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BARE LA THLEETH T2 %N D, 7 7 B U AQIAERIC L - THERT-E
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mg/kg RE) L. ML ORFOEZ7 7Y RO T7 7 U ORI TH DT
T FIET 7Y REZRE LT,
Beh5 30 07 7B RO BT T 7 Y U omEFREIXFNE
33.1 TN 107 pg/mL, #5-% 24 BERORTHEERIT 20.0 11 39.8% Th -7, (&
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(2) EYEREAR (Sv M)
@ RN - HEM (RERERIRS)
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1,000 mg/kg (AE) L., MSEARRE &K OYRFPHRIER 2 RIE Lz,
fERER 1 IR, BE7 7 U RO BT L7 7 €U OMmERET
M GREE B 30 IR EZ R L, 200 mg/kg (KERGHECTENEI 58.4 K&
1 24.6 pg/mL, 1,000 mg/kg RE&GHETENZI 753 LT 354 pg/mL Th-7-,
DB EEIAL T L, 200 mg/kg (RESGHETIIER G- 4 FFEZIZ 3.3 LT 1.9 ug/mL,
1,000 mg/kg (RER GHETITE G- 6 IFEZIZ 1.6 LT 0.8 ug/ml & 72 o7z, $Beh4% 24
o' 7 7 U  ROWLT BF /0t 7 7 U CORPEEIRIT, 200 mg/kg AR
HH#ET 5.2 K1Y 28.1%, 1,000 mgkg REHKGHET 8.1 LN 26.3% Th-o7-, (B
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#£1 Zy b MIBIFDZEZ7ED F N U LAHERBIEENRGHZOE T 72U R
7 EF Lt 7 7 vV o OME PR E K OYRPPEEER (%)
B 5 c T e 544 24 HFH
(mg/kg IR/ SIHTRSR e o PRAEPEESR
(ug/mL) (h)
H) (%)
500 Nl ) I 58.4 0.5 5.2
i W A =) I 24.6 0.5 28.1
1000 7Y 753 0.5 8.1
’ i W A =) I 354 0.5 26.3

@ 7% (HARKRE)
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. M 3 PT/EE)

77 T P U LAER T BT 7



B Y a2 HRIFHANES (100 mgkg (KH) L, #5454 WK#E#E E TO Mg & O+
77 VU AREARE LT,

FERAER 2 IR U, WE & b s R Ok PR 13 % 5 30 ki@ & 72 0 |
Beh 4 FIRICITE LB Lz, 7 7 U U5 30 S Ol & OSHAR IR
I%, 1% 14.6 pg/mL, Bl 10.2 pglg, Ml 8.5 nglg. i 5.8 nglg, N 2.2 ng/g DIIE
Tholze BT EFNLtT7 7 ) Hh 30 45 OULIF &L OMERRTEE L, B 45.8
ngl/g. IMiF 41.0 pg/mL, i 38.0 ug/g. Mifi 28.5 pglg. g 14.2 pglg DIETH Y . &
7BV REOEE XV EEE R L, (BT

2 Ty MBILZEZ7EV T P ULROIT EF AT 7 B Y o OHEI
PRI G4% O ifis M ORI (ng/mL 3 pglg)

138 & OFHAEFIREE (ug/mL X3 pglg)
B g I R RV 22 7 eFLt7 7 ) o Hh
#4530 55 5. 4 FEfEI#% #4530 55 5. 4 R4

i & 14.6 0.03 41.0 0.07
iR 2.2 — 14.2 0.15

E - 10.2 0.27 45.8 1.4

il 5.8 — 28.5 0.25

JEL ik 8.5 — 38.0 —
— ST

® 71 - HEtt (FARRE)

Zv h (SD&, HESIL) (77D 2 HRFHANES (50 mgkg (KFE) L,
$eh- 1 Bt £ coifig, g, B8 OVfish ORI N %544 24 B JR P HE
MR A HE L,

fERAER IR LT, 5 30 % oE RO 7V 7 eF Lt
TV rEET, ) KOTEF LT 7 U COEET, BT Y LTE
EIME T 12.4 X TV5.6 pg/mL, T 1.9 XN 1.9 nglg. & T 1.5 LT 1.5 pglg.
B C 18.4 LN 16.8 pglg Tho7z, &5 1 FFE% TliE, MiE T 1.6 X 0.9 ug/mlL,
fiti© 0.3 X00.3 pglg. FHKT 0.2 20 0.2 pglg, BhigT 2.2 L T2.0 pg/g Th-o7-,
o770 WreFrtrr el ramie) OREE, %5 30 5k
REfilE CTENEI 12,4 KOV 1.6 pg/mL Th o7z, Fiz, Btk 24 R OR Rt
. R4DEBVETZFEY Y T EFALETZ VY UE2ET, ) KOWT EF /L
77U L LTENLTI 201 KON 10.1% T, 1EE A EDERE% 3 FERFLINICHE
M, (ZH8)
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£ 3 Ty MIBIFAEZFEY COHEIGRESHZOE 7Y v (T ETFALET
7BV ET) ROBLT Tt 7 7 B COMEFEE (ug/g XUT ng/mL)

AR (ng/g XUT pg/mL)

o 77V . o1 s
BRAERAL BT EFtT > Y v hatn) BrEFrterre U

#1530 4514 51 Wik #4530 /5% 51 Wik
. % 12.4+2.7 1.6£0.5 5.6+1.8 0.9+0.5
JF g 1.5 0.2 1.5 0.2
S 18.4 2.2 16.8 2.0
i 1.9 0.3 1.9 0.3

#£4 Ty MBIFLIZETZFEY COHBFHARG®ROETZ 7 EY L T EFLET
> U LET) ROWTEF Lt 77 Y L OREFHEEIER (%)

B 50 (BRD)
SN
TR 0~3 36 6~24 0~24
77y (T EFL
D i) 19.8 0.3 20.1
WreFLterre Y 9.9 0.2 — 10.1

— e

@ »f (BTHE)

v b (Wistar &, HE. VCECRBA) 277U F RU A (20, 40 2T 80
mg/kg (KE) I 7 BT L7 7Y o F FU 74 (40~80 mgkg {KE) % HAZ
TG L, &5 4 R £ CRFFIC, SHMTIREZ A 47 A THIE LT,
FERERS IR L, E7 7V T N U AOHRE (40 mgkg (AHE) Tk, U UmE

FREE Tt L7t 7 7 BV U OB IRE IO T I 555 30 0 LINICEE & 72 0 |
ZOBMIE L, &5 4 FEEZIIIO TR B IREEZ R L, &5 30 231 DI K OSHK%
HRR LIS A 24.2 pg/mL CThebm <. MITEERC 6.63 pugl/g, HitiC 2.06 ugl/g, AFlE<T
0.089 pg/g. MU T 0.806 pg/g. LMiET 0.183 pg/g. MPIT 0.083 ng/g, T 0.077 pg/g
CIRIETH -T2, ZOSAMERIE 20 X1 80 mg/kg REDFERTH REEICH BT,

reFrt7 el MU AOEE (40 mgkg (KH) T, U o FEkEE#K C
FH U745 5 30 %O T BT vt 7 7 B2V o OIniE & OSHREEEE 1 L5 ¢ 23.6
ng/mL, BT 11.8 ng/g. MiliT 2.45 pglg, fEKT 0.280 ng/g. MU T 1.63 pg/g Th
0. HETIE, B7 7Y U MU U AOEGRFZHEARRCOE S, R E R L
77

77V R U LAOEKE (40 mg/kg (KE) TiL, 7 T L=® 7 7
U > OIfiE K OFHRR PR IO b £ 5% 30 0 LANIC = & 7o 72, B85-80 47
H O MIE K ORI, B C 33.7 pg/g. IMiE T 22.6 ng/mL, fifiT 5.92 ng/g.
g 0.574 pg/g, Ml T 1.20 pglg L7200 | MIGEFRE U EEREERmHIC L D HIE
EE Y 2~10 fEoEEEZR LT,

12



reFirte7 7V o b U LAORS (40 mgkg (KFE) TiL, 7 hURHL
728530 3B DT B F Lt 7 7 vV ORI, 2RI L,

Z v & (Wistar &, K, VEECREH) I UCEGEREZ 72V > NU oA (BT
REA) ZHER &5 (40 mgkg (KFE) L, MfHFRELZ > FL—a oo X
—CHIE L7, AR ISR G4 30 o DINICiE & e o7, 35 30 /3% DIk
OSHARPIR AL, BT 137 pg eqlg. T 26.5 pg eq/g, MM{E T 21.7 eq pg/ml,
JitiC 4.65 pg eqlg Th-o7-, AL Ol OWE CIIE< . BId~OBATIIIER 1272
Mholz, (ZHR9)

X5 Ty MIBILZEZFEU T MIDLAROB T EF AT 7D R D
LOHFEIRZ FE5% (40 mglkg (KHE) O & O¥HRRTIRE (ug/e T pg/mL)

M35 M OSHAR IR (ug/g X3 pg/mL)
BRRHT LT Y AL EW;?;;Z 7
U CEERRERR | 7 S Al 1C {25k a U R
i i 24.2 22.6 21.7 23.6
JIF Mk 0.089 0.574 26.5 0.280
= 6.63 33.7 137 11.8
L i 0.183 — LC —
i 0.083 — LC —
Jiti 2.06 5.92 4.65 2.45
JOE Mk 0.806 1.20 LC 1.63
ik 0.077 — LC —

at7r ) 5 (ug eq/g XU pg eg/mL)
LC : E THIEMOZIR: L
—  otrEd

® it (RTEE)

7 v b (Wistar %, #, /B 1B 7 7 B >0 MU O A% R M5 (100
mg/kg (AH) L7c& & DOFREG% 4 BEEORPYEIERIT 42.4% TH Y . £ DORERGI I
TEFNLET Y ST NV UL THoT, o, UWC ikt 7V T R DA

(BERBRAL ) & HARIEE T4 (40 mglkg (KTE) L7z & & OF5% 4 RO R Ak
MRIT 58.6% TH Y | HHHHIRIX 0.24% Th -T2, FREE 6 IR LT, (B9)

#£6 Ty MBTFLZETZFEY S MU ULHEBIE TR ARM%ZOET7 7Y O
PRAFFE P (%)

BER REHRIR | SRR
JL )ivin T
s - %) )
N =) Iy il NLY Ry VN 100 42 .4a —*
UG 7 7 U o R U A 40 58.6 0.24

a: KESPRTEFLEZ7 77U F R TA, (BE77 U F R A:4.92%. 7 EFLET7 7
vU b DA 37.5%)
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(3) EMEREAER (1 X)
@ et EEIRMIRE)

BRI FBHIE L7z X (M, 2 I8) (k7 7 U o MU U AZHEFIRNE S (20
mglkg (KH) L. 5 4 KETR £ TO MK KL ONE B NI BT S OR Pt
REHE LT,

1y PRSI G ER s & 72 0 L LSRRI LTz, Tield 0.4 Bi#I CTH -7,
BRI T3 G4% 60 S LA i & 72 0 | DI I -p s & 30T LT L72s, &
ORI PIRED 2~10 fEOmfEZ R Lz, REOMETHPEi=RIE, 1 B T35
% SIRFH CTEILEAL 78.6 LN 0.23%. fthoD 1 PLTCId 4 KFH TZ 412741 88.9 LT 0.45%
Tholz, EHRT)

@ HEMft (BHARAIRE)

AX (BE—ZVHE, 48) (277 ) ) MU oA HEEFRNE S (30 mgkg
RHE) L, ML RPEZ 7 8D KO 2 F vt 7 7 B REA AT,

WRAERTROSITRLZ, 77 ) U EUOWLT EF L7 7 2D ol
FEOREAEIL. TEN., %55 5% 0 92.3 K ORE 15 43412 14.5 ng/mL T, #
b4 WzIZE 7 7 Y 1302 pg/mL, &5 3 KR T EF L7 7 ) %
EERA (1.0pg/ml) K& 72o70, H&54% 8 FORPPRIEIX, €7 70 &
W7 EF 77 Y & LTENEN 32.0 X1 656.9% Th o7, (2 6)

