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C

ThFdax ) aRERPIERTH D MiEEn A 7 r %4 ) (CAS No. 98079-52-8)
2O, B RS LSRR AT F R R E R 2 W CRAL R B A 2 5
Jiti L7~

P R EREGRR X, FEERE (T AL Ty b A XK PAVEOE B R
(5%) . &tk el afEEE (U A0 Ty RROS X)), WatEsEE (T
Ry A X)) | BRI O AE (T BEUYWL) R BAME (w7 R) 4
SRR (T RROWWHX) | EM PR B BT 2R BEORGE Th 5,

Wlgo X 7 a x> 0%, invitroil BRI N in vivo DFERFERNS . AIRIZ & - THRER
ML 2 D nmrEiI s nb o L& 2 bz,

Bl EMEIZ DWW T, RS T TO in vitro DFEREROFER DL S 1IHETH - 7=
s, BEHEEEATALEEA LN, LN LS, SRFGRHES I A7
7 Y U RIFENTE O SIRAITH Y . B E OB RERER M OFRRERBROFE R, & b
RES BT 2 BB L NIRRT OFER, & NOREREOHETESN D, 4G
I A7k CRFIDSETNE A S AR D ICEW TR, s A7 aX o N
Bz LTk MOEGEEEMEZ R AIREME D TRV E B 2 BT,

T AMERBRITE i S TVRV, o7 rduax o A (mrarvafxd
) 7uaxh o RO AT ax o r) OBPAMRBRSEETHH 2, F2,
N DEFRZFIFICIBD TN AN Z R T D2WEIT RN &, FERANMEZ AT S ATRENE
IRV EE 2 BT,

HFEN AT DONTIE, = 7 A% WIS D AR Z 36\ CEERIRR - R 3 7
BV, WD AMEOFBREFIZIE CPD £ B 5925 2 EAVRIB I =N, (Foma s
LT R TIEX 7 VAT REREEEOTEEREWZ &, AEHFGRHG SN /cr A TR
XY U BRERIEA LSS, B MBARLZEBEL T A 7 XY AIERBEINDE
RGN D EBEZXLNDZ &b, b MO AMEZ AT AIREMEI RV & & 2 BT,

HHEFMRBR TS O N EREMERE (NOAEL) OR/IMEIL. Sk O A X & iz
BAE R D 2.5 mg/kg (KHE/H Th o7z, #MHFH ADIIL, 2 NOAEL |22 2%5K
ELT100 @M L, 0.025 mg/kg (AH/H LXETHZ ENWMY THDH EEZ LN,

AN ADI 1L, B Z AW EhEaER O BROFE R DA [BEAGE S
Nizv A7 a3 CRIDETNCER SIA R IZRBW TR, v 2 7a o U0 ihh
9 LT MENMIEEIC 2 E KT T RREMIImD TIRWEE X b2 En, BRE
ERAY S A E AN |T B

PLEX v, HEgn 2 7 a9 ADI % 0.025 mg/kg (AH/H & i%E L=,

2L, oMk - HEIC L 28 HAESLOEGERFEN O - 2505, EWTFHIRY
B AR D BT IS SN AT RE L AT O NER D 5,



I. MBI REMAERELDTE
1. A%
ETNEpalll

2. BRGSO —EA
4 : fEisn A 7axYo v
ity Lomefloxacin hydrochloride

3. fL24
TUPAC 4
44, : 1-ethyl-6,8-difluoro-7-(3-methylpiperazin-1-yl)-4-oxoquinoline-3-carboxylic
acidshydrochloride
CAS No. 98079-52-8
#4, 1 1-ethyl-6,8-difluoro-1,4-dihydro-7-(3-methyl-1-piperazinyl)-4-oxo-
3-quinolinecarboxylic acid, monohydrochloride

4. BFR
C17H19F2N303-HCI

5. #AFE
387.81

_CHs

SR

7. FEREMRMERRKRSE

DA 7aXYT UL, TAud ) a ROSRMERITTH Y, 7T LEMEED Dk
B2 &t/ T LR, —oOEMERE IO U CHEER 2R, T OMERITRED
THY ., TEREFEIE. MED FRA Y AT7—F¥ II THD DNA Uv A L—RAMEAL
DNA #H#IA[HEST S LEZ b TND, (B

AARIZEBNTIE, B MAEELE LT, e A 7axo o2 T4 LcRn&s
FASFRAENE S IRGUESE D S ERMEIBURYYE, SRS SRS DM asYYiE, BEpZE
EDJRISEGIEEZ x5 & LT, E R IRED IR, sk, AR EZ TR L LT,
REEPNER O EREZXRE L THERIN TS, BHERSE LT, 1 X



DOERR - REHE UTHIBER, AR, SANERELIRE L TERINATWD, (B
2. 3)

MW TIE, B PAERES E L THARRINTWA N, BiHEIRS & LTI
ENTWRY, (B, 4)

Al A4 XOGIR « SEHEE L TGRS WA a A 7a v o2 FA &35
T HEIEIC DN T, BORIRIEK E U CREIER T 2 ShE ik e &GRS HAAGRHIGE
N2 SHUT2 Z ST JEAEGHEA D DI B IEE DR EIZ OV T, R An R A A3

H Ry h

I ZEHICRIMEOHME
AFHMETIL, B ARSI AGE S EA WA SRS I, v AT
XY OBMHICET D BRI LT,

1. EYEhREaER
(1) T9R
~ 7 A (ICR %, 5 ilin, 6 VL) |ZHifg e A 7 a4 & B 05 (20 mg/kg
(KE) L. MIEHIRE% Escherichiacoli (E.coli) Kp %Wz A 47 v A12k
D HE LT,
HYBNRE N T A —F =2 K 1R LT, (B4, b)

F1 ~TRIBITAHERET A 7oL U EERR OG54 OIRYEIRE T A —H —

Ei s i Fh& Thax Crax Tz AUC
(mg/kg AR H) (h) (ug/mL) (h) (ug - h/mL)
& 20 0.25 5.30 2.90 19.1
n=6
(2) 29k
@ IR

Z v b (SD %, 8 i, I 5 P/ (ZHiiE e A 7 a4 o o 2 HERk 5 (10,
20 X% 40 mg/kg AHE) SUTHEFHIRNE S (20 mgkg R#E) L, ETREL E
coliNIHJ JC-2 & 7oA AT v A2 LW HIE LTz,

IEMENE N T A =L —2RK 2T LT, K2DT =20 b, ROARGIZE T 20
mg/kg R F COFH TR Z /R LTz, £z, 8Os & H%E}RWTQQ@T—% 5
AFNDOINSAFT A ZEVT 413 85% THDH Z EdvrEhi-, (B4, 5)



F 2 Tv MNIBTLERET A 7oL U HERE OB SUTERN R 59% O
BN T A —H —

S e Thax Cmax Tue AUC
(mg/kg KE) (h) (ug/mL) (h) (ug * h/mL) 2
4| 10 0.25 5.90 — 11.4
20 0.25 9.73 1.79 22.6
40 0.25 22.46 — 55.1
HHARA 20 — — 1.99 26.6
n=5 — =X

a : & 51% 6 IFfi] £ T AUC

@ 7

7> b (SD %, 8l |2 4C EHIEREn A 7 a4 A BRI X 21 H [ 9]
RO#E (20 mgkg RE/H) Uiz, #REMWIEUE, RS- CIIMERES 3 DL/RFA,
AR 5Tl 3 IT/Re S & LTz,

BRI GA% OREORMBRTIRE 23R 3 1R Uiz, 5 1 FEZICIXIZ E A EOMFRT
MEREIZE LTz, bEWIRELZ R LTERIIER CH Y . WRICHECTH - 7=, M
IZBWTH RO TH - 7=,

A G-I R O G544 TR OFMRBRHIRE 2 & 4 1R LT, sk b 1 IRz o
RETHEST 5 &, MMM IR UE A~ L, KERGIC X 2&EEE 2R~
MR BN -T2, (B4, 6)

*£ 3 HETZ v MIBITDHERE A 7 w43 BRI OB 51 ORI E
(ug eq/g X% pg eq/mL)

Py, Feh%RE ()
0.5 1 2 6 12 24
1 2.80 2.69 1.56 0.55 0.28 0.03
IIRT 3.59 3.47 1.98 0.65 0.33 0.03
Jibg 0.22 0.29 0.21 0.09 0.05 0.01
BREREN 3.12 3.26 2.24 0.70 0.43 ND
HRER 0.26 0.23 0.26 0.19 0.15 ND
PISAN 3.71 3.87 2.04 0.93 0.40 ND
HH R 3.88 4.67 2.86 0.90 0.59 0.02
i Ji 2.46 3.31 2.14 0.85 0.42 0.01
R AR 2.18 2.43 1.70 0.41 0.34 ND
A 3.60 3.96 2.50 1.06 0.57 0.05
i 0.43 0.51 0.43 0.16 0.09 ND
W7 3.10 3.37 2.04 0.80 0.35 0.02

U = FVEEDRFE A 1C TR L2 O



Jiti 3.01 3.00 1.80 0.67 0.32 0.02
ik 9.61 6.98 4.61 1.72 1.10 0.06
JiEe 4.01 4.64 2.73 1.08 0.53 0.03
ke 5.07 4.24 4.43 1.11 0.58 0.02
Rl 3.03 3.32 1.98 0.72 0.38 ND
R Tk 10.13 11.13 6.85 2.74 1.58 0.10
feE bk 2.69 3.73 2.04 1.29 0.58 ND

Lo S EYS 1.38 1.28 1.01 0.66 0.27 ND
(e 1.89 2.12 1.54 1.57 0.25 0.02
FIRVAIL 1.85 3.50 2.16 0.85 0.42 0.03
L 0.79 1.20 1.57 1.18 0.56 0.03
R 3.55 3.89 2.94 1.47 0.84 ND
A 2.97 3.83 2.71 1.06 0.44 0.01
HERS 0.39 0.41 0.22 0.09 0.05 0.02
b 1.83 2.26 1.76 0.59 0.28 0.04
n=3  ND : MHRALLT

£4 HEZ Y MIBUTAERO A 7 a0 21 HERRAOEESH KO

B 515 OFLRRTIEE (ug eq/g X3 pg eq/mL)

BehHHE
MR 7R |1am e ZIARRGHE

1h 6h 24h 168 h

11R{73 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
Jii 0.38 0.40 0.37 0.11 0.03 0.01
BREREN 8.22 3.82 5.15 1.07 0.19 ND
IRER 0.98 0.40 0.52 0.21 0.13 ND
ULoSiR | 715 6.03 5.39 1.68 0.37 ND
HH R 6.70 6.80 7.25 1.80 0.26 0.03
Ha Ji 4.55 4.76 4.72 1.25 0.23 0.02
FFBR 3.25 2.83 3.79 1.13 0.30 N.D.
RE 4.55 3.24 4.52 2.05 0.94 0.47
HH 1.02 0.69 0.92 0.22 0.07 ND
Ml 4.71 4.45 4.82 1.23 0.21 0.03
Jiti 4.10 4.02 4.38 1.10 0.20 0.03
iR 9.40 9.00 | 10.22 2.90 0.53 0.04
JiEe 6.28 6.13 6.19 1.75 0.30 0.03
kel 6.36 8.34 8.00 2.06 0.32 0.02
k= 418 3.62 4.01 1.10 0.34 ND




R Hik 14.82 | 14.85 | 16.47 3.72 0.74 0.10
I 4.47 4.61 5.45 1.96 0.25 0.07
AFRE | 2.01 1.28 1.60 0.58 0.28 ND
U 2.72 2.60 2.36 0.78 0.11 0.02
FIRVAIL 4.04 4.59 3.61 1.55 0.19 0.02
KB 1.75 1.86 1.75 1.61 0.18 0.02
L/ 5.07 4.19 4.63 1.24 0.57 0.15
i 5.01 4.92 4.05 1.43 0.16 0.02
il 1.00 0.47 0.56 0.31 0.13 0.08
B 3.98 3.17 3.35 0.78 0.50 0.31
n=3  ND: BRHEALLF

a : &5 RIZB T 2 &5 1R % O fEHE

@

7> & (SD %, 8ilHln, Mt 4~5P0) T MUC GRS n A 7 1 X% % Hlalgi|
AL (20 mgkeg RHE) L. MG, R, FELOMETPREEHIE Lz, Aalkl4
TLC THBEL., ARy FOEHEEE LSC THIE L=, e LT, ko #
Taxrror s a gass MIID, =F LT R EEFTH ML, VI
KOOIV RX V% 25695 M-IV, V3 Sz,

BB ORBMOFIE 2K 5 1R Lic, MIGH LR OERFORBMIL, & LA
U cdhotz, B4, 7)

