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C

INFduk ) uRERIERITH B HE#En A 7 ax¥3 ] (CAS No. 98079-52-8)
IZOWTC, B RER G RERTT AR EEAGRHRERE 2 AV CA MR ETMh A2 52

i L7z,
P AV T BRBR AR %%ﬁﬁé (DA, Ty b AR B, PVEOE b)), BE
(%), EBiaEtt, StEsEE, fiEE (VAR 7y PRO X)), BEaEEE (T

M AXKEOHNL), 18 iﬂ@&%ﬁw@ (Z v FEGHL), EEBRAME (U X)), &
FERAERNE (T y PROUTX) . MEWFHRECET BREORETH S,

e X 7 a3, invitro BB R O In vivo DREBFERN O, FEMRIT & o TR
MR 2 DBt nb D L EX B,

FEEFHEITOVWTIL, SERBREET TO in vitro @‘%ﬁﬁﬁ@%*%@%< XS TH o7
Zinb, HEEEEEETHILEEZONL, LPLERYDL, SEEREHREIN-a A7
n%#vyﬁﬁm%@ﬁwﬂf&n\%%ﬁmtﬁ%ﬁ%ﬁ%&vﬁﬁﬁﬁwﬁ%\tk
AERMCBT 2BERRBRE OCHREREORKR, b FORBEREOHES)S, ARH
FBIhlcr A7 a3 BRI E Zﬁﬁﬁ SNBRVIZBNTIL, »AT7aX I UR
BALZILTE MOEBEFEYZ T REEIIRD TRV e B X bk,

FES AAERBRI L =M STV, M®7Wﬁm%/ﬂyﬁ(:yu7u%ﬁyy
) 7aX RN ETaXtir) ORBAMRBRIERETHEZ L, £2, b
N DOEBRPEACRB O TREPAMEZ TR T 2HEIT N2 &b, BBANMEEZET 5 AR
HMEWEZ 2 BT,

HRBAMEZDONTIL, ~ 7 2% W ER D AMRBRIZ IS CERIRR I LR A
B, RN AAEDFIRBFITIT CPD A5 +5 L 75>/Tuf°émtrb> FoE L
HBELCE NTIEX 7 VAT RREEEOEENEWZ & BHEINZr AT O
X VBEIEBIERALZES, B MBRREZELTE A 713 i\‘»*f VVILRBEISNSE
WEROND EEZONDZ EMD, b MIERBAMEE RT AREHITEN & B 2 b7,

BREBERBR TEOLN-ESEE (NOAEL) OR/MEIL. $hE R OE#EA X %Fﬁu e
BAEiEMERRBR D 2.5 mg/kg RE/A ThoTr, BHEFHADLIZ, ZD NOAEL IZZ2MR78
ELT100 Z@EA L, 0.025 mgkg (AE/H LHRETHZ k#ﬁéf%é&%z%hto

WEYFN ADI 13, BZ AW RYEhiERBR R O BEHBROE R DS EIRRHE
hiza 2 7ax3 v CREIDNEIIERA SNARY BN T, vA 73T Ui gdh
24 LCe MENHEEICREL KIET RO TR E B2 b2 Z L2 0, BRE
THMNEIT RN EHETF LT,

PLEX v, tHEEo X 7u ¥ ADI % 0.025 mg/kg (5E/B L RE LT,

L, o - AR L 28AERLOARREND > BEE, MEYFHIE
B\ URDF T A APE DN BB RE LT O RERH D,



I. SMEiREMAEELDOEE
1. A%
PLEA

2. AMES DA
4 ke A 7 axHow
#4, : Lomefloxacin hydrochloride

3. LFE4
IUPAC 4
#4, : 1-ethyl-6,8-difluoro-7-(3-methylpiperazin-1-yl)-4-oxoquinoline-3-carboxylic
acidshydrochloride
CAS No. 98079-52-8
#4 . 1-ethyl-6,8-difluoro-1,4-dihydro-7-(3-methyl-1-piperazinyl)-4-oxo-
3-quinolinecarboxylic acid, monohydrochloride

4. 7FR
C17H19F2N303-HC1

5. H7E
387.81
6. E&ERX
HN F d
]
W L N ol
o

7. FRAEMRUERKRE

BAT7uXY AL, TAdrX ) ROERTERITHY . 7T LEHEE DGR
JEBE A &/ T LMatER, —EBOBRRMEICK L THEER 2=, ZOEMRIIEREN
THY . TEFEFEIL. MIED FARA Y AT—F I THDH DNA Pv A L—AMEA L
DNA H#ZHET S EEX 6 TW5, (BE1)

AARICEBONTIE, b MAEERE LT, it 2 7axdo 02388 LIoROS
R DRAEM:FZ FERGIE S O FZ FERMEIRIERYYE, SR E IRE O ZRERYYE, Bk
LORBBIGESE L xR L LT, 78R IR fEEER, AR EA XIS L LT,
SEEPIIERFROFEREXNRE L TERINTWD, BRERLE LT, A X



DRER - REEE UCHER, AR, SAERELHNRLE UTERRINLTWD, SR
2. 3)

WM TE, B MAEERR E LTER SN TN 52, BMAERN & L TIAR
INTVRY, (BR 1, 4)

LSE, A XOHR - HEEE L TEARENTWAERu A 7 a0 2R L5
B IERSIZ OV T, BOSIRE L U CHEINIERT 2 BGER AR E AL F AR
RSN Z LITHE, BAFERE H DEEEEOREIZOVT, B AN
BRI,

I. ZEHITRIMEDEE
AT ETIE, S AERN GG AGREEA R AR RBEERERZ R, uArvn
YU OFMICET A ERAMRAER L,

1. EYENEEKER
(1) ¥R
~ 7 A (ICR &, 5 i, #E 6 PT) (2o 2 7 a4 v 2 BERR O EE- (20 mg/kg
fKE) L. METRES Escherichiacoli (E. col) Kp ZF\WTe A ZFT vEAIZL
D EIE LT,
EYEE/ T A—F—%R 1R LT, BB 4, 5)

K1 vUVRIRTLHERD X 70 XYL BERROKRGROEYERE NG A —F—

iR S B5E Thax Crnax Tz AUC
(mg/kg AE) (h) (ng/mL) (h) (ug * h/mL)
2 3m] 20 0.25 5.30 2.90 19.1
n=6
(2) Zvk
@ iR

7w b (SD %, 8 Elh, K 5 IL/HER) [THEEE D A 7 o X4 U2 EER OES- (10,
20 X1 40 mg/kg AE) XITHEEHRN#E S (20 mgke AE) L, MEFEEY E
coli NIHJ JC-2 &AW S, T oA LV HEIE LT,

HYFRENT A—F—%2R 2R LT, R2DT—F0 b, RATREITBWOTIX 20
mg/kg IREE CORFACTHRIEEZ R Lz, £z, BOKRE LFIRNESEOT —Z )15
FENDNAAZTT ATV T 4138 8% TH D Z LIRENTZ, (B4, b)



%2 Ty MO AHERR A 7 0% L B DR BRI 560
SRR/ T A — 5 —

s ok BE&E Trmax Crnax Tie AUC
(mg/kg AHE) (h) (ug/mL) (h) (ug - b/mL) =
F&H 10 0.25 5.90 — 11.4
20 0.25 9.73 1.79 22.6
40 0.25 22.46 — 55.1
FRA 20 — — 1.99 26.6
n=5 —T—F7L

a : 5K 6 AT £TD AUC

@ 71

7> b (SD 7%, 8i#kr) 2 1C IRBtRERRn A 7 v 300 12 AN 21 HHE5H
filE N5 (20 mg/kg AE/R) Ulc, #EREMWEGT, HEHR S TIIMERES 3 ML/,

RAERE T3 3 LR & Lz,

H[E 54 OREOBTEE 23 3 1R Lz, %5 1 BR%ICIEE A LT
BEEECE L, BbEWVEEL R LUERIISRTHY . RICHBRTHo T2, M

WIZBWTHFEREOEBETH o 77,

RE#EGHE TR ORER TROMBTREZE 4 (TR L, &&#E5 1 FEk O
BETHRT S L, FHEBECIZIER CEELZ R L. KE&RGICL 2BEERZ~T
FHRRIIZRD b hotz, (BR 4, 6)

#F 3 Ty MBI AHEEED X T oYL HER OS5 S OB TIBE

(ug eq/g Xi¥ pg eq/mL)

(o wE#EHE (h)
0.5 1 2 6 12 24
iRl 3 2.80 2.69 1.56 0.55 0.28 0.03
Mm% 3.59 3.47 1.98 0.65 0.33 0.03
Fibd 0.22 0.29 0.21 0.09 0.05 0.01
ESS 3.12 3.26 2.24 0.70 0.43 ND
ARER 0.26 0.23 0.26 0.19 0.15 ND
IR 3.71 3.87 2.04 0.93 0.40 ND
TR 3.88 4.67 2.86 0.90 0.59 0.02
Fea iR 2.46 3.31 2.14 0.85 0.42 0.01
AR 2.18 2.43 1.70 0.41 0.34 ND
E 3.60 3.96 2.50 1.06 0.57 0.05
FHhE 0.43 0.51 0.43 0.16 0.09 ND
Lol 3.10 3.37 2.04 0.80 0.35 0.02

1 T FNVEDRFEE 1UC TERR L2 b D




it 3.01 3.00 1.80 0.67 0.32 0.02
Jrriigt 9.61 6.98 4.61 1.72 1.10 0.06
izl 4.01 4.64 2.73 1.08 0.53 0.03
el 5.07 4.24 4.43 1.11 0.58 0.02
B 3.03 3.32 1.98 0.72 0.38 ND
i 10.13 11.13 6.85 2.74 1.58 0.10
JE R 2.69 3.73 2.04 1.29 0.58 ND

AR 1.38 1.28 1.01 0.66 0.27 ND
EE 1.89 2.12 1.54 1.57 0.25 0.02
IAVA 1.85 3.50 2.16 0.85 0.42 0.03
g8 0.79 1.20 1.57 1.18 0.56 0.03
B 3.55 3.89 2.94 1.47 0.84 ND
1% 2.97 3.83 2.71 1.06 0.44 0.01
RERA 0.39 0.41 0.22 0.09 0.05 0.02
& 1.83 2.26 1.76 0.59 0.28 0.04
n=3 ND : SRHFRALLT

K4 HET v MIRITHERE A 7 X021 BERAKREFRT

BEZ OMBETEE (g eq/g X pg eq/mL)

5 B
M| A |14E R ZLARE T

1h 6h 24 h 168 h

iR7; 3.48 3.46 3.60 0.80 0.20 0.02
iR} 4.27 4.29 4.30 1.01 0.23 0.01
Fird 0.38 0.40 0.37 0.11 0.03 0.01
EEE 8.22 3.82 5.15 1.07 0.19 ND
HRER 0.98 0.40 0.52 0.21 0.13 ND
YUg || 715 6.03 5.39 1.68 0.37 ND
TR 6.70 6.80 7.25 1.80 0.26 0.03
FeafiR 4.55 4.76 4.72 1.25 0.23 0.02
BRI 3.25 2.83 3.79 1.13 0.30 N.D.
E 4.55 3.24 4.52 2.05 0.94 0.47
FhE 1.02 0.69 0.92 0.22 0.07 ND
Lo 4.71 4.45 4.82 1.23 0.21 0.03
i 4.10 4.02 4.38 1.10 0.20 0.03
JiFii 9.40 9.00 | 10.22 2.90 0.53 0.04
Fefigt 6.28 6.13 6.19 1.75 0.30 0.03
FEig 6.36 8.34 8.00 2.06 0.32 0.02
Bl 4.18 3.62 4.01 1.10 0.34 ND




Tk 14.82 | 14.85 | 16.47 3.72 0.74 0.10
RERE 4.47 4.61 5.45 1.96 0.25 0.07
LEmE | 201 1.28 1.60 0.58 0.28 ND
HE 2.72 2.60 2.36 0.78 0.11 0.02
AISZAR 4.04 4.59 3.61 1.55 0.19 0.02
FEE 1.75 1.86 1.75 1.61 0.18 0.02
RE 5.07 4.19 4.63 1.24 0.57 0.15
A 5.01 4.92 4.05 1.43 0.16 0.02
R 1.00 0.47 0.56 0.31 0.13 0.08
d ] 3.98 3.17 3.35 0.78 0.50 0.31
n=3  ND: RHRALUT

a : FE RIS ix5 1R % ORIEE

ORL
Z v b (SD %, 8iEln, i 4~5C) |2 4CZHERE T 2 7 a3 % B
ROS (20mgkeg FE) L, Mg, R, EROEHHREVEAE L., £36%
TLC T4HBiL. £ARy hOEES LSC THIE L, R#@me L, Hgo 2
TuXth ooy e BiEAeER MID, = F LU T ) EEFT S MIIL VI
EOANRF U NEE 25835 M1V, VIkRHINE,
BZREIHORBEMOEIEER 5 IR LTz, MIBFROERFOKREDII, & MEF
CREMchotz, B4, 7)

