PSR b &)
< WTHKOVNENEY), 7 FUE, BEEAORERE. T, Moy o
ANENCE RO BV, Wi, B, TR, AP, TEEE RS, EkhiE . S
fefiR, OB I M PR LV m < FRO BDIVE, IR OSBEICIZIZ & A LR LR
Dolz, HEHEMHREITRE 6 RizI22 < O i HREICHHG L TR T L,
e 24 BRI ICIT AR SITT & A LTI LTS, R, RIBNEYE O
BV L RERICIEERD BT,

c. RRUZEDHE
B 51% 24 BRI SHENEIE DR 66% D3RI, £ 5% E R c st S -, 5
% 72 R OHEHEMEO R K O EEHEIER T2 N2 82.5% K TN 8.3% T, &Ft
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90.8% CTH o7z,

d. RS
BEH% 0~6 LN 6~24 BB DOR DT A7 v~ 7T AMIUFIEFR LT, T 7.1%
DT IVT 1 AR OBER) 92.9% DOFRZE(VRDZZD BT,

® INERUINEABYOREREDRER
TR CHEFEMOWD), %2 2Af, 380) (24 e 7 a4 U MlHI% 3 B REIAK
B (Frevexty oL LT b5 mgke (KE/H) L, HPLC I XV /MEROVINE
WNEMOA N E 7 v X% REAZRIE LTz, &i&E 6 BIZICHBIT 5/ME&ROVINMG
NEF DA /N E T 133 AREITONTI B BEHRR (0.02 ng/s) RiThH o7,
(B 3)

2. HEHER
(1) %BHAR (4. 5 BEFFARNEKS) @

F (RIVAZ A FE, 3~4 n A, M 3 BEMES/RE) (A E T a0y filE A
5 AMANIRE (Fre 7o dd 0 & LTCh GE AR XL 10Q2 58 me/ke (AE/H)
L., FRERBR e STz, RERE 1, 3, 7. 10, 14, 21 XU 28 HZIHRRIRE
Z HPLCIZ X W #IE L7z (BHIBRSY @ 0.02 pg/g X pg/ml),

ERAR 15 IR L,

5 mg/kg (RE/ B GRETIE, Bl OEMERE 10 BE £ T, BESOLAAN DI
5 7 B THE SN0, BkiES 14 BT R HIRRARR L 7 -7-, 10
mg/kg R/ H G TIE, Ff&iE s 10 B £ CEIBA OG5 b Sz
M. Bk S 14 BREIZIT2FIBHRARN & oz, (B 4)
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F15 FlBiF oA 7 at v U8A 5 BN G5O EED (ug/g

I pg/mL)
B5& o R E% B (B)
et
(mg/kg {ARHEH/H)a 1 3 7 10 14 21
il <0.02 <0.02 — — _ —
Jr ek 0.04 <0.02 <0.02 — _ _
<0.02(1).
" <0.02(2).
Zh 0.16 0.02(1). 0.02 <0.02 | <0.02
0.02(1)
0.03(1)
5 " <0.02(2), <0.02 <0.02
[ A — _ _
(¥ ) 0.02(1)
ikl <0.02 <0.02 — — — —_
/NG 0.02 <0.02 <0.02 — — —
. <0.02(1).
5350
. 8.9 0.04 0.04(1), <0.02 <0.02 —
NEFHA
0.05(1)
ik 0.02 <0.02 <0.02 — _ _
Frfik 0.08 <0.02 <0.02 — _ _
" <0.02(2). | <0.02(1).
Mk 0.37 0.05 <0.02 | <0.02
0.04(1) 0.03(2)
10
e A 0.04 <0.02 <0.02 — — _
QR —
HERS <0.02 <0.02 — — — _
/NG 0.07 <0.02 <0.02 — — _
B 534 7 L 017 <0.02(2), 0.02 0.02
. . . <0. <0.
WA 0.09(1)=

n=3 (7272 L., MHRARMORE N H 5 & 1T, FHHE TR B 2 L OREZTE L, OB

ZFEIPTTRT,)
— i

a: Aol LToRERE

FHRA : 0.02 pg/g Xix pg/mL

(2) %BHAR (4. 5 BEHARNKS) @
T4 (RIVARZ A FE, 104~116 Hifis, M3 B/RFA/EE) (A E T mfkd o 8l

#Z 5 BMBANEKS (Frevodd o LTH (AR XE 102 f58) mgkg
{RKE/H) U, FREERBR N Sz, Bkl 10 3, 7. 10 KON 14 BZISHERRF R
FE4 HPLC IZ X WIE L7z (BRHFRS @ 0.02 pg/g XiE pg/mL),
ERAZF 16 (TR LT

5 mg/kg K5/ A GRE T, BB G 7 BRRICEEENAA O 16106 Sz

N, B S- 10 BRRICIXOT oM S b SN -T2, 10 mg/kg R/ H
BT, moflihE 3 R&IZ, RO 2 5R KRk O S 23, Rk G

7T BRI 2FP RN & o te, (B 4)
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# 16 FlTBIFHAN T 8 H 5 B BfHRNPNEG% O TIREQ (ug/g

I pg/mL)
B5& et s 5% B4 (B)
(mg/kg (K&E/H)a | 1 3 7 10 14
i <0.02 <0.02 — — —
Jirfik 0.04 <0.02 <0.02 — —
<0.02(1).
= 0.17 0.02(1). <0.02 <0.02 —
0.04(1)
. <0.02(1),
5 A 0.022) <0.02 <0.02 — —
(# &) '
= <0.02(2). <0.02(2),
iti%] <0.02 <0.02 —
0.06(1) 0.07(1)
/NI 0.03 <0.02 <0.02 — —
®5 <0.02(1).
o <0.02(2).
AL 0.65 0.04(1), <0.02 <0.02
" 0.12(1)
Rl 0.06(1)
ik 0.06 <0.02 <0.02 — —
<0.02(1).
JiRe 0.14 0.02(1). <0.02 <0.02 —
0.03(1)
R ik 0.51 0.07 <0.02 <0.02 —
A 0.10 <0.02 <0.02 — —
<0.02(1).
10 = <0.02(2).
. RERA 0.03(1), <0.02 <0.02 —
2 {58 0.02(1)
0.05(1)
<0.02(1).
/NG 0.11 0.02(1). <0.02 <0.02 —
0.03(1)
&5 <0.02(1).
AL 11 0.11(1). <0.02 <0.02 —
A 2.0(1)

n=3 (7272 L. MHRFARHORENH 5 & &1, FHETIH e REL D& DREAFI# L, 26
A RN T,)

— e RS : 0.02 pg/g Xi pg/mL

a: Aol LToREE

(3) %HEBAER (4. 3 BRFERAES) @D
T (RVAZA FE, 3~6 A, [ (EBE2ETe) 4BMFSURD (A7 B
X B Z 3 HRIEIRNR S (Fre 7 axds 0L LT b mgke (RE/H) L.,
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PR NG S 4T, Befd G- 1, 3, 5, 7 &N 14 HEICHHE, Blet. AP, AERA
FOVIMNGEERE L, ffkTEEZ HPLC ICX W ElE L. (EEFRA 1 0.002 pg/g).
ERAFR ITITR L,
A K OMERN I 3B/ 5- 3 HIZLARE T, Tl OV NI IR 5- 5 AR LI CiE R
RARM CTH T, BlRITRASIES 1, 3. 5 KOV T7 BERO2FI O S0, i
b 14 BRRIZITFINERERF AR Ch o7, (S 16, 18)

# 17 FBIL5A e 7 ad o oAl 3 B RERIRNE G- OMBEFIREDO (ug/g)

- R 5#% A% (B)
o 1 3 5 7 14
FrFlii 0.031 0.004 <0.002 <0.002 <0.002
R i 0.11 0.013 0.004 0.003 <0.002
Al 0.016 <0.002 <0.002 <0.002 —
<0.002 (2),
=703] 0.004(1), <0.002 <0.002 <0.002 —
0.008(1)
<0.002(2).
/NG 0.024 0.003(1), <0.002 <0.002 —
0.004(1)

n=4 (772U, EERARBORENH D & XL, FIHETIE RSB T EOREL TR L, £ DOl
B BN~ )
—  otre s EEFRS 0 0.002 pglg -

(4) BREBHE (4. 3 HE#KRNKRS) @

T4 (RVAZA FE, 4~5 DAk, 1 4 SAMESUED) (20 E 7 oo Bl
% 3 HEEIRNZRE (Are7oxyo o8 LT hmgkg (KE/H) L, FBERBRNE
Wi STz, Bof&eS-1, 3. 5. 7 XUV 14 BRRIDHE, B, S, IR OVING 2%
B L., #HEIREZ HPLC IZ X WHIE L7e GEERS @ 0.002 pglg) .