Fb5 T v MIRBT DT A 7 05 o U HRFRGRE A 5% O oOElE (%)

v B REAAK M-II M-III M-IV, V M-VI

IR 4 81.9+0.5 12.9+0.6 1.8+0.1 0.5+0.0 1.4+0.2
RP 4 91.8+1.5 5.7+1.4 0.7£0.1 0.7£0.1 1.1+0.0
#b 4 95.1+0.9 1.0+0.4 0.8+0.1 1.4+0.3 1.7+0.2
HHy-b 5 21.9+2.1 63.1£2.2 3.1+0.4 3.7+0.4 49+0.2

W)+ FRERRE

IE : G- 1RERI % Ok

PR R ORI - & 5-5% 248 PR S U 72508
a @ ARG FIRES S0 D EIE

b : #5542 24 IRIICHRIE S MBI D D F S

@ $HEittt
Z v & (SD %, HE, 8iHln, 3 XL 6VLH) |2 UCERRER D A 7 ax o 2
RO G (20 mglkg (RE) XILEHRNEE S (20 mg/kg (RE) L. #5168 Kk
FCIRMOFELZBRIL ., BeEMH% LSC THIE L7,
RO PER AR 6 IR LT, (B4, 6)

10



#£6 Ty MBI HERED A 7oL U HERROKRE KL
FRARIN % 5-4% DR K OFEFHEIR (%)

B | K IR 3 &t
e 6 75.8+1.2 22.5+0.9 98.2+0.9
EARPN 3 76.5+1.3 21.2+0.1 97.7+1.3

WY+ RERGE (RGBT 5EIG)

(83) 41X

@ MU
A X (B—Z)VFE, 2~3 %, HESPL) ([ZHEfEn X 7 a2 o 2 ERAO#&KS (20

mg/kg (AH) L., M{FHiREZ HPLC (2L > CllE L7,
FWEE T A—F — R TITRLIZ, (B4, 8)

A AR DR e A 7 v 9 U HARE DR GROEYBRE T A —F —

=7
B GRS Bh& T'max Crnax Te AUC
(mg/kg &) (h) (ug/mL) (h) (ug * h/mL)
i qm| 20 1.0 8.95 7.09 101.2
n=5
@

A X (B =2 )UIE, 2~3 7%, M4 PL) (2 MO EEadiigm A 7 v %52 % Hilalghii]
NG (20 mgkg RE) L. fiF, REOFEPEWZHE Lz, S#tklz TLC
THEEL, ARy bORBETENZ LSC THIE L7,

B P ORI OEIG 5 8 (TR LT, MIFTH R OFRTONE#MIL, & b EF
CHREcholz, (B4, 7)

#F8 A XIIBITHHEEED A 7 oY UHER OB SZOREMOES (%)

Vs REAAR M-II M-III M-IV, V M-VI

JIIRER 95.7+0.3 1.2+0.2 ND 1.1+0.1 1.5+0.1

pRb 92.4+2.0 21+06 0.6+0.1 2.7+0.9 1.5+0.3

#b 74.0+10.5 26+0.5 1.8+0.4 15.5+8.9 39+15
n=4  CF¥y £ EREEE ND : BRHER (0.05%) LLF

Mg : %51 #% ORE

R B OREH %58 2405 R I P S =ik
a : FMIE IR SO 528G

b : $&54% 24 KFREICHE S U7 B2 H 0 D FIE

OF: 31
A X (B—F NV, 2~3 5%, HE3 L) (2 4C EiktEREn A 7 o %o 2 B[Rk O

G- (5 3% 20 mg/kg (AH) ITFFRNE S (5 mglkg IRE) L., 5 168 Krfilik =

11



TIRMOFEZTRIR L, HEMEZ LSC THIE L7,
REOFEPYER AR 9 IR LT, (B4, 6)

£ 9 A XIBITAERED A 7 oo AR O # 5 TR
H# DR OFEF R (%)

, B b . .
B g | T * aat

. 5 65.3+1.6 | 29.6+1.2 94.9+0.7

20 64.1+0.8 | 29.2+1.6 93.3+1.3

FRIRPY 5 66.3+1.8 | 31.7+27 98.0+0.9

n=3 V¥ = FHERGE (REGEICHT DES)

(4) B
@ IRIR
B (B 7Ly RHE, 5~12 5%, EERENOME, (AT 438~468kg, 3 5H) OMARIC
0.3%3%1@%%7:1%4%/‘/@%%%@“\ IR#E 5. (150 L (0.9 mg/FH) L. #5-# o
e 2 HPLC THIE L7-,
P5. 0.5, 1. 1.5, 2. 3, 4, 8, 12 JxT* 24 B2 DA T DR RITIBN T, I
FEITEERS (0.005 pg/mL) A CTho7-, (1, 9)

@ RS ZOERENFE M

B (MZ7 7Ly NFE, 5~19 i, 2850k 3 BEL O 2 8H) OIRIC 0.3% k0 £ 7
o 3o U A E A AR S (150 ul(0.9 me/iH) L7-, RO, &5 2,
4, 6 XL 8 KR OWTNNDORRIZEEOLEL EH HOIRNNG 1 B2 R L
Too LI2iio T, —BloEGRBRTIL, FHOERE R OB ERINTE RN L n |
[FIHA A5 1 F O 1 BRICHERES L, JEREERIRT 22 LT, FHEORREED
AEH R U7z, R %2 HPLC CHIE L7z, #REE 101U, (B 1,
10)

10 BIZBITS 0.83% 1 A 7 1 243 o 8| S IR 5% OfRE T
BE (ugle)

Be 5% (h)
2 4 6 8
TR 46.3+56.9 | 17.2+16.1 | 62.8+122.2a 14.9+23.4

n=5 V¥ + EREFE
a: MHIRER (2pglg) Rz mL7- 1884 Opglg & L COESEASFH L=,

(5) YL
Y (T AP, 4A~5 5%, Mt (AE 4~6 kg, 45H) [JHBo A 70Xy oA

HialRfliee D5 (20 mg/kg (A8H) L, MigHE4s HPLC THIE L7z, £/, R

12



KO Z 544 96 BF & TERELL . R L O %2 HPLC CTHIE L7=,
HFNRE /N T A — X — & F 1112, JREOFEFORBOEIE A2 1212, S HITR
KOGEFPEER A2 K 13 1R L=, (BE 4, 11)

F 11 YU BIT AT X 7 a9 B[R OB 5% 03K
WyEhHE /R T A — A —

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

n=4

F12 BT AHERET X 7 a9 s BRR O RS54 O R N OFE PG oEE

(%)
ALK M-II M-TIT M-IV M-V M-VI
JR | 96.1+1.2 1.8+0.9 0.1+0.0 0.0+0.0 1.3+£0.2 0.6+0.1
# | 80.9+34 9.0+3.3 3.5+0.2 0.8+0.1 2.1+0.2 3.8+0.2
n=4 VY + UYL (BG%2URICHRES - BIC 50 AEIR)
# 13 PRI HE#Er A 7 a X B
[l (#5544 O JR S O =R
(%)
Akt #E (%)
JR 63.4+6.4
# 5.6+1.5
n=4
W) + RS (B btk 96 RERICHEI S 7o REUADEIA)
(6) EbF
@ IRIR
a. H[EkE

f@tEE7r e b (22~35 k. Bk 5 A/ 1HEEEn A 7 a o o A EERR &R G

(100(ZEfEIF% 5) X 1L 200 mg (ZEfFRE R OVBH% KR E), 7B VAD L, #&5 24 IF
B84 & CRERFIOICE-II U7, iR 2 HPLC CTHIE LT,

ERAR 14 IR LT,

BHBG CIXZENERER G- & HEEE LT Tonax 38 THER: L7223, Cmax X OV AUC 1322
JERER G- LR CTH Y . BFICLDHEIA LN -T2, (B4, 12)

13



# 14 b MBI DD X 7 oo U HERR Q&R 5% OSYEIRE R T A —H —

B P Tmax Cmax T2 AUCo-co
(mg) (h) (ng/mL) (h) (ug-h/mL)
100 ZEEIRE 0.97 £0.02 1.18+0.15 7.12+0.39 6.93+0.38
200 ZEEIRE 1.23+0.29 1.89+0.29 8.48 +0.97 13.97 +1.40
200 "% 2.13+0.25 1.57+0.19 8.31+0.66 12.63 + 1.07

S £ e

b. REHKRE
fdE7e e b (B, 26~45 5%, 1AHE 58~8Tkg, 74) (JHgn A 7 ax¥v %
1 H3M8HM GF22Mm) FZoks (200mg/t ME) L, &5-1, 7 &0 22 [H#
IZENENERL L, MyETRE L E coliNIHJ JC-2 Z AW =3 47 v A THIE
L7z,
FERZFR 15 TR LT, AER G2 L D AUC OF LWL HIVIRN T Enb
ST otz (B4, 13)

#15 b MIBUIDHERE A 7o X4 o KIER OGRS <

TA—H—
- Tma.x Cmax T /28 AUCO'OO
A ”
() (h) (ug/mL) (h) (ng *
h/mL)
1 1 1.72+0.56 7.24+2.16 12.9+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 WY £ BEUE(R A
@

B MO DI A 7 v L s OREENRFIRIE A 110, JREOMBHH o3
YoOESEF 16 IR LT, (B4, 12, 14)
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™\ — M\ N
HN N T HN  NH T N N T
'  F COH F CH
H3C Cafts 3 s call o
KREALEK M= ¥ M — il
\ . .
F CO,H F COH
[—coa | |
M-I HN  NH \ HaN - NH T
(I oMask) — Fooch, CaMs
He H,C
3
M=V M- VI

1 & MIBITLHERER X 7 w33 o OHEEEHEE

16 b MoBIFAHEREe X 7 a3 o ORBMOEES (%)

B 58 EE

e iz

H (mg) (e KR | M-I M-TIT M-IV M-V M-VI
bR 200 93.9 5.8 0.1 0.0 0.1 0.1
fHH | 200 3 [El/H 47.7 51.4 0.5 0.1 0.2 0.2
©OF: Fi:s

b MIBWT, e X 7 a8 OREFIIRZbE E L TE g S PRSI
Do

fEFE7e e b (22~35 k. B 5 A/ (DHEEEn A 7 a ko o 2 ERR DR E
(100(Z2fGR 5) 1L 200 mg (ZEIERE K OV 4% 5, 1 7B VAlD) L, 85 72 B
M CIREOFEABE LT, 7k, |OBIUL, 200 mg OZEERR GHED A0 HELEL
L7z, RMEOFESEE 4 HPLC CHIE L7,

WERAR 1T LONI8 IR LT, (BE 4. 12)

K17 t MIBT LMD A 7 v X4 o BRI N G OJRPPEMERE  (ug/mL)

B h& Fe 544 (h)
(mg) 0-2 2-4 4-6 6-8 8-12 12-24 | 24-48 | 4872
100 673+ |531+ |595+ |487+ |286+ [296+ [40 +|11 +
(Z2EmE) | 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+ |[10.2+ |23 =+
(ZEms) | 96.8 62.5 34.7 30.0 23.7 12.8 1.8 0.6
200 1704+ | 109.7+ | 147.1+ | 1333+ | 87.3+ |61.2+ |11.0+ |22 =+
(%) 49.0 32.2 32.7 22.6 19.6 8.2 1.9 0.3
n=5 ¥+ EHERE
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# 18 b MBI DHEEn A 7 v %2 U HERE QR E% DR K OFE
SRR (%)

Akt Beh Be 5% (h)
(mg) 0-24 0-48 0-72
PR | 100 (ZEREIRD) | 72.7+1.9 79.6+2.1 80.9+2.1
200 (ZEfEIR) | 72.2+3.3 79.5+2.5 80.6+ 2.4
200 (£14) 73.3£2.9 81.0+2.1 82.2+ 2.0
# | 200 (Z2iEH) 3.8+1.0 86+1.9 9.4+1.9

n=5 V¥ = RS (RGEICHT OFIE)

fdE7s e b (B, 20~34 7%, 6 A4/EE) (R n A 7Yy & 7 HRERR O &S

(200 mg/t & 1 H 2[RIXiX 300 mg/t & 1 H 3[E, A7EAA) L, K&&ksS
3 HEE CIRAZBM LT, JRPIEE A HPLC THIE L7,

WREZFR 191K L, (B4, 12)

#£19 b MIBUTAEREO A 7ot 7 AR OB GIZEHBIT DR RS (%)

b Behbmate A4k (H)

1 2 3 4 5 6 7 8 9 10

200mg |82+ |187+ |30.0+ | 41.4+ | 533+ | 64.6+ | 724+ | 732+ | 734+ | 734+

@EVH, | 0.3 0.5 0.4 0.4 0.4 0.6 0.5 0.6 0.6 0.6
7HE)