£5 Ty MIRITDHER e X 7 v XYL U EHERHIRE AR SGRORFOEIE (%)

et Bk REAE M-II M-III M-IV, V M-VI
MmiFe 4 81.9+0.5 12.9+ 0.6 1.8+0.1 0.5+0.0 1.4+0.2
PRP 4 91.8+15 5.7+1.4 0.7+0.1 0.7+0.1 1.1+0.0
%= 4 95.1+0.9 1.0+ 0.4 0.8+0.1 1.4+0.3 1.7+0.2
B 5 21.9+21 63.1+2.2 3.1+04 3.7+0.4 49+0.2

W+ AR

Mm% : &5 1FE1E ORE
R, BEROMEN : H&5% 240K M S 7508k
a : MMEFREC S50 5FE
b : &5 24 BfliCHRit S hi- B 5o 5 Ele

@ Bt

Z > b (SD %, #E. SiE#. 3 XX 6 IL/E) i UC B A 7 uxY 28
ERRO#E (20 mgkg AE) XIFEIRNEE (20 mg/kg KE) L. 5 168 FFE%

ETREOEZETR L, BHEEZ LSC TRIE LIz,
REVEFPEREZR 6 IR LTz, (B4, 6)

10




(3) 41X

ORI

AX (BE—FNVHE, 2~3 5%k, HES D) (TfEfRn X 7 ey o 2 EERO#K#S (20

#£ 6 Ty MBI EEo A7 oX YL U EEROBRERN
RN 52 DR K OEFHRIEER (%)

BERE | Fik R 3 a5t
2 qm| 6 75.8+ 1.2 922.5+0.9 98.2+0.9
ERARN 3 76.5+ 1.3 91.2+0.1 97.7+1.3

T - EAERRE (RS RICHT 5EIR)

mg/kg KE) L., MFFEEZ HPLCIZX > THIE L7,
HIERE T A —F —% R TITR L, &R4, 8)

KT ARIRITHEFED AT XY CEERROEEGZDOEYBIRE T X —F—

&5‘(&% &5‘5 Tmax Cmax T1/2 AUC
(mg/kg A5) (h) (ug/mL) (h) (ug * h/mL)
&N 20 1.0 8.95 7.09 101.2
n=5
@ K3

AX (©—7 NV, 2~3 5%, BE4 D) (T UC EERE 1 X 7 v 13 U % B [EITRH)
ARG (20 mgkg AE) L. miF. REROEFREMEZRAE Lz, £#E% TLC

THBEL, ARy bofEHEMES LSC THIE LT,

FREHOREMOEIGER 8 TR L, WETRUERFTORFDIL, £ MR

Ut Chotz, R4, 7)

K8 ARXIIBYHERe AT uFx¥ T VEHEREORSGEROREHDOEIS (%)

Eovas KK M-1I M-III M1V, V M-VI
1 95.7+0.3 1.2+0.2 ND 1.1+0.1 1.5+0.1
FRP 92.4+2.0 2.1+0.6 0.6+0.1 2.7+0.9 1.5+0.3
%= 74.0+10.5 2.6+0.5 1.8+0.4 155+ 89 39+15
n=4 ¥ + EHERERE  ND: BRHEER (0.06%) AT

IMyE - #5511 DR
R, ERUNEN : RE5R24F PR & 7508
a : MIEFREC SO LEIE
b : &5 24 FRICHRE S BRI G0 5 ElE

Q Bt

A X (B —FNVFE, 2~3 %, BE3I0) 1 UCEitEiEn A 7 oY 2 EERO
BE (5 XX 20 mg/kg (8E) XiIEkNEE (bmgkg AE) L. #E5 168 Rfil £

11




TREOEZHER L, BEHEEZ LSC TRIE Lz,
RECEDHRAZR IITR LT, SR 4, 6)

£ 9 A XIRITHERED X 70XV U HERRORES XTEIRANE
E#DREOEHHEIER (%)

. BE5E .

B GRR (mgke HE) R # AF
- 5 65.3+16 | 29.6+1.2 94.9+0.7
20 64.1+0.8 | 292+1.6 93.3+1.3
FARA 5 66.3+1.8 | 31.7+2.7 98.0+ 0.9

n=3 ¥ + FERE RERITHT2EE)

(4) &

QR
B (77 vy NE, 5~12%., EBHEROME, AF 438~468kg, 35H) OMRIC

0.3%¥EEE v A 7 1 9o RKZ BB KIRE S (150 uL (0.9 mg/ER) L., &E5#& DM
$EhiREE 2 HPLC CTRIE L7z,

5 0.5, 1. 1.5, 2. 3. 4, 8, 12 KN 24 B DT ORRICIN T, M
EXEERIR (0.005 pg/mL) R Thorz, SR 1, 9)

@ HRF5%OERERNHE M
B (o7 N, 5~19m. 20 3FEAUME 2 55) OMEIRIC 0.3% e A 7

39 L BIEI A BE IR S (150 pl(0.9 mg/fE) L7z, RKROFEIL, #5 2,
4, 6 XX 8 R OWTNOORICEROELR EH L0OIRNG 1 BIZZITEHERL
oo LTeh3o T, —EIOBRGHRBR TIX, FBEOERAOEEBBPEIR TN &b,
FRFIEZE 1 Bo&fS 1 BRICEERE L, RREZHENT 52 LT, FROLRRD
AEHE R LTz, RRTRES HPLC CHIE LTz, MRE2X 10 1TRLz, (B 1,
10)

# 10 EBICBITS 0.3%1 X 7193 L RH| SR 5% ORK S
BE (ug/g)

Be541EE (h)
2 4 6 8
JBE | 463+569 | 17.2+16.1 | 62.8+122.22 14.9+23.4

n=6 Y + HEEERE
a : BRHIRAR (2 pglg) Rz RL7- 158% Opg/lg & LCEMEEZEH L,

(5) YL
Y (TAHFIIN, A~55%, B, BFE 4~6 kg, 458 [THEBu A T7a%Hd o %

HEB&HREORE (20 mgke (KE) L. mMiETEEL HPLC CHIELZ, /2. R

12



ROEL G 96 IR £ THRELL, KRE(ER UM% HPLC THRIE L7,
EMENRE T A —F — %K 1112, REOEFOREMOEIEZ#FK 1212, IDITR
EOERHHEREZR 131R LT, (B84, 11)

#11 VT BITAERT A 7o 39 BER O 5403
WERE N T A —H —

Tmax Cmax T1/2 AUC
(h) (ng/mL) (h) (ug * h/mL)
2.0 4.49 2.86 33.1

n=4

#£12 ICBITAEEEE 2 7 o U BMERR O 5% 0O RE OE RS DEIE
(%)

FREAE M-II M-III M-IV M-V M-VI
R | 96.1+1.2 | 1.8+0.9 0.1+ 0.0 0.0+ 0.0 1.3+0.2 0.6+0.1
# | 809+34 | 9.0+33 3.5+0.2 0.8+0.1 2.1+0.2 3.840.2
n=4 ¥ + {EAEEE (RE£4EICHE Sh-BIC 5D HEIE)
£ 13 PIBITHEBr A 7axh L B
[E1#8 A 4% 5% D IR & U3 FHE ==
(%)
e #E (%)
PR 63.4+6.4
= 56+15
n=4
) + EREEE (Be51% 96 BERIICHRI S N REEDEIS)
(6) EF
@® IRUR
a. H[E%E

/2 b (22~35 . BiE 5 A4A) (TEBu A7 uXd U U A EERO#KRE

(100(ZT=RERFE 5 X1E 200 mg (EERER ORBEZERE), 1 7EAAD) L, #8524 FF
Witk E CREFAICERML LT, MiEFEES HPLC CTHIE LT,

FERAPR 14 1T LT,

BERE CIIZeERERE & B U C Toa PETER L2, Cnax ROV AUC 1322
R E L EIRTH Y. BREICLZREIL LN o7z, (BB 4, 12)

13



14 b MIBIFAHEER A 7 oYU EHERAKREZLOIRYERE/ XT A—F —

BrEE A Trmax Crnax T1ss AUCose0
(mg) (h) (ng/mL) (h) (ng-h/mL)
100 ZE gy 0.97 + 0.02 1.18+0.15 7.12+0.39 6.93+0.38
200 ZEfERF 1.23+0.29 1.89 +0.29 8.48+ 0.97 13.97 + 1.40
200 Btk 2.13+0.25 1.57+0.19 8.31+0.66 12.63+ 1.07

T - RS

b. REHRE
g/ e b (B, 26~457%, 1KHE 58~8Tkg, T4) (B A VXV %
1 H3E8 A Gt22[E) AoKkE (200mg/t ME) L., #&E 1, 7 %22 EH#
WZEN NI L, iETEE%L E coliNIHI JC-2 Z AW AL 4T v A TRIE
L7,
FEREFE 15ITR L, REREIZ L D AUC DF LW ERH LINRNT E0vb,
EEMIERD Oz, B4, 13)

#15 bt MBI AERET X 7o REROREROKYEIE

TA—HF—
N TmaX CmaX T AUC -00

&%“Eﬁ 1/28 0

(@D (h) (ug/mL) (h) (pg

h/mL)
1 1 1.72+ 0.56 724+ 2.16 129+ 5.0
7 1 2.67+0.98 9.56 + 2.59 13.3+4.1
22 1 2.84+1.12 8.64+2.07 13.0+ 3.8

n=7 Y + EEREE
@ f

b MZBIT AT A 7 a3 OREEREREEZX 112, REOEHFORE
MOEIEEF 16 1T Lz, (BSR4, 12, 14)
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CO,H CO,H
NH
c2H5 J—coH F c He
HT.i
RIFLlk .
\ CO,H
/—cozu
M-l HN
(Fno o0 Biasgk) czus
H, c
M-V

mcoﬂ*

Cz”s

M=l

X1 bt MBI AHERED X 7o X3 0 OREEREHTRE

#16 bt MIBITAHERD X 7o OB OEIE (%)

e 58 . HE

P (mg) [ FE(E | MII M-I M-V M-V M-VI
R 200 93.9 5.8 0.1 0.0 0.1 0.1
A7 | 200% 3 [E]/A 47.7 51.4 0.5 0.1 0.2 0.2
©OF: s

b MZBWT, HEEn X 7 a XY 0 ORESIIREE S LT E GRS
50

R/ e b (22~35 . B 5 £L/ED)

[ZHEfe T A 7 a Yo U A EBERAOKRE

(100(Z=RERF% 5) X 1E 200 mg (ZERERE L VB &R S), I 7 BAA)D) L, &514% 72 B
ME CREOELARE L, 728, EOEEIL, 200 mg OZEIERIHFR ERED L) HELEL
L7z, REOEHRREE % HPLC CHIE L7,

HEAEI1TRONIS IR LT, (B4, 12)

F 17 b MBI AHERED X 7 oY U EERR ORGSO RTEHEE (ug/ml)

Beh& B 540 (h)
(mg) 0-2 2-4 4-6 6-8 8-12 12-24 | 24-48 | 4872
100 673+ |53.1+ |59.5+ |487+ |286+ [296+ |40 +|11 =
(ZefEmy) | 13.0 8.9 11.7 6.4 3.7 4.5 0.4 0.3
200 226.6+ | 188.6+ | 2387+ |137.6+ |107.3+ | 486+ |102+ |23 =+
(ZEfEmE) | 96.8 62.5 34.7 30.0 23.7 12.8 1.8 0.6
200 1704+ | 109.7+ | 147.1+ | 133.3+ | 87.3+ |612+ |11.0+ |22 +
(&%) | 49.0 32.2 32.7 22.6 19.6 8.2 1.9 0.3
n=b ) + [EUERRE
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# 18 b MIBITAERO X 7o o BEROBESDRK E
Hh RAEERIEER (%)

okt BREE 5% (h)
(mg) 0-24 0-48 0-72
| 100 (Z=RERY) | 727+ 1.9 79.6+ 2.1 80.9+2.1
200 (ZEfERD) | 72.2+3.3 795+ 2.5 80.6 + 2.4
200 (&%) 73.3+2.9 81.0+2.1 82.2+ 2.0
# | 200 (ZEhERY) 3.8+ 1.0 86+1.9 9.4+1.9

n=5 Y =+ FERE REBITHTOEE)

e/ e N (B, 20~34 5%, 64/ [T u X 7 a0 % 7 HEROKRS

(200 mg/t % 1 H 2EIXiX 300 mg/k & 1 H 3B, I EAH) L, &S
3 B E CREBEM L., RPEESL HPLC THIE L7,

WERERI19ITRLE, BHE 4, 12)

£ 19 bt MNCRBIFAEREo A 7uXxYy 7 HREROBEIZBIT A RPEERER (%)

RkEE BERRAE A (R)

1 2 3 4 5 6 7 8 9 10

200mg | 82+ | 187+ | 30.0+ | 414+ | 53.3+ | 64.6+ | 724+ | 732+ | 734+ | 734+

(2[E)/A 0.3 0.5 0.4 0.4 0.4 0.6 0.5 0.6 0.6 0.6
7THE)