FERAF 18 TR LT

TR, RERIROVINIE, 2BV T, Foféi - 5 BRI CERIRFAAN CTh -
Too B OV, Bef&de -1, 3. U5 BiAE COLBNIMH I i=ny, Rk
514 B CIIEERRFRH Ch o7z, (ZH16, 19)
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F18 BT oA e 7 a4 A3 BEEIRNE 5 ZOMBETIRED (ug/g)

e R 5#% A% (B)
#Ut 1 3 5 7 14
" <0.002(3).
Frliet 0.056 0.007 0.003 0.002(1) <0.002
<0.002(1).
R ik 0.19 0.023 0.008 0.003(2), <0.002
0.004(1)
<0.002(1).
A 0.027 0.002(2), <0.002 <0.002 —
0.003(1)
S 0.034 <%.(())(())2((31))\ <0.002 <0.002 —~
/M5 0.027 0.003 <0.002 <0.002 —

n=4 (727201, ERRFARMEORENH D & Z1TIE, FIETITR B Z L OREZFIHE L, £ 06
HAEFENNIRT, )
— otred E&EFRS : 0.002 pglg

(5) %BBAER (FLit. 5 BEFRRNES) @

A= (BEAMERVER) (A e 7 a4 U BiAIE 5 BRIFANES (Lre 7okt
Tl LTHGEAE) T 102 58 meke (AE/H) L. FLitTFoORERER ) Ehi <
AT, B BRI fofdi 5 6 FERRIELARE 7 B2 £ C 1 H 2 [EFERL L, At HiEE % HPLC
IZEVHEIE L (RHBRS - 0.02 nglg) .

FERAEF 19 (TR LT

5 mg/kg RE/ A EGRETIE, RIEES 22 % £ TREISRH S -2, Ll
ST U, Bl G 57 BRI IR IR R & 72 - 7=, 10 mg/kg {KEH
[BERETIE, Rk G 57 BFE £ TRFI O S, kg s 142 Bk
IIRBIPRHRARR L 7o oTe, (BB 4)
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#19 BT LA 7 m o U MENE BRI G ORI TR ED (uglg)

BE5& AP 5140 (BERED)
(mg/kg 6 22 33 46 57 70 81
e =R El]
e OH 1H 2 H H
H)a
<0.02(1),
<0.02(2),
5 <0.02 | 0.71 | 0.07 0.04(1), <0.02 <0.02 —
0.02(1)
0.05(1)
<0.02(1). | <0.02(1),
10 <0.02 | 0.97 0.24 0.16 0.09 0.07 | 0.06(1). 0.04(1),
0.08(1) 0.05(1)
BE58 BSR4 ER (B
(mg/kg 94 105 118 129 142 153 166
{KE/
4 A 5H 6 H 7H
H)a
5 J— — J— I J— J— J—
<0.02(1), <0.02(1),
<0.02(1), <0.02(2),
10 0.04(1). 0.03(1), <0.02 <0.02 —
0.03(2) 0.03(1)
0.05(1) 0.04(1)

n=3 (7272 L. BHRFARmMORED & 5 & &2, FEIE TR B Z & DIREZFIE L, 2 DK
Z NI~ T,)

— o FRHIFRSE @ 0.02 nglg

a: Aol LTokEE

(6) %BBAER (Fit. 5 BREFRNES) @

4= (BERMESV/ED) (A e 7 m X80 UHAIZ 5 ARIIANES (e 7 e
L LTHGEAE) T 102 58 meke (AE/H) L. FLitTHoORERER) Ehi <
Niz, HBERIRORKES 6 Rttt DI 7 BXFT1 H 2 EEEAL L. AHHREL
HPLC IZ X W HIE L7 (BEHEFRS @ 0.02 pglg) .

EERAER 20 IR LT,

5 mg/kg K/ A BEERE T, Bt 5 54 B I T AFA M R RS & 72~ 7=,
10 mg/kg RE/ A GHETIE, RIS 54 FERIZIZIT 1 610D O S, B
5. 66 FFIZIZIT2FIPRHIERARN & e o7z, (B 4)
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F 20 FIBITFHANE T aY L WE 5 H B ANR -GS ORI T IEED (ug/g)

- BeA& B HA% R (IR
BEH B H-Ai 6 18 30 42
(mg/ke {AE/H)a H
0OH 1H 2 H
<0.02(2).
5 <0.02 0.75 0.09 0.03
0.03(1)
10 <0.02 1.5 0.22 0.06 0.03
= B 54 IR ()
55
54 66 78 90 102
(mg/kg {KH/H)a
2 H 3 H 4 H
5 <0.02 <0.02 — — —
<0.02(2).
10 <0.02 <0.02 — —
0.03(1)

n=3 (7272 L. MRHIRFRMOREIDRH 5 & ST, FIETII2 AR T L OREATR L. OB
IR T,)

—  otrEd FRHIFRSE @ 0.02 nglg
a:Aneraxtrr bl LToRkERE

(7) BEBHE (FL+. 3 BRE#MIRAKRES) O

WA RIVAZ A U FE, 4~8 5%, bHR) (T4 /e 7o U 8iH%E 3 HFER
NS (Arve7udthy o L LT hmgkg (RE/A) L, I OREERERNFEhE S
7o B G-HIT R Ol 5- 12~96 Bl $4 &% C 12 B[ = & (Pl L 3Lt s 2 HPLC
WZEVBGE L (BRI : 0.002 pnglg) .

EERAF 21 TR LT,

B 5 12 B ORI R b iR I S, ZO%EE L, fikiks 72 B
MELEII2F CERRFR AR Cho72, (16, 20)

F 21 FlBF A7 a8 U8A 3 BREIRNE G ZOFHFIRE (ug/g)

1 B G4 I (FRRRD)
Al
12 24 36 48 60 72 84 96
<0.002(4). _
<0.002 0.13 | 0.017 | 0.007 | 0.003 0.0031) <0.002 | <0.002

n=5 (7272 L, EERFKRMOREDNH 5 & 2L, FIHETIT B Z L DRELZFEHE L, £ OFE
AR~ T,)
— ot ERIRA : 0.002 pg/g

(8) HEHER (FLt. 3 BREEIRAKRE) @

WA (RVAZ A U, 34~129 DA, 5 8H) ([T e 7 mfxio U 8lf% 3
HEEIRNE S (Frerasdo o & LT hmgkg (KE/H) L, FLitOrERER)N
Fhi STz, BEBTR OIS 12~96 Bt £ T 12 B = & loHEal L, $Lit- e
% HPLC \IZ X W HIE L7z (RS : 0.002 nuglg).,

ERAFR 22 1T LT,
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it 12 BRI OFHIR bR IR S, TO®BER L, Kk 5 72 K
AR LR 20 CERIRARM Ch -7z, (B 16, 21)

* 22 FICBI AN ET u iP5 3 HREIRNERGR O TIRED (uglg)
s SR R ()

Be i 12 24 36 48 60 72 84 96
<0.002(4).
< < < —
0002 | 012 | 0017 | 0006 | 0003 | = 000 0.002 | <0.002

n=b5 (7272 L, EEMRFRMORENH D & 12, FEHE TR B Z L DRELZFIH L, 2Dk
ZFEINNITRT,)
— otrE s EEFRSE : 0.002 pg/g

(9) %EHEE (K. 3 BEIgKIRE) @

TR CHEFEIW), £ 2 A, B2, 3 BEMpa/ R BRE, 1 SR/XIIRED) (4L
v n Uil A 3 BREIfOKRS: (Fre T a8 LT RAE) T 10
(2 %8 mg/kg (KE/H, XRREEZIGKEKREZRS) L, FRERBREh ST, &K
$e5-1, 5, 6, 7RO 8 HZICHEFIRE A HPLC (L V#lE L7z (RS : 0.02
uglg).