£T7T AXZBTFHE778Y o M) U LAEHEEIREG®ZOE 7 7Y RO
T F L7 7 U OMmifEPEE (ug/ml)

. P GARHHH

YNSRI - - - .
57 15753 304y | 1HFEE | 2 WFRE | 3 EFEE | 4 R
77 923 | 520 | 269 | 105 2.1 0.6 0.2
7Tt 7 7Y | 99 14.5 13.9 11.9 40 | <LOQ | <LOQ

* 8 AXIZBTHET 7Y b U LHREERNEGZOET 7 ) RO

TEFNET 7Y ORPEEIER (%)
B HA% ] (R

JAG TSN
TR 0.5 1 2 4 8

t77EY 20.9£3.12 | 27.0£4.1 | 30.3£3.9 | 31.0=3.9 | 32.0£4.0

BreFrtr7rel)| 279146 | 44.314.3 | 60.4=4.7 | 64.814.8 | 65.914.9

a @ P AR

(4) EyEnessir (4)
® ®I7EUYFIIL
HPTET7 7Y F b U U LEFHRNEL: (8.5 mgkg AH) L7z & ZoMmiET
Crmax 1F 14 pg/mL T, Tmax 23 30 53, Tie 23 1 K CThH o7, T BHIL AT HIRERD
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FERTHoT, Fio, FRNZ G- (8.5 mg/kg IKH) L7z & &3, T2’ 1.1 B, AUC
2311 mg/L/h Th-o7-, (B 10)

AHCE T 7 B U U U LAEFHIRNE S (8.6 mgkg (AH) L. A KLUYRH
77U REZRE LT, #&5- 6 RFiE OIS 10.3 pglg THY | 56
IEI% DJR IR 1,700 ug/mL & &ETH-7-, (B 10)

WHA 3 (RVAZA E, 380) [ZE 77 ) o F Y U LZHREIFENRSE (
77U E LT, 145470 400 mgUiffi)/kg (KB4 3 SFHCHE S, ) L., fEHF
FOICSE, A (91 SRS I ROSRERRL, £7 7 ) Vi
HE LTz,

iR a s 9 KO0 (R LTz, MR Tiax 1345 4~8 IFRERICA DL, #5512 By
IR HBUR (0.03 ngUfiig) AR -7z, FLIHHIEEEL A T8
BB OY CREEA TR L%, AR T LS 3 A%OBITIE M CRIRA

(0.03 ng(Hil/g) RIEIC 72 o70, JRPHEEIT, #5- 8 RillIchm & 720 . Aol
T LG 48 I IZ B TR R (0.05 ngUifil)/g) A & 72 o 7o, FEFRIREEIL,
WPHLOREAIZE T b 2 TR (0.05 ng(fiig) Kt Th o7, (BHE11)

#£9 FlcBst7rEY T N UAEREHZOE T 7Y OMmiE LK

Ve N7 A —4—

g BhHa Cax Tmax | Tie AUC
B (mg/kg {AH) (ngCHfMm)/mL) h) | (h) (mg/L/h)
AN (Mm1E) 8.5 14 0.5 1
FRARN 3% 5- 8.5 1.1 11
FHLENEE () 400X 3 777 0.06~0.13 4~8

# 10 FlcBiF2877 0 o RN U LAHBENEGHOE T 7 U ORI RO

IR (ug()/g)

e Be A% IRR] (RFfE)
vk
4 8 12 24 48
SR 9.05 34.1 8.39 0.56 <L.OD
3 <L.OD <L.OD <L.OD <L.OD <L.OD

@ wI77EYIRUHFY
a. IR (FHARKRE. FERRSRUVIERRS)

7 7 Y R T U FHRNE S (8.3 mgkg RE) FH L IXTENH
5. (500 mg/kg {K8E) . XTI 47 7 B L R_RUFF U R HENES (381
mg/kg (AH) L., Mgk OMmEFE7 7 ) REAREE LT,

3 WAL WAL LTSI
+EERLE BB CHERLE R T B REORLAE
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ERARI1LITR L,

(ZM 10)

#£ 11 HWEFCBTAE 77U RV FUEBE#OE T 7 B U L OIE X T g
HEMENRE XN T A —H —

g e Ry Crmax Thmax AUC
B (mg/kg AR HE) (ug/mL) (h) (mg/mL/min)
NG (M) 8.3 0.33 11 1
TENEE (M5 500 0.13 1~3
HLENEE (M5 381 0.025~0.32 6~12

b. TRUR - #HEitt FELEREZRE)
WA (RAVREA FE, 3 HH) I 77 B LR F U R HELENRE (B
77U L LT, 1 0EYS7-0 600 mg(fi)/kg (KE% 4 3FIC#5E) L. RREHY

(CERI L7 OFEIR e 7 7 B R 2 e L7z,

FERAE R 12 1R Lz, MIED Tax 1355 4~8 BERIC A BV, $&5 1 BIZIZIE
FRHBRAL (0.0 pgUifi/g) KL e o7, RPIBEITRE 8~12 FH#fkIcE—7 %
Wz 7%, SRICIK T Lig5 24 BEICEFIAHRHEIRA (0.05 ngChif)g) A& 72 -
Tz PRI O IO T S 2B R (0.05 ng(Hff)g) Kii T -

., (&M 12)
12 WIFIIBTLET7 7Y XU TFUABERNEGEHZOMSEE, JRE DY E T
7 BV R (ug(ih)/g)
AT P G- 4% IRFfH]
BOOL | FeGR |4 WEREIER | 8 IRHHTR | 12WNfH% | 1 A#% | 2 A% |4 A% | 8 A% | 24 A%
M4 | <LOD | 0.16 0.14 0.12 |<LOD | <LOD |<LOD | <LOD —
# | <LOD | <LLOD | <LLOD | <LOD |<LOD | <LOD |<LOD — —
& | <LOD 26.0 51.6 48.1 — 4.69 0.60 0.17 <LOD
DT

A BE) ITET7 7 ) N F R ERKRSE (k7Y e LT, 105
W70 300 mg(IMi)/kg KE% 4 IS, ) L, &5 60 Kifiltt Tt 77 Y

YROWT v F T 7 ) ORI RREAHIE L,

B 5% 60 RSO A PHERIZ, BE7 7 T 44~63%, 7 tF Lt 77 ¢
YT 13~30%Th o7, FLtHdetamfliz, 87 7 vV T 18,7 ], W7 &
FNE77 BV T 14.6 R ThH o7, FUHHREDSKRHEBRERAN & 725 01%, &7
7 B U (RHER 0.02 pg/mL) KO &F &7 7 Y > (HRR 6 ng/mL)
TENENEE 210 KO 56 Bifilt, FEMICE 1 L7225 D135 210 KON 100 FEH
®“EEZILNT,

(ZM 13)
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c. ¥Ett (FERAKRS. LERNEE)
P77 U R F U FERNRS (500 mgkg (KHE) LizEXofkh 1~
12 BE% DR ILEE T 2~57 pg/mL, #4572 Wef# CIIM R (0.05 pg/mL) #
Wi ChHoT=, (B 10)

I T7 7 D RO TF U EFLENKS (381 mg/kg (KE) L7z & X DR
%, 51 H% T 24~17 ug/mL, &5 7 B CTHRHEBRA (0.04 ng/mL) K TdHh-o
7=. (&P 10)

d 2% (HARKRS)

HFIZE T 7 B XU TF U RANE G (8.5 mgkg {AE) L., MfktHE~7 7
U AR ZRE Uz, 5 4.5 K% ORI T B T 1,000~5,000 pglkg,
AT 8~24 nglkg A, KT 45 pglkg A, JHHT 0.3 pglg Th-oT=, (B
10)

(5) FEMEhReitEiR (e )
@ HEft (BEIRAIRS)

ANIZEZ 7 B Y o U U AEHBEERNES 4 NZEhEi1g, 3 A2
Th2g L, BE77 U rO&E 4 Kk E COMAPIRE LU 5% 4 K ORF
PEttER 2 HE LTz,

FERIIE 13 1R LT, MHREL, &5 156 0t%id 1 L2 g BB5HETENEN
36.1 XN 78.7 ug/mL 7= L, LASHE, L TG 4 BEl#£1203 0.1 & 00 0.67 ug/mL &
7polc, B 7BV CORPPEIERIT, 5% 4 FFFET 64.3 KT 43.2% Th o7z,

(&7

* 13 b MIBT L7 7V T MU LFIRNERGEOT T 7 ©' U Ol PR
K ORI

by i HEE (ug/mL) P54 4 B o

B 515 5314 e b 4 FEfEIT% PREPEER (%)
1g&5H#E (n=4) 36.1 0.1 64.3
2 g B&5# (n=3) 78.7 0.67 43.2

g e NART T 47 (B 8 N) IEZ 7Y vF MU o A A HEFRIRIN S
(E77E 02 LT9%0meg) L. E77 U KO TEF L7 7D ks
4.04 W% £ COMIFHIERE K O 6.04 IKefi] DR PP 2 HIE L7z,
FERAEFR 14 1R LTz, %575 pH%OMEFREX, 77 U VKO 2TV
77V E L TCENEILSLE LN6.Tug/mL ThHo72, 87 7 U 35 4.04
BEfI21E 0.2 pg/mL, L7 BT/t 7 7 BV 135 2.04 B3 0.5 pg/mL TH -
Too £z, &5 6.04 B0 RPPEIRITE 7 7 EY T 47.9%., T EBF L7 7
B T372% CThoT-, (B 14)
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#£ 14 v MBI ZE®EZ7EY T M) U LAHEBEFEGH%ZOE T 7 U RO
v F T 7 Y OMIEFIRE R OR P HER

MyEFIRE  (ug/mL) 54 6.04
A B D
7.57%% |82.5 4y | LOAEE]| 204 M | 254 H | 304 M | 404 %)
77| 816 | 132 4.7 1.4 0.9 0.55 0.2 47.9
7 &F L
NS 6.7 3.0 1.3 0.5 37.2
— g

fwe hART T 47 (B 2 N) Ik 7 7 BV A HEERRNE S (500 mg/kg
KE) L., 77V U ROT BF L7 7 ) b 3 Iiili% £ To M
JE R O 1% 8 IRFRE] D JR Fh Rt 2 I E L7z,

fERAFR 16 LN 16 \TR LTz, &5 15 SomfEHRE It 7 7 Y - Tl% 9.8
KR 14.6 ug/mL, W7t FLt7 7Y 2 TiE02 XDV0.6ug/mL Tholz, 77
EU . B2 BRI WLT 0.8 £ 1V0.4 pg/mL THoTm, T EF AT 7B
U, &5 30 51118V T 0.1 XTV0.1 pg/mL Thov-, &G54 8 FEE D RTFHE
MRIT, 77 Tlik 41.0 KO 44.0%, 72Tt 7 7D Tk 4.3 KO
6.72%, 77 hoE77 U TIE 018 LN 04%TH Y, 1F& A ENFG 4 W
DNt Sz, (BIRS)

# 156 b MIBTLETZ 7Y VHEIERNEGHZROE 7 7 BV R ORT 2T 0k
77 ¥ OImERRE (ug/mL)

) — P
IHRG | RT T AT T a0 s | w26 | 3 R
vTrEY A 14.6 6.5 2.3 0.4 —
B 9.8 5.1 1.0 0.3 0.2
W7 & F L A 0.6 0.1 — — —
77 B 0.2 0.1 — — -
— /\*ﬁ.@‘—‘a—‘:

#£ 16 t MIBIFHEZ 7V VHEFRNESEZOEZ 72 > 72T VBT
7V KRR T 7 hotv 77 Y CORTHEER (%)