300mg | 7.6+ 184+ [ 294+ | 414+ | 535+ | 654+ | 721+ | 73.3+ | 73.6+ | 73.6=+
BE/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 P = LS (RIG-RICHT5EI5)

2. REGER
(1) BO
B (FZ7 7Ly R, 3~18 7k, EERELROME, (KEEK 423~560 kg, 3 BH/RFAL,
SIRRE 1 5H) OMIRIC 0.3%thEen A 7o 842 1 B 3 [A 5 HRENERS
(150 pul/[EVER(2.7 mg/88/ H)) L. B b1, 2 OV 3 BRIk Z BRI L, AT
s % HPLC 12 k> CHIE L7,
TERAFR 20 IR LT,
TERFRF (0.005 uglg) LLEDFERENGED ST-D1E, FHROZTH Y | FHA. B,
HER. /NGO BIREE 1 i G- 1 BRICB W CERRARM CH -7, (B 1.15)
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#*20 BIZBY 24ifke A7 vV VRG] 5 HFBERIRE GROMBTIRE (ug/g)

. e A% (B)
1 2 3
i ND ND —
Il 0.019 +0.003 0.011 +0.003 0.005, 0.005, 0.002
L 0.0032, 0.0022, ND ND —
HEW ND ND —
M ND ND —
n=3 P+ ENERFEE ND: BHBRAURE — o e

ERIRA : 0.005 pglg, MHIRA : 0.002 ng/g
a : AR E SRR O EE

(2) B@

B (77 Ly R, 3~105k, EEMENROMERE, (AT 430~518 kg, 3 S/,
KIFRRE 1 5H) OMIRIC 0.3%thEk 0 A 7o fFlA2 1 B 3 A 5 HREINERS

(150 pWL/IEV/ER(2.7 mg/58/ H)) L., Heféfe b1, 2 OV 3 HEZITHERR A B L, R
BEAZ HPLC I X > THIE L=,

mRAEK 21 ITR L,

EERPREA (0.005 pg/g) LLEDFREE R SN T-DIE, FHIROZTH Y | fHA., B,
HENA . NGO BE 1 Tk G- 1 HRICBW TEEIRARM CTH -7, (B 1, 16)

#* 21 BIZBY 24ifke A7 vV VRG] 5 H MR RIRE G ROMBTIRE (ug/e)

- e At (A)
1 2 3
B ND ND —
JHH 0.013 +0.004 0.006 = 0.001 ND
L 0.003, 0.0022, 0.002? ND —
HEWi ND ND —
M ND ND —
n=3 P+ ENEEZE ND : MEBRACRE o e

ERIRA : 0.005 pglg, MHIRA : 0.002 ng/g
a : AR E SR O EE

— AN, IR SFEMTIT L A EPIN SN2 Eonh | RE 2T L TR AR
ShpHEBEZLNIZ,

3. EizEEER

(1) B
Yalgo XA 7 ax% O invitro X N in vivo DiE(na Bt R4 22 IR LT,

17



# 22 g T A 7 o Y3 L OB GEEME RS R

S3HA AR POES & (RS 2
in DNA &1k Bacillus subtilis 1.56. 6.25, 25, 100 | 55f5E P 17
vitro (Rec-assay) M45, H17 ug/disk

1IRIIRIE G ER | Salmonella 0.01, 0.02, 0.039, £ 17
typhimurium 0.078.0.156, 0.313,
TA92, TA94, TA98, | 0.625, 1.25, 2.5, 5
TA100, TA1535, ug/plater  (=S9)
TA1537, TA1538
FEischerichia coli
WP2uvrA
RGN EBBASE | S, typhimurium 0.32. 1.6. 8. 40, ot 18
R TA98, TA100 200, 1,000 pg/mL
(£89)
PPERUN e F v A =—ZANLA |0, 25, 50, 100 pg/mL | F&PE 19
Z—iii (CHL) Hkeft | (—S9) 24 U 48 If
MEZHTE frALER
(+S9) 6 Wi+
18 IRFTRIMRAL L 3
nvivo | /IMZRER ICR v A, Mff, # | 0, 100, 300, 1,000 | F&tk 20
) mg/kg HLIAIGRHHRE 13
5

a : +89 Z F ¢, TA100, TA1535 KO TA1537 Tl 0.313 pg/plate LA L, TA1538 Tik 0.625
ug/plate LA, TA94 & (X WP2uvrA Tl 1.25 ug/plate UL E, TA92 Tix 2.5 pg/plate LA ETAEF
FHED A DAz, TA9IS [ZOWWTIE, —S9 & T T 0.625 pg/plate LA L, +S9 ST 1.25
pg/plate LA B TAEBHENRA LIV,

b : DNA BHRIHEEMIC L Db EEZ BT,

1n vitro ® DNA {EERER TG OFER ThH - 7275, DNA HEFHEEMICL S
DEZZ BN & FT2Z2DMD in vitroi k% OY in vivo O/)MERABRITNT L B2
PECTHoT=Z b, HilEn A 7 v 4o UTAERIZ & - TREBLWTEE & 70 S8 m w1
FenbolE 6N, GH1, 17~20)

(2) SEEHEHN
g w X 7 a XY 0 ® in vitro DGR nE MR R A2 K 23 |TR LT,
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#923 1 A 7 u X OYeEiEEMEEERE R

Gk RBR PIE A& (LS ZH
in BImRRE R | S typhimurium | 0,10, 31.6, 100 pg/mL | B5f2 (TA104) 21
vitro | 'R TA100, TA104 | UVA 490, 300, | 550 (TA100)
600 md/cm?) K OFERR
5t
S. typhimurium | 7 UVA 5600 | UVA FERRE DR
TA104 md/em?) U 7= BRI | BRE DR F &
ZER 0 0, 10, 31.6, | tbili L CHIMZe
100 pg/mL L
DNA #HE#8k | 7 » MFlEbk | 0. 200, 400 pmolVL | BitE (8-OHAG 22
Al (ARL-18) | UVA 4+ (20 Jlem2) | O¥EAN) b
M OFEHS (UVA B, 200
umol/L L |)
YerKEHRER | F ¥ A =— A~ | 6~200 pg/mL Rpittk: o 21
LAZ—VT9 #il | UVA BRRSAET, fem | (6.5 ug/mL 2LE)
i) Ha & & 500 md/cm?
T UVA 5200 | UVA FEFE Ol
md/em?) U7 #RE | BRE ORE R &
ZHH 1 6~200 pg/mL | bz U CHEINZR
L
CHL #fifi UVA W5 (2.4~3.0 | Bk 23
Jlem2) : 1, 3, 10, 30, | (UVA B4,
100, 300 pg/mL 10 pg/mL B4 E)
FERAST ¢ 10, 30, 100,
300, 500, 1,000 ug/mL
aAy 7wl | b MTZF Y| 10 pg/mL Btk d 24
A A H e UVA 5 (10,20,37.5 | (UVA )
kd/m2) M OFERRST
~UAU 7% 0, 3, 10, 30, 100 | ke 21
— i pg/mL  ( UVA 500
L5178Y tk* md/cm? B )
Bn HAHEAER | Saccharomyces | 50, 200, 400 ug/mL | [ 21
cerevisiae D7 UVA/UVB B &
( 3,800/75 X X
7,600/150 md/cm?2) K
OFERRU
AN F v A =—A,~ | 100 pg/mL Btk e 25
L AL —VT9 fl | UVA/UVB Fidf (1,250
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fia ~30,000 J/m2)

a : CAT. SOD K O'DMTU i L Dl S 372 hyo 7=,

b: 7T MU T AKEONTMP I X 0 S 7223, a- b2 7 = 0—/L KON TBP Tl S hven
277,

¢ : CAT, SOD K O'DMTU (Z X v #ill <47z,

d : T4 endonuclease V. (CPD Z#%i% L DNA ZYlr3 28438) % MW Co S,

e: 7T MU AKX vz, VAT A GSH, CAT XQPa- b2 7 = ua—/UZ X0

il S oz,

TEBAETEMED A T = A LIE, — AN, S5 & DNA OEZFERICL 58
\//¥i¢®%ﬁﬁi%%kﬁ%ﬁﬁb<iﬁﬁ%ﬁ@%ﬁmiﬁ%’iwéué
EHIRREL T ) —F VM k> T, DNAGEENEEZ L LD LEEZ LN TN D,

ThAdud ) a RHEEWE I, X/ U VR C8 L7 A ke T 5 b
IZ XD HBEFEESEERT 5 Z ENHE SN TV, T 7t ax /a2
FEPEE L, ERSHZ L0 7 A v HsilERE L C8 ALDJR T3 &M L L Ot mm

BT EFEZXLNTND, (B 26)

12 D7 VAR X ) v RPTEMEE A TSI T ¢ CHL Ml o Yefafk 5
FRBRA I L 7ok S, EDso (50% DOAREIZ YL AR H 26 Z R E) T Lz &
A, vAvaXYTr (14pg/ml) 13X, &fEX ) v U FloHRTHIERRIC L D6
(RBREBIRENRN T L—7 (2, A v 7axd v 4pg/ml, 7V F7 0%
vroi6ugml, I 7uaXt 11 pg/ml) (CofESNE, (B 23, 26)

1 A7 uxt 3 ONEEEEOBBETFICOWTIL, {EEgE - 7 —F7 Vv
DR, FARA VAT —F U OFEERXIIE ) 2 V0 BRIV RE SN D 72
E B OWERH D, (B 26)

DNA #HERBRICHB T, RBHSFETTELRE e Raxo T4 77 /v
(8-OHAG) 7%, —HIHMEFHEANTIE FCII L=, B Rk 7 U h/WEE
FIFAE FCIEBEDR A LI o722 LD, KB nitEORBICIT—EEEEE B
H35 s g, (B 22) —F, GLOREFRRICHBN T, O RRER
FAEMDI A2 T DI ABEANFE T TR L7ens, HIRZRRERABR L= A v B
T A OFERINIHBENI LI -T2 2 LD, EREEE T TH, n A 7%
P AT L DY & BB RN R KT DNA 512X, ZnEniitins A
H=XLBEE L TWDZ EDREBENT-, (B 21, 26)

FroonAvaxdt o UorEe TV An X ) o AL SRAMNRIBEHNC KD 1n vitro D
IR B W CBHEDRER CTH 7=, A nx /ol AlD—o>THsr 7 V) 7nm
T VTR T, SRR T COYRET X, TN AR

—IZX o T SN2, DNA FARA VY AT —FY I 2 HET L7/ Y
TR LTI SN b, Zadask ) a L RIONEREE O BRI
DNA $5IWHZ 542 FRA VY AT —PILICERT 2 L s ST\ 5, (BHE25)

IHiz, vrmT7a e IV T &R (CPD) i L CDNAHic=v 7 %
MNDHIEFRE W a Xy R T oA THHEOR R ThH o722 &6, n A7k
TATERINRIRSHZ L B CPD ARk Z T 5 2 & IC &L 0 B REE 2R3 RTRE D
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IRSH, KRB ANME~DBIG I RB STz, (B8 24)
PLEDZ Einn, v A7V AR T in vitro DFRERDZ 2BV T

PEORERPMEONTERY | EEmEe AT 5 LB O,

4. RESMHEHER

<A, Ty MROA XERAWTERD X 7 a9 o OAaMERIERR AT o Tk
BrFK24 1T LTz, BRAREGIZEIT S LDsold, 7 A2\ T 1,608~1,899
mg/kg (AE, T v MIBWT 1,536~2,323 mgkg A CTH-7-, M1, 27,

28)
#24 R0 A 7oty ot R
TR | R | R LDso (me/ke ¥ A
1 i3
~wA | ICR% B 1,746 1,608 H3EBNOIK T, IERA,
NPT, PRt A, i
FIRAN 253 272 Ftg | R IAEE, T
—B | IRERZEH, IR A,
FEEA, [RMe TR, H¥SE
O T
BT 1,535 1,248 H¥EBN O T, ARIR T
i, R, IR A, TR,
P
ddY & g 1,899 1,770 HFEBI O, JEEN,
RO, R A,
7wk SD % e 2,133 2,323 HEEB O T, =
Ao, REEN, PERBIEI,
FRIRAY 338 328 ftd . EEA. BREE, R
i, A, BIES)
DAL
Ay >2,000 1,673 HASHEBIOM T, IRg T
i, fEEN, FPIRRIE, K
Wistar % | %0 1,556 1,536 AREBOERT, Kkt
Ao, REEN, RERBIEI,
AR | e—=ZAFE | &N | 50 mglkg (RHE | 50 mglkg (R | NEM:, RHE, EARISIER,
ST e L TS AR L | #EER BHEES OBES
0/2) 0/2) IR, BIRD | RNEAT
200 mg/kg & | 200 mglkg & | @, JEHE, JEEPEDRIN
HETR2) | H: /2 | fE. RS
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BRMENHER
(1) 13 EFEERHSEHERAR (Tv M)