FERAFR 23 IR LT,

5 mg/kg IR/ HBEGRECIL, B 5 1 BRRICIBILAN O S/ H A v e 7 e
T USRI SIS, etk 5 H IR LRI T A T ORI Z I TR HHFR AT & 72
72, 10 mg/kg K/ B GH TIIEEKRS 1 BRI TOME AL E 7 v x4
UntEH SN b DD, b mglkg (KE/H B GHE L [RRERE 5 BRLIRITZETO
AR BV TR IR AR & 7r o7, (ZHE 3)
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23 JRIZB T 5407 f8El 3 B REFUKEG5-% O EXREETIRED (ug/g)

e hE Fofste 5% A% (R)
(mg/kg RE/ Eva
q) o 1 5 6 7 8
A 0.04 <0.02 <0.02 — —
JiF ik 0.11 <0.02 <0.02 — —
5 X fik 0.38 <0.02 <0.02 - —
(FH=) (1] 0.06 <0.02 <0.02 — —
HER: <0.02 <0.02 - — —
aN 0.06 <0.02 <0.02 — —
i 0.12 <0.02 <0.02 - —
JiF ik 0.33 <0.02 <0.02 - —
10 X fik 1.00 <0.02 <0.02 - —
2 fsH&) (1] 0.18 <0.02 <0.02 — —
HER: 0.04 <0.02 <0.02 - —
/NG 0.17 <0.02 <0.02 — —
n=3  —:otrEd BRHRA : 0.02 pglg

a: Aol L ToOREE

(10) %BHER (K. 3 BEgUKRE) @

TR CIHERE, %92 A e, MERE, 3 BE/RFAV GRE, 1 B/XHIRED) (cAve 7 m
o U BFI A 3 HRMOKIRS (v 7aexdo L LT 0, 5 X 10 mekg
{RE/H) L., FRERABOER SN, BikiEg 1, 6, 7. 8XUN9 HE (%58 H
BOBHIL 10 mg/kg R/ HEGEEOA) ITHBRHRE S HPLC ICX W flE L=

(FRHAFRA - 0.02 pglg) .

TEERAFR 24 IR LT,

Bl 1 BRICIE, MBSO TOMBNA LA L E 7 axh v o nmiti S
7D, Bei&BEE 6 HRIZITW T NOMRBRIC B O CHIRIEIRAR & 72 o7, (B
3)
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£ 24 RIZBT A0 7mxd 2 MUAN 3 B0 G%OFEIEMETIREQ (ng/g)

Beh& St Bofsfe 5% A% (R)
(mg/kg {AEE/H ) 1 6 7 8 9
1 fE 0.27 <0.02 <0.02 —
g 0.55 <0.02 <0.02 —
Tk 1.70 <0.02 <0.02 —
5 A 0.27 <0.02 <0.02 —
(% &) <0.02(1),
=i} <0.02(1), <0.02 <0.02 —
0.17(1)
/N 0.3 <0.02 <0.02 —
1A 0.19 <0.02 <0.02 — —
ek 0.37 <0.02 <0.02 - —
T 1.24 <0.02 <0.02 — —
10 A 0.18 <0.02 <0.02 — —
2 58 <0.02(1),
HERS 0.03(1), <0.02 <0.02 - -
0.09(1)
/N 0.18 <0.02 <0.02 - -

n=3 (72721, MHRARBORENH D & 212, FHETIIRSHAEI Z L OREZFLE L, Z0f)
HAEFENNITR T, )

— e RRHERAL : 0.02 pgl/g

a:Aneraxtr b LTokER

(11) BEHER K. 5 BREHARNKRES) O
TR (CHEFRLW), 2~2.5 7>Aln, Mk, 3 SEMGSU/EED) (A veE 7Y
#KZ 5 HEENES (Fre7axdo e LT b (RHE T 102 fF&)
mg/kg KE/H) L., AR E Sz, BE&RS5 1, 3. 7. 10 X114 B
FHARHRRE A HPLC I XV BIE L7 (BRHFER : 0.02 pg/g i ng/mL),
fERA R 25 IR LTz, b mgkg (RE/BHRGRECIL, Ri&&E 3 BZRIZ2FI M
BRSNS & 72 572, 10 mg/kg (RE/ H B TIE, Sk s5 7 BB 1 4
MO SN, Bi&%E 10 BEIIIWTNoMRE» D b Sz,
(ZHR 4)
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# 25 RICBIT A4 E 7 a2 U 8AE 5 BRI G5% O IREO (ug/g

I pg/mL)
B5& . Rk 5% B4 (B)
(me/ke fKE/H)| 1 3 7 10 14
<0.02(2).
ik <0.02 <0.02
0.03(1)
Frfik 0.06 <0.02 <0.02
Rl 0.16 <0.02 <0.02
5 A 0.03 <0.02 <0.02
(&) HERS <0.02 <0.02 <0.02
/NI 0.04 <0.02 <0.02
a1 0.03 <0.02 <0.02
P GRS
. 0.06 <0.02 <0.02
A
<0.02(2).
ik <0.02 <0.02 — —
0.05(1)
Firfik 0.09 <0.02 <0.02 — —
W <0.02(2),
=y 0.30 0.04 <0.02 | <0.02
0.02(1)
<0.02(1).
S| 0.02(1). <0.02 <0.02 — —
10 0.08(1)
2 f58) '
- <0.02(2).
HERS <0.02 <0.02 — —
0.02(1)
/NI 0.05 <0.02 <0.02 — —
<0.02(1). <0.02(2).
a1 <0.02 <0.02 —
0.05(2) 0.08(1)
e 5T
. 0.19 <0.02 <0.02 — —
A

n=3 (7272 L. MHEFRMmOREN & 5 & 12T, FHETIT e BRI L ORELZFIE L, 2Ok
ZREIPISTRT,)

— o FHRA : 0.02 pg/g Xix pg/mL

a:Anreraxtr ol LTokbiaE

(12) BB (K. 5 BEHARES) Q
TR CHEFELWD), 1.5~2 2R, HEkE, 3 AU A veE 7 aXdo v
fFE 5 BRMAEANRE (Prevoaxd o8 LT 5 (AT 10Q %8)
mg/kg (RE/H) L, BERBRAFER Sz, BfkiE 1, 3, 7 &V 10 BEICHRE
HiEEE 4 HPLC IZ L W HlE L7 (BHFRSR © 0.02 png/g X3 pg/mll),
ERAEK 26 TR LT,
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5 mg/kg (RE/ A REGRETIL, kx5 3 BIRIZBIE, HHN. KOIEIoEnZi
1 Bl SN 7203 Fofédx G- 7 BRI IaB13 B IR FRT & 72 572, 10 mg/kg
R/ I GRETIE, Al 3 1R £ TBlED DR SHeds, 5 7 HiRIC
(TEBIDRERFARTGG & o7z, (B 4)

# 26 KIZBI LA E T XY R 5 H RN G O T IRE (ug/g

I pg/mL)
B b St FofkPe 5% A% (R)
(mg/kg (AHE/H) 1 3 7 10
k3 0.13 <0.02 <0.02 —
Ik 0.35 <0.02 <0.02 —
Rk 1.1 <002 <0.02 <0.02
0.02(1)
. <0.02(2),
5 A 0.19 0.03() <0.02 <0.02
(H =)
i 0.05 <002, <0.02 <0.02
0.02(1)
N 0.21 <0.02 <0.02 —
B 0.11 <0.02 <0.02 —
Be G ELARIA 0.20 <0.02 <0.02 —
k3 0.16 <0.02 <0.02 —
ik 0.52 <0.02 <0.02 —
= 1.3 0.02 <0.02 <0.02
10 A 0.22 <0.02 <0.02 —
2 55 B 0.07 <0.02 <0.02 —
N 0.24 <0.02 <0.02 —
R & 0.13 <0.02 <0.02 —
BeEEAL AR 0.32 <0.02 <0.02

n=3 (7272 L. MHRFRMOREIDRH 5 & 12T, FIETII2 BT L OREATR L. €O

RN~ T,)
— o FEHFRS : 0.02 pglg i3 pg/mL
a:Anrervaxi b L ToRkERE

BInEEHER

(1) EfzEHE
EEMEIC R 55 in vitro KON in vivo DRBROFER A2 2T I E L DT,
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227 v Tt OBEEMRERE R

R e SoES whEE (TS 2
in vitro | 187225575 | Salmonella 0.008. 0.016, 0.032.
AR typhimurium 0.063, 0.125, 0.25, 0.5 .~ 5
TA1535, TA1537, ug/plate (£89), FL—|
TA98, TA100 ~E
Eischerichia coli 0.016. 0.032, 0.063.
WP2uvrA 0.125. 025, 0.5, 1.0 n
ng/plate (£89), 7L — A 3
FS
S. typhimurium 0.0063, 0.0125, 0.025,
TA98. TA100 0.05. 0.1 pg/mL (£S9), Sl 3
IMF % =
E. coli WP2uvrA 0.032, 0.063. 0.125.
0.25. 0.5 pg/mL (+S9), e 3
IMF % =
Yuta (KB | F v A =—ZANLAKX—[160, 320, 640, 1,280 - 5
bt fitita S(CHL/IU) A ng/mL (-S9), EHEED
585, 1,170, 2,340, 4,680
ng/mL (£89), R#TEME i 3
kit
invivo |/MEERER |~ U A EBEMER 100, 200, 400 mg/kg ot 5
I - -
100 mg/kg/ H n 3
4 AFERERENE G-
~ E® H| 7 v MR (SD &, |500, 2,000 mg/kg
DNA & fft | ) HAEHR #25- i 5
R SLPRASFH] : P 5- 2~3 IRffH]
500, 2,000 mg/kg
HAETRE ¥ 5- - .
KPR 46 5- 13~15 By
i ¢

a : ISR (induced mutation frequency) 5, HERE & S ERER AR CRER L, RIS
FLANCEZ V> T E 2 BRE . ARk ERan Vréﬂz%%u/z DFERTHIE LT, EEEST-Y O
iR r =& D,

b : 640 pg/mL T 48 FEHR U =355 | C YL (R OIS RE 2 7 2 MIas B L7 ()