L BG4 (FRFR)
I5HT BSLF 47
BRI A 0~2 9~4 4~6 6~8 0~8
R A 40.2 0.79 0.05 0.01 41.0
B 412 2.6 0.1 0.02 44.0
7 & T A 6.44 0.25 003 | 00002 | 6.72
vT Y B 3.7 0.53 0.06 0.01 43
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77 v
Nyl i) BN

A
B

0.16
0.18

0.01
0.03

0.01
0.20

0.004
0.01

0.18
0.4

it AR T 47 (B, 10 ) I 77U o R v AEREIRNES (1
g/ N) L. BZ7 U KROBTvF Lt 77 BV o Ofh 4 B £ To M
FE R O 5-4% 6 IR D SR Rt =R 211 E L7z,

FERAER 1T IORLE, B7 7Y VEOWT B F 87 7 B o mbEhEE L
P HEZICENT 63.6 KON 2.5 ng/mL Oz~ L, 7 7 B Tl b 4 B
W12 0.2 pg/mL & 72728, 7 EF b7 7 U 335 2 B I imt S n
2o tz, 5% 6 FEORTHEIERIIE 7 7 BV VEOWMT B F L7 7 b

LTENTN 485 K 453% ThH o7z,

(ZH 6)

® 17T v MIBTLEY 7Y 7 b U AHEEREGH%OE T 7 2 ) RO
TT LT 7 B U > OMBETRE R OYR PR

MR (ug/mL) W54 6
Iyt P L B SR
=8 =R
(0=8) 55 | 804 | vmsm |iswsm | owsm | awsm | T iﬁﬁf
77| 63652(10.2+0.8| 3.00.3 | 1.70.2 | 0.9+0.1 [|0.2+0.02 48.5
7 vF Lt
Sy b 2.5 1.9 1.0 0.3 45.3

a : ME AR

b :7” e 55 731212 8 filHh 3 4IC, B G- 0.5 ReflitkiC 8 il 5 #il T, $& 5 1.5 FRE#LIC 8 il 2 il Cra &
Nz,

— AT

@ RN - HEM (FRAARIRE)
AN BN IctE7 7Y o N U LARHEEFTRANES g/ ) L, &5 6 Kt
HBETOET 7 BV U OMAIRE SOG4 6 IRefi] DR =R 23]~ 72,

530 5 %ICHIE L2 b DX 1 FIOIRTH 7208, FOMPEE L, KEfE 27.0
ug/mL Z7R L7, %5 4 Bifi# CTlX 0.42~0.93 pg/mL ThHoiz, 77 U DR
FRPEIEER I IR 5% 6 BB C 56.8~92.8% CTHh-7-, (B T)

f&Ee NRIT T 47 (B 8 A) I2ET7 7Y v N o AR HEIRERNEES-
(778U L LT950mg) L., #5 6 Wil CoMmEhie kO 5% 24 i
DR BRI 2 1E L7z,

FEERAHR 18 1R L, B 7 7 U O MG TEEIXES 1 % ICREE 8.0
pg/mL 7R L, B85 6 BEfi#&1213 0.8 pg/mL L 72 o 7=, BT Tt 7 7 VU v oifl
TR TG 1.6 AR IS I 3R 1.3 pg/mL 27 U, 55 4 Kifil#21213 0.2 pg/mL
Loty 5% 24 BORTHERIIE 7 7 U R ERED 43.3%., BT BT
N7 7 UNEREGRED 434% ThoT-, (B 14)
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#£ 18 b MIBIFHEZ7EV U R U LAHEFGFANKEG%OE T 7 U & KO
TEFLET 7Y COMmETEE (ug/ml)

g Pe A% ] B G4% 24 I
SR ROl

5 1043 |30 75 | 1 F5fi | 1.5 BFfE] | 2 FRFfiE) | 3 BRI | 4 FSFf | 6 BRI %= (%)
77

o s 4.4 6.8 8.0 6.8 5.8 2.7 1.7 0.8 43.3
vy
7 &

T — 0.4 0.7 1.3 0.7 0.6 0.2 — 43.4
- ) ) ) ) ) ) )
vy

— T

2. REHER
(1) BEHER (4. #rRRE)
A7 7€) o N U U AEERNR G (7.5 mglkg (KE) Liz& XD5-45
Kefiitz D& 7 7 B Y O IRE X, BT 1,500~6,800 pg/kg, AT 8~24
ng/kg A, AT 370 ug’kg ThHo7-, (B 10)

(2) BREHER GhE4. ILERERE. k)
WA 7 7 B U E2HENES (1554720 300 mg % 2 HEIcis) Lz
XD T 7 Y COBIREREL. &Y 6 FHE%ICIT 42~51 pglkg, 15 REE%IC
1% 21~93 ngkg &70 0 24 REfEIZIZITARAL IFIR, HEIG K OVEli&DO 42 CC 20 pg/kg
x FlElofz, BigOMT € F &7 7 BV IR, B5- 6 Il T 88~286 uglkg.
15 W% C 19~61 pg/kg. 24 K% T 15 pglkg Th-o7z, (&M 10)

WAL (RVAZA AE, 3FEEE) 77U o MU o A% 3 ARLEGHLEN
Bh (E77E UL LT, HHEBRICT 1 55472 200 mg(ifih) %z 3 535, 2 4%
BRI 1 E4720 400 mgUifil) % 3 0FE) L. B 77 vV v oifE, JREOTE
HEEE 2 A AT v eIV HAE L,

FERZZR 19 KOV20 1R LTz, MAERIREIL, & HEREORER G 2 FFi% £ Tl
3 B 2 B CRHAFRSE (0.03 ngUifil)/g) A & 720 . 8 REIFZIZIT AT TRHIBRAAR
& 7potz, 2MEERECIE, AR E S Ktk TIR L~ (s 5 2 J O 8 ¥l
BOWENIZNEI 0.09 KT 0.08 ug(Uifli)/mL) Th 7273, 1 HZIZITMRHBRAA
Tt & 70 o 70, PRAPIREEIL, 7 S CIIRE& G- 2 BZITIXR TRHIFRA (0.05 pg(7)
f)/g) Riii k720, 2 fEBEECHRMKE 2 BEITIE 3 B 2 B2 KRR & 72
ofz, Mgk (A 37— Tix, WHERLO 2 (F8EE L DICREER G 8 IFH
BE TR SN, 1 HZRUEECIXREE R HRA (0.03 ngUiii/g) A & 72>
Too Flo, Aol h 4 035 HRRICIImAE, . B, R, B5h. /MEXOFEIC
DUWTHIE L7223, WL ICHFICOAIERID K 4, MO~ DFRE 137D
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LIV oTe, (B 15)

# 19 77U N ULAHBENEGHOET 7 © ) o omsE, RE OV
HiRE  (ng(iff)/mL X% pgChfi)/g)

| BEER B HA%FH

& | B | BGaT | 2R | SR | 1 HE | 2H%E | 3 HE% 4 H1%

5 A% | <LOD | 0.052 <LLOD | <LOD | <LOD — —

ﬁﬁ & | <LOD 5.24 12.7 0.39 <1.OD | <L.OD —

- e 0.06. 0.06.

| — 0,005 0.05" <LOD | <LOD — —

2 | 4% | <LOD 0.09 0.08 <.LOD | <L.OD — —

%1 J& | <LOD 23.0 41.3 0.98 0.242 | 0.072 <LODe

& | e — 0.18 0.19 <LLOD | <LOD —c —
— ST

a : 344 2 Bl R HHRR AR
b : 3G 1 B CREH BRI
¢ : 3B 2 HlixotrEd

%20 B77EU T MY UAAENEEROE T 7 B O RRIRED
(ngUMt)/mL SUE pgUrith)/g)

BT HHE P 2 f5& ¢
ik <LOD <LOD
JF ek <LOD <LOD
R ek <LOD <LOD
A <LOD <LOD
liI=il] <LOD <LOD
NI <LOD <LLOD
FLE/ERI 0.14 0.35
LA 0.12 0.08, 0.21d
FLEEA A 0.13 0.17
HEH# <L.LOD <L.LOD
RS

G- 4 BIRIC LR
DR G 5 BRI &A%
: 3 1 GO PR A

.0 oW

[FIRRDOFAER A 7R WA (RVAZ A Ff, 3 BARE) 2 VT HEM LT,

fiRZ I 21 KO 22 1R Ule, MR, B OGRS 2 FFFE £ TIC
3 i 2 I CREEHPR S (0.03 pgUhfi)/g) A& 720 8 TR ICITA T TRIHBRIUR
L 7o, 2{EERF T, Hfld G 8 BRI £ T 3 Bl 2 B CRHIBR AR & 72
V. 1 BRI T ORISR & e o7z, FRPREL, FHERFORERS 3 A
%, 2 f5EREOD 2 ARITHRHIRF (0.05 pgUli)/g) Al & 22 o7, il (A A7
—) T WHEREL D 2 EEFEORKIRE 1 HEUREETTRHRIHRSR (0.03
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ngUM/g) il & 7e o7z, B b 4 HILICE0F L7 sE, Ale. &k, ARRA. /NG
K OHE TR & HICHEICOHRIEAD K S, MO~ DOFERE IO S/
Moiz, (&R 16)

# 21 77V F NI ULIENRGZOET 7 U OmfE, JRE O 7%
e (ugOfh/mL 3% pg(iih)/g)

- FRHY e G442 IR¢H
AL PG | 2 W% | 8 MR | 1 Atk 2 A% 3 Hi%
ik <LOD 0.032 <LOD | <LOD <LLOD —
W PR <LOD 2.52 10.8 0.52 0.092 <LOD
Jfiek — 0.072 0.032 <LLOD <LLOD —
ik <LLOD 0.08 0.032 <LLOD <LLOD —
. S <LOD 23.7 14.1 0.41 <LOD <LOD
2 fivhi » 0.11.
JHiek 0.30b 0.042 <L.OD <L.OD —
— ST

a : 3B 2 B TR R A
b : 3 il 1 B TR PR R

#* 22 77V T M ULAABERAKRGHEOET 7 B OMBTTAREIRED

(ngChim)/g)

BT HHE 2 f55:
A <LOD <LOD
Ji ek <LOD <LOD
T <LOD <LOD
Al <LOD <L.OD
HERH <LOD <LOD
qN <LOD <LLOD

LR 0.13 0.15

B 0.13 0.22

FLEEA A 0.41 0.18
HEAH 2 0.06P <L.OD

a : BERG5,
b : 3 it 2 5 T HBR AR

(3) BEHER Gh3l4. IERKZE. 2
WAL (RVAZA AE, 3FEME) k877U o MU o A% 3 HRELEGHLEN
Bh (B7 7V & LT HHEHAL 1 55EY729 200 mg(h) % 3 455, 2%
BRECIT 1 B4 720 400 mgUfi % 3 73/) L. kb5 HEE Tt 77 v
> DIAE R OFLH R EE 2 RS HIE L7,
MAETIL, HHEREORIEES 4 FFRZ U THRHIRR (0.03 pgUifil)/g) &
il inot, 2 BERTIE, kS 1 BRERICBW CRHIRARR & e o7z, Fith
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BT, W AEREORKAR Y H X 79.0 ug(ifl)/g TH 7203, 2 BEDO A I
FRFL (0.08 pgUhfil)/g) Aii & 7o o7z, 2 (5 EEE Tl G- HIZIX 127 pgUhfii)/g
Tholzd, 2 HEOXIZITRHRAK N & e o7, (B 17)

[FEREDRER 2 B WL (RVA X A U Ff, SEERE) & VT3 L7,

W HBEREO PR, Ho& 524 HIZ 90.9 ugUifli)/mL TH-o7=73, 2 BEIZ
IERRHRA (0.03 pg(il)/mL) Aiiii & 72 o7, 2 fEEREO I IR, Fof&k5-24
H1Z 159 pgUi)/mL Tdh - 72238, 2 HEDO A I HRAARN & 7ro 72, (BR 18)