300mg | 7.6+ | 184+ | 294+ | 414+ |535+ | 654+ | 721+ | 73.3+ | 735+ | 73.6+
(3[E/A. | 0.6 0.9 1.5 2.1 2.1 2.2 2.2 2.2 2.2 2.2
7 HIE)

n=6 ¥ + FERE (RIRGRIITDHEE)

2. TREEEAER
(1) ED
B (W77 vy NfE, 3~18mk. EBREROME, FER 423~560 kg, 3 FE/FFA,
XIFREE 1 50 OMARIC 0.3%HEEEn A 7 uxY I 8H%%2 1 B 3 [ 5 ARIRERS
(150 uL/E/AR(2.7T mg/ER/H)) L. &5 1, 2 XU 3 BRI A EREL L., Mk
BEE% HPLC I2 X > CRIE LT
FERAR 20 IR LT,
ERIRR (0.005 ng/z) SAEDEEINZRD SN-DiX, FHBOHRTH Y | Fr, B,
RERA. INB ORI IIRKEE 1 BRIZBVLWTERRARE Th o7, (BH 1.15)
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# 20 BITRI DM e A 7 ey U85 5 B RRERIRRGEOBBTRE (ug/e)

- EERE%BEE (B)
1 2 3
A ND ND —
Fiig 0.019 + 0.003 0.011 + 0.003 0.005, 0.005, 0.0022
&g 0.003%, 0.0022, ND ND —
R ND ND —
/N ND ND —
n=3 Y + EREFEE ND: BRHBRKE — o,

ERFRS : 0.005 pg/g. BREHFRF : 0.002 pg/g
a : FRHFRALL B BRI OKIE

(2) B@

B (M7 7 vy FfE, 3~105m. BEREROMERE, AE 430~518 kg, 3 BHMER,
RTEREE 1 5H) OMHERIZ 0.3%HEMu X 7ux3  8K% 1 B 3 B 5 BREIRERS

(150 uL/EV/AR(2.7 mg/BR/H)) L., Bi&#eE 1, 2 kU3 BERITHEMBZEEL L, Mkt
EEE% HPLC I2 X > THRIE L=,

HREPR21ITTR L

EEIRR (0.005 ng/z) LLEDEENGRD SN-DIX, FHEOHRTH Y | FA., B,
RERA. INBOFREBREIIRKES 1 ARIZBWTEERRRRM ThH -7, (B 1.16)

# 21 BITBI SR u A 7exd U 8 5 HERERIRRSEOBBTRE (ug/e)

- RREE&A% (B)
1 2 3
A ND ND —
FrFiig 0.013 + 0.004 0.006 + 0.001 ND
ik 0.0032, 0.0022, 0.0022 ND —
f&Rs ND ND —
/NG ND ND —
n=3 Y + E¥RFEZE  ND: RHBRAE  — e,

EEFRA : 0.005 pg/g, FRHRA : 0.002 pg/g
a : BRI EEERRF AR OEAE

—RRENZ, RN OEPNTITE A CRIRENRNZ &b, REZI L CRAIZIRIN
b EtE2 BN,

BInEERER

(1) E=EHHER
HEE T X 7 a XY 0O in vitro RO in vivo DBIGEMRBRER 2R 22 1R LT,
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% 22 HEET X 7 u XYL DOBGENRRER

3% v PIE-d & e 2
in DNA &5 Bacillus subtilis 1.56, 6.25, 25, 100 | S5EhtEL 17
vitro (Rec-assay) M45, H17 ug/disk

BRI EAER | Salmonella 0.01, 0.02, 0.039, (SN 17
typhimurium 0.078, 0.156, 0.313,
TA92, TA94, TA98, | 0.625, 1.25, 2.5, 5
TA100. TA1535, ug/platea  (£S9)
TA1537, TA1538
Escherichia coli
WP2uvrA
RN ELFL | S. typhimurium 0.32, 1.6, 8, 40, (SN 18
Evid TA98, TA100 200, 1,000 pg/mL
(£39)
LERBEERR | Fy A =—XNLX |0, 25, 50, 100pg/mL | & 19
& —Jifi (CHL) i | (—S9) 24 T 48K
MEZERTR FRIALER
(+S9) 6 KA+
18 PR AT
invivo | /INZERBR ICR~ U R, MRk, & | 0, 100, 300, 1,000 | [&HE 20

il

mg/kg HAEIGAMRIE M #
5.

a : +S9 4T, TA100, TA1535 KX TA1537 TiX 0.313 pg/plate LAE, TA1538 Ti 0.625

ng/plate LAk, TA94 X WP2uvrA Tid 1.25 ng/plate LAk, TA92 Tik 2.5 pg/plate LA ETAEF

PN A BTz, TA9IS IZOWTIEL, —S9 & T 0.625 pg/plate LLE, +S9 T T 1.25
ug/plate LI ECABHERA LI,
b : DNABRIHEEMC L 2 b0 L E X bz,

in vitro ® DNA EEHRBR CHBEMEORETH o273, DNABERFEEERIZL S b
DEEZ LN L ET-F DD in vitro BB KD in vivo O/MNEEBRITO TN B R
HTholZ b, HEER XA 74 NIRRT & o TRERE L 72 A 853

IV oEEILNE, (BB 1. 17~20)

(2) yEEEE

HEEu X 7 a x93 00 in vitro DCEBIEFEMERBREREZ R 23 IR LT,
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# 23 v A 77X O ELEEERBRER

pap | R PIE= & R 2
in BIRERERR | S typhimurium | 0,10, 31.6, 100 pg/mL | B2 (TA104) 21
vitro | B TA100, TA104 | UVA M4H(90. 300, | 5585t (TA100)
600 md/cm?) &k O\FERR
5t
S, typhimurium | F % UVA B (600 | UVA JERRSR DR
TA104 md/cm?) L7245 W'E | RWE ORER L
MM 0 0, 10, 31.6, | th# L T/
100 pg/mL L
DNA#EHER | 7 v FHFBE® | 0. 200, 400 pmol/L | BE¥E (8-OHAG 22
Mt (ARL-18) | UVA B (20 J/em?2) | OHEHN) b
KOGERRSE (UVA FBE. 200
umol/L LA k)
YefafkKREBR | F v A =—X | 6~200 pg/mL BB 21
LRAZ—VT9 Ml | UVA FBENEHT. &® | (6.5 pg/mLBLE)
fa PRI 500 md/cm?
F > UVA HB& (200 | UVA FEHEER O
md/em?) L7 WE | BRME DRER &
ZfEH 1 6~200 pg/mL | Bk L CHEMN 7R
L
CHL #ifa UVA RS (24~3.0 | Btk 23
Jlem?) : 1, 3, 10, 30, | (UVA B,
100, 300 pg/mL 10 pg/mL B E)
FERRST : 10, 30, 100,
300, 500, 1,000 pg/mL
aRXAy b7y | B MFTF /Y| 10 pg/mL RERE d 24
A SRS UVA B (10,20,37.5 | (UVA Bs)
kdJ/m2) K OFERRS
~UARY 7% |0, 3, 10, 30, 100 | &t 21
— il pg/mL  ( UVA 500
L5178Y tk+- md/cm? FBET)
B TIsEERER | Saccharomyces | 50, 200, 400 ug/ml | f&tE 21
cerevisiae D7 UVA/UVB R &
( 380075 X 1%
7,600/150 md/cm?2) %
/IR F ¥ A4 =—A,N| 100 pg/mL BB e 25
LR EZ—V79 il | UVA/UVB B (1,250
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i) ~30,000 J/m2)

a : CAT, SOD K U'DMTU iz X v #il &nighoiz,
b: 7IAbF P Y T AR TMP (2 L 0 E7228, or 27 = o—/ LR TBP Ti3dd & iz
27
c : CAT, SOD EO'DMTU iz & v #jikl E 37,
d : T4 endonuclease V. (CPD %38i% L DNA ZUllrd 288) & W TEBIhiz,
T EF FY A VIR SN, AT A v, GSH, CAT kQa- ha 7 zm— X 0l
fﬁ'] SNt

HBEEED A I = A LIE, —KEC, IR & DNA OESEERICLSEY
I DV EBIROEUIIEEY) & B L < IXTHDERO RIS ERIIZ L W ET S
EHERREL T Y — T VML - T, DNABEPEZXDILDEEZ LN TS,

TFdud ) u RHEEMECIL, ¥V VR C8ALCINVAuRErFd5I L
IZ L ABEBENEET A Z LB HEIN TS, ZhbD7vtusx ) a2t
HEHEEIL, BRI L Y 74 R L C8 MORFNEML L T BT
ERTEBEZLNTNS, (B 26)

12FEDO T VA v X ) v U ROTEMEWE % AV COERR T © CHL fifaoqv s R
HHBRA N L7-RER, EDso (50%DHMIC I EEARE 2R TBE) CHiRLEZ &
A, vurrzadPrr (14pg/ml) 13X, X 2 FoHTHRIC L 554
KEEFBRENRN T NV—T Uz, ZAv7exHPo v i dug/ml, 7V F7a%y
v oi6pgml, I 7uXYir 11 pg/ml) IHESN-, (B 23, 26)

1 A7 aXHT ONBIEEEORBEFICOVTX, EEBR - 7V —F Vv
DL, FRA VAT —E I OEERAXIIYY IV ZEEROEBRI IR IN D72
L, BEOFERH D, (SR 26)

DNA #EERBRICBN T, BRFESMMTCALE 8 FudiTtxy /7 /v

(8-OHdAG) 23, —EHEEERHEEFITE T T Lz, & Fexv 7 UhVEE
BIFFFE T TR A DN 2o T2 Z E DD, KEEEIEDORIUIT—FEHEEE HE
B33 l@EShTng, BR 22) —F, REARERRICBNT, REEARFEH
HIERANAX T T VU ANBEERIFET TRA Le), BRERERFEBRK R A v b
T oA ORERITITHENL ONRP-TZ D, RBHEFETTO, nA7uFx
PN R BRERER L BETEAEZERD DNA BEICX, ENENRERD A
= XBNREELTNWD Z ENRR SN, (B 21, 26)

Fro v xXvadgi rokab v AuXx ) a Kt EINRRIZ K B in vitro D
INERBIZ BV TR Th o1z, 7hdux ) alHo—o>Thbr U F7nm
XY U AVWERR T, BANRRNSEG T CORBERTEIX, FVINAIRY
DXk o THHI SN2V, DNA FRA Y AT—E I ZETHT7 T MY
TAZ Lo THHIENT-Z LD, 7rdaXx ) ol FoONXELEEOREMTIL.
DNA $55ITIZBE G5 FRA Y A F—P ILITERT 5 L #E STV 5, (BH 25)

IBl, e 7F ABEY IV "8k (CPD) 2#8# L CDNAHKIZI=v /7 %
ABEREZRAW-a Ay N7 viA THBEORR ThoTZ &b, v AT7aX%d
VUATERINRIRIIZ L B CPD AEREET 5 Z LI2 & 0 EEREE I RIREMEDS
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REI, HREDIAANE~DREENRR I N, (B8 24)
DEDZ L, v 2 7Y U IBE T O in vitro DRERDZ L IZBW T

HORMRPFBOLNTEY, EEHEELATDHEELON,

4. 2SR

<A, Ty MEROA XZHAWTCHERD X 7 a3 OSENRBR LT oI5
BEH 24 1TR L, BOBEITBITS LDxid, <7 AICHNT 1,608~1,899
mg/kg RE, T v MIBWT 1,536~2,323 mgkg FETh -7, (BB 1, 27,

28)
# 24 BT X 7P 0B R
BRE | R | SRR ;Dm (meke ﬁgi S,
<w2Z | ICR% o qm 1,746 1,608 HFESHOET, RN,
FER ], IREA, R
RN 253 272 R MR REE, 7T
—B| IRERZEH, iR,
FEEN, ERBE T, BRE
HOET
A 1,535 1,248 AFEBOET, IRig T
=, [BEA, IREA, RE,
R, R
ddyY &0 1,899 1,770 BIEEBHOET, R
FER ], fREA, R
Jv bk SD % ®o 2,133 2,323 HRESHOET, By
Ao, REEN, FRIRHDH], 5
7
Bk 338 328 i, REEA, BREE. R
L IREA. B3ES)
DIET
BT >2.000 1,673 HEEBOEKT, IR T
IE, JEEN, MERAEE, K
4
Wistar % | #&H 1,556 1,536 HIEBOEKT, RE
Ao, FEEN, FRIRHNE], R
s
AX | ©—ZE o dul 50 mg/kg AE | 50 mg/kg AE | IEH, FHAE, HIRISHERR,
TR L] T 2 L | R BHEREORSR
(0/2) (0/2) REIR, BIRY . RLT
200 mgkg & | 200 mgkg & | Bh, FUE, FREHEDHHIX
H (22 | E:ETW1/2) | M BERE
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5. BRMSMHHRER
(1) 13 EHEIHSEHER (Sy )