(A ERIRE O HER AR AR B | TN S W72 (RERGME) o 1,280 pg/mL ClIETRV lIRR LD R 25 ﬁ;
F,J?{ﬁﬁf X ol

¢ : 500 mg/kg (RE/ A HEEZIBUNT, fixﬂ‘%’ﬁi &R LT 5% KHETHE L UDS #F7035780 Hil/-
N, YT — X OFHEBENOLHFH THH Z &, AEERFESZED L2 &5 DNA EBEME
IZEDREFR L ITME S e o T,

VIbinG, FEfi S AV in vitro DYLARRETRER CIBMERE RS0 D2 EM T
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HY | InvivoBBROFERIT TN L ENTH 72 b, e Tao o iis
RIZ & > TR & 72 DB m@mMET e n B2 b,

(2) ZETCEN
@ J'l:la{z:ﬂ;'liuﬁﬁd)ﬁ"*%
YOBEEMEIZRET 5 in vitro Jo ) in vivo REROFER-2 2 28 IR LT,

28 AL TR DOIERE MR

R RERKT 5 e % (EES 2
in vitro | BeBARERER| T v A =— XL A ERIEE 1.0, 2.0, 4.0
BiR Z — Jili B CR|mg/mL
(CHL/IU)A SERUREE  0.00094,
0.0019. 0.0038. BotE = 6
0.0075, 0.015, 0.030
mg/mL

UVA &5t 4.8~5.1 J/em?

invivo |/IMZRER ~7 b A~ 1 X0, 1, 3, 10, 30 mg/kg

(HR-1 R &M | RO RS- b

J¢ B & 300 ~ 800 nm

(16.1~18.7 J/cm?)

a 1 JFEMREEED 4.0 mg/mL #EHHER OOEIREEED 0.0075 mg/mL DL % 5 CREE B 278 5 /il
DOEBILHINN R STz, YEHRFHT X 0 Yk B & 50% % T 54/ E 7 m 42 OREE (EDso)
T 12pg/mL LHEE SNz, Ave T a2 00 CHLAU M9 2 Ye R B O 3613, LR
FHZ X DRI NG Z EavREhiz,

b : et iERRER (Elc o A 7 o 43 (25 mgkg) &5, RS (300~800 nm, 16.1~18.7 J/cm?))
FOReMEtiEaRER (/L e 7432010, 30 mgkg #5-. JEIERRET) 4 R Eff,

¢ : 30 mg/kg BERHZRB W C/IMEHBBEENS A BITHEM LT-, AalBROKKEEREIL 10 mgkg &
Z b,

Roith: 7

e ruaxt a2 in vitro KON in vivo OYGEGEMERBR ORIV
NHBHETH - 7203, Yot R F 3 ER (UVA FES 4.8~5.1J/cm?) TiE 0.0075 mg/mL
VL EHRERET, ifd]‘*%iﬁﬁ (EREEH(B00~800 nm) 16.1~18.7 J/em2) Tl 30mg/kg
B ERECOREFDF0 i,

@ NEEFEECETLIELD

A uk ) urONBEEEO FERFERIL, F /U B C8 (FFOEML KL
WEHEERE - 7V —F VN THDLEINTND,

Tdax ) arONEEEEOREE LTE, £/ U VB C8 Lo m U iks
HTDHZ LICE Y IGEEEENEERT D & S, C8 L7 vkl b 74 m ik
ZHT DI DNEN X 2 PR B FHRERIER MmO Z LA MmE ST D, £
72, &/ U VB N1LNLOY 7 v 7a eV aanmrt OMEsEIC B 532 rraEME) HE

30



RINDH—F, C8ALUIA M IHELEAT HZ LI L 0BG L, ST X
LHUERREFREIER LBET T2 LWV o WwERH D,

Flo, YW RnbE T VA a X ) v ONFENAECETOmELH DN, B T
BRIREOIZEER L7256, IRIRE R OERNRESEN G RES > T, SERDAMED AT
REMEIIRD T/ h W EfEmfTIT b Tng,

= N RV WS- VAV Pl = o BV VAN = Sl = o sV S 307 ) el = o B
e U VR CALIC 7 VA i ia A L, JEEEEMD R & Si., in vitro Yr
BREFRER, In vitro/MERBRE CHBLEEEDPHER SN TWD, Lei> T, A
7Y o REE A R TR IS E T E 2V, Ao ey UK
N A7 aXHh Ao T, b NOEREIZIT 250 A DIEIZES 3 2 #ik i
T2, (5, 8)

F72. AvT7ut AW in vitro O/NERRERIZIBUWN T, ALV B
o hkEL TR ) B AL DGR ILT O IIN AT T e —IZ LD
HlENZ2WR, DNA FRA Y AT —F N2 RNE LT D7 AT R U 7 20 X0 #iH
ENTZEWVIRENDH D, DED, ZNbTA X oL DONEREED TR O
FRIEERRE I L DEATIE7e <. DNA $HUIHZEES 535 hARA YV 2 7 —B Izkt
THERICERNT S EE2 LD, (B 8)

LLERG, e raxd o COEREBFIIA IV T axh o ELRRETHD &
HEZR SN, DNA ICEEERT LTI, BEOREITTRETHL EEZLN
%, (BH9)

. RS

~ A (ICR%, 6flin, MEMES 5 IL/EE) &KOYT >~ b (SD R, 6, HEMES 5 L/
B Z VT RO, RN OEIRN O 3 #5488 X 5 Sk d s 520 < vz,
ERAFK 29 TR LT,

~ A, T v e BICHRANEEIZ L5 BRIREOZIIA LN o T, AKX
RN G- Cld, BIREBIOR-OIEEANEES, ik, MU, SREM S Jifx
RR DR RGN DA, A Clif 5% B £ CIZIEFIREEICEE
L7c, FEEEMICHEO TS, (REFRBROZAC L OSCEAR,, 77 ) —BERFRO B
7, (ZH3)
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F29 ~vUAKOT v MIB

15 AN E 7 XY 0D LDy (mglkg (AHE)

BhitE LD
o 1 R 2
Gk, T JA(2 i3
s >2,000 >2,000
A RPN 500 >500
. AHIR >
(ICR *%. 6 i)
ERAIRAN 250 (205~315) 283 (241~321)
. 1,669 (1,324~3,696) >2.000
o
>2.000 >2,000
RN >200 >200
. RN
(SD *%. 6 i) >200 >200
262 (223~299) 294 (263~325)
RN
233 (210~256) 270 (213~301)

5. BRMEEMAER
(1) 4 BERE;

7w b (SD %, 6:ffin, MRS 12 PU/EE) AW A e 7 a4 0o 4 FHEH
HFE DS (0, 50, 250 XX 750 mg/kg (RE/H) |

7’»
—o

750 mg/kg AREE/ A & GHEOME 1 B3 556 21 AIRIZFET L. #EBWEIC
WrEILTE o7z,
. 750 mg/kg (RE/ H I 5HEORE T 5545 3 B #LIE, EEFEOK T 21
2O BT,
IR CIE, B

D EBZ BT,

{KETIX
9 tﬁébuﬁnﬁ%ﬂbx

2EEEAER (Sv )

EEANAYSY gAYy

2 L DA E

HRRBR N il S U

£25b

PRI T, 250 mg/kg RE/ H DL B GREOHERETIR 2 > "7 E RO AR

ﬁﬂﬁﬁﬁ FRH B, 750 mg/kg (RE/ A FGHEOMEE T pH OIE TMEM b A~ bz, *

« RUEHE I3 SREOMERE THERIE R & 5 2 B 5 ZATEHCRR ST RR
n’**aa NBIER STz,

MIEFHIRE TIE, 250 mg/kg (AE/H UL ERGEEOHET Y »/ BREESRO & E KR Oy
HIRZER LR ORAEDFED BTz, 750 mg/kg A5/ A& GHOET APTT O&HEH1 7R