(4) BREBHER EI4. IERERE. 8k

R (RVA XA U, 4 S/ ERE, 3 B2 &l k7 7B VU
VEHEFLENES (BT 7Y L LT, wHERIZ 1 0E4729 300 mgUhfh) %
4 535, 2 EERICIT 1 %720 600 mg(I) % 4 755) L, 7 7 £V o,
PR, g (S 7 —RfR) R OSARRHRE 2 JE Lz,

MEPRRE 1, B RO G 1 B2 4 69 3 5 TR (0.03 ng(i1ih)/g)
K ThHoT=M, 2 BRRITITE TR R & 7eo70, 2 FEFLHREG 1 Bk
IZIHEL~Ur (CF¥) 0.04 ug(ifl)/g) T 7275, 2 HEICIZE T TRHRHBRAAN &
2otz Mg O A7 —afk) Tk, HHEHFORS 2 AZIZIE 4 64 3 6Tk
HHBRAL (0.03 ngUifi)/g) i, 2 fFEFEOLKS 2 HZIFEK L~ (F#) 0.06 pg(F)
f)lg) Todh-o7=m3, B5 3 BEITITMREL BRHIBR ARG L /e o7, JRPEEL, &
REREOF G 16 ALK, 2 (FEREOES- 20 A% LIRS (0.05 ug(Uiffi)/g)
Kl & 7potz, B5- 21 KOV 29 HRITERRS U7 4 AR% CHilE & ©ICHBEOAITIRR-E DT
Do, MAE, i, B AL BB ROVME~OER IR Sinotz, (B
4 19)

[FRRDFRER 2 SR DA (RVAZ A T, 4R 2 VTR L7,

ISR IS R L O 2 S8R & b 1 BRI 4 B 3 Bl TR (0.03
ngUfii)/g) RilifiL 720 | #5 2 BRI CTRHHBRS AN & 72> 72, Il (A1 A
TU—R) TR EHEREORS 1 RRIT 4 F1 2 BIAERHER S (0.03 pg(I1ii)/g)
Rl & 720 | $5 2 BRRIITETTRERARH & 2o 7, 2 R TIIRE 2 B
(2 4 B 3 BRI & 72 0 | 53 HIRIZAETOMRHIRAARN & 72 o7, IR
HREE TR & G- 20 H A DARRIZIZ AT ORHIBRSL (0.05 pgUfil)/g) Alifi & 72
oo BE5-21 KON 29 AREICERS LRI Z B W TR & S ILFEIZOHLFR-E RO 5
Ao, M AR, BEL AP B A OVIME~DIRRRITERD Dotz (B 20)

(5) XEHER EFEFEA4F. HERNEE. i)

WL GRAVA A U, GHRAE, 3 8H/EE) Ik 7 7 B v _UHTF U & BiEHE
WNigS (B7 7Y & LT, HAERNTIE 1 9FEYS7-0 300 mgUii) % 4 5557, 2
R 1 54720 600 mg(i) % 4 435 L., ©7 7 U b4 KOk
% DOIMAEFPREE N DN 5314 DI DR E 2 i~ T,
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fEREIR 23 IR U7z, MmAEPRET, FHEREORS 10 FE#ZICIE 0.04 pg(h)
/g Th-o723, 51 BEIZITMRHIRA (0.03 pgChfi)/kg R/ H) AKiili & 72> 72,
2 (EERETIIHR G 1 H%1Z 0.05 ng(Uifi)/g T 7273, 2 BERITHHERRA (0.03 pg(H
i)/ kg (KEE/H) Aii & 72 o7z, I TiX, HHERELK O 2 (FEHEOSEZIZITE Y
7 BV AT T TR (0.03 nigifi)ig) Kiich-o7-, (B 21)

# 23 BT 7Y AN FUHBRBENEGEOE T 7 Y O TEREREO
(ngUifi)/g)

NV
s % ﬂﬁ%ﬁa aF : 2HH | 3AH
Wl <LOD (%441 H%) <LOD _ —
E 2 <LOD (#5-29 H7%) <LOD — —
i‘ 3 <LOD (#4541 H%%) <L.OD — _
21 4 <LOD (#4534 A%) <LOD — -~
E 5 <LOD (#4536 H%) <LOD — _
i‘ 6 <LOD (#4535 H%) <LOD — _
— e

[RIREDRER 2 e rp DRz (R AZ A U FE, IR, 3 BEEE) A W CEMi LT,

FERZ AR 24 |\ R U, MBEHRIREET, WHEEOERE 1 HRICBWT 3 #if 1 4
DRI (0.03 ug(F1fl)/g) R THo7273, 2 HE LI THORHBRAK & 72
STz, 2fEERETIL, $E5-2 BRI T 3 il 1 4173 HHBR S A, thod 2 451123 0.04
KON 0.08 ug(Hifil)lg T 7225, ot 1 BZIIT S CTRMEIRAAR & 72~ 7=, #Lit
TIL, WHEFEOSRERZICBNT 3 FIF 1 flxbE7 7 Y UH (0.04 ng()
il)/g) SAV7=3, 1 HELARRIZ A CTOMR BRI (0.08 ngUifi)/g) Aii & 727, 2%
BT, DREZICEBWT 3 B 2 FIRHBRAR Ch o723, 5 AZITITET
DIRHIR AR & 72 o7z, (R 22)

# 24 BT EV URUYTUHBIILENESGHOE T 7 B O ERERIRE®
(nghfi)/g)

S Syt R

£l B 1 H% | 2H% | 3H% | 5 Hi% | 7TH%
1 <LOD (#5-28 H#%) | <LOD | <LOD | <LOD | <LOD | <LOD
2 |<LOD (#5-40 H#%) | <LOD | <LOD | <LOD | <L.OD | <LOD
3

4

5

0.04 (#5-35 H%) <LLOD | <LLOD | <LOD | <L.OD | <LOD
<LOD (#&5-35 H%) <LLOD | <LLOD | <LLOD | <LOD | <LLOD
<LOD (#5-35 H1%) <LLOD | <LLOD | <LLOD | <L.OD | <LLOD

oo RO A 3
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i

0.32 (%5 18 H%)

0.48

0.21

0.08

<LOD

<LOD

3. Bi=EMHER
B nmtEIC B9 28 FE0D in vitro KON in vivo
23~29)

REROFER A 25 1R LT, (B 10,

£ 925 77U F NI LARNET 7 Y ROV F o D@ mrth i 5

X5 AR R POES HERE & fER | 2R
in BIFZBRIAE | Salmonella |7 7BV |0.78, 1.56, (=i 23
vitro | FiAER typhimurium | > 7 MV 7 [3.13, 6.25,

TA1535, A 12.5, 25, 50

TA1537, ug/plated(=S9)2

FEscherichia

coli WP2

uvrA

S. 156, 313, 625, bt | 23

typhimurium 1,250, 2,500,

TA98., TA100 5,000

ug/plates(=S9)»

S. 77V 156, 3.13, fatEe | 26

typhimurium | X H%F 16.25, 12,5, 25,

TA1535, Ve 50, 100

TA1537, ug/plate’(=S9)

E. coli WP2

uvrA

S. 156, 313. 625, kG 26

typhimurium 1,250, 2,500, (-S9

TA98, TA100 5,000 TA100)

ug/plates(S9)o

B T29R |Ls178Y v |E7 7 Y 333, 1,000, 2PE |10,
ZHERER | AU N [ U T 18,300, 5,000 25

il A ng/mLoES9)

50.7, 1.5, 2.9, 5.8, 11.7, 23.3. 46.6 ug(Jsfii)/plate
6 145, 292, 583, 1,170, 2,330, 4,660 ug(/Jffh)/plate
7121, 2.41, 4.82, 9.63, 19.3, 38.6. 77.1 ug(Fiffi)/plate
8 120, 241, 482, 964, 1,930, 3,860 pg(/ifff)/plate
9 313, 940, 3,100, 4,700 pg(/ifi)/mL

25




PeafKBE | Fr A =—X |77V 625, 125, 250. BtED | 24
RBR INBAZ i | U T |500 pg/mLio (- @4h Ca
FH SR e U S9 ; 24h. 48h)? {62)
1,250, 2,500, fext 24
5,000 pg/mL11
(+S9 ; 6h+18h)
77tV [15.6, 31.3, fetk 27
VRUYF 1625, 125, 250
Ve pg/mli2
(-S9 ; 24h.48h)
250, 500, i 27
1,000, 2,000
ng/mL13 (£S9 ;
6h+18h)
in IEERER |~ AERE | BE7 7BV | 250, 500, fext 28
VIVO N 1,000, 2,000
F+ VU 7 A | mglkg K/
H 14, H[EIFEREN
77 | 125, 250, 500, fext 29
LT | 1,000 mglkg (ARE/
Nz H 15, HA[RIAEIEN
f)

a) 25 ug/plate (TA1535-S9, TA1537-S9). 50 ug/plate (TA1535+S9, TA1537+S9, WP2uvrA+S9) T D
ABRENHR LI,

b) 5,000 pg/plate (TA100+S9) THEOABILEN A LI,

¢) 5,000 pg/plate (TA100+£89) TEHEOEFIHEN I HILIZ,

d) 48 h @ 500 pg/mL THIFFENMEN STz,

e) 48 h ™ 125 K&} 250 pg/mL THIKIEEME ) 7 STz,

D PliiEER T 2,000 mg/kg RERGHE TR G4 24 Rt £ T2 9 il 5 FIOFEL N BTz, #5514 72 I
M E TOAELFBIOZYMIRMERIZIS VT B/ IMEBEE I 258D BTz,

g) 25 uglplate (TA1537-S9) . 50 pg/plate (TA1535-S9, TA1537-S9, WP2uvr4d-S9) . 100 pg/plate

(TA1535+S9, TA1537+S9, WP2uvrAd+S9) TEHDABTHENA LT,

h) EIRER o v =—$ 0 HEERF8MN (0, 156, 313, 625, 1,250, 2,500 ug/plate TEILZEH 97,
176, 258, 368, 563, 620, 349 HIFAH 20 =—%yplate).

1) Yefa (A BN o H ER T 78R A bz (625, 125, 250 ug/mL TENEIL 1, 6, 43%),

v 77U MU DA, in vitro OMIE & W IEIRGORE BERER Clanv T
EPECh o T, HFLER MO A2 W e R B E R R (-S9) 12\ T, BttE R LT
D, TDLEEXOHEIFSHEFYGENTE AR O &I -T-, /2, ~

10 583, 117, 233, 466 pug(/ifi)/mL
111,170, 2,330, 4,660 pug(7I{f)/mL

12 12,1, 24.1, 482, 96.4. 193 ug(/J)/mL
13 193, 386, 771, 1,540 pg(Jfi)/mL

14 245 490, 979, 1,980 mg(ifh)/ke A=/ H
15 93.6, 187. 375. 749 mg(ifih)/kg 1A=/ H
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U A Y o @R A OB S SR SR IR E T h o T,

77 BV R F UL, In vitro ORI 2 AR IR ZERZR BRI T de VN TR
B OE A RIS 5 S typhimurium TA100 FETHE (-89) MF DAL TN A3,
ZHUZ TA100 BRICEASN= 7T A ROT U BV U UlitEEG 10 DEEA STz B-
T H—BRET 7 B XY F L DCEEEEICE D B-T 7 X DERE DR LT
ZLICRERT S Z EAVRIR ST, TA100 #k & [R] UAERE (S ids ) 2 £72 TA1535 £,
WNC 7 b= 7 MUOZERZ T 5 TAIS #R MU TA1537 R CIIfEMETh o7z,
F7o, WFEREEAL A ORI E RIS W T BB TH o 72,

SFNRERBROFERD O, BT 7 &V ATEENEGIZBW T, I T L3 <
FREA~DITBREZNEEZ LNDHR, T A% AN in vivo O/MERERIZIN T,
77N R YTF U m v T ZERICR LT e mtEs B i o & CIEEN i
HLEHAICBOTRETh o7, £, E7 7 EU T R DAL, 77 EY o
VYT LD 2 ERAEIENE S LIZSAICB O THIEETH - T,