7> b (SD R, 5k, MEES 12 DW/EE) (TR0 A 7 e % 13 BEHER
5. (0, 30, 100, 300 Xi% 1,000 mg/kg {A8E/H) L, BAMHEHRERE M LT,
o, EERBRE LT, v b (SD %, 5, MRES 8 IUEE) [THEfEn A 7 a4
Uk 13 EERARE (0. 300 Xi 1,000 mg/kg AE/H) L., =0t 4 B DEHE
2 E LTz,

FRR CHONTZBMITR AR 25 IR LT,

—REIREETIX. 1,000 mg/kg R/ H & EEEOME 2 FK% Y 100 mg/kg &E/H 58
DO 1 BRZFETZBO b7z, 1,000 mgrkg AR/ H B 5FEOMEDIET 3B E D2
PEBIEICE D LB X DA, 100 mg/kg HE/ B RGO TITEREICL A LD L
I Sz,

300 mg/kg AHE/H LA B 5REOMEREZ IV T, IR UERENRL b, ZhbD
X EHEHARIAE T RAZIXERE LT,

FRRAT R CIZ, 1,000 mg/kg AE/ B £ G5REOMERE CHIBRO B ERE(LB A ST,
100 mg/kg A/ A P L EREOMERE CREBIEIRE (REARBER, KE, THAX
B PRSIz, £, 100 mg/kg AE/H DL LB SEEOMERETIX B BORAN
Hoh, 2EEEOBER ) 300 mg/kg U FEGHEOIE CIIB RO EER CFXE
BEOWEMN, SBNAEY O/ EE R UM EEOHEMBED b, T b 0T
ISHEEDE ORGSR A DN DIBNMEZEOEENC L 2L L E X b,

7. B OlERERIZ OV T, 300 mg/kg RE/H U E# R EE X
MR EEDOE(BA LN, ZHbDOEMTELE UTEREEMMGEIZHED DO TH
D, TNHIEE AL DRI IR RICEE I A DR o T,

miE @) EHtFHRETHON=EEHMFPOMEF -7 a7 ) O TIE, 300
X% 1,000 mg/kg R/ H &% 58O EHEHRE TRAZIZEE OEM 2R LT,

EHE1X. 100 mg/kg AE/H & 5BODEICBEHERE OBLRHA LN &, F£72 30
mg/kg AE/ R G TIIET y-7 a7V VIR TRH LIS, RBEOKEEFINL
DXHREE L FISOEE CH -7 Z LD, ABEBRITHIT S NOEL % 30 mg/kg {RE/
REEZ272, BR 1, 29

B REFEAIL. 30 mgkg AE/ABRERETMET v 707 Y COKTRA LI
T2 b, ABRBRICEBIT D NOAEL IIRETE RV MW LT,
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25 Ty MIBITS 13 B EAHEERER A LN BT R

BE5&
(mg/kg AE/H) K W
1,000 « (R EIRINANS < FEC (241, MR\, BOEDIKT. BA
- BEHEOWED, fBKEOHEM R, R
- R K OB - PT DIER
- flg O EEDOK TR UMEXE | - OB EREOSM
BB - FFig D /INE U D FFHERE DB AR
« FTigG D /NEEF DB ORI DIER | KON EDFTHIFAEK
ST ONEE DRI AE R MEF K, TP, i ka7 2 7Y
cMEF K, TP, i Qa7 7Y | VOET
COIKT
300 BL k= - ViR K UKk - DiHE K UK {E
« R Na OB - PREBEANPIH]
- iEF B-7 eV CORT - KR BB
- FNERDE OB OB KO < KF Na, K O
INER OB ORI OREIGTED |« RERE ST RIS o B EhkE
B BB OZE R
- MiEF p-Z 07 Y DET
100 P E - REREEALRIS ISR O BIERE D | - RF Na D
b=y
- MiE$ ALP D0
30 Lk - MiEF -2 7Y DT cMEF -7 e 7Y CDET

(2) 13 EHEIHEHHER (1 X)

AX (B—7)VFE, MR, 13~19 BECEA LK 14 BRBIME, #E 8.1~12.0 kg,

Mt 7.8~11.0ke) [ZHEE T A 7 o X ¥ 0% 13 BREERAKRE (OMEHES 5 D), 12.5(HE

HER 3 D), 25(HERER: 5 PD) X ik 50 mg/kg RE/ A (MERES 5 1D, b7 2#E) L,

WM RBR A I Uiz, £7-. BERIC 4 BREIOEEHEZRE L, FHEERD
EIEMEZ A LT,

AR CTH LI EMFT AR 26 IR LTS,

50 mg/kg AREE/H#5FEDME 1 FlTIELOEFRD b,

—fBRRE L LT, 25 mg/kg R/ H U B GREOMEREI TR, S0 0%, IUEES

NER.ENT-, 50 mg/keg ARE/ B FREBHOMEREZ W TIEEDBA BN B2,

AUTEH I IZ AR BERRIC L 2 ZIRZRFEE L B 2 DIz, 2 b OFEMERT RIL,
EIEHBRNCIZA DR o722 L0, BEEENRS D EEX DN,
HRRTIX, 50 mg/kg RE/BHFESEHORBEIFHROBRE & /NBKIED 5 - M S3UTTS
ABH LT, TRERR IR EIZEAET 2 B EIIA DNRD o T2,
JRERRRFEHOREICIBV T, 25 me/kg 8/ A UL ER 5RO b i 7 BEEERE
DERE RO/ NERBERIT, 25 mg/kg KB/ AR GHEOHEZ b A LT,
JRERE, BEERE. RIBERE, AERE. LENRERVBSRERICIT. BEIX
BOOLNRDS T,
1T, ARBRITEBIT 5 NOEL 1% 12.5 mg/kg (AE/H L E 2 7-, (BB 1, 29
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BRLZEEEDNT, 25 me/ke AE/A DL FRERCRE, 500X, WEEENA D
NizZ &b, ARBRIZKIT 5 NOAEL 1% 12.5 mg/kg (/B & Hkr L7~

# 26 A XIZBIT5 13 BEHEEMFIERBR CAH O N-FHETA

BREE
(mg/kg (AE/H) " HE
50 - (FERIMEORD - R
- BIEREL DR (438, 8 ) AR
- MIEFIEE (TG) DR - KEEINEORY (~3 )
- fES TG DHEN
25 DAk - REA, SO OX NUBAEE, S,
AREAL, SO OX | WUBGRE, i, | Tk, 'BH
VEBE, TR - AR OB
- BEHE DR - fFEF TP 48) KT vy v
- MyES ALT &N (48, 8 DIET
- MyFH Chol, PLip, TP (438) % | - EAEEKEIEEAEDEE LD /]S
a7V (48, 8H) DIET | HiER
- BHEIECE R E OBCE IR D /)N
A
12.5 BHFTRZL BHFTRZL

(3) 13 AMEREHEMHER (L)

Y (= AP, MERES 5 SABE, RERE3.1~5.3kg, ME2.0~32ke) |ZHGEE
oA 7ady e 13 BRROKRSE (0. 25, 50 Xit 100 mg/keg RE/H) L, ER
MR A B LT, £72. 50 RO 100 mg/ke RE/HBEOMERES 2 BAIC OV T,
B E TR 4 BEOEEMEEZ R LT,

AR CHDNIBHITR AR 27 1R LT,

100 mg/kg {AE/ H #5BEDOMERES 1 THOB SHRIRTREC D D AR, 85
IR HIZ BV CEEMEM 2R LTz, 100 mg/kg AE/ AR E58EOME 1 BEEOBEEE I &
B 1 BRIC—@8MIEY, 50 mg/kg IRE/ A EEREOME 1 BBOBEEENERE 13 BH O
BB Uiz,

MEZAIREICIN T, RFRBE IR ERTOEME & i U CREEH R A B ER A D
N7-EE (Ht, PT%) Bd-o720, T b OEE OFEITAEMEBNOREBE DR

DORRTHY, BEDOEETITRD LB ST,

MIRAELFEEREICIONTH RRRIC, BT SRTOHIE & ik U TRt 2R
BEENAONEE (IES TP, o-Z v 7V, Plip. Glu%) o773, A3
HIEESNOBREEDRY IZL D H D EHRF I,

PRIV T, 100 mg/kg (E/ B B 5L OMEREI R E DR ¥ /737 (% 30 mg/dL)
RGN, FIREORY VR IITELED I =7 A PNV TUIZUITRO DA E
fbTHBZ b, BERIE(LEBX N,

DEX, RREROFEREREICIL. BEIIAONR)-T,

FRECIE. 100 mg/kg (AER/ B BREREORE 1 SEIZBEIE DO KRR B AIEEI BRI D
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BN NP, REEORE 1 B2V T b 2 KR E A SRR DRMEMAS I 5
nic,

JEESEETIZ. 100 mg/ke AE/ BB EREOEDOIFRR O} 25 kT 50 mg/ke A&/ H
BREFORRINZ, BRI ERIZ LR DN, ZOBIZITREH
BRI RICBWO CRIRRE & XA DN R Do T2 Z LD, IBESREE TALNESL
ISR E DB OB L IIZZ bR oT,

TRERALRERRE T, BB OB EIZEET HFT RIS bR o Tz,

FHT. SBRMEOBRSICEET AETRIT 100 mg/kg AE/ HREFHTHAONELIE
M, BRERUEHEEORED TholZ Lvb, ARERIZEIT S NOEL i¥ 50 mg/kg &
B/ALEZT-, BR30)

B ZEEERIT. 100 mg/kg RE/ BFERECBW TR, AERDSA LN Z
En, AEBRIZEBIT 5 NOAEL % 50 mg/kg {A5/H & HWr L7z,

# 27 MBI B 13 @A CA DN BT A

BE5&E
(mg/kg RE/R) 5 &
100 « Ngrt * NErt
50 AT BHFTRZRL BHFTRRL

6. EMBERUREIAMERKER
(1) 52 EMEHSHRAR (Sv k)

F v b (SD &, Mk, 5 B, MEES 20 IUEH (THEBEu A 7 oxY 0% 528
Bk 05 (0. 5. 10. 30 Xi% 100 mg/ke AE/H) L. BHEHEHHEREEK L
7=

AR COBHFTRER 28 (TR LTz,

FE, BfEE, FUKE. RE&. EEEBLRE. RHRE. BERER CKREIRE
IZIXEREIIZRD b2 o Tz,

HIM T, 100 mg/kg RE/ B EERHOIERECIW T, BBEEIO KB E ARSI
ITBEDOIBRBED—D L E 2 bNDMEMENAA BT, 30 mgkg AE/HU LG8
DORER Y 100 mg/kg AAE/ B FREEEOMICISWT, BEOBRSA DN, £z, Ees
HEIZOWTI, BEBOREYZE0ERD 100 mgkg AE/ B RESREOMEHRECEEM
L7223, ZRHORTRIIL 5. DITHALNTEY ., FEHEWEORERAIIA LN
LHIENMEEOTENC L Ak E X b,

FH1T. 10 mgkg ARE/ B U TRERE TIIREER OVWTIIC bXRTIREE & ORI
OOREITH LRI &b ARERIZIIT 5 NOEL % 10mg/kg AE/H &%
zlz, W1, 4. 31)

EZERERIT. 30 mg/ke AH/ AEREGRHCRVC, WK, i () Fy-rur
U 2 DD OBBEHORERL N2 LD, ARBICBIT5 NOAEL X 10
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mg/kg KE/ B & HEr L7,

K28 T v MIRIT D 52 #HEEFEEFBR TAHONEETA

BE5E i3 i3
(mg/kg {AE/H)
100 « RH Na O - ViRt
- BBEEI O KRBRE =AM | - RF Na DR
Btz U 7o BrREREORRHE L Mg () Fy-rv7 ) o oRd

30 LLE - Vit - FEBAET 0 KER B ARSI
- 8% GF) P y-ruT Y o0Rd | BEE Lo EREEEORKEL

10 AF BHFTRARL BIERTRZ2 L

(2) b2 BfEBIEEEHAER (UL)

Y (=7 AP, 25~7.2 5%, BERE2.2~4.Tkg, M 2.1~3.0 kg, MR 458
A \THERn A 7 uXYv e 52 BEREERE (0. 25, 50 Xik 100 mg/kg &/
H) L. BMEEaie EiE LT,

—REIRREIZ DOV T, 100 mg/kg fAE/ B # GREOHERESHIICIEH:, HEICHHE (2 55)
EORERD (188) B3RO BN, £, 100 mg/kg KE/ BBREHOBE (158 I
&5 1 BRIEEORBD R A DN, &5 10 B BICIIREGRIOFERICEHEL., £
DB DIRELRINIMOH & RZETHh o 7=,