DB, T Hb X OYMCH OEAEIF 0N WBC OHEINNEERD Bz,

MRAALFHIRRE ClX, 250 mg/kg K=/ H & G5HEEOREN ) 750 mg/kg A=/ H #%5-
FEOMET Cl DR ER0 BTz, 750 mglkg (A8 A GHEOHET, K O, Ca K&
VP O, ALT &I ONT A/G Fe, Alb FEZR K O ag-Glob FE3Eo EFIFONZ ai-Glob
EROET 7S, #ET, Ca KO Glu O#IINEONT BUN ORI A2 S 307-,

HTIE, 750 mglkg (KE/ A EREORHI TEMGOIREDS, MEHED 1 x 2 #I<T
EgOFRE OREE, HEBHTE, IERRONREN RO L/, 250 mg/kg K&/ H S
BEOHE 2 5 CH BGORE /REDNBIZE STz,

figes B R Cl, 250 mg/kg (REE/ H B 5HEORER N 750 mglkg (RE/ A B 5HEDMEHE
CTHHE. g, Bk OEE (NAYIBREDRIE) Ot AR E = ORI X 1 XHE
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IMER2SFE B, 250 mglkg R/ H & GREOMETER (WEWIFRERD Otk
FERTEEOEINA R ST, £72. 750 mg/kg R/ #5801 CHafR s & OFE
KTEEORD DR LTz,

JRERARRR AR CIX, AFEWONTNE. R, Pk OB VT, &Ik
K95 &5 2EDGRO Dz, A CII/ NS L O FFBIE AR NS s
(23T D AFHRR O ZE RS 250 mg/kg (ARE/ H DL FF GREOMERER B TERO b=,
FafRClZ 750 mg/kg (AE/ H #& GREOMERE CERE A BTz, M CIx 250 mg/kg (K
/B LI BB SR OMEE GBI RN A DTz, g CIE 750 mg/kg R/ H % 5-7f
DOMERECILEENC IS 1T D HEEE E RN OB /2850, JIENEHIEIRHE K OVRHIE
WL D EAE NSRRI NTRD Bz, 750 mg/kg (A8 A% 58EOHE 1 Fllci, £4
&R HI-SCFLEEE OWEE b RPN R RN R ST, (B 3)

BEREZFRD GBI, FLEMEME OR5IZ X 2B E OB E S
BTHY, FomAEOBEHOREEZEET D &, BEFNERIZZ LWERE
EZ b,

AR NOAEL 1%, 50 mg/kg (KE/H & &2 bz,

(2) 13 EAEEMSEHHAR (Tv M)

7> & (SD %, 6:@in, MEHES 12 DWEE) ZHWA LV E T vX4v 0 13 HH
sl O 5 (0. 50, 150 Xi% 500 mg/kg (KE/H) 2 & 2 HAMERMERER) i <
T, xHHEREL O 500 mg/kg AR/ H #5-8E 21 TERES 8 PCo> 4 FERIAEKIZ L 2 [I1E
BENRRE ST,

MK ONEHEHIR A8 U, & TORGHITIETH] R O—BRIED BH 13780
LIV T,

{REEIZ DUV CIE, 500 mg/kg (RE/ H B GREORETES- 3 AR T2 K
AR U2, ORI IREE S RIFERECHERS U7, [EERIR I RRE A BBl D
(RERMEZ R U, BRI FREE bl LT L7z,

IR Tl BEITERT 2 28I IG0 b n o7z,

PRARAS Tl B G-EEOMERE CURIER IS 2 AR S S ISP BlIE STz,
150 mg/kg (AEE/H UL BB GHEOHERE TR % > X7 E ROV b AROBEIME R N
150 mg/kg AE/ H % E5REOIEN ) 500 mglke RE/ B 5HEOME CIRECE DS B 7
BT, REEZIL 500 mg/kg (RHE/H & GHECIREOHEIERINA LD, ZAF
HefRitdn & OB PIRHE A I 3B SR o T,

MIRFHIFRE ClX, 150 mg/kg (KE/H LI EBSHEORET Hb KOV Ht OB AFD
b=, 500 mg/kg (RE/ A SR DT RBC Oy KO APTT O%#HE, 1< Hb K&
O Ht ORI N HERETAIMERE 55RO VU 2 EREEER O 7R O EikZEREE R DR
THRZEONTZ, REER, OB IXIKIEETE L,

MRAACFRIRRE TIE, BeGHEOMEMET v -Glob LLERDIK T 23558 H i, 500 mg/kg
{RE/ A 5 REOMERET ALP {EMEO_EF T EFMEBRFONCHET Cre, Ca XOYP @
HEINSER BT, IR ALP JEMED LR & P ofEhn, v -Glob FEROK T 23
b,
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FRCliE, 500 mg/kg (RE/ H ¥ 5O IIE2F CTEIBOILENZED bz, %
7o MED 5 B TR BB IR R RN BT,

IBEREEE ClL, BeGHEOMEE CNAEMIBRERTUIBRER O Bkt & OEX & &
DEEMNRA BTz, S BT, 500 mg/kg (KEH/H & 5-EEORE T, Bhgk OFEROM
X R ORI, M CHH M OV RO FERT E B OBINNTRD Hiviz, K&
STEEOWNNT 150 mg/ke (AH/AERERHEOHETH LN, TDIFD>, 500 mg/kg &
H/ H BGEEORECHIRR O EEE ORI, OlE K O OFERTEE ORI A DAz,
RIERZIZB W T L BEBEEOHEIMN A BT,

JREAARR AR E T, WGICERT 22, B, HHE L OBICE 5
iz, B TlL, 150 mg/kg (RE/H UL EHESREORE N T CIRE OBEILED TR i
7o, Wi CIE, 150 mg/kg (REE/ H LA B4 GREOMERE C/INER R ITRIIE O IR X 122
Ffb23 2 B0, 500 mglkg A/ B -5 REOIE T/ INED B AT O Z2Rahs B Lz,
g I, 150 me/ke ARE/ H LA B3R S REOMERE CIEMOBIR N LU=, £7-. 8%
7B ME MO TTEDY 150 mg/kg (KE/ A UL EREGREOMEREC ORI BTz, &
fig Tl 500 mg/kg (ANER/ A e 5-HEOMERE TESEE OB MMIIRIELS . BECHRIZIRME
DYLFENFRD DIz, £z, RE OFHEHRMZEY 150 mg/kg (RE/H UL LR 57
DRET, BEOFRAE ERAMIOIERA 500 mg/ke (8 H&GREOME 1§ TR 5
Tz, [EHERRIC VT 26 ORI LI 4L S [EHE U IEHEM R 2R LT,

AFRER CH B - B EEOHEMSCMIR A L FRIREIZBT 5 y-Glob EOIKT
IZOWTIE, R EOTEERICEE L= (kB2 bz, (B 3)

BERCGRD GBI AL, STEME ORI L DN OB E S
BTHY, FolmEZEOEHORRELBET L L, BHEFHERICZ LWL
Zz b, AR NOAEL 1% 50 mg/kg (AE/H £ & %2 b7,

(3) 10 BEERMSEHHRER (1 X(GEH#H))

AX (B —27)VHE, 37 An, I3 IWEE) ZHWA /L e 7 3o U 8A 10 A
EsgEflfR n#s (Frerodsd o2 LTC0, 5. 10 X 25 mgkg (KE/H) 12X
% HR A AR BR ) S S 47,

—BIRAETIX, 10 mg/kg K5/ H UL EEGEEDOA 1 B C— @ HEOIEHAGRD H i
N, BEREBELIIEZ LN ST,

RE, MRFARE., MR LFHIRE R R E & Tl B5IER T 2803
D BT,

FR T, 25 mg/kg R/ HBESEED 1 65T _EBEE A ORBRE T - SO0,
1 B CRER B A LmBEEE O—HI AR AT B3, BIEiR OB 21350
OO T,

TR IR Cld. 25 mg/kg (REE/ H B 58 CRIRMIICZELA G0 Bz 2 i
|2 B E DA SFRD BT,

VIRMZFERG L7- 4 A o2 25 mg/kg (88/B O & T 7 HFEGRE TS L
7o R CIIBEEIE R XA D e o 7oy, ARBRCIL, BIFEE ISR 2 /s MRS X
DEWEEZ BND 3 NHAEROENIC 25 mg/ke RE/H OHE CHERAOKET S 2
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N E Y GEEEF DRV OO IR T 5 Z L AVRI T, (B 5)
A5RBRD NOAEL 1%, 10 mg/kg (K&#H/H L& 2 b,