UbDZ et RinZeZERNE - SEEHMERIE, B 7 7 B AR
(2L o THREERIRE & 72 BRI T2 ST LT,

4. 2HFUHEER (VR FYH)
~ U A (ICRR) LU'T > k (Wistar %) (2B 7 7 BV T MU U LAERH, #HIRA.
NEERN K OV TG LT2 & & D LDso 23R 26 (TR LTz, (B 30)

* 26 FHRGREICHT HaMEE (U ANTT v F)

) LDso (mg/kg {KH)
B P AR 20 Mexe
i ki3
] 26,100 28,200
FIRAN 7,600 7,600
<7 A —
NERZEN 8,900 8,970
ey 13,600 13,600
] 17,600 16,400
_ H RN 6,050 6,280
7k —
REHZEAN 9,530 7,850
ey >14,400 >14,400

<7 A2 (ICR HA) KT v b (SD R) 277 B o _UWF o Aohklirk 0 MO
TG L7- & & D LDso ld, #O#EGRClEREE 1 2,000 mg/kg (R 6L |, 2 TF#&5

FECHERE L © 5,000 mgkg (AE 1"LL ETH 7=, (BE 31, 32)

16 757t & LT 1,500 mgUifi)/kg (AE
17 77 Y& LT 3,760 mgUifi)/kg (AH
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BERMEEHER
(1) 4 BMEIHEEEE Sy O
Z v~ (SD &, MEHER 6 PU/BE) 17 7BV ) R U U A% 4 BRI O &5
(0, 30, 100, 300 XI% 1,000 mg/kg {AE/H 18) L, Wit mrEading 5Eh L7, &
P RLZ S 2T IR LT,
BRI IR T AR B T2,

—RRE, REE, BiE, IREMEIRA. MRk O a2 3B G-l
K32 BT A e Tz,

PRI CIE. 1,000 mgrkg R/ A GRE TR T, R ORI R ECEE OB 31
IMERDFED BTz,

MRAENFAOMRA CIE, 300 mg/kg IRE/H UL & GREDIETH U o7 A 10%FREE
DTz, F72. 300 mg/kg (RE/H L ERGHEOHEREC BUN O/ OMEZ TP DR
IAERD HIT=DS, ZOBMEFIER IR EEZ BN,

FIFRCIE, 100 mg/kg A5/ H LA & GREOMERE S NGOYREDMBIZE ST,

B FIIRMRAT CIE, 1,000 mg/kg (REE/ H £ 5REORE TR ORI D 2 5
NTEH, EOMOBHITIB W TEGITERT 2280, WOl b 2B o
7o 7ok, FIMRCBIE SRR LI- BRI, RO E O B/l 23 A b7
DI T, JRI7eT FIEERO HivZe o7z,

AABRIZIBN T, 100 mg/kg (KH/ H B GHEOMEREIZBIZ S - B ORI, Hus
PEE D5 X D IBNMRE 5 DI O 2L TH Y . T oD gﬂﬁ@f%;'%r
RERTLHE, FEFHERICZ LWELEEZ BN, (B 33)

BILZEERIEE - SIEMERITRASIT, 1,000 mg/kg (RE/ H UL EFRGREOHETH
AIRRDIEIZEMEN GO BT Z Eonh . ABRIZH 1T 5 NOAEL % 300 mg/kg (AH/

H (77U & L 7T294 mgUifi)kg (KE/H) &R L7,

#* 27 T v MW 4 AR EMEEERBROIC 1T L BT

R
(kg I/ H) e &
1,000 FFRRR OB ZE M (216 151) (1,000 LL'F)
300 DL T R L S

(2) 4BEEIMEESAR (Sv b @
Z v b (SD %, ME#ES 6 IL/RE) 1Tk 7 7 BV U _UWF U % 4 B aRHRE 0 %5
(0, 10, 50, 200 XIZ 1,000 mg/kg {REE/H 19) L, dERVERMRERE I L=, &
PERT R A3 28 1R LTz,
AR PRl DR T2,
—BIRAECIX, 1,000 mg/kg R/ H &G REOMEMERFIZEES- 6 H %L ORE
AR NMRER ST, Z OSERIFEERE ORGEIC A WA L BB, BEGHE TRE

1877 L LTO0, 29, 98, 294 X% 979 mg(Fiff)/kg (AE/H,
177y LTO0, 7.5, 38, 150 i 751 mg(Uifh)/kg A=/ H
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VT e 1 B CIREE A BT o T,

{RETIX, 1,000 mg/kg R/ A &G REOBEOBHMAENGRITHD Uiz, R,
IREM AR M O IR A% 51 L D BT A D2 h o Tz,

PRIGAS Tl 1,000 mg/kg ARE/ H ¥ G REOMEREZ RELE K PRI & o7 B OB,
MELZIRT A b AROEENNSZRD ST,

MR LFHIRE CiE, 1,000 mg/kg R/ B & 5REOMEREC AST IEMEOIRE7: |
AR BT,

les R ClE. 1,000 mgrkg ARTE/ H £ GHEOHEZ LR B RO K O gD
REHERE (OLF [HEE] SW), ) OIS b, MR OREEO L EED
BT SAVTZ N, I AR DT L D RIS L 2 % Hil-, MECEEOHME
O OV OO L BB O H355880 BT,

HIFClE, 200 mg/kg AR/ B  GHEOMERES 2 F12, 1,000 mg/kg A/ H &% 580
BERFEARN IR D D B O B R OJRIEDMBIER SIS MNIFRHC R E XA D 2o Tz,

TR AOMEE T, 1,000 mg/kg (REE/ H # 5REOIE R il TR M O ia
HINE 2 E o T2 R LR O MED BN A BTz, Fio, FICEE SN EEL
TEMTIE, REESORE O B R ST OB T, JRIZRET RIZRED H i)
77,

AR T, 200 mg/kg (RE/ H B GREOMEEZBIZE ST BIBOIEIRIX, BUA
MHE DOBEAZ X D ENHIEEDOZCIE D B TH Y | 1T > WEEO GO R Fk
BEETLHE, FEPHERICZ LWEREEZ N, (BHE34)

BILZEERIEE - STEEERMTRASIT. 1,000 mg/kg RE/ H OMEREZ 7 SR
FRATAT AL, MR A L SR0FT L, Dtes B O 2 b K OV B S0P 7.5 . NOAEL &
MERE L ¥ 200 mg/kg (AE/H (Z7 7 BV > & LT 150 mgUiff)/kg (RE/H) & HIHr
L7,

#28 T v MaAWz 4 AME SRR T DT,

H&E
(mgfkg /6T ) K i

« PRECECHEN* S ORI & 2 X7 |« PRECEEIEI* L OYRAF & 378
DOHEN* DEEIN*
« AST {&MED L 5* < JRA N AROHE N

1000 - DKt B B O D> - AST JEMED EH*

’ - g L E E ORI+ - RO B F O HE N
« N DL IR S O IRt L |+ Dol S OV oD b B B DRl
Tl o T JRANGE Rz D28 Bg
o

200 LR - wMEITRZR L - wMEITRZR L

* p<0.05
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(3) 9 EMEIMSMEER (Sv b)) <SEBEH>2

Z v~ (SD %, MEHER 20 YD) Ik 7 7 U o R U T AE 9 EIERENE S

(0, 200, 500 Xi% 1,000 mg/kg (AE/H 21) L, dakmrEaRing 5&h L7,

AERIRI T, 1,000 mg/kg AR/ A # 5 REORE 1 Fl0% 5 5 A2 I@MENiJ DSEk A
RLUTHLE L,

—fRIRAIETIE, B GHE N OSHHRBE CE N IR I BIER S - LISk, &R
LBNIAH LRI T2,

BETR, RELROURRAE Tk, BHITERNT B IR LN -T2,

MR RO CIE,. 200 mg/kg (RE/ H B 5 REOMERES 1 #1112, 1,000 mg/kg &
H/ A G REORE 1 B ALT O 72 B BN B STz,

s A ClE, 200 mg/kg AH/H UL &R GEOMEICRIE O LLEEOHE, 1,000
mg/kg KT/ H ¥ GREOME RO L EEOINNGRD bz (p<0.05) .

FClE, BGICRERT AT R SR -T2,

[FERIZ, JHEHAR PR A CH BFIIBIE IR oTe, (B 35)

(4) 3HAMBEAMSHEHARD (v ) <BEEH 8>

Z v b (Wistar %, MEHER 10 PUEED I8 7 70 o R U 7 A% 3 5 A gz
#5- (0. 262.5, 1,050 I 4,200 mg/kg {AH/H 22) L, diatEmtatite 3 L,

BRI P, SEC B BREEOME 1 61, 1,050 mg/kg (R H EEGEEOKE 1 1], 4,200
mg/kg (RE/H & 5HEORE 3 m&mﬁkﬁ 4 BT o7z, XIREEOSELIL, JEVENIZmBEA
IO D, ERFOEEICLD D EEZ B,

—fRIRAETIL. 4,200 mg/kg M:E/ ARG CHRGERZICHDIBL A Ly F

(stretching movement) . D%, $REEOEEH N OPAIRMEIE ST,

{RECIX, 4,200 mg/kg M@/ A e GHEORE I8 Bz (p<0.05)

IR, RN MR FIIRE CIX BT IIA bR o7,

M LRI T, 1,060 mg/kg K5/ H B 5-8EOREZ AST O, 4,200 mg/kg
(REE/ A G HEOMEEC AST, TP &N T.Bil O, #iic ALT ORISR Hil-

(p<0.05) .

e ATl 1,050 mg/kg AT/ H UL FGHEOHEIZIFE B ROV, 4,200 mg/kg
S EE 3 5L 0D MERFE | 2 X ik B B D HE NS ON ik B B D HEIN S HE a2 )%
FaS N OMME R OIS bive (p<0.01)

FIFCIE, 1,050 mglkg R/ H & GHOME 1 FHTHBIEIEE R A2 Bz, 4,200
mg/kg RE/ B FGREDAELFEHNIFIERDI I B, E D 6~T FlOREIERNEEZ E i
EOKERKIZ X2 EF 2 b HImEE, SEICkE 2 BT, Mo, iEeE. 5.
e OV OHAE D3 AT,

B FIIRA CIE, 1,050 mg/kg (REE/ A 5 HEOMERES 1 FllZ, 4,200 mglkg
(REE/ B B 5REOMERED 5 B AT O EEUHFHIR OR: O K/ NR[R S OREIH R A 5

20 IEROKETHDHZ LD, BEEELE L,
21 3 6 HO¥H,
22 3l 5 HO$5.
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7z, 1,050 mg/kg R/ A $5-HEOKE 2 51 X O 1 512, 4,200 mg/kg (AH/ H 5 5-8¢
DORED-H O 1 B HATFHIROILE D A BT, 263 mg/kg R/ H B 5-HEOMERE &
W 1,050 mgrkg AH/ B GHEOMEOA 1 FIlZ, 1,050 mg/kg IR/ H e 5HEORER T
4,200 mg/kg KH/ H B GHREDOMEED Z - E U EEBUTIRIE R OGS BTz,
263 mglkg K/ B EGREOME 2 L OWE 1 #1ic, 1,050 mglkg R/ H 5 HEDOMEHE
DRI, 4,200 mglkg AH/ B $56 5-FEDOHERE R HROPIEALE 237 53172, 1,050
NN 4,200 mglkg (RE/ H &% GREOMEREOK U A RgE (BUINED) OFEHE, FEROA
SEBAA L K ONRH LA~ DAL ER DI ONZ AR 0D R A O R BRI b M O\ B
BRI BTz, 1,050 mglkg A/ H 55O 2 B2, 4,200 mglkg (ARH/ H %
HEEORE 1 FNABRIE Y > SEPNAE G RER M OVE PR SRR O BN A 2 B U7z,
(&8 36)

(5) SHAMEAMSEERERQ (v b)) <SEBEH 8>

F v k (Wistar &, HEER 10 JUED) 1277 U > R 7 A% 3 ARE T
5. (0, 278, 833 Xi% 2,500 mg/kg fAE/H 23) L, dicEretaing S5 Lz,
BRI, SECHNIA B0 T,

—BIRAETIE, 2,500 mglkg AR/ H &% GHE TR GEZ ORI, #5451 BEZICRK
IRARIT L B GENEDORAE I DI 720 B B Bz, T OFTRIE 1 A BICKIEE
ICBIERSND L 912720 BREE e, WEAFD, REEZICESEHIADNDS
Mg 5 2 L noiz, RSN, i BEHRIDIEIRIZ 0> T2,

REE, B, JRRE, MEFOmeE, Sk EsREE Tl REICERT 5%
BT B DRI T,

MIGFENEFAORA CIE, 2,600 mglkg (KE/ H &% 5HEOMEREZ TP O 78 Hi
7= (p<0.05) .