MRFRIRREICIBN T, MBI SRTOME & R L CTRERENRA LIVIE
B2 o720, WTNHAENESHNOBETHY ., FHELEFELZEH THA
Ntz

MR LFRREICBN TS, FRRIC, HRBEESUIRGRIOBIE L i L CTHER
ENHONHEBR b T, TREOREOEBEHN. IIHE L BEED R E
HHREB Th o7,

Z oM, FEEE, RRE, BEOMRE, EX., RRE, BERE, IRk BHREE
R OYRERERIREIZIBW T, IR b o Te,

FEFE1Y, 50 mg/kg FE/AUTREH T, RELEWVWTHOEBIZHREIZXES
FEIIZRO bNeho e Z e h, ARABRIZEBIT D NOEL X 50 mg/kg {K&E/R &%
zle, B4, 32)

B REFERIT. 100 mg/kg AEH/BEEHICRNT, EH, PR OWRERD 5
BNz EnG, ARBRIZEIT 5 NOAEL % 50 mg/kg fR&E/H & HWr L7z,

(3) EMNAMEAER

D AAEFBRII TN ST,
L2l b NAEKE BOBREAIROCSIRE) OBKRRBRKE OHREZHEEIZRS
TEPAEEZ TR T 2853, S 4, 33)
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(4) RHENAERER

~ 7R (Skh-1hr BR %, M, 5~7@h, 24 ILES) XA ryuxyi v 7inF
Yo, vFmTudY . F7eFtL U RO U7 AfRE 52 BEREEERR O R
B (52 EE) L. &5 1.5 FERZICEIVRRS L, REEEORERE L-, &
BEDHHe 5 UERIRIR U 70 FREE & SRR L2V ZRE LT, v AT
U RORT et U UNOBRERRY, 52 B TEEN Do Tllzd, ¥
% 78 BB E THER Lz, BEEIZOWTIL, 7udH¥ 02mg &< 7R
IR O#E LT 2~4 B%ICA LN MERFRE & RS2 55 BRDEORE5E
LL, BXA7%Y 0305 mg/lEThHoTx,

—fRREEL LT, v A7 aXY T U EEHCIIREICR/ N ENRBRE O L IE
RBB ST, EOMOBERICERFIIA NIRRT,

PIRFTR. & L COREIERIL. BB TR IR 285 L2k 5 A b,
REEEOSRERT, 5 52 BRIZICIIn A 7 a3 B 5T 100%, 71 a¥
Y UBRERET 87.5%THY, &5 78 BEHZICBWCITA 7 a3 & EETIX
79.2%. ¥7r7aFY T U RERETIE 58.5%., 1V V7 ABEBRERETIX 37.5% ThH
o7, SRINREERIER D A DIEEMER OFHYIIZI T, BEEOFIRRH & BASEDN
50%IZ3ZE T A EEITRI I NS, 2 A 7 xR EH TIIA 4 16, 22 8,
ZiaXP oRERETII 288, 38, AT7uxh v, e rvuxPi o F
V) U AEBGRECRAESEN 50%ICELT-DiL 66, 78, T8 BTH-T, SRIMRIR
FOFEED LI RREECIIEREIIA DN o T,

0 A7 Xt U UNOBRERIZH DN EEDIZE A EREETH -T2, v AT
a9 U EREHTIE, BEKTRICIIZBFIO R EIIEEN RO biv, £DEL I8
R LB ChH T, (B 34)

Flo. X7 VA F NBREBEEBIGF (xeroderma pigmentosum group A gene) X
H~U R (MBIRHA, 6~12 Hkn, 10 ILED) [THEIMRBS L L bicr A T7addv v
% 26 BEFAARRO#S (0.5 mg/lt, 3EAA) Lize ZA, K~ U RATIIERELE
5%, FERE~ U R TIXERERLR 23 BRICKBIBRERA BV, TDOE IR
LR TH T, T, REHBEFERICEED CPD O E1ToIciER, SOMNRE
S0 1 FHRICKBRUOFERE~ T ZDOWTIUCEBW TS CPD 23 bi7a3, 48 I
FI%ICIZIERIB~D ADA CPD BNEE Lz, B A7 aX¥T r ONFEN AATRERE
FFRIZiX, CPD £RDBEET A RREEBS R~ Sz, (B 35)

LML, B REHBLTIToHE (AR F—, = URAKRNT v ) TIIY 7 248
EEXBLETHX I VAT RREEEOFEENMENZ B bL T3, (B 36)

7. HRERASMHHER
(1) SR Sy b O
Z v b (SD R, HE: 7~8 @M, M : 9~10 B, & 22 IU/EH) ITHEMBu X 7 uXk
YU EHETIIRERRT 71 B> bHRRE C, METIIZEIRT 156 H>O8E 7 H £ TR0
5 (0, 30, 100 Xi% 300 mg/kg K&E/H) L. 7 v MIRITHAEFEFEEZRET LT
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—RIRABIZ DUV T, 300 mgrkg (REE/ B B GREDME 2 ILEFRS 26128V C, &5#
—IEBEDFRIENS B BTz, £72. 30 K 100 mg/kg (FE/ B GREDOMEREDE T
BT H—BIEDFHEN A H T,

REIZ DOV T, 300 mg/kg RE/HEGHOBIIBWTRESE 1 BB IAEEMED
BN BB ST, BEHF 2~3 BE TICEE Lz, $T-, BEEOED KON
KEDENNH 300 mg/kg AH/ H & EREDOMEREZ 2 DTz,

100 mg/kg {RE/ B LA BB EHOBEIIBWN T, BE EEEEOBIORERO b, L
2L, AR COEFHBICHEIIAON T, £727 v b 13 BRESMEERR T
FEBEAERRICAT D EBE RIS Do 22 LD, AFHREBRTERD bR HEDMES
HEOBADIL, EWFHIEBENZ LWFTR LB b,

RECRE,. ZMRREICREIIFR D bhikd o Tz,

FRIRDERE, HE. /K. N, BRICEFEIEIRO bR oT,

413, 300 mg/kg A E/ H R ERACB W CHREMITIRERFERL LN Z LD,
ARBRICBT HEEMICKT D NOEL 1T 100 mg/kg fRE/H . AFEEEIZX9% NOEL
X 300 mg/kg AE/H .| JRIRIZXR9 5 NOEL 1% 300 mg/kg AE/H & 272, (B 1,
4, 37)

BREREEZERIL, 300 mg/kg ARE/H 58 TR DOFRRER OMAREIIHIHIL3
b= Loh ARBRIZRITT 288 NOAEL i 100 mg/kg {5E/H &4k L7-,
FRIRIZIIREDEEN B LNR D -T2 2 & 25, NOAEL I3RBRoEEHAETHS
300 mg/kg AE/H &HWr L7z, BIERB~DEEIIA LN o T,

(2) £ESHHE (v kb)) @

HIRZ > & (SD K. 8~9ifls, 22 WA (THEERn XA 7 udP3 2k 17 B>
SR 21 BETRAKE (0. 30, 100 XiX 300 mg/kg 158/ H) L. LEEHELH
Fllz, 2ToOREW (F) IZBRSHESE, REW (F1) OXRETRUMEERISSES
BRE Lz, 7, Fi 52T TIctmEz F—AEHANTREL L, BE (F)
IZOWTHRE LT,

FoREWIX, Fr REMOBERLS UIIREMWNRE CIRT LR CHIR Lz, RBECA
(BRI 2D o T Fr iR, K 5 HEX ISR nRICEHIR LTz, £72, Fu
B3R 20 BICREFAUEB L, TENEZRET S L L OITRROARET ZRE
L7z, FiiRoOBEOFIRRIT, FiREMOFIREICIENH LT,

—RIREETIE. 300 mg/kg RE/HIRGEED FoREMICIEW T, SEERBD R OE
KREHEMB A BN, F7-. FRHEDS 300 mg/kg AE/ B FGFEDOKREE. 100 mg/kg
H/ AREFHODEFINZH DI, #E 2 FFEIZICITER L T2, 100 mg/kg (KE
/B DL 5 CHR IR OB R IR 25580 b vz,

Fi REMIOATME, BE. FBEROAFERICEEIIZED bhvied -7z, 100 mg/kg
&5/ A UL R 5HEO F1 B8 OFIRRIZ I TR BYED A BIREIZERD b 08,
Z DR R Fr HEROBER O 5 1B THR L7z FL EEMICIIERO vz o7 Z &
Db, BE5 L OBEMIIRVWEE X B,

Fo IR DAFREIZIBV T, BEISERO 6o 7z,
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ZEIT, ARBRICBIT 2REMWIZT 5 NOEL 1Z 30 mg/kg RE/B ., [REMIIZX
% NOEL X 300 mg/kg (AE/BThHH LExT-, SR 1, 4. 38

BMEEEBAIE, 100 mgke AE/H U EEERHOBEMICI O T—EBEOTHER,
OMHREAF O IRIER DA DT Z LD, BEMICKHT % NOAEL 1% 30 mg/kg
{KE/H &HWT Uiz, JREMITHY % NOAEL 13 300 mg/kg A5/ H & 4T L7,

(3) HESMHHR (v b)

HRT v b (SD R, 8~9i@Eln, 32 I/ER) (TR A 7 a3 &R 7~17 B
I O#kS (0. 30, 100 XiZ 300 mg/kg RE/H) L. BAZBHEZBRI LI,

Fo REWI IR 20 HIZHARE 21 LA RESFAE L, FERNEZHRE L, &Y 11T
XERGHRIE, KEW (F) ORBROBERBHIREZRE L, £, FiitRot
HER—HAEHNTRE L, BE (F) 12OV ThRE LR,

FoBEMWIL, F1 BB OBEAS SIS 2 CET L-ReA TR L=, 2BCH
ISR SN0 T2 FrittfiE, 0 SEECHEIR LT, £z, FiBEMIERE 20 BIC
LTREFCIE L, FERNEZHRET D &L HITBREOAREEEZRE L, FiRoMED
HiRix, Fi R OB ER LT,

Fo RE#I® 100 mg/kg E/H LA EREFICWT, FREEING R CREHERD
RO b=, EFRRE. BN, BAEROERBICR G 28EIIH N
A oY

300 mg/kg A/ H & EEED Fi I RICBW T EERD K L EBIENGRD b,

HRD F1IREWMIOAETFER. BEROFESMUIIREGIC L 2R ONT, £
F1 RO EFERRIC bREI I A DN o T2,

FolRIRICH B EIC L BT A NIRRT,

EE T, ARBRCRT 2 REWICRT D NOEL i 30 mg/kg (AE/H, REMIICKT3
% NOEL i% 100 mg/kg AE/H TH D EExT-, (B 1, 4. 39)

BMEEFEERIX. 100 mg/kg AE/H E5HEOREMWIZI N CTEERINPIH K OE
EHERVNRA LN Z LoD, BEMWICXT 5 NOAEL i 30 mg/kg AEE/H & WL
720 300 mg/kg (AH/ B & 5HEDIIRIC AERED K MEEEBENSTRO be 2 &h b,
JEIRIZx9 5 NOAEL iZ 100 mg/kg RE/H ., REMIOFEBIZEST 5 NOAEL iX 300
mg/kg AREE/H & HWr L7z,

(4) RESMHHAR (D9

R IX (BABGE, 4~7 Al 14~15 L@ ([ZHEBEn X 7 a3 o 246
IR 6~18 IR O#&E (0. 6.25, 12.5. 25, 50 XiX 100 mg/kg fAE/H) L. F4mH
MEBRES Uiz, R 28 RICEZSEALE L, FERNERE L, . BRIZONT,
IRE, NREROEEELRE LT,

WBRIE DEREGEITRBWT, EEBBD UITHRIED b, BRI 50 mg/kg
(AE/ B LR EHECHEE Th oz, THIIL. 25 mg/kg A&/ B LT O EHE CIIAER
YEHEDRD T, FTe, 50 mg/kg AE/H U ERERIZRNT, BEHERD, SER
DR OVREESSINDSFE D b vz,
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REMOFRIZIB T, 100 mg/kg AE/ B REGHIZBW TR - BT RIEEL
RUTEDS, XTEREEE ORICAEBERZEIRD b o T, BEER OEREICITEX
ootz

FEIRIZOWT, BE CEERA LT 50 mg/ke AE/ B U EREFIZBN T, AE
B, LB BER BHEE DERR IR DORBROBEMMBED bill, HRMWEDOE2E5
BCRB W TETEIRIIERD Do Tz,

1Y, BEWITHRT 5 NOEL i, 6.25 mg/kg AE/H R SHICREOEENA LN
Tolodh, BRETERPoT, BBIRICH$ 5 NOEL it AR oW Tit 50 mg/kg RE/
H. BEIZOWTIE 25 mg/kg KE/H, BEAFEIZOWTIX 100 mgkg (AEH/HTH D
EEx, (BR1, 4, 40)

BN REEZERIT, BEMWD 25 mg/kg KE/A LT O 5 TIIEERDO B A LI
Dol Z D, TROEEEIIERE THD LHWT L, B 3R ERhotz, Lz
2B>T, 50 mg/kg AE/HEGFIREERRBL, FERBD R OREENBS b2 &
o, ARBRITEIT 3 REMWICKTT 5 NOAEL i 25 mg/kg KH/H &M Lz, FBIE
IZxt9" % NOAEL i, BEW CEMHENA ST 50 mg/kg AE/HEEEIZRBNT, &
B, (LEBER VEHEERORBEROEINBGED SNz Lvb, 25 mgkg &
H/H LHET U e, ATRARIIERD b oTe,