7w (SD &, 5iffn, MEES 12 DU (ZHEfEn A 7 e 0% 13 @R N
5. (0. 30, 100, 300 X% 1,000 mg/kg RHE/H) L., dhigtkmtatitz 55 L7,
Fo. [FHERBRE LT, T b (SD %, 5, MRS 8 PR (ko X 7
o 13 R NS (0. 300 3XiE 1,000 mg/kg RE/H) L. D% 4 BEOEIE
2R E LTz,

AR CA LN FM TR 2% 25 IR LTz,

—fRRETIL, 1,000 mg/kg ANE/ H £ G-HEOME 2 51 )% T 100 mg/kg A H/H %’éffﬁi‘
Oift 1 NI E86 BTz, 1,000 mg/kg AH/ H £ 5 REDOMEDFE T I 3R E
PEFEMEIC L B & B2 B2, 100 melkg R E/ H 5RO IR 5L D %)@ 9:
A S A7,

300 mg/kg AH/ H DL ER GREDOMEE I T L TN O Bz, b0
ZACIZIEHE RIS TRECIIEIE LT,

HIRAT L TIE, 1,000 mg/kg AH/ A 5-HEOMERE TR O s a2 b2 2 T,
100 mg/kg AHE/ H LA B GHEOHERE CIRBIEIRZ (REZ2AEE, K, ObAX
IWEE) NEA S, F72. 100 mg/kg (KE/ H UL B GREOMERECIX B GO
B, EFRGEEORENR O 300 mg/kg DL EEGREOMECIX B RGO M E R OFEX
FEOHNN, BEIENAY O & O EEOMNNGEO Ly, T b DT,
IFHTEMEE OB GRAC A BN D IBNHIEEOLEN L 28 bEH 2 b,

F7o. BSOS E RISV T, 300 mg/kg (AE/H LI E&GREC M EE T
FERTEEDELN A DTN, Zib 02 bidF L UTRERIMIHEIZES O TH
0. ZIBlTE A EDISEH I TIREBERE IR A B XA B e o Tz,

My ) A FHIRE TAH LN GHRT O ME T y-7 27U O T, 300
X% 1,000 mg/kg (RE/ H &G RHEOEHE IR TR IXERE O 27~ LTz,

FEF L, 100 mg/kg RE/ B & GEHEODEI BEFHRE OZA LB A BT Z & £72 30
mg/kg R/ HEGRECIMET -2 0 7 U COIR R SNT08, [FREOKERFILL
DX L R OEME Th o722 L6, AliRiCEiT 5 NOEL 13X 30 mg/kg {AH/
HEEX-, 1, 29)

R eRZEB R0 - FRERMTIE S, 30 mg/kg (KH/HEGEECIIET v
27U DR TFRALNEZ En, AlRIZIIT 5 NOAEL 135 E T & 720 & fi|lkr
L7z,
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#2565 T v MIBIT5 13 M dAMEERER CA LB AT A

e b
(mg/kg (AF/H) i .
1,000 - (EHE ] < FET (261, JEREN, BHROIKT, B
- FBEEEORD . FEKEOHM (R, FEM R
- R K O - PT DIEE
- &Mk FE RO N R OFEXTE | - FFIgO R B EOHN
O - TPl /NEEHULET ORI O AR K
« FHIg D/ NEEFLLAT OFFRIAEOAEK | SUTONEMEDFFHIAE K
SATONENED IR AR - fiEF K, TP, o1 X WNog-Z 27 Y
<M K, TP, aa Ko7 7Y | VOIKTF
Y DIKT
300 LA | « VICHE N O « VIEHE N OV
« JRH Na O - (AREEHE ]
cIET - 7Y DT - KB ORI
- JH/NEJEDE ORI OWAD KO | - R Na, K O
INEESRLLE ORI T ORERGTE D |« KERE mALsHISIEE oo Bk E o
HEhn 1B M OVZE R
- i p-2 a7 ) DI
100 LL | « RERE A AE O Bk E O |« JR+H Na O
et
- IfiEH ALP O
30 ULk CEF -7 e 7Y DT - MiEF y-Z7 27U DT

(2) 13 BMEHSMEHAER (1 X)

A X (B—27 VA, MR, 13~19 Wil CEA LK) 14 BEFEBIME, kE 8.1~12.0 kg,

It 7.8~11.0kg) (ZHEfE D A 7 Yo 0% 13 W D #%5 (0GHERESS: 5 D), 12.5(1HE

WSS 3 VD), 25(HEMER: 5 VE) i 50 mglkg R/ H (MRS 5 D), B 7' 8eh) L.

AR ERER A FE U -, 72, RGBT 4 BRIOEEIRZ23%E L, FEERO
[ A RRET L7,

AFRER CA DT BT LA 2 26 IR LT,

50 mg/kg (KH/ H B GREDOME 1 FilTIHTDFRD i,

—IRBE L LT, 25 mg/kg IREE/ H LA B GREOMERE AR, 550X DUAHE
R SNz, 50 mglkg ARER/ A G REOMEREC W TIRE DD A3 7 H LT3,
FUTNEM SR e AR IR I L A IR 72

B R
S

Y,
e
-
~—

EEZ BN, 2 b ORI,

[FEHRICIIA N o= b, [FEMNH S EE X BT,
FIFRCIE, 50 mglkg REE/ H B GREOMEATIROIR G L/ IMBREED 5 51 X0
AIRFRBIVTEDN, SRR AN B G BRE T D B XA Do T2,
JERER IR AT I3V T, 25 mglkg AREE/ H DL B GREDREZ 2 & 7= RS
OB HIR O/ NEFERIT, 25 me/kg (A A #H5REOME b A b=,
PRERE, TR, MRIESTHRE., HARMRE, OEMREL OISR ERICIE. BFEiT
R LRI T,
FHIT, ARBRICEBT D NOEL 13X 12.5 mglkg (RH/H & &2 7=, (B 1, 28)
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B ZERE IR - fEVEEPERASIL. 25 mg/kg (KF/A DL R GRECRERE, 5
HOE, EMEEDNA LI Z L0 h, ARBRIZE T 5 NOAEL 13 12.5 mg/kg (AH/
H & L7z,

#26 A XITB 5 13 #EEH AR T b - T A

B
(ke (KT H) K i
50 - (REHIIIE DI - A
- AfEREL DR (438, 8 i) - FETC (1 51)
- MIEFIRE (TG) DO - (REHINEORD (~3 )
- MiEH TG OHEIN
25 LI - i AREAL S DO TURRHE, 8,
JREAL SOOI NURGREE, $85f, | JEHRE, NEH:
Pt M - FEETE OB
- JEAH B O - fiEF TP (438) ka7 Y
- i H ALT OH0 (438, 8i) DILTF
- &9 Chol, PLip, TP (43#) K | - BHfEKE 1@ G EDOE MR/
a7y (48, 8i) OIKT | EiFER
- BAEIHE (Y OB IR o /)
R
12.5 AT R L wEAT R L

(3) 13 BMEI SRR (HL)

Y (D=0 AW, MERES 5 5L, (RERE3.1~5.3 kg, M 2.0~3.2kg) (THIfE
oA 7ady ok 13 HERR DS (0. 25, 50 XX 100 mg/kg (K&E/H) L. #H&
PR 2 e L7-, £72. 50 KON 100 mglkg AR/ A REOMERES 2 BEIZHOW T,
G T % 4 BW oRIEME 2T Lz,

ARRER CA LN LA £ 27T IR LT,

100 mg/kg AR/ H % GHEDOHERER 1 SO GBI A SV RERD 1, &5
HHRIRE A :i;su \flﬁlfﬁ{tﬁ 6%~ L7, 100 mg/kg IR/ B $5HEOME 1 BEOEER )3
H-18%IC (2, 50 mglkg AEE/ H &GREDOME 1 BHOIEATEN &S 13 & D
IR Lto

MIEFAIRAN BN T, S IRBE U B G-ATOERME & bk U CRERHAI A BN D
NIZHE (Ht, PT %) B3do7023, 26 O H OB AEBAEEINOMREIEOR

D ORERTHY, BGOZETIT 2 ST,

MIRAACFHPRANZ I T S RBRIC, RTIREE B G-RTOEE & b U CRERH71Y
HEENHAONZEE (IWER TP, o-7 12~V > Plip, Glu%) 23& o773, A
IZEBNNOBREAEDR Y (2 & D D &l S,

PREFRATIZ IV TL 100 mglkg (RE/ H B GHEOMERE B E DR 2 737 (£ 30 mg/dL)
DIHHIVTED, FFREDIRZ X7 [XBAED T =7 A LT UL LTGRO b H %
ETHDLZ L, BRINEILESZZ B,

DX, RN OBERREICIT, BTN hoT,
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FFRClE, 100 mg/kg AR/ A 5REOME 1 SAIZREIRT 0O A2 KRB ISAIEE 2 SERR D
FERAD IR HILTZAS, RFREEOIE 1 BB T H KIS Z5ER K OREM A3 A 5
e,

B ERClX, 100 mg/kg A/ HESREOMEDOITEL O 25 KON 50 mg/kg A/ H
FEGREOHURIRIZ, Hact EESUIMRTE RIS DA DI, T O BICITIREER
kAT RLIZ 38V \Txﬁ’n’ﬁik ZXB NIRRT Z LD, fasERE TALNTEE
ISR E OG- OB L 1IE 2 b Tz,

TR RO T, SR E O GCBhE T ST RIT A B e o T,

T, WERWE O 5 BRET S FTRIT 100 mgkg RE/ B GEECTH IR
M-, (AEEOEEEOBD Tho7zZ Lhh, AfBRiZks1T 5 NOEL (3 50 mg/kg K
H/HEEZT-, (BR30)

B2 ERE 2R SRS P A 21T, 100 mg/kg N/ H #5423 T,
WEFDPHR LN LD, ARBRIZEIT 5 NOAEL % 50 mg/kg K5/ H & L
77

F 27T YIRS 13 W E MR T bz m T R,

FehE
(mg/kg AH/H) K i
100 * MR * MM
- (RERED - (RERD
50 LLF BT R L TR L

6. EMSHERUENAMRER
(1) 52 BRIEHSEHHER (Tv k)

7w b (SD %, MR, 5 Min, MERER 20 DL/ED (SRR T A 7 a X A 52
s 05 (0. 5. 10. 30 X% 100 mg/kg AEH/H) L. B etz 3205 L
77

AR COBMIT A K 28 ITR LT,

ﬁ@ B, fokE, JRE, EEF R, R, BEERE L MR rImE

ZIFEFIIRRD Lo T,

HIFClE, 100 mg/kg ARHE/ H & G-HEOMEREZ I T, BRBAET O KRR - iR
[TIEBEOIREBRO—2 B 2 b DMIMEN A BTz, 30 mgkg K/ HLL EEG#E
DORER N 100 mg/kg ARE/ H &% GREOHEZ ISV T, BEOIAmA A BTz, £, lds
HEIZOWTIE, BBONEYE ETeERD 100 mgkg A/ H&GREOMEECTHIN
L=, ZHHOFT I 5. (DITHALNTEY , HUEEE O GRHI A I
HIGPNAEFEDEENC L A8 E B 2 b,

FHIE, 10 mgkg RE/ A LLFRGHECIIRAETE H OV S RHREE & ORTIZHA
DNRZETA LN NS T2 e, ARERIZE1T 5 NOEL % 10mg/kg (RE/H &35
z1-, (M1, 4. 31)
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BNEEZE IR - FREEMHAS X, 30 mgkg (KH/H & GREZBWVT, it
W, mAE (F) Fy-ra 7 ORI OB OREN DI Z L b AR
2351 5 NOAEL (% 10 mg/kg A=/ H LK L7-,

#*28 T v MIBT D 52 MEEVEFEMEAER TH b o= AT R

BebB i3 iii3
(mg/kg {KE/H)
100 - R Na Db - L
- BEBAER O REREZE AL |« JRH Na O
Bz U 7o B BEE R E L - fE () hy-2 17 o

30 ULk - Yt - IEBAER D KBRE AL
- MAE GF) Hy-r a7V o | BEE LB R ORE L

10 LR BT R L BT R L

(2) 52 EARMEHEMHER (L)

P (=7 AV, 2.5~T2 5%, KEMH 2.2~4.Tkg, #ff 2.1~3.0kg, MELEX 4 5
M) (R m A 7 oY 0% 52 WD S (0. 25, 50 XiX 100 mg/kg {AH/
A) L. ErEmrtabne 32 L7,