TR ERRERR AR T, 278 ma/kg RE/ A LA E3 S REOMERE AL ORE O R/
[ M OZH S, ECIRMIE LR OBRER A Bz, F72, 278 K1Y 833 mglkg (A
| BBEGREOMET S IRMIE R OBRME N A HaT-, 833 mglkg R/ H UL B HHED
MRV SRERIR D 5 o 1S ORI G 2S, HELZAi R B2 S 7z, 72, 833 mg/kg
RE/ A G HOMIZR GBI BIE SN, (B 36)

(6) 13 AMEIMEEEER (Sy M)

7 v ~ (Long-Evans %, MERES 20 DR ([T 7 720 o MU U L% 13 TR
IS (k77 ) & LCHE: 0 ) 22.6 mg(fl)/kg (AHE/H . i : 0 ik 23.8
mg(F1f/kg RE/H) L. dErkitEabh e £ L7,

B T AE A DR o T2,

—fRCIRRE, EAHE, SRRV, MIRFAIRME. MiRA bAoA, S OV ERAR R
FHIREICBE G L DEEII A LN o T,

REIL, BGREORETHM L=,

s EE ClE, BEREORE G ClEEEDOEEDFRD Btz (p=0.05) 23, JHEEHH

23 3 5 A OFG,
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AR CIXRF I DN -T2, (B 37)
B ZEESIE - ARSI, ARBRICRW T, SRR E O#
B\ERT BN LN -T2 L xn . NOAEL (34T 22.6 mg(F1ff)/kg (A
/8. T 23.8 mgUiil)/kg K5/ H & HIWr L7z,

(7) 6 hAEERHSEHRAR (S k) <sEFBEH 2>

7w b (Wistar %, HE10 PE/AE) (&7 7 E'U T U D L% 6 2 H RIERENE:

(0, 132, 264, 525 XI% 1,050 mg/kg AH/H 26) L, doMmtEating 556 L7,

FBR A TP AR B BV Do T2,

—fIRRETIL, 1,050 mg/kg AT/ H 5 58 CT—1mMEOIFEHRF O A D B3P BT,

(REE, fBEHE, R, MiEFIIRE N Obes B R T, REIERT 58I
Sy ANAYIR Y

MIFA L EFAORAE TIE, 132, 525 KON 1,050 mg/kg A/ H %58 BUN O
RRDH BT (p<0.05) |

FIRCIE, 1,050 mglkg (RE/HGEED 3 BN FARE K OWEREN O H I B2 2 B 3
77

RO T, 264 mg/kg RE/ A& GRED 2 B2, 525 mglkg R/ H#%
HEED 4 2, 1,050 mg/kg (R B 580 7 FlONFRI IO ZNE, JRpTE
BE., /NEERIAE ARk ORI~/ NI, #REE T D 5 - MBI S, &t
FERE 1 BN 132 mglkg (RE/ HEEGRE 1 BNCERED 5 SIAA iz, BlgTid,
KIRHE 2 L2, 132 mg/kg RHEE/ A #&GHE 1 FIIZ, 264 mg/kg (RE/ H 58 3 #ilC,
525 K TN 1,050 mg/kg (KE/ H £ 58F 5 BNCATRSBIZ S, 525 &1 1,050 mg/kg
(REE/H B GHECIE, R E S O TIFIRAE ER ORI B S 35\ Tl
ZETHY ., BN O TIIREO—EICIRE LTz, 264 mgkg (KE/H UL FRGHET
FSRERIRD 5 o 1 L USRI & & F o7z, Mg CIx 132 &Y 525 mglkg AR/ H
FHREDOS 1B, 1,050 mg/kg R/ HEGHED 3 HIZ S oML I~NETT U Ok
BERHOBITZ, BIFTIX, 1,050 mgkg R/ HEGHED 2 BICHEEHINOBZRANEDS
3 B BB AR ORI S| DO ELIV A BTz, JiClE. 264 &Y 525 mglkg A5/ H
BHREDS 2 2, 1,050 mglkg (KE/HEGEED 4 FITHZR L OVRE RN A B
7. 'HTIE. 264 mg/kg (KE/H &GO 1412, 1,050 mg/kg (KE/ HEGHEO 2 HillC
B HMEAIE OS2 BT, (B 36)

(8) 26 HEFEAMBMHER (Sv b)) <SEBEH 28>
7 v~ (SD %, MRS 15 VU/EE) 17 7 U »F b U U A% 26 HFAEENBS-
(0, 200, 500 Xi% 1,000 mg/kg (AHE/H 24) L, datmrEaing 52 L7,
AR R O ITRHREEOHE 1 f Th o7,
—RIRAETIZ, 200, 500 & OF 1,000 mg/kg R/ HEEGREOZIEI 1, 2 KTV 4 H
(Z @M DI NE LA B LTz,
(REE T, BBCGREDIE N TN 1,000 mg/kg R/ H 5 5-HEOHEZHIINENHI 23 BTz,

24 3 6 HO¥H,
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HETE, R, MIRFERIRA, Ml CFRORRAE, Ddr i, & O PRk
FHRRA T, BGITERT LRI B o7, (B 38)

(9) 13:BMFERMHEHHER (41 X)
A X (B —2)VfE, MRS 4 VUEE) 1287 7Y o F FU 7% 18 R O#&RE
(E7 7BV & LTO0 XX 20mgUi)/kg RE/H : BT F 7 2/LVTRE) L,
i R 2 S L 7o,

AR 2SR A IR Tz,

Mg, SHRREED 8 il 1 i Je DN 5-FED 8 il 6 Bl A BTz,

IREE, FEEHE. R, IREAOMAE., MR, MRAE(LFROME. R E
B, L OYRERRE RO Tk, REICENT BTN o T-, (B
37)

R EA SR - fEMERE S, ARRIZB W T, BEHHCHSRE &5
(R 2T A DI o722 LD NOAEL (3R & ¢ 20 mg(Ui)/kg (K
/B &I LT,

6. BUFERURNAMERER
&M K OFE DS AMERRBRI L 20 S TU7R Y,

7. HEFLESMAR
(1) &ERESEEHHER (Tv b)) <SEZEEH B>
Z > b (FDRL . M : 11 PO/, i : 22 DU/RE) ([ 7 7 Y o R O LZE T
5. (0. 200 %500 mgkg (RE/H) L., gttt e 55 Us, #RmE o
G, BEZIIAECAT 63 H 5B H E ¢ MECIIAECAT 14 A BERME L. K9
B3R 13 B GEEDIBE) £ T, 7% ORItk 21 B TORYT- 7=,
FRERHART I CHERE O BB SE L 13 A HavT, —RIREE, (REE R OB EIC 512
(EMINIC Y- O Ny d WA R
BBGEEOZNRH, HPER, MR, AR AAFrENE, MRV ORE, AFE
R OBEFLERITRIFRRE & Lol U CEITRRO Do 7z,
AR W TASEREITERD LIV o7, (R 39)

(2) BEEMHR (TOR) <SEEH 23>
~ 17 A (Swiss Webster &, M 18~20VL/#f) (27 7Y o F N U AL T
5. (0. 200 Xi% 500 mg/kg {ZFE/EI) L. FBEFHERBREIE U, e IX, 4
ﬁ)f? 6~15 HIZHE- L, 4= 18 El (2R EOIBA L CERER, AR, IBIRIRE, iR
WosE, Pl OVB R A Z DV TRRGET LT,
RHEh K DR EIZF8L VCTQ’%‘LK@T%%@ IIA B D-T,
KRB CBWTRAIEIGRD b hoT2, (B 39)
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(3) HRESHHAR (RYRRUSY R <SEEH 23>
<~ AT v b (ICR-JCL R M Wistar 2. 7%l 20 PL/EE) (k771 >
AR 2R THRE (0. 5 T 2,500 mgkg (AF/H) L., J&4TMERERA F06E L
77 WERWEIE, ~ U A TIHENR 7T~12 H, T v N TI3ERE 9~14 BTG L., 4R
18 H L4HR 20 AIZZENZ4 15 VCza FYIBH U Ol Rk, Afe i, RIRKRE, s
oo, WL OVERPTREIZ DWW TG Lz, vUAKDT v MEBITFEV D 5
VLT AR S H, IREMICHOWTAR 6 HE CREABIZE LT,
Y UARDNT v k& GITREMWN B GITERRT D I A LN o T2,
THEARIIRIEA~DREL LT, 2,500 mg/ke K/ A% GRET~ 7 ADOFEHIE AR
PMEETH -T2, T v B TIHEEII AL N/ ho Tz, I, WNIBRE OVERE O &
OB BORBIRIZIE, WTHOEBREICB W T LRI Lo T,
L DOIREM TIL, <~ T AKDT v b & BITHEGITRNT 2 BT A B2
77
KRBT, v AKDT v b & HIMEGEIEITREO Hivn-o Tz, (B 40)

(4) ESHHR (v M)

J v bk (SD %. M 20~24 PU/EE) I2E 7 7 U o R_RUPF Um0 5 (0.
10, 100 XI% 1,000 mg/kg RE/H 25) L, FeAmMmliRae 325 L7, SBRmEIL, 4F
B 7T~17 BIZEE- L, AR 20 HIZAEEBIBA U CRERE, IR - BEIRAETE =R, AfFheI
. PR, BRIEIRER, MkEE. RIS, Wik, BHATREZIC OV TR L,

MEM)TIX, 100 mg/kg {KH/H UL ERGEHICIBWVTILER, REBENHELILIZIED,
BEEE ORI K OREHIPIHF8D BTz (p<0.05)

FRETIX, BHICERT 2HEITAONT, FEXOLROBERITHEEITA LR
nol-, (R 41)

B2 B RNEEL - SPEMER PRSI, FEW Tl 100 mg/kg AR/ H L & 51T
TyE, BB, BEHEOBD K OMREHENHIHI2Z20 iz, RIE g5 ciZR
TORENHB LIRS T2Z LG, BEWICKT % NOAEL % 10 mg/kg {AH/H
(E77E V& LT 751 mgkg KE/H) | RIEIZxT % NOAEL % 1,000 mg/kg
KE/H (B7 7BV & LT 751 mglkg (KE/R) &AW L7-, (EFEMETA DR
N7z,

(5) RESHHER (Sv k) <BSEEH 3>
7w &~ (FDRL %, M 22 VU/EE) (2772 > MU U LERTF#EE (0, 200 X
1% 500 mg/kg (AE/H) L., ZEEMERERE S Uiz, WHRWE X, 4R 6~16 I
H L., fHE 20 BICH OB L, BEWEk. Ak, RIRRE, BIRosAE, Wigk
OB RISV TS LT,
BB I ORIRIC B W TGN 2 58I B e o 7=,
ARBRICB W CTREGTEETRRD b -7z, (BHR 39)

% 77U L LTO0, 7.51, 75.1 XX 751 mg(i)/kg (A5/H
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(6) HRESFMHHR (VX)) <sFBEH 2>