(4) 30 HEFEMSMHARR (1 X(GEHED)

A X (B —7)VFE, 8~10 Flln, MEMER 4 DT/Be 57, WEMER 2 VT/RHREE) 2 iz
Fe7uxt oo 30 HEEOESE (0, 12.56 X% 25 mg/kg (KEH/H) (X 5HA
PR DN SEhE S Tz,

—fRIRRE T, FERECRIEEENRO vz, Bfi~OFE (FREBONER, E
AREE) (3B 5-BAMA 2 BB LURRICIZ E A E OB TH LI,

FIMCIL, 12.5 mglkg (RE/H B GHE CRFEIIREO G- 7275, 25 mglkg (KE
/B GHE CEE OB B 2~ HIAER0 BT,

JRES R RO Tl BIENCIST DB RN O ZE M, BEAE S 3kg B DRk
WA IRD L Li-, o7 d X ) o ROEA|THEI S 5210 & RO B
FITRDE L 7o W ERRIRZ DS 25 me/kg RE/ A & GHEO2F KON 12.5 mg/kg A/ H
BGEEO 1 FICRRO LN, (B 5)

A#ER D NOAEL |3k 514, LOAEL 1% 12.5mg/kg K&/ H & & 2 bz,

6. EUEERUELAMLAER
A L e SN TR A G VAVA AN

(1) 2 EMELAMEREE (SY k)

7> bk (SD %, 4, MEHES 70 PUEE) 2 AW A e 7ot 0o 2 4R
IREES 5 (0, 20, 80 XX 200 mg/kg (KE/H) (& X DRNAMREBRNEE S -, F
7o, BeSHR o miER AL © T b R TS T2 OICHMERES 20 PLORE)
BBEERECRE ST,

B BRI T 280 5 2 72 BRARER, (REZ b, k70 & QMR A b FHIPT RIER
OO T,

MEF AV E T %o AR, AEEREISIEM LT, 20 &1 80 mg/kg (RE
BB E5RECRBRIN &8 U CREICHZEITEED G- 72038, 200 me/kg (KE/H
P GREDORETE G850 BLIEN DS, K0 EVIBENZRD b, SEENdH 5 L&
bz,

TREALRE AV A ClT. 200 mg/kg (B A GHET, M CREE ORI NRE FH O
ML X ONREESIEEL,. HECHST#CEZ (auricular chondropathy) 73F8 Bl

FEEMIR AR A R B L D BT A Do T, (BH5)

AR D NOAEL 13, 80 mg/kg (RE/H &5 2 BV, BB AMIIA LN -T2,

7. HETERESMHHAER
(1) 2HAETESHHER (Sv k)
Z v b (SD &, MEHER 30 VL/RE) % W=/ E 7 a4 0 DR 5 (0. 20,
50 X% 150 mg/kg (RE/H) (2L 25 2 HARATEEMRERD T S, HBRmE O
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5%, Fo KON Fy R ZsEeET 70 BRREONS Fi KON Fe oL (A% 21 H) £ T
DWW ZE L TIT-> 7=,

20 J Y 50 mg/kg KH/H TITXB L NEEMWICEET 2 W T ofEEIC b5 0RE
1A bR o T2, 150 mglkg AR/ A FGHEOHEMW) T, F M ﬁiﬁtc{d@tﬁ%uﬁn
FIAGERD BT, BIERGEIC OV TIL, Fo O Fr A% & b IR E #5020 T
WO ORIz, WEW T, ECIRBOHEM (F). 4% 4 BOEFERKT (Fi1 &k
O Fo) KU 4~21 HOKESEIING (FL RO Fo) BHbivic, (BH5)

PLED D AFRERICI1T 5 NOAEL I3HEMW) K OVEEM) & 12 50 mg/kg (KE/H &
Ez b,

(2) RESHHER (Sv M)
F v~ (SD %, 24 VW) IcA BT axH L 20HRE 7T~17 BICHER D55
(0. 20, 100 X% 500 mg/kg fA&E/H) L., #H4 21 HIZHFELIBR L TR 2 M L
77
FEM T, 500 mg/kg (KE/H 58T, BEEEORD 21 5 (REHIIHH] A2 5
iz, SRTIE, MRROZENE R NEBOILEN A AL, TEER, g, §5& 0N
B TA BRI OV FURER R O &l A B el 03780 %W‘w
JEIECIE. 500 mg/kg (AE/H &5/ T, SEEWINRIRED GBI L, AFERE
(AR DR K OVEIEOSEBROHENMNNTED iz, WIEEIZRClE. 500 mg/kg (K&
| B 5B CRIMRIE R ORBUEN EH U, BRI, BRERLEZOND
AT RS A B, 100 mg/kg (RE/ A UL 5RETH 13 BB B/ OFRBIEN L5
L. 500 mg/kg (KE/ H 58 THEARIE & OWIHER D BEDIEBIRIZ_EH 2D Bz
(ESZAN 5 H@ Sy, RRE R OMLEHE B LBIED G HivT, (B 3)
FEEREICER &b %mntﬁ%ﬁﬁﬁ X, PIEMEE OB X D IENAEE#EOZENLE D
EeTHY WHESEOBGIBORREEEE TS L. BHEFHNERICZ LWELE
ZZ b, Zliﬁiﬁ%ﬁ IZ81F 5 NOAEL 1%, ##E#)C 100 mg/kg {&=/H & OWRIE T 20
mg/kg (KE/H CTh 5 EE 2 Bz, AR LN o T2,

(3) RESMHER (VH¥)

Y (NZW FE, 16 IUEL) IS4 E 7 m 33 U 2 IHE 6~18 HIZHmERR0#
5. (0, 10, 30 X% 100 mg/kg {RE/H) L. R 28 HIZH EUIBE L CIRIR 2 L
77

FEMW T, 100 mg/kg (A5 A GH T, &GHIMEICHEERE R OB EREORYD
PBIEE S L, 5RO REREINCAENER 2 Sz, 10 KON 30 mg/kg R/ H
BERECHIR 8 H DBEFEIZH BRI DGR LN, 2 b OBRGRECIT—i%
KRB EICELN AL NT, BIEREL X5 %ﬂfm)oto

FRIR T, WTFNOBREHIZBWTHAFLRUREICEGIC L HEITFEED bz
Motz Eio, FhER. WIER OVEHE OBIZERT RO qmzwr ;E@%Efﬁ LI
K AEEITRO bNhoTe, (B 3)

AFRBRIZE1T 5 NOAEL 1., REM T 30 mg/kg (K&E/H, JRIE T 100 mg/kg (AE/
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HEER BN, (eI bz,

8. MAEYFEHIFEIZRET HAER
(1) ERERDBEEMRICK T S/ NEBMHLLEREE MIC) (BREXK)
R SEEE 408 I T A4 v e 7 a0 v 00 MIC % 2 KSR AR 1E
(Actinobacillus pleuropneumoniae, Pasteurella multocida. Escherichia coli) K
WA FTIRE  (Mycoplasma hyopneumoniae) = XV HIE L7,
WERAER 30 IR LT, (BHR3)

# 30 REREICHT A4 E 7 ad Y00 MICs (ug/mL)

o et M
MICso P
Actinobacillus pleuropneumoniae 77 =0.0125 =0.0125~0.78
Pasteurella multocida 52 0.025 =0.0125~0.2
Mpycoplasma hyopneumoniae 49 0.1 0.025~0.39
Escherichia coli 230 0.1 0.025~3.13

(2) ERERAZBEEMKICHNT S MIC (E FAHE) O
t k HISRERR 64 BRICRTT 24 /v E 7 m 3o 0D MIC ZMERRIRARIEIZ L0 #
E LT,
ERAEFRSLITR LY, (BHE5)

#31 bt MRHEIOHTAA L E T XL oD MICs  (ug/mL)

B4 BRI MI1C
MICso il

Enterococcus sp. 10 8 4~>128
FEscherichia coli 10 0.13 =0.06~>128
Peptostreptococcus sp. 9 32 0.25~>128
Bifidobacterium sp. 10 32 16~>128
Clostridium sp. 10 8 0.5~16
Bacteroides sp. 11 16 4~64
Fusobacterium sp. 4 16 16~32

(3) ERERABEEMICHT S MIC (E FEHXE) @
Iﬁiz 18 FE R ML AMERR AT [EHTTEMEE DAY TR EIZ DN T
OFfAE] CFRK 18 4F 9 A~k 19 4F 3 A SEHE) 128\ T, & MR BEERI X
HANETaXH D) 5X108 CFU/spot (235175 MIC B HLTWD (&
32),
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# 32 b MERSBEEERICHT o417 exd v 00 MICs (ug/mL)