8. —HREIEHER

— IR O R Z R 29 IR LT,

EHARICBWTERERNE T, MRET. SERIERSOPIHERITHERZERE L
—75 . REFEREDIERAZERT 2E0TREPIMER bR L, £72, BAECTH
N, MEET. KEREIRD MW BRI ORI « JBRisRDBbEER L., BB
SIUANHISOTE LB BN O B AR R R OB RISk 2 HIER 27~ Lz,

(ZE 1., 41, 42)

29 o A 7 a kYL O—ERIEREE R

SRBIE B wm |85 | AR KRB
% B o B

AR 30 mg/kg : ER L
100 mg/kgPh b : BRGEEMET, FEEAE
300 mg/kgPh | : IRBE TEE, AEIKT

= 100~ 100 mg/kg : B2 L
i 7> b &R 1,000 300 mg/kg DAL : BEGEBE T, ML

30~

<72 | &A 1.000

iR
% (41:5(— s |lwn 10~ 30 mg/kgPA T : BB L
V) 100 100 mg/kg : WM, MRS
EESEE ] ~ By
<oz o 100 100 mg/kg : R L

1,000 300 mg/kg LAt : BREBERD
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WaAEE) 100~ 100 mg/kg : R L
“UA BEE 1000|300 mglks SAE :
BB v (wn |00 mmn
AT YN LEZ—)L < | 30~ 100 mg/kgPAF : &2 L
HEERR B SR E <v H 1,000 300 mg/kglh b : BEIRBFREIER
$RlE |EBRT AT o= |mn 30~ 100 mg/kg : &R L
H V4 ~ 1 1,000 | 300 mg/kglh I : T4 v 7 ¥
JERRSE | S P 100~  |100 mg/kg : &R L
7 H 11,000 |300 me/kebl F : FEERERIE LR
N7 = RE - 100~  |100 mg/kg : B L
7y k| #EH 1,000 300 mg/kg LA_E : FRREHDH]
EFEER 100~ 100 mg/kg : &2 L
FUA A 11000 {300 mefke BLE : (RRAET
= 100~  |300 mg/kglA T : R L
7y k|0 1,000  [1,000 mg/ke : HRIRIET
. 100~ 100 mg/kg : R L
UYE |EE 1000|300 mgkell E : ARET
A — R NREB - 100~ | 300 mg/kgbAF : R L
7y b B 000 1,000 mglkg | ABAET
BIE | AR F=— 100~
B | g ~w 2 |&AO 1,000 -2
vwv hF ’
Vgt
RTINS R . B
Za 100~  |300 mg/kgPAF : &R L
VS [FUABEE ] G00 [ 1,000 mlke : R, BT % T ORISR
g | BB a v wwz |@n 100~ 100 mg/kg : 2 L
?ﬁﬁ d 1,000 300 mg/kg LAL : FREHAEH
T RTY 100~ 100 mg/kg : &L
— FUA R 1000|300 melks BLL : HosEm
S B RN 79X | FIRP] 3~30 B L
[ (B /72 —2)
(I 2 A% TR 30 mafkeBl T« B L
%) e 100 mg/kg : FRRME DRI & AR
(B—Z0 |0 |10~100 | {EZHHIE,
) (bt 38z 1 R )
30 mg/kgPAF : &R L
100 mg/kg : #RBEIR & B3 HEAR O #]
FHER AL 10 mg/kgbAF : B8R L
= #HARM([ 3~30 30 mg/kg : Wi F 7 R BAL & AR
BT O
| LE - D3 5k 100~ | 100 mglkg : FER7 L
5 . (EpREE | BO 1.000 300 mg/kgPh b« DA (F &1
HEBR T) ’ 21)
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FEOY « ME - a3 FE ;1 mgkg: FERL

10 mg/kgPA b« FEREHEM
4% M ; 1 mgke : ERL
(BT ERA[ 1~30 3 mg/kgPA b : MFEET
T DS, 3 mg/kgPAT : B L
leO mg/kglPh E ¢ OB X3
1

R BRE IR i e B EEINR| 10~ =
P " 3,000 g R L

GBREET) [ cBB®h| 10~ | 300 uell F @ B L
ARFY | 1,000 pg | 1,000 pg : MFEEBEMN, KERERESTOWBD

)I:."% ) 7
A4 X N 3 mg/kgPA T : &R L
Genr) | FIRAN1~30 100 e Bk T & RIEOEL
FN=TpE
ﬁﬁ%ﬁ L ENEY [HRIETD|105~103| 3X 104 moV/LEAF : #4722 L
k \ZFIN| mol/L 103 mol/L : F1EE K OINGHE /TN
i x= 3 mg/lkg : S,
e R _ glkg : BB L
(RS GpE ) | FURY 3~30 |0 ool I+ BHEERARIE T ORI
il sy b |@n (100 g

1,000

HoBEREED | <y [10meke  BBARL
(W T) | B 30 mg/kglh L : $l

vEVEQoa-7
S g = . - 3 mg/kg : B L
%,;%;Jﬁ)x WEETS | 75 b | BRA) 3~30 10 mg/kgPh E : —@ DA
- glkg : B L
7y h BH 1000|300 mefkelh | :
= . | Rk . 100~ 100 mg/kg : &R L
; TUA B 1000|300 mefkeBh b :
BIR7W - + 48| 100 mg/kgPA T : 2 L
770 I |20 500 merke : MikE. MK, RmEEOHH
5 H[elRE B 8hiEE) . ) o 3X 104 mol/LLATF : #8872 L
e |RHLH10010% 300 moi. U] (555 R
- SRR L
WH | 7TEFLal 104~10%
EIRg | > ikt =& 4~103| gy
e g‘/ ‘ mol/LL BRI
R FLE ﬁiﬂ%ﬂlﬂ
=aFv b (ZHI 35 105~ 3% 105 mol/L, : iz L
103 104 mol/LELE : ¥l
mol/LL 1C50=4.6X104 mol/LL
ERNTEED GF 5 1 10 mg/keBA T - B L
TR - 1T0R) R | 3~30 30 mg/kg : MR, FELLIRT B ICEREM)
(REET) P
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M7 =ES GEE

g | 103
& - 414R) Fo k[T ot (L
B .
L7 KLF Y LNEVEY [HIED|104~103| o,
ﬂl(fgﬁg KT de k \ZHEHN| mol/L REL
i H REIR S
AT R0 s |00 32007 35100 molLotT : B L
) \ZEshn mol/L 103 mol/L : [SGHEHIH]
WHIE (FREER
(DFF IR ERIR, 1éﬁfmoiﬁ?ﬁﬁzé§fi L
@7 kFN=2 2 /W D105~ 3 X105 mol/LEAE : iUfiHl
g’? %;‘ ;‘ i;\l ;ﬂ& 103 1C50=6.2 X 104 mol/LL
/R molL | (= ) L)
EVEY [ IRETH %%3\1%)3 -2 W
]\ WZEIm
B B R O e
@104~3 SN
w104 | 3X10moVLELT : 7L
mol/LL 103 mol/L : SUHEHHI
Y FuF L ) —/LiR)
RERL
‘ 100~  [JRE, pH, JRHNa*, Cl” : 2L
g [OHIE - BH 11000 | KB : 300 melkgdHHIA0
B ] 100~  |300 mg/kgPAF : &R L
PSPt EH 1,000 1,000 mg/kg : #H
B4 04 7 vk ;;;%#E 30~300 &L
" N Fvhk —~ Hy
A Bt HERE R (RRBl) ERA[ 3~30 HERL
n o 0.25~1.0]
dre wERA | o | ARy L
L e N el e
hEEEECED  [Fo b [go |10 g
m’]‘*ﬁzﬁﬁ Y
OZERL
TR, oy PR [100~109 QEUD
_bxy@?%f/ 5 BN | mol/L 5X 104 mol/LEAF : B8 L
B 103 mol/L : #0il
W AES . m oo~ [
(L) TYX lwwy [ozsw |[FEEL

a @ BALZ R L COZRWERRIZIWTIE. B0 me/kg (AE
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9. ZTOhDKER
(1) PAETEM4EER
D Svk

¥/ v AFNTONTIE, SIEBMICE W CEEIRERRD NS Z EPHMLNTE
D, Flo, RRICEEREIIRE L & DICRBELES R Z BB LT3,

v b (SDR., #E 97 > b 48E, ZET > b 6HE BET > F 8 KRN10
S, 10 /) ([T A 7a x93 o2 7 BERO®RE EET » b 10, 100 X
i% 300 mg/kg {AE/H, EW K OERET v b : 0, 300, 1,000 mg/kg {AE/H) L. it
EOWEBEIC  W ORI EL EE LTz, F7z. EEMERREEE LT, 9%
7 v b 300 mg/kg RE/HREFZREGHE TR 3 BB 10 BEOKREHIHEZRE L
7,

37 ~ Tk 300 mg/kg ﬁ@/ A#G#T, ST v T 300 mg/kg AE/H LA
FEERET EBEIRE, KEREEA I ETASRON « SMAEIZ ERAIIZAKYE,
AR BEER R R ORI, B, BRI ARED b, W
ERBFAIINE T v F TR LBERECTH Y, BT v b CIIRE IR -
SMABEIZRRIG LT\ e, WERBIBE., ZhORE L bEiT v M T ;tsz757 > MZ
L CREF LTV e, BRET » T, RIRA R OSSR BEIR I3 b
ot

Fio, $EZ v FOREERFE TEIZBW T, 300 mg/ke A&/ ARG T EER
B, KEEEMREAN - AMIBEICHIRRIC DD A, MRREERIZIIONS A S I Bk E
[EER DB L REMIEOEABIFED bz, REMBEOBEBZROIZZ NG,
I OREMEERER EE X O, (B 4, 43)

BNEEEESIT. $1FE T v D 300 mg/kg FEH/B SR T, BEEITHEEN
HoNTZZ LD, ARBRICHIT D NOAEL i 100 mg/kg A5/ H &l L=,

Q@ YERVEEA X

AX (B—INFE, A X 3~4 DAk, ElnA XH) 10 22A#n, MERER 2 TWED
IZHEEEe A 7 e XYook 7 AERORE (WA X 0, 25, 5, 10, 20 Xi 40
mg/kg NE/ H (20 mg/kg AE/ A ERED A 8 AfIxE), (A X : 0, 5, 10, 20 X
1340 mg/kg AE/H) L. BEICKHT 2HEEMRE Lz, £z, BEHZEboEEEE
ﬂ:ﬂﬁﬂ"éﬂﬁ)ﬂl\ WA X Tk 20 mg/kg R&H/H, FHlpA X Cid 40 mg/kg (KH/H %

BREL., 13 EBOKREMEZHRE LT,

B#EA X TiL. 5 mg/kg AFE/ B L B 58 CEAE OB TR A b, 40 mgkg &
H/ AR ERH TS TERE ROMZROBEE OER PR bivk, A X Tik 40
mg/kg R/ BIREEED 1 ILCHED Z 01X 338 b izDA THo T,

YA XOFRRTIE, 10 mgkg FEH/ AL RGBT, BEICKECIBIRD
BN H HL, 40 melkg AE/BREEFETIIOBA LA LN, £/, 10 mg/kg AH
/B DA 8 5RO TREARSFHOMRTE ClIsk B R OEHE % - - B E 0B8R, 25
EOOLANRRD bz, bmgke REH/ BREHETIZ 1ICZER - i B isR
ORI, TR FEIRE CIIREEMLH NIRRT,
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EHnA X TiX 20 mg/kg RE/ B L RGBT T, I8 A X & [FIROBREIZE LA
D ONTN, FBFEE R OREIIE A X L BT 5 LBF LTV,

[EEHE T RRCITSE RO A X & b ICEESR P I TICEE LB E XA LN
R T2, BEEOEL (FFEA X KBTS A LIBIROEM, EnA X : 1BK
DELEE/R BN & BEEO VS A) 235380 biviz, BEOREARR AT IR 54T
RrDHD LRV | JER L72EREHIBROEREDEN & &F ORHBEITRO bivlz, Zi
b OFF RITEE S Bk g OEBR L E 2 biv,

BRI, IR EEE LT,

L, ABERITEIT D NOEL 1%, $1 XiTxt L TiE 2.5 mg/kg (KE/H, Hih
A XL TIX 10 mgkg FE/BEE X7, SR 1, 44)

BMEERERIT, S A XD 5mg/ke KEH/ B EEGEICBWCEfiOMERSEE, §
H o« LRaE B IBIR OEME OB/ NERA A LN Z E0vD, RRBRIZBIT S
NOAEL 1% 2.5 mg/kg f8/H LW L 7=,

@ FEA X

A X (B—7)VHE, %116 D>HiH, #E 11.8~20.0 kg, M 9.2~15.8 kg, Mk 2 Pt
BE) & HEEn A7 uXY v 7 BB OES (0, 10, 20 Xi 40 mg/kg fRE/H)
L, BEA T BB A RET Lis, R b5, REFLE L, TRk UYE
PERERR FRORRES 2 320 L 77,