UYX (AAREEOME, M 13~15 JUR) [k 7 7Y v R oAz TS (0,
10, 50 X% 200 mg/kg (AE/H 26) L, F&AEFMERERZ I L7-, #RWE I, (TR
6~18 HIZHG- L., iz 28 HIZHE EUIBA L, ARSI RILEE, RIEo
AR, NI VBRI AR IS DUV TR L7,

FEM) TlrX, 200 mglkg R/ H & 5HECRERETE O & ZAUTPE S IREK P&
DY, FTHRIEO—BIEIRDI A DAL, TPEDFEBIR G LT,

JEWTIE, 200 mg/kg (RH/ H 58 THRILAEOAENFRD BN, AR U
FORBRITBI I A DN o T2,

A BRI B W CTRETIEIIRD S e o7, (B 42)

(7) BEARVRIBRSHR (Sv b <SFEH 2>

7 v & (FDRL &, ME22 VURF) (27 7 &) 0 MU U Az TG (0. 200 X
13 500 mg/kg AT/ H) L. JEEEWI R O gL 5okl 2 92k L 7o, SR EITAEAR 15
~oitk 21 HETHRE LT,

BRI P, R O — KB K DR B G THE R~ 2 5B 3 LIV o T,
FIRGREOZIRER, HPER, IR, AR AFE A NI B VL ORE,
AAFER N OIS bR BTN 2 8 I A B iR o 72,

AR B W AT RO biviehoTz, (B 39)

8. T FEHER
(1) BFTREMER
A% () (277U T Y T LAEHKR (50, 100 X(E 200 mg/mL) %R
IRL. mH% 5. 10, 20, 30 KO 60 53\ AN 563~ 2 BB o A AR IRp L 481 2%
L7eid, (5 8% RIE S b otz, (B 43)

(2) BFTRIEER
ATUYX @GUUED ([ZET7 7V MY AR (50, 100 3% 200 mg/mL)
%z 0.1 mL Z4ARICAIR U, AR 8 REfii: & COMERABEL L7=A3, (D2 kiTA D
Nigholz, (B 43)

(3) R
EAEY b (HE3PL) ITETZ 7Y FU DA 100 mg/ltz FREUND ©O7 2=
N SRR L TR TICEEL, £ 1EMIEIC 100 mg/VC % JEIRENT G- L HE
L7z, £ 2 WE%ICEM L <, Mg+ ofuiz bk (single diffusion 7£) €
HIE LT3, BUSEA B> 7o, Eo, BRIME H 12 10 mg/VL &2 FEiRNEES- L7225,
TT 747X —vavZidAoniehotz, (B 43)

A4 XD 6 A ANENRE (B 7Y MU ™A 0, 100, 200 X3 400

26 77 YL L T9.32, 46.6. 186 mg(ifii)/ke A/ H
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9

mg/kg RE/H ., FHRANEE) ICBWTERGHHCEEREMNA LI, ZEHT 5
H D & U TARAN T DEBUE DA DRI B2, WBUEITGERD B0
7o 77, BE MIBWTR=Y R T7 7 AR VRHEWEOT LILE—D
RIS DFAEIIRL | ~=Y RUERF 2B 274X 5% | E e, (M
10)

— AR ER

(1) BEEER~DER

® —MHIERRMMTE (¥VR)

~ 7 A (ICR %, W) 1ot 7 7 7V o _UHF o 2N S (250~2,000 mg/kg
{REH) L. Irwin OZHRITBIEHEIC L0 RIRICBIZEE LT,

250 mg/kg IAEFE G- O R CEEITH KL ONLER B B 72, 500 mg/kg RELL F#% 5
REDMEREZ F BRI EEN M K ORRE S DR TR 2 S, I 2,000 mg/kg (K
B GRHCMEREIRD KERE . SR BB EEGHH, FHEROIK T EOM
HIVER & O UZBEhE T 21TEVR L BlEi STz, $£72. 1,000 mg/kg RELL L5
TII LRI (LD BEEL L7228 OMFMRIE T C, BEUS, Rk, &g, FREoH
XA VERA NI B, $e54 30 45~3 BRI 1,000 mg/kg RE-GREOME 3 51 1
&% 8 2,000 mgrkg REEEE GREOMERERFINFL Uiz, EFFINCIE, 85 1~3 R
LIBSEER A BT, EOMOEIE, 5 3~6 KRl LAREEIE-HA 23 A B 7223,
24 FFIZ CTHERITITEIE Leh o7z, (B 44)

~T7 A (ddY ) ([t 7 7V o B Y U aEE FERS (200~2,000 mg/kg )
L7 & 2O BERER R OSHRIERICOWTIE, B 77 B v ORI L LT,
(&P 43)

Q@ i1gMRR (TYF)

WX (AARQGHE, ) [T 7 ) o _UPF o RN RS (3~100
mg/kg KEH) L. ERIEZIT-7,

30 mg/kg KELL FRGRETIIMIE A LI A D72 - 7253, 100 mglkg 1A
ERGRECIE, BG@T0 DI MR K & <EL, 5 TERZITET L,
(B8 44)

Q@ &R (VHYF)

X (EARARE ) 127 7 BV R F U A FRIRNES- (10 U 30 mglkg
RE) L= & X OERIEREICBOT, 30 meke REHRGEED 3 Flh 1 #llcfE% 5
4y~8 Wi TR Z2RIR FF-23 7 H 7= DISMTITEA & R B X e o 1=,
(B 44)

UHFICE T 7 U o b UL EEIRNES (1~500 mg/kg (KE) Lzl &0
RIRIAE T, 500 me/kg AREBEGHETARIED 0.9 C LS L, #5 4 Bl imng
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L7, (&H43)

(2) HFREUERIRNDIER

Y (HAREGRE, ) (27 7 U o _UPF U AR5 (3, 10, 30
X% 100 mg/kg (AE) U, MM, OHAE OWERE 2 H117E LT,

10 %Y 30 mglkg REHR GHET, HEEEZ) D HEERAINC—BEDMET |3¢75>
SV, MR IIEEI LRI LTz, 85 1 0% 0 DIEREL OB G 4 H 7208,
Bt IZ[EHE LTz, OE80 3 80 mglkg RE I G5-8E TG 1 DRITHID DA B, 3
BIIIEHEE A A BT, 100 mglkg REEHEE G5-RE CII B G- EA I MEN 20472 TR
s L, [RIRFCEREEN SR b A 2 L, FICIMEANE & A EVER U2 RE A CIERI
Wz R, 1~35THLE LT, (B 44)

X (HE) (T e o N U AEERNES: (10, 50, 100, 200 XX 400
mg/kg RE) LU, MfJE, PR, O3, 7 KUY v (Bugkg (RE, BkN&G) 12
ST HEM, 7Tzl (0.5~1 pglkg KRE, FIRNES) IS 2EA KO
28I (1~2 pglkg (RE, #IRNEE) (63 D1ER 2R~

ME1E 50 mg/kg REHE-T 4%, 100 mg/kg RERS-T 8%, 200 mg/kg AEKS-
T 15%, 400 mg/kg (RE#& G- T 14%DO—mMEO T FREERN A BV, FREOFHE
RERIIELS . W 1~2 0 CTh o7, DA 100 mg/kg RELL EEE-THI 18%
ORI DI BTN, DERIITEF I D> T, FEIX 100, 200 & TY 400
mg/kg RS G- CIRIEN Z1LEH 18, 33 LN 50% DN, FEREA 124 10, 21
J N 26% DN QA & e BUE N A BTz, 7 KLU AT LT, 50, 100 &
U 200 mg/kg REL G- TENZIL 22, 33 KON 59%D o (EF DHETENH BT, —

AT 40 0 2ICIXIER LTz, 7Tzl AR L CiE, 100, 200 KT8 400 mg/kg
RELLGTENETI 16, 17 KR 22% DT £ F /2 U N2 K B BEEVER OBIHIA A 5

iz, FHIVERIE 20 0812 bR < | 40 DRITIEEE L-, B A X ATk LT
50, 100 } T 200 mg/kg REHEG-TEILEIL 29, 70 LT 83% Db A I 2K D%
JEAE O3 7 B 3Tz,

UHRICET 7V T N U AN L, BE A T,
BEOTUEER (e XX 00 5 40 1) BB, Mg TEER O BE
X1 mg/mL THo7z, (B 43)

77 B 2 106~5x102 g/mL RINGER il HRF O 1 =L OOk, &7 7 &
Y 2 106~2x103 g/mL TYRODE {&iE HFFOE/NLE > ~ (HE) OOk O 7 7
B Y 2 1~100 mg/kg (KEOFRNE GREO VX () OLERKICHT 5287 7 &
U DR OWTIE, fi OB C W C B BnESEh 2 Jil L, LERIZ W TEED
RARMEA A3 P S AT,

77 £V 2 106~10" g/mL LOCKE i FF oD w742 () oofiiH Bl e

37



B (140 13 HET 50 4okt L, 106~102 g/mL T 50~51 fili/y L1E & A 84
Do T3, 1071 g/mL T 55.7 {ifi/sy L HEIN UPEEER 27/~ LTz,

77 Y2 1~1,000 ng LOCKE i FEEO 7% () O & mE &tz
WTC, LOCKE O A% X2 10ug NI T T /02l > 1ug xR E LTHEFR
T % Ll 95 Z LI L 0 T,

B FFRBHAAREIY 1~100 pg TliE 5 0 THIE L A TH - 7223, 1,000 pg Tl 2
NTTEF A EIRERTTHoT, 30 nEDOFEFREIL, 77V 1 &
V10 ug TIXHRR L FIEETH - 7223, 100 XV 1,000 ug Tl L W K& 2otz, D
BRo@EFBBE L, FHEMEFLE LEEbOTHY, ERAZ I T T Lo
U ORFREITELL Te, LLEnbET 7 B AT YRR i 2k
JUEERZ R LTZ, (B 45)

Y () (2t T 7 B Y A RV E X — VR IS CERIRNR S (1~200
mg/kg IKHE) L7z & & DT L ORIl ~D 2 % 7~ T,

20 mg/kg REL_ET—@EO T FRENA S, 200 mgkg RETH 3 0ZICI
I L7, ZOEEOMIX, 200 mg/kg AR T OB OMREE N A BT,
(B 45)

(3) BEMER~NDIEA

E/LE Y b (Hartley &, 1) OFFHERGHZONWT I X AIETRHARLEZ A, &7
7 B Y T 1.5x104~5x104 g/mL DR CREE IR ER 23 B, BIZ
5x104 g/mL OEETTEF /L)) v (5x108 g/mL) DOUUHEIEONT 5x105~5%104
g/mL ORET=aF 2 (1x106g/mL) KTE RAZ I (5x108g/mL) DULHEIZ® L
MHEWERZ R LTZ, (B 44)

Tty b () ORMERIGIZONWT I XRAETRHRZEZA, E7 7Y
U7 2 105~103 g/mL TYRODE {0 T H BhiEs) o0 yTHEN ONZULHE & OBthFR{F
HownwdFnbimoind, 7eFral, v A I U ROEEAY 7 AL DUEIC

WL RIESI-oT2,  (BHR 43)

77U 106~2X108 g/mL TYRODE @ fHRFOE LT > b () OfHEG

B, 77V 106~2X103 g/mL TYRODE i o 745 (k) ofgHiiE
L7 7 Y R F 2 5X 104 g/mL TYRODE & FEF D€ /L€ » b (Hartley
R 1) OFHEREE 2~ 7 X AKX VR E A, BT 7 Y COREITARD
nighole, (B 44, 45)

<~ A (ICRZ%. 1) Itk 7 7Y o _UYF o2l TS (250, 500, 1,000 X
1% 2,000 mgrkg (K5) L7z & Z0/MEEEL O\ ¥ (EARBAEHE, ) (k77
B R YTF B IR S (10 T 30 mglkg (AHE) L7z & & OREALEIZOWNT,
v 77 Y OEBEIR LN oT, (B 44)
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Y (AAR{EfE, M) \[ct7 72 ) o R F o 2irNES (1. 3. 10, 30
I+ 100 mglkg (KH) L7z & & DA EER) 4 f 7,