T it e

MICso i
B e S e
Escherichia coli 30 0.12 =0.06->1
Enterococcus sp. 30 16 4->128
B SUEA
Bacteroides sp. 30 32 4->32
Fusobacterium sp. 20 8 4-16
Bifidobacterium sp. 30 8 2-16
FEubacterium sp. 20 8 1-32
Clostridium sp. 30 16 16-32
Peptococcus sp./ Peptostreptococcus sp. 30 4 2-8
Prevotella sp. 20 8 4-32
Lactobacillus sp. 30 128 16->128
Propionibacterium sp. 30 8 4-32

A SIVZERED 9 B i HARW MICso 238 s STV D DI B coli D 0.12 pg/mL

THY . MICealF 3.373 pg/mL (0.003373 mg/mL) tHEHEN7-, (B 10)

9. ZNHhDHER
(1) EMHHER (¥HR)

~ 7 A (BALB/cAnNCrICrlj, M, 5 VUL (ZA/VE T b4 2 BlalgRiliE O
Be5- (0, 10, 30 XL 100 mgrkg (AE) L. HmMaBRn &t S -, e
BOEERNCE B BRTE S, #541213 UVA () 20 J/cm?2) 75>H€%fézm ik
E’J (U 4, 24, 48, 72 X3 96 FiftiR) ([ZHAT R OEHOEERIG, BFMERU—
CRRE A BIES LT, FEREGRIIREE L U C&RE 5 PLOfihitt (0.5W/V%7’J/I/)< o—2F k
U7 LKIAR) RO RS (MEign 2 7 a9 100 mgkg RHE) F5HE

kit F£72. 100 mg/kg RERGRHZIIIERRRRRE 232 1T 7=,

BZRERUGTIE, 100 mg/kg (REFGHE T, FRAT 4 R 2000 B R OB 6
THIBEDS, HRAT 24 Befiii2 (S R OFEER R CHIEARD B, Fﬁfﬁéﬁ 100%&720

7o ZOMOYBRME R GHE CRERSITBIE ST, FERMEHIREE S 2G589
hiﬁﬁ)’) 7L\—o
HNER O —IRREDOBIZE TlE, FERS e, JER G0t & BB IFER—D

Nighote, £lo, WTNORETHIFREHMORZE K O—fRkBBOZ LIF@IR S i(wiﬁ

NoTz,

2 BRI IENED & 2 e b BIE D & % J& O MICs0 0 90%{E RS O T IRAE
3 BRI O T ORI T, BFERISIZIT DD BHERD 100% & 725 Z & D3ABRASZORM; & &
iz,
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7%, BEtERTHEME e 5 THAST 4 RIS 2B THIEED 58 HAUGMEFRIE 100%
Lol
PLENG, ARBROFEMTIZEH VT 100 mg/kg RERGHETHEIENTRD BT,
(& 5)
AR NOAEL (%, 30 mg/kg (KE/H L& 2 bl

(2) ERFLIE—FBEERER (DY)

v (AARBEME, 4 22Hili, ., 6 /D) OLRMEEENICAVE 7 oXxdo
5%8UA 0.1 mL Z H[E# 5 L, AFEOBEMRELZHRE L, £7-. O35 30
FRICTR L, 2O MRS LT,

T OFER, FERICRS 1 KO 24 BB ICRFBED RO, JEIRZ L Fil b A b=
D, Wb G 48 IRFfEILINICIEA LT, 72, B EEABEIR U7 B CHEBE 2R IR XA~
DAV SRR A S VT, BEIRIC L 0 B RSB S iz, (B 3)

(3) RIE—XFEMEHER (DYF)
UHX (HARBEE, HE 60 ORE LI-EHEEICA/LE T o430 5%5RA|
V2 M2 0.5 mL #2804 R L=,
ZORGR. BB R G RN 22 B I2H TR b ol (B 3)

10. —ﬁﬁﬁfiéiﬂ%ﬁ
I ruxt o O—EBIEH £ 33 IR LTz, (B 3)
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* 33

I T a XY O

P
S DO | meogs | (mgke (6 G
(TCx) el
V(Z)X A 100 Rz L
e 15 mg/kg (RH : /EHZ2 L
PV e p—" 5 30 30 mg/kg KE : FNEEBEZNS
5) ‘ By 3 BRI £ CIoBE ORI O
L B I S CURIE A T
7>k war | 80 100 | fEFZL
iR ®)
4(’5‘ FHI 15. 30 | Rz L
e e
Ry ' FRPI wan | e L
TrFal) 3X105~3X | fEA L
TEYR L e 10+
VLY @) iy | AL
ki | 2% | gees |80, 100 | fERAL
i '7(‘; b wan | 300 100 | fERIZEL
T | 3X105~1X | 3X10% g/mL : =5 —4"> ADP ¥t
/IR (3)/ AN 10 Mokt UCIERZ L
(g/mL) 1X10% g/mL : ADP % A8 FEHH|
— 7k | e pX10% 1x 107 gL PT, APTT (2
e ®) 1M7L
(g/mL)
3. 10 mg/kg {K&E : fEAZ L
o A 30 mg/kg AT « [ NatJ% 0% Cl 4
R | 7 b I 5~100 | MRS
S () 100 mg/kg /K : Na*, Cl HHE R O

Na*/KHEA B, K33 in
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II.
1.

BiamfERE &
SHPFHIEEITONT

(1) BEinEEER

@ EEHEHE

EACFEMERABRICOW TR, In vitro FABRE L TGl &2 W T AB IR SRS SR K Y
CHL/IU #faz v - deE R REERDN, nvivoilR & LT~ v A BHEMIE 2 V72
IMZRAER K YT bR 2 W7 ERT DNA G RakalBRAN s S iz, in vitro O
G (R B FRBR CIHMER RS O NI CTH U | in vivo BROFERITWVTFHL b 2
PETH 72 Linh, HBERIC L - TREBMTE L RO BEHmIET RV B X b,

@ MEEEMH

YEEEEIEIZOWTIE, In vitro KON in vivo BBROERITW-T BB TH - 72
N, Yt KB EHER (UVA &t 4.8~5.1 J/em?) TiE 0.0075 mg/mL LI ESHET,
F7/MERER LS (300~800 nm) 16.1~18.7 J/cm?2) TiE 30mg/kg & 58F TR
D3FRD BT,

b MG A v7axh v o rta 2 7axh v gL, Ave v asty
vERER, X/ U VEBR CALIC 7 VA AR L, JBEEENTR & S, invitro
Yeta (RELF R % O In vitro /IMERBRZE CRRBLREMEDSHER SN TWD, LIRS T,
FAET7axY v o REENELE T RREMEIISE TE RV, Ar T ey
RO AT XH T ACONWT, B NORREITIIT AIEEC A DOFRAIZEST DR
BHINRNZ L Fo, ANV E T aR Yy o ONEIEEIEOREOMFIT DNA ICE
BAEAT 5 50 TIE2< . DNA $UIHIZEI 535 FRA Y A F—F Ik H1EH
ICERT 2 B BN Z &b, BIEOKEILFHE & HIFr Lz,

PLEDS, A7 a3y AIAERICE > TRERIE L 72 B s mmttiden &
EZ B, ADI O EILARETH D & HWr Lz,

(2) BRUEFEHER

A EERERIC OV TIE, 7 > b 4 B RON 13 HEFRE 0B 5RERIFONZ A X
® 10 &N 30 H ke 0 53BN Eht Sz, 2 b ORBROF T, K HIERWA
BEBIZBWGRO bV, 3 »AEOA XZ2HV - 10 B O 085385 C A
HN-EIEITRZ TH V. NOAEL X 10 mg/kg (AE/H TH 7273, 8~10 MDA X
AW 30 BfEAHEGHBRICHEW T, S/NHER G CREEITRAEN A B,
LOAEL /% 12.5 mg/kg {K&E/H Th - 7=,

Frvraxtr o OEEFR ADI 23 ET HICS > TiE, 30 HREORO#E:
RERS, 10 ARIORBRICH AT L W O X2 W2 TH v | BRI & EH
WTHsZ e, Z0iRBRO LOAEL 12.5 mg/kg (AH/H Z4R#LE L CERHAT S 2
ENHEEITHD EEZ B,

LsL7m3 5, 30 BREIORBRBIR G, etk 238 & L ikt
BHIENLEDOTHY . A XUTKT 5%/ o UHOBEFECEL X, I 7axi
VUATEWT, 14 B OESRER L D b 13 BB 0% 53858 T 5 ERRER 2R
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LIEHEIDH 5 Z L 2B BT HRENDH D B L BN,