—BIRREIZ OV T, 100 mg/kg (RE/ B # GAEOMERERBI IR, HEZHHE (2 55)
S OMEERD (18H) 2o bivle, $£72, 100 mgkg R/ H &R GHOBE (180) 12
5 18 BIEBEORED DA LDy, &5 10 HE I3 GAIOREICEE L, £
D% DORESEIN I OF] L [R5 TH 77,

MIEFHIRANZ TN T, PRI GRTOEE & Holik U CTH B /e A b AL IH
A2 D72y, WIS ABNZEHNOBETHY . F/HELEE LA THAR
ol

MEAAEFRIRREICRBN TS, [FERIS, SFRRBEUIBE S-AT 05 & bk L CHE e
FENHBIVTEIHE NS S T2M, SHREEOEAEOZEHEFHN, XITHE & BhE O 22 ER
IR EE Th o7z,

ZOfth, EEEE, JRIRE, FEMMRA, LEX. IRRE., B, TR, iR s
K OYRB ARSI W T, IR Lo Tz,

FAE, 50 mglkg R/ H LU FRGEETIE, MELIZWTNOEBICHEGIZLD
WREITRO b oT=Z Enh, ABRiZIIT 5 NOEL 13 50 mg/kg (RE/H &35
Z 1. (P4, 32)

RWEERESICE - M EEPEASIE, 100 mg/kg (KEH/ H & GRHCBWT, TR
M. FEHES OMEERD B A BT 2 L, RBRIZEIT 5 NOAEL % 50 mg/kg &
H/H &Lz,

(3) FEMNAMAER

FEIN ANERBRII S S AU TUZRu,
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L2arL, b MHESEN (B A#RGH M ORIRES)  OREARER & ORI IR0
TRPAMEZ TR DI, (B4, 33)

(4) HFEMNAMESER

~ 7 A (Skh-1hr BR %, M, 5~7 #in, 24 PU/Ef) (e A 7afHo o 7mak
Yoo vFuvaXto s a0 U AfRE 52 MR 0
5 (5[EV2 M) L. #h- 1.5 RFZICERIMRIRST U, BOEIERE O A IGET LTo, %
B e 55 USRS IR U 7o sef R & SRAMIIRE L2 W IRE 2308 LTc, v A 7|
XY RONT La v U DA O ERE, 52 R TSV D o To iz, &
IR A2 718 B F TIER L7z, #HEREIZHOWTIE, 7 rfdH i 02mg a2~ U A
IR O35 LT 2~4 FFZICA DAV D MAEHRRE & [FFI2 72 D K E OBt 55
L, mAT7aX YT 0305 mg/lLTHo7,

—ERAE L LT, g A 7 a X R GRECIIR ISR AAED R ORTEE & fE
AR BITEN, ZDOMOF G I IA BN - T,

WHIRAT L & U C RIS, BRI TRACIEAI 2 R 5 LT 2R BRI A BT,
FeERER O AR, &G 52 lE%ICIIE A 7 a Y U ERET 100%, 7 L a
P U BGEET 87.56% TH Y . 5 78 BRI W TIIA 7 ¥ R ERETIE
79.2%, 707 aXY U RERETI 58.5%., TV U7 ABEKRGRETIX 37.5% Th
ST, SN A DIEEVER OFHIZ I T, FEEOWIFERER & A5 )3
50%|ZEET HIREADEBEI T S DD, B A 7 a0 U BRECIEA 4 16, 22 38,
JlaXY L UoRERETIE28, 38, AvaxYi o, T TvaxY .
U2 AR GRECIABEEN 50%ICE LT=DIX 66, T8, T8 HTh -7z, LKIMRIR
FOF MBSO & T RFREE CIIEEIX A SR -T2,

0 A7 XYy AN ERHCAONT GO E A ENEETH Tz, v A7
0 R GRETIE, B TRRCIEREI O L EITIEEGEO b, D% 3%
fodk - B Tl -T2, (R 34)

T2, X7 VAT RERFEEEE T (xeroderma pigmentosum group A gene) X
Heo A (MR, 6~12 i, 10 IW/HE) (HRIMRIRST L L bice A7 mdy
% 26 WHRESHFE &G (0.5 mg/lt, 3E/ME) Lizé 2 A, KiE~ v A CldBe5Bith
5 A, FEXRIB~ U ATl G840 23 I EITBEN A b i, D% 1T/
FEIETH T, £, B LRI E O CPD O AT > 7o R, SN
Foo 1 FFRZIC KB R OFERIE~ 7 ADOWTIUTIBNTH CPD MNALILTZA, 48 B
FZIZITFERIB~ DT ZAD%A CPD 28HKA LT, B A7 X33 0 OJEFN AT
JPIZiX, CPD ARH B 59 2 rlRetE g S ilz, (B 35)

L, B REHBLTH i (AR — =TURAKOT v ) TRT o4
BEHRLT DRI VAT FIREBEDOTEEMENZ M bh T %, (B 36)
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7. EERESMHAR
(1) &£hEsHEER (v k) O

Z v b (SD %, M : 7~8 @i, ME . 9~10 Fifin, 45 22 PU/EE) (Tl A 7 a3
Yo A RETIIAACET 71 B 2O IR E T, METIIAACET 16 A 2GR 7 H £ TRt A
$£5- (0. 30, 100 X% 300 mg/kg (AE/H) L. 7 v MIBT HAEHEMEEHE LT,

—fRRBIZ DUV T, 300 mg/kg (NE/ H & G-EEOME 2 TLAFRS 2HIICBW T, F54%
—UPEDOWHENS 2 STz, F72. 30 X100 mg/kg R/ A B 5HEOMEREDF T
BT HEHEOFTHEN I B AT,

REIZDOUVWT, 300 mglkg AREE/ H & GHEOREZ W TGS 1 B ICREHINED
FENIRI DB BITD, Be55E 2~3 W E CIZEE Lz, F7=. BEEEOHRD L UE
REOFEMNN 300 mglkg REE/ H B G- EEOMEREZ 2 57,

100 mg/kg /REE/ A UL FHGREDOMEIC BT, B HARERORD 3RO bz, L
2L, AR COBIRRBI BT A LT, £72T7 v ho 13 M da kR Tl
FERAARRI T DB A MU S 72 o722 L h . ARRBR TR BT ROt
HEOWADIT, AVFRIERPZ LOFTH EE X BT,

ZRELRE, SEARREIC B ;’G WD BRI T2,

TRIROAGFE, FE. R Wi BHEICEFITRO ootz

FHE1%.300 mg/kgﬁ@/ H GRSV TRIEMI RS 7R BN b T Z L b
ARBRIC T B EEMIC %95 NOEL 1% 100 mg/kg R/ H . AFEREIZ% 5 NOEL
1% 300 mg/kg AH/H ., JBIRIZ%4 % NOEL 1% 300 mg/kg (AH/H & & 2 7=, (B 1,
4. 37)

BN ZERESIEE - SIEKER AT, 300 mg/kg R/ H B 5L C—itEob
WS OMREH DRI A D= Z s ARBRIC T 2 8@ NOAEL 1% 100
mg/kg RE/ A &l L7z, IRIBICIEER G OFENRH LR -T2Z &2, NOAEL

ITRBR O &R CTH 25 300 mg/kg (KE/H &R L7z, BIHHEE~DEETIHA LN
75>o 770

(2) &£hEsHEER (v k) @

=7 > & (SD %, 8~9 s, 22 VU/HE) (ZHfEn A 7 w33 0 Z4% 17 H )
HfEFL21 HETRAES (0. 30, 100 XiZ 300 mg/kg K5/ H) L. AilEtEziH
ALz, &2 COREW (Fo) 1TARSSE, BB (F) OE R OWERERIEEE
&Lz, £z, F IR 21707 JW&%H MERENTREL L., BB (Fo)
IZOWTHIE LTz,

FoREENMIT, Fr WEEMW OBEALS UL BN & CHELE L7z TR L7z, 2B
(TR SR o T Fr UL, K 5 Wl SO N2 IcHIR Lz, 72, Fi ik
TR 20 AIC %ﬁmﬁb FTENEHRET D & & BITRILOINERRE 2
L7z, FitROEOHIRIL, Fi REMWOHIRZ IS0 LTz,

—fBEIRAETIE, 300 mglkg REE/ H % 5HED Fo MW TC, EEFERD M OYE
IKEHIMMN I BT, F72, FRHEDS 300 mg/kg A HE/ H&ZGHEDORKZEL, 100 mg/kg &
A EGHODEENZ A AT, Hh 2 R IZITHEE LTz, 100 mg/kg ARHE
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/B LI ER GRE TR O EE 7R IR R D3RR D H T,

Fi B OAAE, FEE. RN OVEFRREI S E TG Hive o7, 100 mglkg
(REE/ A DL 5RO FyL R OB 35U T OKBED B EIITERD LT 75,
ZOFTRIT Fr EARORER O 5 s THIR L7z FLIREMWIITERO e o7 2 &
Mo, Bh-EOREMET IV EE X BT,

Fo i OAFMRAIZ I T, BEIIRED v h o1z,

FAT, AR A REMIC RS NOEL (% 30 mg/kg A8/ H ., VREMIZKT4
% NOEL X 300 mg/kg (AH/H THH L& ZT-, (B 1, 4, 38)

BN ZEEERIEE - SRS AT, 100 mg/kg RE/ H LI B SHEOREM
(BT PEDWEHE X QMR O FEEIIER DA BN Z &b, REMWIT KR
% NOAEL i 30 mg/kg {RE/H & W L7z, REMIZxHd % NOAEL I% 300 mg/kg
{RE/H &Hbr L7,

(3) BESMEHAR (S M)

RT > & (SD SR, 8~9 Wi, 32 /) (ZHilke 2 7 a X% U ik 7~17 H
RO #E (0. 30, 100 X% 300 mg/kg K/ H) L. FAEFmMEEHT LI,

Fo REEMIIATIR 20 HIZARE 21 VDBAZZRGEALE L, FENEMRAE LTz, 5%V 11 L
IXEARE S, REW (F1) OB R ORISR A A Lz, Fo, Fr ot
Wz Rl —HERNTRELL, BRI (Fo) I\ Thid L,

Fo REEMIZ. Fr EEM) OBEFLIL U IREM N2 CHEE LR Gl L7, ZSBdH
(B SN 72 Friid, § 8l L=, £/, Fi REMI3Ek 20 HIiC
FERFEAUE L . FENERET S & & bICRIEDOSNER S 2 L, Fy #HeorED
HiRE. Fr R OHIRICE G LT,

Fo HE# D 100 mg/kg RE/ B LA GRHZIW T, (REHEIIH] & OYE A S
WD BTz, AR RS, WIS OEREI IR G K 283 A b
TRo T,

300 mg/kg IR/ H HEGHED Fi i VIZ W CRERD K O B EBEDSGR 8 BTz,

A% D Fr BB O, FBE R OFESMUIIF RGBT ALNT, £
F1 RO AETHREIZ b BT A 2o T,

Fo eI G L D BII A D20 T,

FAEVT, AR A REMIC RS NOEL (% 30 mg/kg A/ H ., VREMIZRT4
% NOEL X 100 mg/kg (AH/H TH 2L L& Z7-, (B 1, 4, 39)

BN ZERERNEE - SRS FEEA2T, 100 mg/kg (KF/ A SHEOREMICE
UNTEREBE I M OMBEE B D 3 v & o B k9% NOAEL I3 30
mg/kg (KE/H &HIEFL7=, 300 mg/kg KRE/B&FEGREOIRITIC, KRERD L OMLEE
TENFRO LI Z LD, BIRICH 5 NOAEL 1% 100 mg/kg A5/ H ., WEEM DR
BRI % NOAEL (% 300 mg/kg {5/ H & Ik L7=,

(4) RESMHER (O9F)

R (AARAEE, 4~T7 >HE, 14~15 PR ([THEfee X 7 a3 o 20t
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I% 6~18 BTk O#E (0. 6.25, 12.5. 25, 50 i 100 mg/kg (AHE/H) L. ¥4
MRt U, IR 28 HIZZZHSEAVE L, TENEMRE Lz, £, RIEIZOW T,
IRE, PR O WS 2t LT,

HEERE DR GREZ BT, EERVD ST RO B, ZEERIE 50 mgkg
(RE/ AU SR CHE Ch o7z, AL, 25 mg/kg (K5 H LU O GEETIIAR TR,
Va0 Tz, F£72. 50 meglkg RE/H UL ERSRACRBW T, BEEERD . (RER
D R ONFREERE NSRS H LT,