10 mglkg AEFG(ZI D 3 Fid 1 B EEE) DI o> R ONZIHE DS K&
ORIEORD B BTz, Z O TS 15 %I EREE L, 60 2% 30
mg/kg (KEZ BEER G LT- & 2 AEBO FRR 5, 3 HHBICHEE L=, o 2 4
TiL. 30 melke (KEH 5T 2D L 5 A2 B> T2, 100 mgkg R
HolE, HARo EH K OUGHESE DM Z o THRGERIET Lz, (B 44)

77 ) F hU oA 105~108 g/mL TYRODE iR 7 ~ & (Wistar .
1) OfHFEE2~ 7 XABEICL VL2 A, BEREE K OBIEFRICOWT, &
Ty B ORI LN 0T, (BIR43)

77 Y 106~2X10% g/mL RINGER-LOCKE i F FF oD FEIER M QMR &
v b () ORHTEE~ 7 X AR L DN,

FEFIRT » MZBWT 104~2x10% g/mL CTHBNEBOWMEN L SN, HIRET »
MZBWTIEL, 103g/mL LU N TRENIA LR D> 1275, 2X1073 g/mL CHRIE 2B
L7z, (ZHi45b)

77 Y 2 106~5x104 g/mL RINGER ¥ R OE/LE » b () OffHAE
o~ XAETRHR LA, ¥ 77 ) v OB bnpoT-, (B
45)

(4) AEmER~DOER

TR (AARAGA, ) (27 7 B Y _UT 2R S (10, 30 XiE 100
mg/kg (AE) L7z & & ORI EABIGHE & i8~~7=,

10 mg/kg REEREG-ClE, EHEL OIS X 2 A AORE | SR8 X A AL
572, 30 mg/kg RERE T, MREIC X 2 G SR L= 23 8%5 30 201412 idE]
L7z, 100 mgkg (REHRG CIE, BEERZIT LA, SECRICHRBIZ L5/
IHEDOHER DA BT,  (BHA 44)

(5) BEtaeIcxtd H1/EH

Z v b (Wistar &, ) (277U o _UHPF o a2k PG (250, 500, 1,000
IE 2,000 mglkg (RE) L7z & = ORYEZ TR,

1,000 mg/kg RELL TG Tix, Z(bi3HAonzn->7-, 2,000 mgkg (KERG T
IRIZBIED F5- RH Nat KON CL B OBEING DN KHEEE DI M A3 2 BT,
WIS FERNCA BRI TII R -T2 b 0D, WD TEWHEOR 52BN\ T
R 72 EHRREI ST D8N O bz, L LD, JRE, X X7 E RO
MRS FIZBREEDREDND X ) B idieoTe,  (BH44)
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(6) IME~DIER
v (AAREERE, ) 227780 o _XUHF L (1.5x105~1.5%103 g/mL)
% Iin vitro CTYEF S ¥ 7z & & O iikEeE R 2 OVSI/ER (37°C T 2 el k) 12k
77 BV OEBIIA NIRRT, (B 44)

10. WEYFENZEIZET 558
(1) invitro DE/NFEBMRILEE MIC) (ZBHY 555k
b MENHIEIZxT 587 7 U 0 104 CFU IZ81F 5 MICso 23S ST,

AR S NT-EEIX. Clostridium sp.. Peptostreptococcus sp.. Bacteroides sp. .
Fusobacterium sp.. Proteussp.. Escherichia coli, Streptococcus sp.. Bifidobacterium
sp.. Eubacterium sp.} ¥ Lactobacillus sp.? 10 @ TZIE41 10 EE TH -7,
B MEDS = Do T2 DI Peptostreptococcussp.. Lactobacillussp. . ON Clostridium sp.
T, Bl 2] MICso O#iPHIE 0.4~1.4 pg/mL Th o7z, RO MICso 1%
7 FLt7 7 T24.1 pg/mL, ¥7 7 VU T11.9 pg/mL THY . BTt
Frte7 7 ) Adt 7 7 ) o X OBEwFIIEENME - Te, BT 7 B U ATK
T % A MICso 0 90%(EHHIRA D FIMEIE, 4.53 pg/mL LHEH SN, (B
10)

in vitro ODIELEET V2O TCHEBEOFE OREEZFE L, W, SEHHLL AT
EEF DAFAE FCOE 7 7 BV o ORI A AT,

77 v CAROEIRLTED 89%45, TEMEAFF 7B Tl N ORI B I E K
REDHE KR OH el zimmd 2 Ll S, (B 10)

(2) BERRSBEEICxTT % MIC
Wik 18 4R B i e R A %@i@%m# PV DREM IR AT 128
W, 77U Db MERSEEREIC N D MIC 256Nz (%29 . (&
HH 46)

29 77V Db MERSEHREE IS MIC

e . MIC (ug/mL)

i P e, i
PR B
FEscherichia coli 30 32 8~>128
Enterococcus sp. 30 8 4~32
IS B
PBacteroides sp. 30 >128 64~>128
Fusobacterium sp. 20 1 0.25~16
Bifidobacterium sp. 30 0.25 =0.06~4
Fubacterium sp. 20 1 0.25~64
Clostridium sp. 30 4 2~4
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Peptococcus sp./ Peptostreptococcus sp. 30 0.25 =0.06~1
Prevotella sp. 20 0.12 =0.06~>128
Lactobacillus sp. 30 2 0.5~128
Propionibacterium sp. 30 0.12 =0.06~0.25

A SNIZEED 9 B f bRV MICso 238 E SV TWD DI Prevotella sp. &
Propionibacterium sp.® 0.12 pug/mL. T& Y . Propionibacterium sp. 2%t 5%
MICecalc27/% 0.475 pg/mL ToH o7,

. EEHEBEZECd 1+ 55T
1. EMEA 28I+ 55
EMEA (%, E7 7V F MU DLAEZRAWET v REOAS XD 3 2 HRRROEEIC
X B3BRIZB1T 5 NOEL (20 mg/kg AEH/H) 12, AWZHEN 1 AETH 72720,
ZEAE 200 A L, 2SR ADI % 0.1 mg/kg (AH/H (6 mgkg (AF/N) & LT
WD,
MAEMTR ADL 1%, & MBI &SR Z Ve MIC OFfEHRD 5 MICso 4.53
pg/mL ZHH L, CVMP OFHANS 2.54 nglkg (KF/H & LT3,
WAEMFR) ADI 232500 ADI L0 /hNEholzZ &b, E7 7Y @ ADI %
0.00254 mg/kg {KH/H EE%E L TW5, (R 10)

2. ZII=H I+ B

2001 I 77 Y R FUERE LT h~OZEMEEZFHMEL T D,
PR DS MEN B WA X & V2 1856 R O #5382 545 572 LOEL 20
mg/kg RE/ HIZZ224585 1,000 2@ A L, #5709 ADI % 0.02 mg/kg (R5/H & LT
%, (ZH4T)

271 FHIHZ DB L THEEZ G 2856 BED & 5 8 044 MICso D 90%{EHHR A D T IR{E

41



V. BmEREsZE5HEICDOLNT
A, BLEAICTH DT T 7 &V v OFEILUER B IR 5 B S 21T > 72,
BHEE I McBiTA 77 v, v 77V S N AR 7Y
NPT U OIER OG- TOIEYEERER I\, M7y eTFre7r el v a2Eht
77 BV AT < oA L=, HEIC W T, W o@igRE T BRSO '
77 B U XITEORT BT IUVRE L CHR S T,
ORI, 778 o MU U LAOIERNEESIZBWNTRS 4 T
5 HRRIZITHELDSN DR ~DE 7 7 VU CORBITERD L hoTz, 77U
NPT OHFENEG-THIREEOHER TH - 72,
BIRERBROMBETIL, ¥ 77V v R DAKR O 7 7 B Y U _RUFF D in
vitro DIRERIZIB N T X T—EREMED & D3N > > 705 D 1n vitro FERIZISUVNTUY
ThbEtETholz, o, v~ T AEZHWMEENE G XD in vivo D/MERERTIE
BHEZBRELIEGATULREETH 722 %00, 7 7 BV ATITAEERICE - T
EXRE & 72 i mmtEid e, 77V D ADI 5% ET D Z LITAREE E 2 7=,
KRR wfﬁw%ﬂtfﬁ%@i\%E%MMﬁ SThoTz,
B AT ERBRIC W T, REMICNER, BBESEDNRD DT DMERTEMEI LR
LIV T,
FEI AN DN T OFRERIT TN S LTV, EMEA ORFfifgE S, diauk A5
IZBWTRIEREMHRZA DGR NN LMD iIBMOZRFEZEMA D Z LIk Y
ADI 3% ETDHZ ENARIEETH D L HIWr L7z,

1. SHEADI[CDULNT

FHEE R T b7z NOAEL Oy IMEIX, 7 > FOFERENRERD 7.51 mg()
/g (KE/H Tho7-o LLARRE, ZORAEFMRBROHEREDALIT 10 &K
X<, EFEO NOAEL 1% 7.51 705 75.1 mgUiil)/kg K&/ H OfIcH 5 L& 2 Hivie,
ZORABERBR I D L EGYRNAENT v o 13 B AMEREERBR IRV T,
NOAEL 22.6 mg(Uifil)/kg (KE/ H N ELN TN D, —FH, A XD 13 M dar
BRIz Tid, NOAEL 20 mg(hff)/kg (RKE/ H MG LN CERY . 7 v Fod 13 TR
MEFEERERD NOAEL X 0 RV, 1FDNEHMBATRE/2 A X DRER G 722 &b
ADI OFEDRYLE L i@l clan Bz bl BB, Ty b 13 HEfHA
P7EERO NOAEL % ADI O EORILE L CTRAT I Z ENMEUThi EEXD
i,

Plboz Enb@tEsny ADI X, 7 v &AW 13 3 dE 2k R R o
NOAEL22.6 mg(1ffi)/kg A5/ H (2, 1EMEFERER M OFE M ANMERERD S0 S AT 7s
WZ L EZBRE LTBIMOR 27 10 26 L, 2445458 1,000 TR L 7= 0.023 mg(/)
i)/ kg IAEE/H ER¥ET D Z LN THD LE R T,

2. WMEMFER ADI (ZDULNT

Y77 U ATERNTRE S, T eF L7 7Y oL b 0, Wt Fit
TV COPEEEITE 7 7 U IR EnD, BT 7 Y D in vitro O
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MICso 2 VTGS 2 DD Y &5 2 BT,

Rk 18 RN SRR ATHE TEW TN E O RO AT ) Ok
Eo b5 572 MICealc (2 0.000475 mg/mL % VW C, VICH ORI XL 0 49
FHADI ZEH LT,

0.000475a X 220P
0.89¢X 604

ADI (mg/kg {REE/H) = = 0.00196 mg/kg IAH/H

a : RBREEI SO 5 D i b ESE D 3 2 B O MICso @ 90 %{SHEFR S D T RRAE
b : FEIBENEY ()

c: w‘lﬂl#?%ﬁ'géhé’\ﬁ (0 A& L UCAEDTFIIRI A e/ tbR)

d: b MAE (kg

3. ADI DEFEIZDLT
WCER) ADT (0.002 mglkg IKT/H) 73831349 ADI (0.023 mg/kg (KE/H) X
DINENZ EMB, £77E U D ADL & LT, 0.002 mghkg (KE/H LiEiET 52 L
ST Rt LTy
PLEDD, 277 BV L ORSMEREEETHIC OV TR, ADL & L TROEZEAT
TENEYEEZT,

ADI 0.002 mg/kg {AE/ H

S BRI UL, MakRPIiAL T4 B o 2 B R R L AT 5 B CRER S5 = &
kj—éo
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#& 30 EMEA,
LB
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