EFREEIT T, BEIEIC AR LR OYREREBRFENIELITRO b o T2,

(MR 1. 45)

B ERERIT. ERGHIREERD NP2 v, ARBRICBITS
NOAEL |3k E#HEETH D 40 mg/kg (KEH/BH L ¥Er L7,

(2) REMHER

1990 ERBEND 7/vFr X ) v L ENTOWTHEME CBGEENH D = LA
BINTEY, ZDORAH=ALTOWNTHBHIZ X o TEELEN725FD DNA £
EEEA, ARFIC L o CTEUREEBRESCT U — T UUNVOARIC X 5 ZIREIEEN
|EINTWD, BEMIZ 6ALE P L \uF U BREEF T L 7/vdux ) a Al
DA HONTERVHBEE T Z & 1 ALOBHBEOTEEIZ K > TIIEFEENREET5 Z
ERHEIN TS, (B 46, 47)

tE MRZUT 4T (324) 12, rATZuXY % 7T HERS (400mg/H) L., FR
FHE/ 78 A—FTHRELIZEZ A, &K 335230 nm & 36530 nm TEEIZ
T E I Z T RIERELR R ERT & E_XTHEIDBD L, KBRS, LHirL,
Z DORNIIBEEHET 1% 48 Bl CREGANICENE Lz, (B 48)

(3) #lRTERER
D RHVARUIH X
<17 A (BALB/c %&(10~11 #@#) XX C3H/He (0 kR, KE. 10 PLEE) CHEEED
A7aXxP IR e A 7 e XY o —FMET VT I (BSA) AT 6
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fERENER S (1EAE) L, BEERE 7 ARICEONMEEZAVWT, 7y hOZERK
E7F7 4 7%~ (PCARR) #FEE L, TO/RR, ERu 27Xy
G LTz U ZAOMIBIZOWTILIEERR A 7 a3 U RFERIUR DS PCA X
JSIIEETH o7, HEET X 7 u XYL —BSA A AR E Lz~ U7 ADOMEIZD
WL, ¥x VT —F R ERRERZERe A T7axYr—k MET VT IV

(HSA) FAEEHERUREL L2354, PCA RSBt TH o7z,

vYX (AABERE, 1186, % 3PED 1B\ TH, FkkIC, BfguxA7ox
YU NHER e X 7 a X —BSA MEAEE 4 EE THRE (1EAE) L, KK
5. 14 BRIZBLNMEZHAWT, EEy FOPCARKIGEFEE LT, £, HEE
0 A7 X Xk BSA $FERMERE AV CRERNBREER)S (HA Kt &5
L7z, PCARISDFERIT, ~UALFERRTHY | EBo A7 U 2RE L
7Y ROMFIZOVTIE, HEEr A 7 a4 U RERIURDOEE PCA K3kt
Tholz, HEEn A 7 XY —BSA BAEEERE LXMWV Ti,
Elga A 7 ax¥ 0 —HSA fEalEBRIUR L L2586, PCA G HETH-
7zo HARIGIZOWTCIL, HfEAr X 7u X330 —BSA AL &RE Lz v Fom
BORE. HEo A 7 X4 0T BSA HBERIEROWFIUCBNTHBETH
of, LinL, HEu A 7aXt o 0 28E LU XOMBEOEEITIX, HEikn A
T a XY URERIER & ORSIIEETH o T,

PLEnG, e A7 a3 A3V A RO FICHREER LRV EEZD
Nz, (G 1, 49)

@ EILEY L

ENEy b (Hartley 52, 5~10 [L/E) 12, R0 A 7 o33 % 6 EEEHHRRD
5 (3 EAR), XiE#r A 7axd v o X EEn A 7 e x40 —BSA e
AEETHRE 1EAME) L, 285875740 7% — (ASA) RISk PCA Kt
ZRES Uiz, PCA RISICIIREERE#4 14 HEICRML L, BohizmEE2 AWz, £
7. TS DOMFBIZOWTHERER X 7 X930 Xk BSA #ERILEKE V- HA
BOS K ORI RSO % ShE LTz,

ASA KIS TCiE, B E 17 BRIZ, BOBRERACITER 0 A 7 a9 U X3E
o 27X —BSAREAER, R TREFHIER 2 A 7aXP 0 Hign 2
ZuxP T —BSA BEERXIIER e X 7 u XY —HSA #EEEREFREURE L
TEARNR S LTz, TOREE, o 2 7 X932 —BSA AR TiREGEICH
Ben X 7 —HSA BEREFHRIURL LIEBE DA, ASA RIGHED b
7o

PCA & CliE, 0 2 7 0 33 U EFOMIFICOWTIL, HiEn X 7 a3
VUMBERTURDEE. PCA KIGIRETH- 72, HEu A 7uX¥ 0 —BSA
BEOR TESEICEWT, HfEn 2 7 X33 U BHERFROSEIZIE PCA Kt
ERERPSTH, T A 7 a XYL —HSA EEEIFHERFURDEEIZIZ PCA
Fitn& Uz,

HA ST, #HFen 2 7 a3 0 —BSA AR EREDMIBORE, HEEn A
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Za XY UHERIERICSWN TR Ch o7z, LvL, EREr A7 ey &E
BOMBEOHAICIL, T A 7 a3 UAERMER & ORSIIEETH - T,

ERINNIEERISIZBW T, HEn 2 7 10 %90 —BSA #EA R GEHOME
IZ2OWT HSA 2FURE LSRR R LT, —7F5, EEu A7t &5
FEDIMIFIZHOVTIE, HEAT 2 71 X920 —BSA Xt HSA & ROV iz o0
ThEETHo T,

DLEDD, HEpu XA 7aXHT U ANIEALEY MNIBWTHEHEZE LWL EZ b
iz, 81, 50)

(4) ERTOA FRIAKER & DBEIERA

X/ v U RITEFIOPRRREERIL, — O AT a A FRFRERE OPEHIZ XY
RIS, ERERENFERINDZLBHD,

<R (ddY F&. HE. 538, 10 R ([27 =277 = 2R NO%E (100 mg/kg {4
H) L 300%iIc, rA7axdhvy, =/ %y, JAazaedd oo Xi4d e
YU EBIRNEE (3, 10, 30, 100 XiX 300 mg/kg {AE) L., BROREAEL 2 B
FBHE LT,

ERAE 30 IR L,

RBORERIT, =/ FY =17 r>urvadyi o >F7adxy
VUDIETHo T,

Fo. X/ RHEAE 72T T 2 L OB TRAT HRBOKFIT. X/ o
CVERRBERINT =T 7 = UEE TS GABA SRR 2O NEMED o R
DEEZHETA D EEL LN, (B 1, 51)

#30 X/ uLRHERE 7T 7 ORI X AEBORAES

CA=NZ | HE (mg/kg xE)

3 10 30 100 300
2A7afPv —a 0 10 —
T ) ¥ 3 10 —
Jnzaxry 2 10 10 -
FuxP v — — — 0 10
a : RN

(5) ERZHBHFHHRIZDONT
bt MAEEN @OBEA) [T, AFRREOBRERITIS 1T 2 R MRHExIERB] 4,640
B, BIWERX 157 6] (3.38%) 38D BNz, -, BEREEOREEENINES
FEhfE U 7= Z22i e 8451 3,142 B9 166 51 (5.28%) 28R bz,
BREER TR L2844 111,810 FiF, BEREEORELE &1
BIVERIZ 830 5] (0.74%) 23RO BNT-
R TR ODNI-ERZEWERE LT, YavZ, 7F 74 7% —ER, A
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A, BEMEREK. RIIFE, SEEURARE", 8, NERER. 7% L ARE: B
Wrad7s S ofiEEr . R EEEIRERRE (Stevens-Johnson JEERE) *. IR EEERT
BlEIE (Toxic Epidermal Necrolysis) *23383 5415 &G I T2 CIIBEEREA,
“DISNDFAEBEETT 0.1%KTH),

Fio, NHLRBUEICEET 2 HEREAA (£F 100 fEgk T 2 FRHRE) TiX. 4,276 F1
H. BIFERIX 101 61 (2.36%) Tholz, E/2bDIXNALEEVE, HPB%EDOEBUEIR 56
Bl (1.31%) Th o7, HHEEBUEIL 44 B (1.03%) TH Y . KER/IIERE~PEE T,
B 5 ERERIRSUIIEFE AL UTc, SHBEBUEDIGE LT WIERER & LT, B#ERK
30 HULE, #E5E 20 g UL, X/ v RABRHDZ L THoT, (B 4. 52,
53)

(6) AT = Hfalcxtd HiliasE

in vitro \IZBWTC, BA 7 XY IR T =V ERERMBBAEREFERK L, 1X
7aX P DAT = ~OBIHERORESEIX, A 7=V EEWEfEERTZ 0
mohtnwas /s vzaxtyvy, 2o 7axdv R e 7adx v s LRI T
bolz, Flr, vA7aXY LU idEERE FREA T = VRO T A T =V ARRIC
BE5d5Fus—BoEtEEL, AREENICA T=VEFEEED S/, 1
AT7uaxY L BEDTNARX ) v RTEEWEIL, AT =V EBfEE TR L, TR
WXV AREEE T LB N, (B 54)

¥/, in vitro TA 7=V BAMERBRZITo TR, v A7 DX T=4%E
AR A T =V EREOERN T b A L L 0Dl AT =UEREORNTT ) T r
Tz EVEoTn, I AT7aX YU RO T a kv b RRRE I T AR
27,

A X (SFE, 8, IR OVCEARH) 12 0.3% 12 2 7 a3 U 8F51% 4 B SRRE
(100 /=], 1 H 6 EIXIZ20[E]) L7z, 28, MEEUWEREED A T =S8R0
BOWCTEEIIRD bNehoTz, (B 55)

10. MAEYFHIEZEICRET H5ER
(1) E MEXEREICRY S&/IFEMRELERE MIC)

bt FOBREREICHT DEEr A 7 XY 00 MIC 257292, & FOG
REBE R OCREE OEEILIRFR KGR (E. coll) . Salmonella k* Campylobacter %
SBEL. BRETLT

FERAPER31LITRLE,

E. coli }x O} Salmonella \Z*x3 A8 r A 7 a3 > ® MICsiE. 0.20 pg/mL T
bhole, (B 56, 57)

# 31 HEiEu A 7 ua XU DFREE R OPREE BFREIIRT 25 MIC
B4 PRI MIC (ug/mL)
MICso ]
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E. coli 252 0.20 0.05~0.20
8 0.20¢ 0.10~0.39
0.204 0.20~0.39
Salmonella spp. 252 0.20 0.10~0.20
300 0.204 0.10~0.39
0.204 0.10~0.39
Campylobacter jejuni 162 0.39 0.20~1.56
0.394 0.20~1.56
Campylobacter spp. 8b 0.39¢ 0.39~25
0.784 0.78~50
a : 1978~1985 {EDFA., HEFERE 106 CFU/mL
b : 1986~1987 FEDFHA
c : HERERAE 106 CFU/mL
d : BEREREE 108 CFU/mL

(2) E MERERMHEOBERAIZXTT % MIC
1992, 1994 K" 1996 FFIZENDORFHRFEZED 16 MFRIZI\\NT, fx DEERMER)>
HAYBE LB AEERD A T Y- 0 MIC 27z,
FEEAFE 32 ITR L,
nA7aXt O MNERMEMBEREIZNT S MICsold, 0.1~12.5 pg/mL O
Tholz, (B 58~61)

#32 vrrvaxPirotr MNERMEMSBEEIZNT S MIC

g AR BB MIC (ug/mL)
MICso #upA

E. coli 1992 168 0.20 0.10~100
1994 167 0.20 0.05~25
1996 180 0.2 0.05~>100

Enterococcus faecalis 1992 99 6.25 3.13~>100
1994 114 6.25 3.13~>100
1996 124 6.25 3.13~>100

Enterococcus faecium 1992 —a — —
1994 52 50 3.13~>100
1996 65 25 3.13~>100

Enterococcus avium 1992 — — —
1994 8 12.5 6.25~25
1996 25 12.5 6.25~100

Enterococcus raftinosus 1992 — — —
1994 17 6.25 6.256~12.5
1996 31 6.25 3.13~12.5
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Enterococcus casseliflavus | 1992 - — —
1994 4 12.5 12.5~25
1996 — — —
Klebsiella pneumoniae 1992 90 0.20 0.10~50
1994 89 0.20 0.10~3.13
1996 85 0.2 0.05~12.5
Klebsiella oxytoca 1992 — — —
1994 51 0.20 0.10~0.78
1996 63 0.2 0.1~100
Proteus mirabilis 1992 56 0.78 0.20~12.5
1994 41 0.20 0.10~25
1996 59 0.39 0.1~25
Proteus vulgaris 1992 49 0.39 0.20~1.56
1994 40 0.20 0.10~>100
1996 55 0.39 0.2~0.78
Providencia spp. 1992 — — —
1994 29 6.25 0.10~>100
1996 36 0.39 0.2~>100
Morganella morganii 1992 — — —
1994 63 0.10 0.10~6.25
1996 64 0.1 0.1~100
Citrobacter spp. 1992b 58 0.39 0.05~100
1994 62 0.39 0.10~100
1996 61 0.39 0.1~50
Enterobacter cloacae 1992 93 0.20 0.013~12.5
1994 84 0.20 0.05~50
1996 84 0.2 0.05~>100
Enterobacter aerogenes 1992 — - —
1994 50 0.39 0.20~50
1996 46 0.2 0.1~25
Serratia marcescens 1992 93 0.39 0.20~>100
1994 81 0.39 0.10~>100
1996 91 0.78 0.1~100
Bacteroides fragilis 1992 48 12.5 6.25~>100
1994 — — —
1996 — — —
a:7—H&RL

b : C. freundii DT —%
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. BmiEREEEsTm
1. EHFAADI 2DV T