R OFFRIZ I TIE, 100 mg/kg RE/ H B GRHZ IV TR - BRIEE 3 E %
N7, RREE L OICH B RZ2 3500 S o 7o, BN ORI I8 X
IR BN T,

FRIBIZHOWT, BB CRtts s H 7= 50 mglkg A8/ A UL R GRACIBW T, (AE
D B EEIE K VB HEE DR IR R OFEBLR OIS TRD BTz, YR E D2
FEZB W TRATIEITGRD BT,

FE L. HE iﬂ“é NOEL i, 6.25 mg/kg IR/ B G5HE & G- DREN LI
721280, RETE 2oz, BBIEIZRd 25 NOEL %, AfFIZ oW TIE 50 mglkg A/
H., BT 25 mgkg (RE/H, #EAFIEIC DUV TIE 100 mgkg (REH/H Th 5
EFEZT, M1, 4, 40)

R LEZERNEE} - SIEFEHMFES L. FEWO 25 mg/kg R/ H LT O GHE

TIHERERD DA NIRRT Z Lt THRIOEEEITRE CH D LWL, ks
X2 S T2 odz, LIzdi> T, 50 mg/kg K/ A & G5RHBE RV, (KRR LY
TREEHENNMN A BT Z &, ARBRIZE T 5 RT3 5 NOAEL (3 25 mg/kg &
H/H LW L7z, JRIRICHET 5 NOAEL 1%, B TRttty 7= 50 mglkg AR/
A GRECRBN T, (RERD ., AEEIE K OVEHEEZS B ORISR OGO LTz =
D, 25 mglkg KE/H &M LT, EFTRIEITREO HiZehro Tz,

8. —RREEIFEAER

—RIEHERER OFE R A F 29 (TR LTS,
mEARIZBW T HFEENE T, (AR T, SR (EH S 0 AR 2 &k L7
— 05, AR IEDOVER A BT 2 O PR ER b s LT, E£72. mHAE T
W, AT, RBRENIRO MIF RIS O « fEEREADE AR L, HER
Sy WA SOTH AL BN O B AR K O IE A RT3 2 3 flER 2= Lz,
(M1, 41, 42)

#29 HhfEn X 7o XY L O—HRERPERERS R

ABRIF my | &5 e AR BT
i
- —fRIEIR 30~ 30 mg/kg : AL
( v R [900 100 mglkgbl - ERERE F, MPRRE
(ks ’ 300 mg/kglA I ARMG FEE, {ARIKT
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%N

Sk |gp |100~ | 100 mglkg : BT L
7Y = 1,000  |300mg/kg LA - [ REBHE T, L RIL
fﬁi s |en 10~ 30 mg/kglA T« A L
T 1 R ik
L) 100 100 mg/kg : D&: e
F 5 ) S 1= 100~ 100 mg/kg : 2L
= 1,000 300 mg’kg LA I : B I EE) B
% ) - 100~ | 100 mg/kg : $HR7 L
YUA AR 1000|300 melkg L1 :
e ~ B
RERR ~ox g (1005 g
ANF YL S — L wwz |mn 30~ 100 mg/kgbA T @ 52270 L
B AR B SR 1E P T 1,000 300 mg/kgbh I+ MEHRIG R AE &
BURIE | HERT A I 100 mg/kg : FH7 L
i VA" T 1,000 300 mg/kgbl b+ T A v TEE
JERIE | N |y 100~ |100 mglke : fEE7 L
77 e 1,000  |300 mg/kgbh |- : JEHSH ML 5
N7 = P 5ok |wp |100~ | 100 mgfkg : AR L
7Y e 1,000  |300 me/ke LA E : FRAEHH]
1B R 100~ 100 mg/kg : A L
V9"
YUA R 17000 300 mefke B L ¢ KEAET
= . , 100~ 300 mg/kglA T« 2B L
7y b |#ER 1,000 1,000 mg/kg : RIS T
- 100~ 100 mg/kg : 272 L
VIR PER 000|300 mefkeld b ¢ (RIS F
A —A hIER S |mp [100~~ 300 mg/kgll T : B L
77 e 1,000 {1,000 mg/ke : (RIRE T
U | AR
fE | A PY = 100~
A ~YUAC|®A 000 |EEBL
[ ’
RoT T \ T
AR , 100~ 300 mg/kgbh & - A L
AMERE IR UA TR 000 | 1,000 mefkg : S, FE1- E T ORI
L8 Bk S ww= |mp 100~ 100 mg/kg : #87 L
Gigis T 1,000 300 mg/kg UL b o ARG
Fl o575 o |en 100~ [ 100 mghke : BEA L
—/L T 1,000 300 mg/kg LA b o g R
ok B AN 7YX | ERIN] 3~30 % U
it (Wi <42 —2)
S'l%'l‘i*ﬁz_ P FERR 30 mg/ng\T B
i5) s 100 mg/kg : IRRHEORTHER: & 4k k76
(B—20v |[#&10 |10~100 | {EF5HHH
i) (It o IERR 1)
30 mg/kgbA T @ SR L
100 mg/kg : i MEAR & T B oD 47k
TBELCFENL 10 mglkglh T« A7 L
B RN 3~30 30 mg/kg : H /+7 A BN & AR R

EBALO]
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ME - DA

100 mg/kg : 222 L

G (o | 100 1300 ma/kgbl - oA (Rl
) B0 L)
O - MIE - Dk
R as I % s 1 mglkg @ 271
10 mg/kglh b FER RN
ME ; 1 mgkg : 2L
ey | FEURPS| 1~30 3 me/kgbd I : LM T
" O 3 mglkgbl R @ 52 L
- 10 mg/kglh I« CoAEEED T
n n
%’E 3
;Eff R BRBHR (37 e BO 10~ [ gy |
4% N 3,000 pg |
GRET) [ oopemn] 10~ [ 300 pgll F @ s L
JRA [ 1,000 pg | 1,000 pg : MR, KEREIIRHHT O
LI A2 el a0 |3 mekell T BBRL
() | ° 10 mg/kgbl | : T & Rl 2L
i Dy R O EE .
ML E/)LE | RFET| 105~103] 3X 104 mol/LLL T : #2570 L
~ (N[ mol/L 103 mol/L : B ONHE /1380
H%E'%gg??%ﬁ) * o el s~s0 |3 mg/kg : FHL L .
X U T) 10 mg/kglA I« BRIFEERAR T, s
Eﬁ L’X — 3 ~ /Y
LR Zv bk |&n }00%0 WAL
=, [JEAS =
TOBERTED ) gl [10meke s L
U T) | BN 30 mg/kglh b« #iil
=g
(VL& ka7 g
0Tu—ARREETF, | 5. & ~ 3 mgfkg : 7R L
%E%ﬁ”‘{%j’() " 7 I\ E%H}ﬁm 3~30 10 mg/kgL)U: . *ﬁ’l‘ﬁ@ﬁﬂﬁﬁ”
Eﬁ% EIEEJ' W@#@Tékﬂj@fﬁ ? y ]\ ,’j%l:] 100~ 100 mgﬁgﬁ’%ﬁ%g%
z . 1,000 300 mg/kg T il
%iﬁ 5 i 05 wwx |mp |100~ 100 mg/kg : L
1,000 300 mg/kglh E : #i
B _ + 8 100 mg/kglh T @ 270 L
7>k 1A 307300 1 309 mg/kg - BHiRE, BREE, FaBEEL DOHNH]
fii H A1 B BhiE ) . 3X 104 mol/LLLF : 527 L
N { A~ -3 i i /E«'/v Gon -~
e | IR 10N 1% 0 oV, - Il (ERHE & I
G\_{AJ\\le] mol/L ?’_;gﬂiﬁgfca L)
| 7EFLa
miiG | v Xide A X 104~103 B |
Wi | U
TEH BT R
=aF b (SN 35 105~ | 3X 105 mol/LL : F£%87 L
103 104 mol/LLA | : Hpiffi
mol/L, IC50=4.6 X104 mol/LL
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AL ) G

10 mg/kglh T @ 82 L

YEAR - HE0R) 2 b LiRm| 3~30 |30 mefke : KTAE T JERTAR T o R
(FRFE T) P
Wl 72 B (R o] 10°
i« ATHR) Sk {ﬁ%m mol/LLL | 7 L
— 1IN, T

T H kS -

(AT RLFy BTy [HREET 104103 g,
) ~ WZHIN| mol/LL A
5 H R E R . e

(VAT RuF U paypae  |EET ‘3;3105 3X 104 mol/LLAT : f27a L
LTREN (4 L FERE)

(O 1k H#Eé%}ﬁ: 105 mol/L : 52287 L
@7 T =l LI D105~ | 37107 moV/LLELE : Wit
gg %E, /j z; ;”5 103 [C50=6.2X 10 mol/LL
) — L) g})}f&(@ (FeF A=Y )

o | B
'f/w% % E{gﬁgﬂu 10i~103| HESL
= mol/L (b 2% 2 L)
®104~3 S o)
X104 3X104mol/LLLT : 2472 L
molL 103 mol/L : A
(f vV TaF L ) —LihhE)
AL
; . 100~ R, pH. JRF'Nat, Cl : 272
N X
g (DI oo LT [1.000 KR : 300 gkt 2N
He . j 100~ 300 mg/kglA F : FEER L
PSPt *EH 1 000 1,000 mg/kg : #iil
R 4304 F v b ,;g#ﬁ 30~300 |8 L
R RS—BR | Co ) | B[ a0 (B L
0.25~1.0
5 . = 5 98
% }}_E_ngi i‘%ﬁrﬁiﬁ"‘ :E/]/:E\y M\\EE % )i = fcﬁ l/
o | P ~ ~ B
" {ER e g (o200 L
MEEEEED |7 b |&n [0 | pEsL
MR EEEE ’

S pi e O 27 L

Y aEYE . A
ST e B | 100~109 ORUD
e @rr s oe &P |mol/L | 5X104mol/LLAT : e L
— U m) 103 mol/L : #fi)
¥ 2 ) - B oo~ |

(FRifER) VI lmy |ogsw |[PERL

a : AL ZF0HE L QUi BRIz CiE, BAZIE mg/kg (KH
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9. TOfhDAER
(1) BAETEMER
® v bk

X/ 8 CHNZOWTIE, PEEMIC W TRIFTENED LD 2 E NG TE
0. Fo, RICBEEEIRZIINRE & EBICRILLE 2D 2 LML TV 5,

7w~ (SDFR, Bt 27 > 48, FHimZ > b 6k, Bed7 >~ ~ 8 TN 10
FHiis, 10 PL/E) | Jﬁ@w A7axHo a7 HEgO#EE @7 > b 00, 100 X
1% 300 mg/kg RE/H ., Fln& OB T ~ k1 0, 300, 1,000 mg/kg (AE/H) L. i
K OVRBARIZ DU TR BRI A 2 320 L7, F7-. RHEMERGHEE LT, 91
7 v b 300 mg/kg (ARH/ H G E G4 T 1% 3 1M U3 10 HFR ORI 2 58&E L
77

FET ~ BTl 300 mgrkg IR/ H &% HRET, Bp~ »~ b TiE 300 mg/kg (K HLL
R EREC B e L, jtﬂ%ﬁ*iiﬁi#ﬁx FISBIALIHON « SMUBEIZ PIARAIZ K,
FERR A RS E TR OFERIZE M, B ZHAERCUTING ADTED bz,
EFEBENLIILA T~ B TIEEL Lﬂm I THY . AT > N CTIHE AR -
SMABEIZBRE LTz, JRZARTBIREE . 2 bR L ST » M TIIIE 7 » M2
bl UCisEs LTz, BT > Tl RIERAY K OSERR I RIS 221 3688 B
IRo T,

Tz, $FET v P OREHBE TRV T, 300 mg/kg R/ H B 58 C g s
B, KEREERALEAN « SMUBEIZIRAIZONS A, FHERFROIIZONS A SO BEE e
JETR DO L IO AR DGR B vz, WEMIROFABREZRDT-Z b,
INHOREIHMERERER EZ 2 bz, (B4, 43)

BN ZERERNEE - RS HPEEE L, S35 » RO 300 mg/kg (A H 58
IZBWT, BEITIRER A LN Z L b, ARBRIZEIT 5 NOAEL 13X 100 mg/kg (&
H/H &HWT L7z,

Q YERVERA X

AX (B—7NVHE, A X 3~4 0Aln, A XK 10 20 H i, MERES 2 DT
g A7 ux o on 7 HRERRORE (A X 00, 2.5, 5, 10, 20 X 40
mg/kg KH/ H (20 mg/kg K5/ H B GHED 74 8 HE#G), #iiA X : 0, 5, 10, 20 X
1340 mg/kg RE/H) L., BAEIIKT 2884 et Lo, £70. BfiZ boBiE %
FHI 72012, A X T 20 mglkg RE/H, A X Tl 40 mg/kg (RH/H %
RE L, 13 HEFEOREEIR 255 E LT,