(3) BHMEMRUENALHER
MR OFEDN AR OWTIX, 7 v b D 25 MIFE D AR i S h iz,
W CHER P DB PR JE PH O#RAMEA L S OB/ ORI R S, BEC H IR E R DT DAL,
NOAEL 80 mg/kg {RE/H MG b7z, FNANMEITH BN >T,

(4) EEFESHHER

ATERATMERBRICHOWTIE, T v b 2 HRAEEZFEMRER, Ty RO ED
AR E I S e, 2 HAREREERR TR, BlE CIEREEIE 3, 2
i CHELE IR O, A% 1 KON 4 B OAFFEROAR T ONAR B ANHI 2 2 S,
NOAEL (38i#Eh#, a3tz 50 mg/kg (KE/H Tho7-, AIEFMEX AL
7eo 7 v NOFATFHRERCIL, BEMW CIRERING K Ol mEEOZ b2, Bk
TEREROFERRO EFNA L, NOAEL 1IR#E# T 100 mg/ke AE/ A, BIR
T 20 mgkg (KE/H TH o7z, U FORAEFRMRER T, REW) CIRERIMHIE
MDA BTN IR TG ORI A BT NOAEL X241 -Z41 30 & TN 100 mg/kg
(KE/H THoTz, WITNORERTHIEFTEIEIA DN/ o Tz,

(5) Jt&M4
YedEMEBR L LT, v RN E T XY U AR O 5412 UVA ZRES
TAHRBNEM S, A7 ONEESHERI N, AR ERET
GRS GGIBE K OVEE) 23754, NOAEL 30 mg/kg (A5/H 735 5117,

(6) EHFMADI DI Y FRA > FOER

e ra it SEEEEERERICHV T in vitro B BRO—H 2 Fr X etk
ThdZ L, £, CEEEERR I TH - 773, DNA #BEEEET 2 ERIX
BLBRWEEZ ONDZ LG, ERICE > THEEMBE L 725 X 5 2l tkidam L
RNEEZ BN BRAMMELRD Lo T, kb AveE 7 a4 0o ADI
DETEIIFRETH D LB 2T,

BrEEMERIRO 5 B bIRWEERENT, 302 HEmO A X & vz 10 HREORA
BHFRERTALIL-BEEIHRE TH Y. NOAEL (X 10 mg/kg (A&H/ B G TH 7=
2, L0EETHY, BEEENRIWEEZZ D 8~10 @EliDA X % AV 7= 30
A FTH SR ER (S 1T D B ~D R8I KL 5. LOAEL 12.5 mg/kg (AE/H %
ADI BREOHRILE U CTRAT 200880 Th 5 sz, #HEFMADL X, 2
® LOAEL 12.5 mg/kg &8/ A2, LOAEL ZHW5 Z &, 1RHL L 3 53 BR O3B
BREN S LW ONTEBERE R OB AMRBROM AN R RE L TWD 2 EnD, &

14X (3 HENE V- 14 BREORO#5R5R BT 5 NOAEL 78 5,0mg/kg (AHE/H (B 11) ThHD
DIZR L, 4 X (Pifimmature)) %V 7z 13 B O 053887123517 5 NOAEL 7% 10mg/kg (AR E/
H GIR12) s\ omEndb s,
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PfREE LT 1,000 @A L, 0.013 mgkg (AE/H ERETHIENBYTHD &
EZZ27

2. WEYEFERHIFEIZDNT
Rk 18 FFE ML SRR ATHA TEATTEMEE DAY IOV T D
A eI,
MICear. 0.003373 mg/mL % AV T, VICH OEHUC L v | #4M%5H) ADI % 0.012
mg/keg (AE/H EEH LT,

AR 0.003373 (mg/mL) 2 x 220 b
_ (mg/mL) = 0.012 mg/kg (RE/H
ADI 1ex 60 d

: BRIRITIEMED B 2 fie b BB & 2 B D) MICso D 90 %{SHERRIL D TFRRE

FEENEY (2)

c: RROMEL U TEYFMTRIFfRe 2 bR
Fae7aXt o ORAFGIZHEIT AP EEREEFEICRET 25 ARG LW, 575
1Z28H L,

;& MEE (kg)

(o]

[oW

3. BmEREFZEFFMICDOLNT
AR TR ADL 3 BEFRIADT LV &/h SN2 enn Are 7 a3 00 ADI
E LT, 0012 mgkg (AEH/H ERET DI WY THD EHW LT,
PLENG, e 7 a3y ORGSERFEFHMEIZ OV TIX, ADI & L TROEL
ATz LY L& 2T,

ADI 0.012 mg/kg &5/ H
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CRIAR : IRENEZFRENR)

HEFR 2 FR
ADI — HERErA &
ADP TFE)Yr 2 R
A/G kb TNT I T T ok
Alb TINT I
ALP TINH NIRRT 7 2—F
ALT TI7=T ) NI UART 2T —E
(= NEIUBENLE VRN T AT I F—E (GPT))
APTT TEVELER S b o IR T AT R
AUC [ A7 SR FE i T T A
BUN MmHRFEEFR
Crnax R
Cre JLVrF=
Glob gaz
Glu Jna—A (ML)
Hb ~NEZny (G5 &
HPLC EHIEIA a~ N7 T T 4 —
Ht ~< 7V v ME
LDso HESCE
LOAEL s/ N E
MCH SERATR L BR ifn €655 B
MIC /B LR EE
MICso 50%5c/NFEBPH IR
NOAEL | fE&EMt&
PT A= N = B
RBC JRIMEREL
T THI RN
TLC e su~ NTT7T 40—
Trmax IR TR P R ]
uv BN
VICH Eh) H = 3K O AGRE A G RO TN BT o [EFE 1 =5%
WBC M EREL
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(B

1.

10.

11.
12.

13.

14.

15.

16.

17.

18.

19.

20.

Bl WIWFEORREIEO—AUIET 50 (FA 17411 H 29 B B4 @
R 499 )
The Merck Index, 14 th ed. 2006
KH ARG S, B ¥ AKEER26%  Eh) IR S LS R FR R EEE M ORET
G CRAFR)
RAARRIERA S, B 2R B Z Z1ESHKR 5%  BLE AR H G ST &R
(RAF)
KEAARERRA S, v e 7 a0 v U 2G30 & T DROPOKEIA D&
el AR D R &R RAFR)
() et 2 —FBFET. AL 70320 DF v A =—R « NAARK
—IEEMIE A O D G e R B ERRER . 2009
(B) BinZest s ¥ —BWHZeHT. A7 adds oo~y 2% A5 IR E
kB, 2009
R Snyder and C Cooper : Photogenotoxicity of Fluoroquinolones in Chinese
Hamster V79 Cells: Dependency on Active Topoisomerase II.Photochemistry and
Photobiology, 1999; 69(3): 288-293
M Kirsch-Volders, M Aardema and A Elhajouji: Concepts of threshold in
mutagenesis and carcinogenesis. Mutation Research, 2000; 464: 3-11
B eZTE R, WAL 18 FE M AR A THA « BT E OMEY
HISENC OV COFAE, 2007 4
JECFA: Summary of Evaluation Performed, SARAFLOXACIN,1998
EMA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
SARAFLOXACIN, SUMMARY REPORT,2009
B INIWEOHMEEO—HAZUIET 5 (CFRk 26 4210 A 3 HEA T #E %
/RE 390 )
DS 77—~ 7 =<V ARRSAE - B 2 ATERHKR 5% B A E SR RLER S
FERHHA T AGRH S CRAR)
DS Ty =T = IVARRE 0 A VY 7 ZAFERIK 5% B A EEG LS
WG AGRFHA T AGRHGHEE CRAFK)
DS 77—~ 7 =< IV ARREAL - B X AEFHR 5% BRI RIEIR K
PO ARSI E M. CRAK)
DS 77—~ 7 =< IV ARREAL - B X AEFHR 5% B SR SRIEIR K
WEIRAE RAGRH R ENMTER XII-1 CRAR)
DS 77—~ 7 =< VARG - B X RS 5% B RLE R
REIRA RAGERFEERMTER XV-2 (RAK)
DS 77—~ 7 =< IV ARKSH: - 7 7 2SR 5% EE S E
EIRA RAGEHFEENMTER XV-3 (RAK)
DS 77—~ 7 =< IV ARKSH: - 7 7 ZERHR 5% EE R E
REIRA RAGEHRFEERTER XV-4 (RAK)
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21.

DS 77—~ 7 =<~V ARAEE - B X R FFR 5%
SREHTEA AR EEINGTEE XV-5 (RAE)
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