B\ A 7 a9 v OBBEERERIC OV T, in vitro ® DNA BERERICBV
THBMZ R L2, 1EFgFTH 5 DNABRIEERICE b EEX N, F
7= FOM®D in vitro R O in vivo D~ 7 A BB % AW/ NSRBIV TS
REETHY ., AR E > THREMEL R BEERI VLD LEX O,

IBEBHEITOVTIE, RHNSET T in vitro DERBROFER DL IIBMETH -
b BB EE TR EEZ DN, £, 7 v NOERYERERBRIZIUV T,
ENRN S RE DR LN TND Z L0 b, REIOHT 5 Z LIk B itEinsE
PZET 2 anH D, LLERRG, b NAERROROEGA|DERRBRE OHik
B & L LBREEE 2RI 2 HEIT 2V, B NAXITEAO SIREIZOWTHER
R K OHIREBAEICB WO OEREEEZ ST 2TV, BB’ 1, 4, 27) £
7z, AEFEGRHFE I A 7 aX U U BAIIRORRAITH Y, BE AW -ZYE)
B ClIMIEPREIT 2 CORR CRIEEART Ch oo, FRERR CIIRKES 3
A% ORI EERFAHEDOBRERENA ONTZTZ2T Tholz, RIZ, b MBI
5 3 AROBOMIB GREEE : 0.005ug/g) ZKE (1kg LAE) I LIz LKE
L7z, v A7ux o VOBREIIRKRTS 5 pg THY . BREYERE~Dr X7
o %40 (200 mg/e b)) OBEERROZGREBROME (RERE : 2.64 ug/g, SR 4 )
DOETIUR, vx7uXYI v 5 g ML FOEETIREL 2.64 pglg @
1/40,000 BE L EZ X b, BOTRBETHD, Tz, BRLIZu A 70T 0%,
BB~ Mg R S, dhttInsg Z L vEBRTIUL. & FORBIZHHm
T3 Z LI X B HEBEFEEOBRSIT. MO TENEEZ B,

DEDZ it ARBEINZr XA 733 UBEDSETICHER SN DR ICE
WTik, B A 78X U B RimE A L TE MOBEGEENEZ R T TREMEIIMRD TRV
LEZ bz,

FENIAERBRIIEE SN TORWA, RIL7vEdux )/ vl Aligdszrrras
Yoo, Fooaxtvr A Taxt U EOTF oWEEY VTR AMERERIT
WINHRIETH D, iz, b NOBERSEICBWO TREBAEZ RT3 HEITRN 2
LEEBRETD L, BB AT aX U UBRRBRAMEER T A RRBEIMEN B X b,

KRB AMEIZONTIL, = U R 2 AWTIEFE D AMRERIC IO TERR R _EREN
H ok, HEPAMEOREBIEFITIX CPD ARS8 Z LAVRE SNz, LoavL,
FoEEE R LTt M TIEX 7 VAT FREBEOEESE N LML TV S,
Fio, AEEABBEIN A 7 uX U U BRIEBICER LSS, BRo LBy,
MR REEZBELTRA 70X U NCRBINDIEIIROND EEX OIS, Ll b
5. b MIEBEBRAMEERTRREERIHMEV B X bz,

t MAERSOTIREFAEICBO CEREBIENTED LIV TR Y | EHHEEE 2 2IE
LROTUVIRRERE LT, %5830 AL E, 58 20g DLE, ¥/ v U RAED
EFon g, Loy, SEFGEBHFEINTERr A 7 nX¥I U 8H1% BICHER
LA, B MRRRZEL T A 7V U CRBINABIIEOND LEZ DN
5T EMD, B MOEBREEUEZ T REMIIEN E B 2 HivTe,
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BB O 5 LEMELRD DR HIEWEHERENL, SR UERA X%
FAV V- BEE SRR T I T DA X D 5 me/kg RE/HBEEEIC A OB E
=5k, BRI OIBROBENMNE O/NEIRTH Y . NOAEL i 2.5 mg/kg (E/H TH -7z,
ARBROBREHE (7 BRE) 138V, HEEu XA 7 u XY U Rna T AEEEEII LD
EREMCHLNTH D Z LD, ARERD NOAEL #8BATHZ LI3EINEEZD
Niz, BEFERIADLIX, 2D NOAEL ([22248% & LT 100 @A L, 0.025 mg/kg
RE/BELBRETDHILENEYTHD LEX LN,

2. MEYMFERHADIIZDOWNT

WA FH) ADI 1ZB89 5 VICH #14 KF4 » (VICH GL36) 128\ T, #EH=E
B ADI BT in vitro ® MIC W55, BNMEZEORKRIE ZRERE T
DOSBELTHERTZ2RE EINTNA,

REEZIL, ERu A 7o oot MERERBEIZRT 2 MICso® 95 B, FRHEN
E. coli%sdD MICs T 5 0.2 pg/mL ZHWT, JECFA DRUTE S THAMEH) ADI
FEHL QAR BRERZEZBRIT., BRATELN VI u A7 aXto OMAE
W BB T A A (B MERBEBRD E. coli’%SD MIC) 138485 H) ADI %
BHT 5 ET, +aTIERW WL,

—7T, [ VICH A RF A U Tld, BEWFH ADI OWREIIAED FINEEEH
T HREFNDOEEZEYNE FOREBITBEE L., BBENICBOTHOMEDFEREERH 255
WZDIFMEL INTVWD,

oA 7uaXY 0L, E coli, Bacteroides spp.}2 N Enterococcus spp\Zxf L CHIE
EHEEZTRTZ 00, v MNBNHEEONRERAME IO L THEEEEZ R~ TEE LN
7o

FE72. b FOFMRIRERBIZISWO TR OKREEDK 10%5RKE kA L U TEFICHA
ENTZZ EMnD, B MAROER LIze X 7uxPo 00t MEBNICAY, Z0RE
WIIPETESEZ R RN S S & E X b,

Lo L, SEFERBHFES SNz A 7 X VBHITBOSIRAITHY . RtEEHY
% W= BB RERER ClIMiR B E I X2 CORES CRIHBARE A R LT, £, &
BRBR CIIRKERE 1 BRIZBO THFRICENRE SN DA TH Y, &iESE 3
BEIZITERBASHEE THBEL CWD, D7), SEARBHFINZa AT axY
T BIEIBETNER SNABR BT, eA 7Y Uongihezit LT My
PR IR S KT T FREMEIMERD TRV & B X vz,

PUEDZ 0D, BREREZEEERII. v A 70XV 0 OMEWFH) AD] #3%E7T 5
BN LT LTz,

3. ADI MERFEIZDLNT

PEEY, e X7 aXd v o ORMBREEESMmIC OV TIX, ADI & L TROE
ERATAZLAELLEEZ NS,
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g A7adP s 0.025 mgke KE/B (GEEERE L L)
72720, mA7ax3o 0 ADLIZOWTIL, Mo fi: - AR X 28 EIKE,

DEGBHFEP D ST HEE, WA EZROHTRAMREPEONIEHRTIIR
ELZITOBELRD D,
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(R - IRENEFRERR)

EPRE Z2Y i)
ADI — BEEBEI AR
ALP TNVHIVERRT 75—
ALT TI7=TI) NG RT2T—E
[=NEZIBEAE VBN VAT IF—E (GPT)]
ASA 2EWT T 4 TF T —
AUC M (F) IR iR T A
BSA EMETNT I
CAT H BT —¥
CFU a v = —FERHEAL
Chol IV ATFTu—)v
Crmax m () PRERE
CPD vraZE U REY IV BIK
DMTU NN-DAFNFFRE
GABA WA
Glu Jnha—2z (it
GSH BBV EF T
HPLC B a~ VT T 4 —
HSA v MET AT I
Ht ~~ b7V ME
LDso YBEILE
LSC B v FL—va s Z—
MIC B/ R B LR
MICso 50%F/ N B FE IR EE
NOAEL ERHE
NOEL BERE
PCA ZHRET ST 4T % —
PLip U ViRE
PSP Tx ) —=)VAIVKRL TEZ LAV
PT 7u ko v R
SOD RA—=R—=FFY RUALSF—F
T M GF) HEREE
T1sos DML (B FHHRHRH
TBP N-t-butyl-o-phenylnitrone
TG NV ZU®RY K
TLC BEsu~ 7T 7 40—
Trmax e (8 FIRERERRE

44




2,2,6,6-tetramethyl-4-piperadone

TP NIV

UVA ERERIMR (315~400 nm)

UVB i EER (280~315 nm)
8-OHdG 8t kX s 7T/ vy
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1. THREEENRASH : v AUV, BAERLER AR EELEAGRHFEE RMIE
FHEE GEAR)

2. () EFELERESFGRAEE EXELERESEERELR—L—D

http://www.info.pmda.go.jp/

3. BWKELREMERSREN BWAERKGSET —FX—2X

http://www.nval.go.jp/asp/asp dbDR idx.asp
4. TRy b DU SHE N A U TV 100mg, NLA U EE 200 mg. EERG
A B Ea2—T+—2A 201049 A%ET &KETE 8hR) ;5 1-55

5. FRIRE—, KEN—., /NIEET, BfBEE, PR —  NY-198 OFENE)RE [—Bioassay
B X AEFEE I BRI, 53403 X OBk —. Chemotherapy 1988; 36 (S-2): 132-
137

6. ZKHTE, ILERA, ILAERHA, fREE—, SHRFEH, T8  NY-198 OENEHIRE [V—4C-
NY-198 2L 5T v b, A XITBIT BRI, 57547, PEtt—. Chemotherapy 1988; 36 (S-
2):151-173

7. KEVE, IWEEA, ILDEREA, BA)IIEE, fFZE—  NY-198 DENEIE V—1C-NY-
19812L5T v b, A4 XIZBITBRH—. Chemotherapy 1988; 36 (S-2): 174-186

8. HlEZE—, BEFR—, RKEX—. KMEE, ILEREA, BfF FiR : NY-198 DENERE
[I—HPLC #. & Bioassay IEIZ L B4 XIZHBIT 5N, BEft—. Chemotherapy 1988;
36 (S-2): 138-143

9. THEREHSH : n AV BWAERLEERTARFELE HEERTER B
g A 7adY o SIRRESHOBMEFT e XA 7 U ORERER GEAR)

10. FHEUEEHRASH : e 2TV BWAERGRERTTARFRELEHERMIER : B
DFEFEBIIEICH T D A 7 a0 0.3%MH DR EERRR (EIEENEE
EOWRIC XL 23888 (GEAR)

11. & HE, WEREA, SFF0. fiRFR—, SIE  &FNY-198 OENENRR [IIHPLC
IZEBVPUITEITDHIN, &, P, Chemotherapy 1988; 36 (S-2): 144-150

12. FHEIEAT, MR, oS, KEER, &X0tKE, ARSI : NY-198 DF 18
EER3ABR. Chemotherapy 1988; 36 (S-2): 201-239

13. BiEE. RIUEHA, TEHRTER, NERE, a8 —2, ILESSMh : NY-198 Dt MBI
% IR EERAORTZE.  Chemotherapy 1988; 36 (S-2): 240-250

14. BIEME, AR : Lomefloxacin. Jpn J Antibiot, 1991; 44(10): 1045-1060

15. FHEEEHRASH : v ATV BWAERGEEREARIFEL L HERMIER &
o X 7axY o  mIRROBIZRIT 25EERER () GEAR)

16. THEEHASH : v 2TV BWAERGEEREAGEEL T HERMTER &
Mo X 7 adPvr SIRROBICRIT 2EERR () GEAR)

17. MREZE—, /e, BEFXR— : NY-198 DAY % AV 3 E BFEERER.
Chemotherapy 1988; 36 (S-2): 422-427

18. FHRRERIA. VEANET], Rit T : NY-198 OFRIVRE RFEEHER. Chemotherapy 1988;
36 (S-2): 428-431
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BRI L B Yt is3RBR. Chemotherapy 1988; 36 (S-2): 433-437
THEFERASH : v ATV BWAERLEIERGOARFEL T HIERESR : 51
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quinolone antibacterial agents studied by a chromosomal aberration test with light
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