YA X T, 5 mglkg ARE/ H DL B 58 CRAEIO R mabE ) 2 H 41, 40 mglkg &
i/ H &G CIM TR K O RO BREI OIIF 35880 btz #ilinA X Tk 40
mg/kg K/ HIRE5RED 1 PETHE D Z i 23380 5NI=DHTH -T2,

A XOFRTIE, 10 mglkg KE/ B UL EERGEHZRBO T, BIEIZAECIEIR D
A A B4, 40 mglkg (AE/HEGHETIIOO A A LT, £72, 10 mgkg K&
/B EA 35 BEE OB RO ClIilk B OFEHE 2 (- 7- BB D8R, 25
KOS ADTRBD BTz, 5mglkg (RE/HFEGETIX 1 ILIZEF « EhrEBIfIC IR
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DRI I, AR CIE RN LT,

Hilin A X Tl 20 melkg RE/H UL R GRHIRN T, St X ERIBROBIRIZS b
R IR, TR R ORI A X 2 ol S5 L Ui,

A T AT I B O X & EVEIIR AT B L 7= B 137 B
Rmo TR, BRI (A X 1 ARDUTOND AL ORI, #5i 2 1
OERFE7 N & BTN A) 23R Bz, BRI 4 T
B O L B2 Y | K LI E RO SERRORN L R ORBESRD i, Zh
5 OFTRITREE Sz BIRRE OIE G L B 2 b,

BRI, AL P S L7

FAL, AT D NOEL 13, 91 XISk L Cid 2.5 mglkg (RE/H ., Filk
A IR LTI 10 mglkg (RE/H & &2 7, (B, 44)

fR AT RN - SRS EIIRAERIL, 9% X0 5 mefke KT/ H GRS
W CHIEOMRERE, T - EI R R ORI R ORI B ST 2 &y
5. AFERICIT 5 NOAEL 1 2.5 melkg (A H &I L=,

@ A X

AR (E—Z )V, 116 ~AHn, M 11.8~20.0 kg, M 9.2~15.8 kg, MEKES 2 T
ME) 2 e A7 a Xty a2 7 RO BES- (00 10, 20 0% 40 mg/kg R/ H)
L. BEA XUk D RS A et LT, Bl 5%, EGEALE L, il O
PR R AL 2 FEHE L 7=,

RGNV T, BEEICRIRIZ L OYRER R I BITRE O B Ve o7,

(&R 1, 45)

B EEFEESIEEL « fEMEEMRES T, SR GRHIRAERD LR ->T- 2
Enb, KBRS 5 NOAEL 13k EH G2 TH 5 40 mg/kg (KE/H & HFr L7,

(2) FEMHER

1990 EREEY D 7 A u Xk ) v LHIZOWOREN B EEERH D = &3
HINTEY, EDOAH =KX LZDOWTHIGHZ K> TEHE LS 7251 DNA & D
EHAER. JERRIIC Lo TA UTIEIER ST U — T PV OARIT K D ZIRIIBEE )
BRINTWAD, HEIC 6 AL RN 8 [rlic a F B AHET A 704 ax ) o |
M B2NTHRY e A R 2 & LA OESIEOREAIC L > T3t EEn#gs 15 2
ENEENTWD, (46, 47)

tE NRZUT 47 B24) 1T, vATuXY A T HEHRS (400mg/H) L, H&
FHE, 70 A—2THEF LIz 2 A, R 3354130 nm & 36530 nm THJEIC
L2 & TR B E SR Gal & TR RIS L, emiioREni, LnL,
Z DI G T % 48 BF CREG-RIICEE Lz, (B 48)

(3) himEetER

D YIARUIHX
<~ 2 (BALB/c 2(10~11 J#ii#) % C3H/He %(9 W), HE. 10 DL/EL) (12Hfe o
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AT7aXPT oA n A 7 axY o —FiiET L7 2 v (BSA) fEA A% 6 [H]
faleENge G (L IEAE) L, &G 7 BRRICEONZEZ HWT, 7y hOZHK
JET 7 4 Z%—i (PCAKR) Z3FEhi Lz, TORE, Hgn A 7axh
ERE LT~ U AOMIEICOW L ER e 2 7 a0 Ui RIUROYE PCA X
SR CTdh o T, R T A 7 XY —BSA MA R ARG Lz~ 7 ADMIEIC
WX, v U7 —Z R ENRRR DI A 7 X —e MIET VT IV

(HSA) fEEeEEdmiUR e Liea. PCA MIGIIGMETH -7,

UYX (AARDERE, 118k, . 3P IZBWThH, ARk, e A 7 X
Yo XIERR e A 7 a X v —BSA RS E 4 B TG (T RAE) L, Bk
514 ARG LN Z HWT, B/bEy O PCA UG E FEhE LTz, £z, %
1 A7\ 2 Xd BSA #FE RIMER 2 -V T B RIMEREEE SO (HA SOt 52
i L7z, PCARJSOFERIL, ~UALFERETHY , o A 7aXh v o 2Eb L
T XOMIFITONTIL, Wi A 7 a3 U NERIVREOSE PCA SIS
Thotle, Hlsn A 7 uxH 0 —BSA AR E KRG LU X oMigic >V,
g o A 7 a2 0 —HSA fa IR aiiRiUR & L7ca . PCA RUSIFMETH -
720 HA BUSIZOWTIE, Hilign 2 7 a2 0 —BSA fi iR &% 5 Lz - o
EOLA, Hilgn A 7 a4 0 T BSA #ERMERDWTIUCEB DT HIEETH
ol LrL, Hfgn A7 Xy o a2gh LU X oligonaicid, Eign A
7 a4 UEERINER & ORISR TH T,

PLEnG, o A 7a X AI~ 7 AR FICHREEZ A LN EE 2 S
iz, R 1. 49)

@ EILEY k-

E/AE> b (Hartley . 5~10 VL/RE) 1T, e A 7 a2 % 6 [BIHEHFE D
5 (3 [HAA), TR T A 7 a Y3 o R T A 7 oYL 0 —BSA fEAk
% 4 [l TG (1EAE) L, 2877 0 7% — (ASA) UK PCA i
ZRat LTz, PCA BUSICITRERG# 14 HBICERML L, BN -MiEz Avi-, £
72, ZAUHDOMIFIZHOWTHERn A 7 a4 0 Xid BSA #FE/RmER%E v 72 HA
B B OFER 7 VIR s 2 St L 72,

ASA FUGSTIE, & G- 17 BIZ12, ARG HHICIIER e XA 7 a0 0 3E
fem A7 Xt —BSAREAR, R THRGHICITERr A 7 oxH 0 Higa 2
7udxt v —BSA fEAHRIIERET A 7 r o U —HSA AR EBRIURE L
THURNIR S Uiz, ZORER, o 2 7 o2 0 —BSA fES RO M 5RHIE
feo X 7m0 —HSA fiaRzdmbUR & LI-Ga0A, ASA RISHFED i
77

PCA RUSTIL, Hifgrn A 7 v 4 B HGHOMIFICOWTIL, Hign A 7o x4
UNHERPUROEA, PCA SUNIENETH -7, Hlfgn A 7 a4 —BSA #%
AIROE RGBT, ko 2 7 a3 URFERFUROLAIZIE PCA Kk
TR, HEET A 7 a0 —HSA fESENHERIUROSE12IE PCA
%R LTz,
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HA [J&TiE, Hfgn A 7 o430 —BSA f R GREDO MG ORA . e n A
T a X B RILERIC BT THh o7, L, HEgn A 7o d4o 5
BEOMIEOLAIZIE, HfEn 2 7 a4 UHFERINER & ORISR TH -T2,

%ffWW%Mﬁﬁiﬁwfi:W@HX7H#W$OH{EA%QW&5ﬁ@m%
\ZOWT HSA ZHURE LA a2 R U=, —J7, Higa A 7 oxvv &5
ﬁ@m@;owfi\ﬁ&mf7n%#// BSA X% HSA #EAEDWTHUZ DU
TbhEEMTthoT,

PLEms, a2 7 a3 A3 E Ty MEBWTHIREEZA L EEZ D
nic, (M1, 50)

(4) FERTOA FRINKIGEF & DHEEIER

X/ 1 RUEF O ARSI ERIL, —HOIERT 1A FRFIRIEA]E OFFHIZ LY
HEBR S AL, SEAREFIEDFHER SNDHZ DD D,

~ A (ddY &, #k, 5l 10 IR 127 =27 7 = o a R O&RE (100 mgkg (&
H) L7230 0%, rAZaXH Yy =/ X%y Jrvadth oI T m
Yo U ARIRNE G- (3, 10, 30, 100 Xi% 300 mg/kg {RH) L., FEAEOFRA AL 2 I
Fﬁlﬂﬁ%—% L?L:o

FERAHR 30 1R LT,

RABOIAENT, =/ TV o= 17uaFhir>a i v o >F 7 adkt
TUDNETH T,

Fo, R URHEAIE T 2T T 2 O TTRATARBOMFIL, /0
CRHERIN T =07 7 = AFE FIC GABA SZERICK 2O NRME Y T R
DfEEEET D BN, (&1, 51)

#£30 X/ urRHEAE T 2T 7 = OREHIC X AR DI A

X & (mg/kg (KE)

3 10 30 100 300
oA TERF L —a 0 10 —
T /) FH 0 3 10 —
J7axts 2 10 10 —
FT R - - - 0 10
a : ARFEN

(5) EFZHEHFHRRIZDONT

b MAEZES @O E5A) 1280 T ARREOBIRIZI T 2 MR Hilikt 5451 4,640
B, BWERIZ 157 B (3.38%) (a8 bz, 7o, RO R LTI+
Fehtn U 7o 2R84 3,142 B 166 5] (5.28%) 1Z588 bl

PR TR D 2R 82451 111,810 i, BRI O B LS 4 &t
BIERIE 830 5] (0.74%) T3 bz

37



R CROLNT-ERZEWEHE LT, vavr, 774 7% —FHER, 2
RA, (AREERIGR, AKMEE, SRS, i, DESMER, 7% L AR,
Wrzd7e & o B EREIRERRE (Stevens-Johnson JEMERE) *, TigMEF R EE5E
EfE (Toxic Epidermal Necrolysis) *235#88 Hivd LG STy \5(* JHEEEANH,
*DISAOIABEFETL 0.1% A1),

Fo, CHEEUEIZEET 2 Tk EIA (42E 100 fisk T 2 FEFHE) Tid, 4,276 {4
W BITERIE 101 61 (2.836%) TH -7z, Fieb OITNHEEEIE, F92% OiEUER 56
# (1.831%) Th o7, JANEEUEIL 44 1 (1.083%) TV | KES3 I THREE~FEERE T,
B RIS IEF AL LT, SERNBEUEDFIE Lo UWRIREIN & LT, #4505
30 HULE, #5820 g Ul S/ o BABERGDZ EThHoT-, (BHR 4, 52,
53)

(6) A5 = #iaIcxtd dHAaE

in vitro \[ZBWTC, BAT7aXH NIRRT =0 L EENEAEREER LT, 1A
TaXt DA T = ~OBFIMEL NS RIT, A 7= EEmWEftEEZ Tz e
HMoNTWD /v7axtr 2 7axd ki 7araxds o L E%T
bolz, Flo, BATBX Y UL FREA T = UHIIZEBWLT A 7 = BRkiT
59 5F e —EBOiEAE L, AEMEBENICA 7= &2 3872, =
AT7aXH U EOT VAT ) v SRR EEIL. AT = ERREER L,
L 0 ilaEtEE T E B BN, (SR 54)

F72. In vitro TA 7 =B ZIToToER, v A 7aXxh o OR T =4k
BEIIA T =VBIREOE T a4 v X0 AT = VBIREOIRWTT ) T e
Tz X0 oTe, a7 a Y s b FRRRE X3 TR0
>77,

A X (SOFE, i, PERI OVEECARH) 12 0.8% 12 A 7 v 4o Bl % 4 8 SRR -
(100 ul/El, 1 H 6 BIXIEL20[E]) Liz, &8, LR OMEIESED 2 T = Ea kI
BOWTHERFITRO bR oT-, (B 55)

0. MEYFHZEIZRET SR
(1) E MEXEREICHT 2&/DMFEEHELERE (MIC)

b NOBREREICHT 2R A 7 aXho 00 MIC Zi<5729I12, & O
RBE N OREE OFEME SIFRFERGE (£ coll) . Salmonella 1 Campylobacter %
HEL. BET LT

AR SLITR LT,

E. coli ;1) Salmonella \Zxt3 2w A 7w x%32 0O MICsolE, 0.20 pg/mL T
bole, (BZHbB6, 57)
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31 s A 7 v Yo U ORI EE M OBREE HRE 262 MIC

[E5E4 REL MIC (pg/mL)
MICso i
E. coli 252 0.20 0.05~0.20
8b 0.20¢ 0.10~0.39
0.204 0.20~0.39
Salmonella spp. 252 0.20 0.10~0.20
30p 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 FEDir, HARA 106 CFU/mL
b : 1986~1987 D
c : BAFEREE 106 CFU/mL
d : #AERAE 108 CFU/mL

(2) b MRERMHAPBEEICXT S MIC
1992, 1994 KU 1996 FIZEN O RFIRFEED 16 fligxl 2 T, fix ORFRMER)
BAYEE LTI DR a X 7 a2 00 MIC 2 Fi~7-,
FERAHR 32 1R LT,
nA7uaxtr o MERMEVIBEREIZN TS MICs 1%, 0.1~12.5 ug/mL D%
Tholz, (ZHi58~61)

%32 mA7axPirob MERMEM BRI 5 MIC

g4 A M MIC (pug/mL)
MICso |

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
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FEnterococcus raftinosus 1992 - - -
1994 17 6.25 6.25~12.5
1996 31 6.25 3.13~12.5
Enterococcus casseliflavus | 1992 — — —
1994 4 12.5 12.56~25
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
FEnterobacter 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 — — —
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1996 - - -

a:7—HX72L
b : C freundii D7 —%

. BmiERasET
1. EEFRIADICDT

g A 7 a X% OBEENRBIC OV TIL, in vitro ® DNA EERBIZEHB W
THGEZ R LT3, {EffT CTH 5 DNAEEEEERICL b E X LN, F
77« FOMD in vitro R 5 LN in vivo D~ 7 A EEERIE A 2 MEERBRIT DTS
EECh 0 AR & o TRERE L 2 2B a7V b D LB 2 b,

WEALFEIEC OV TIE, RIS T TD in vitro DFRBROFE R D%  1IBETH -
722 Enn JtBmmtEE AT 5 EF A 0N, £, 7 v NOIEYEERRIZI VT,
PEINTRIN S TE~DARNI BN TND Z b, FEICHHT 5 2 LI LD illsr
PRI 2805, L LR G, b FAERNOR 0GR DA RER M OV
%A & bBREEEEZ RS T 25T, & MAXITEWH O SIREIZ W T R
PRARER L O TR I BV OB REE 2 RME T 2353720, (B 1, 4, 27) &
7o AEEGEHRGE SN e A 7 a3 VBFENIE O SIRFITH 0 | EE VT 3EE)
RERRUR CIE IR B XA CORE R CRIHBRAARIG T o 72, TR Climféix - 3
H 1% ORI E BRI OFREIRE N A LN Th o7, RIS, & ROSARRIEE
5.3 HE DR OME GREIRE : 0.005ug/g) # K& (kg &E) ([TERLEE EE
L7cre, r A7 OBREITRRKTD 5 ug THY | BYYERE~Dr A7
2% (200 mg/e b)) OHERE OB GERORE R (FRERE : 2.64 ug/g, (B 4) )
WOHELRET UL, mATaxY v 5 pg 2L NOREFIRE 2.64 pglg O
1/40,000 FRE LE 2 B, WO TRRETH S, o, BRLIZa A 7 a4 03,
FEE~ATT DRI CRET S v, Pt S g 2 & bBETUX, & NOEEICOA
75 2 LI XD HEEFEEOBRSIT, MO TRWEB X HD,

PLEDZ &, AGRHEE S-m A 71 93 U BIKIDSEYNCER S AR Y 128
WL, B A7 e U3 BnE N LT MOGEBREMEZ /R rHEME 3D TRV
EEZ LN,

FEMANMERER I G STV, [RICL 7 v A ek /e AlIlEgT5mrm7ad
o F ) Takt s e TaxtL DT o wEEE TR AR T
WL TH D, £io. B MOERESEHIBW TN A Z RET H8EIE N2
EERBIETDH L R A T ax O U RNERANMEG T SRRV E B X BT,

HFED AT ONTIL, ~ 7 A% HIWTE3ED AR oW TEIRIRR - RS
B, HEDAMEORBWEF 21X CPD A 535 Z LR S iviz, Lo,
Fomfa L i LT N TIEX 7 AT REREBEEDOIEERN GV ERF BTN,
Fio, ARFEGRBFE SN a A 7 a XU UBRIZBICER L-5E. Bl Lo,
ERREMEBELTCEA 7Y U UANIREINDIRITBOND EEZ LD, Lk
5. b MBS AMEEZ R RIEREIRN E B 2 BT,

b N HEIES O TG FEIZ W OBRRERBIEDTED TR Y | CHEEUE 2 F8iE
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LT VB ER & LT, #5H%030 HLL L, & 5820g DL E, % v RN
EFONTNWD, Fko &0 | AEHGRHGE SHcm A 7w 5o BG4 I
L7e%a, E MR EZEL T A 77X U ACRBSNDOREITEONS EE X B
BT EMD, b MIEHREBEUE 2~ 3 RIEEEIRO & B 2 BT,

BB 0 HEEMEFENRO DIV i HIRW BRI, S RO A X &
- BEER AR ERRBR I C 81T D95 A X D 5 mglkg REE/ H B GRE I B U= B O
ke, BIEI OO O NS T W . NOAEL 13 2.5 mg/kg (RH/H Th o7,
AFREROE MW (7T B (3O, HElgo X 7 a4 URE T HREEIEMET L
FEWI CHONTH D Z &b, AERD NOAEL Z#8HT 25 Z L3t & & x5
iz, BEFRIADLIZ, 2 NOAEL |Z224%M & LT 100 Z##H L, 0.025 mg/kg
KE/HERETHIENEYTHDL EEZ LI,

2. WEYEFRIADI (ZDINVT

WAEMA ADIL (ZBE3 5 VICH 41 F‘%’ > (VICHGL36) |23\ Tl MEws
1) ADI OFHIZ 1n vitro D MIC % W 2356, IGNMIE  ORFRAGHIE 2 fEf 72 e B
MODBEL CTHEHT ARE LN TIN5,

HEEH 1L, HiEn A 7 e o MEREREIZHT 2 MICso D9 b, H& b
E. coli %0 MICso T 5 0.2 pgimL % VT, JECFA OISO T ADI
ZEMH L TWDR, B ZeEESIEE - fBFEEMFES T, SRR THELILTND
B A7 axY o OMEY TR EET A (v MBREF KD E. coli®7 MIC)
AR ADL 2R 5 BT TRy S L7,

—J5C, A VICH %A F7 A Tk, MEYTE) ADI OWREISMAEM FINEE 2~
TLHIHNORENR E S OFEIGIZREE L, BB W T HIEY FRINEEDR & 556
(CDHIELL STLTND,

A 7uaXxY 0, E coll, Bacteroides spp. O\ Enterococcus spp.iZxt L CHLIE
EEZ T2 20, b MBI ORISR I L CHEEEE T~ T B2 b
7

F7-. b FOFEYEIRERERZ I TR O RG-EDK) 10%2 K2 ik & L CEEHIcHRiE
ENFeZ b, B MBROBIMLI-r A 7 a4 i3 MEBNICAD . ZOF%H
WIHETEEZ R AR B D LB X BT,

LML, AEFERHGEN SN on A 7 a0 CRFNIEOSIRFITH Y | 5@
% FHN - SR Eh e C I PR X2 C ORI CHREIRARM 2R L=, $£7=. %
il ClImis &k G- 1 HRICB W TO TR NI SN D DA TH Y | ik 3
ARZICITERRUHEE THEL TWb, D7), SEFEKRRFEINr A 7 axH
o BRI SRS AE éﬁ”béﬁﬁ% DIZBWTIEL, vAxA7axd o ngihz/irL e My
AR 85 | TR % MAT T TR 3D TIRW & B 2 BT,

PLEDZ Eni, ﬁ%fﬁ%ﬁABE*jr FRIMEFEMFESIL, A7 o)
TR ADT 23 E S DB TR Il LT,
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3. ADI MEEFEIZDLNT
PLEXY | HElEa XA 7 a4 v 0 O/MRERESHmIC OV Cid, ADI & L CROE
FEATHZENENL EEZ HILD,

oA 7udt oy 0.025 mgkg (KE/H (g S L0)
=770, g X 7aXds 0o ADLICHOWTIE, oM « A& X 283 A EK,

DHGBHGEDN O > T E 5, WEM RIS TR DT M RGO VG AT R
ELZTOLEND D,
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(Bl - REMEFH

ISR Eay i
ADI — HEIEFA &
ALP TIVH NIRRT 7 2—F
ALT TI=T ) N TUART 2 T—F
[=ONEIVBENVE R NT AT IF—E (GPT) ]
ASA PEEMTFT 4 TX—
AUC i (F) PSR R T R
BSA EIMIET VT R
CAT hHT—t
CFU = —fEREAL
Chol L AT —)L
Crnax i (&) Pl
CPD a7 IV TR
DMTU NN’-3 A F)LF AR 3
GABA v R
Glu Ta—A ()
GSH BTV TF A
HPLC ERIR I a~ N 7T T 4 —
HSA b MIET VTR
Ht ~~ 7 Vv Ml
LDso R LN
LSC R v FL— gy 2—
MIC e/ NE B PRI EE
MICso 50% 5/ NI B LR EE
NOAEL I
NOEL HIEME
PCA ZHRET ST 4T —
PLip U UNRE
PSP Tx ) —)VAJVIR TH LA
PT =T N = I R
SOD A )N—F X KA LK —F
Tz i (&) FVHRERH]
T8 BRHDIM. (F) HHIHR
TBP N-t-butyl-a-phenylnitrone
TG KU Z YUY R
TLC HE/a~ N7 T7 4—
Tomax el (&) HREE SR
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2,2,6,6-tetramethyl-4-piperadone

TP WA RTE
UVA R RS (315~400 nm)
UVB R RERANR (280~315 nm)
8-OHdG 8t ReX TAXIT v
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(B

1.

2.

3.

THEERASA v AU Y, BRSSO TGRS INMIE
M GEAFR)
() EFESEREE A O B ERE SR IR A — o=

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

MK PER BRI B ER ST — X RX— X
http://www.nval.go.jp/asp/asp _dbDR idx.asp

TRy b Dy USRS AU 720 100mg, N A U EE 200 mg. ESR

A FEa2a—Tr—25 201049 HUGET GETEH 8 R 5 1-55

PRI S —, JOEDE—, /INHUFE ., EAEEE R, BUP—  NY-198 OANEfE [—Bioassay

IR X D EFEEMW)Z 31T DL, 40436 K OMEHE— . Chemotherapy 1988; 36 (S-2): 132-

137

KA, EEYA, (L aE, iR —, SR, % - NY-198 ORNE)RE IV—14C-

NY-198 12k 5T v b, A XIZHIF 2N, 5540, HEf—. Chemotherapy 1988; 36 (S-

2): 151-173

AKHVE, IHHEfA, I OE, BA)IFEE, filfsE—  NY-198 ORNEIRE V—14C-NY-

198125257 v b, A XIZHBT 51 —. Chemotherapy 1988; 36 (S-2): 174-186

FRIR S —, By —, KiE—. KHIA, IUHEEYA, & i - NY-198 OfRNERE
II—HPLC 75 & Bioassay 1512 &5 A XIZE1F 20X, HEf—. Chemotherapy 1988;
36 (S-2): 138-143

TR S v AT B R SRS G E IR e RGR IS S U R - Y
1 A 7wt R RIE R G OB v A 7 e o ook GEAR)

10. THEERRASH: : v AT > SRR RGO TR A O HGEIMTE R - 1§

11.

12.

13.

14.
15.

16.

17.

18.

DFEERYYE IR D 1 A 7 a3 0.3% KON RMERRER (REgEN e
FEOMRRIZ X 238 GEAR)

AKHIR, IWHEEYA, SEf, MmE—, PIH  F15:NY-198 OfRNE)HE TITI—HPLC 14
[Z XD BT DI, fR#E, PEi. Chemotherapy 1988; 36 (S-2): 144-150
HEEAE, RERAERE, TOHED ., KEREZ, SR, APMETEM : NY-198 D5 T4
FEPRFRER. Chemotherapy 1988; 36 (S-2): 201-239

mlEE, RILFE, PR TR, NEEE, S —2. ILHEFHM : NY-198 Ok MIBlTF
2 SRR EAOITSE.  Chemotherapy 1988; 36 (S-2): 240-250

BIlSHRE, FAASER - Lomefloxacin. Jpn J Antibiot, 1991; 44(10): 1045-1060
TR . v AT SR SR SR AR A T R EEIRATE R} «
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