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X
X REEBABHAXIRGHEN Xo M Xs RIBK S
WEY X2 X2 X3 X3
Kil(nM) Ki2(nM) Kil(nM) Ki2(nM)

1 538 2730 091 4550

2 2699 1050 2.0 181

3 578 14.4 141 10400

4 20 100 10.7 7.9

5 2100 3.1 281 28

6 7.5 8.4 44 2.8

7 3.11 3.76 1.94 1.93

Kil A1 K2 2B SR A AR SR A 71

_l%tn)
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SHR>X K HA%5 25 1 1 &
220 _
200 _|
180 _|
“en
E
E 160 _|
E 140 _
Q
= 120 _|
100 _|
80

0 10 20 30 40 50 60
RN TG XD

SHR*X KHAA AW MLE[SH|EL 5 7 K (o) 514 K (o) MEEM
WOMRAFER K 1 mikg, BIFS:7 K (o) Bl 14 K (m) AR X 25 mg/kg T
ARFRFY SHR A, ELE T EpfkamE AT 2R K 5 408 (A Sk X 3 mg/kg 1
B FEAE T AR PR SRR AL FRAIA B T Geit 2 B M p<0.05, UKo M FTA HAth
I ) 21 p<0.01. BUEII A FIMELREIRZE . *SHR=H ZMER LT KR (n=5 R/
Z41)
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£ X: PRERZOLT X 2. 10 1 30 mg/kg J5KFEESEBZGRET 1FESH

ZH SHE

(CX0A)

el Tt M

& 2 10 30 2 10 30
(mg/kg)

Crax 4.9 20.4 30.7 5.5 12.9 28.6
(ng/ml)

Tmax(h) 0.8 0.4 0.3 0.4 0.5 0.3
AUCo 21.6 80.5 267 33.3 80 298
(ng-h/ml)

AUC-inf 28.3 112 297 40.2 90 327
(ng-h/ml)

H BN IS B R 8] 3 A S TR A IR A T A5 2
2R X: HEME/N BERIRE T (14CIX R RIBUR 90 R HE

& (mg/kg)/ %2 LR PR E ) b

BR PR ESLd it
2.8 iv. 88.147.4 5.5£0.7 93.6+6.9
8.8 p.o. 89.444.7 6.9+1.4 95.3+3.4

B N 25)5 168 /NPy ) 2 AR HE &

BAE A FIELS.D. (p.o.4 n=5, i.v.4d n=5)

0 H5 8 A R R R (pao N 22.1%, iv.2HN 21.7%)
LR AR A O
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X
2 X: HEHEK R BARE Y F14C1X 1.75 mg/kg J5HR P KIBEHEY R B

HR WEng ZE*/g)

1h 6h 24 h 48 h 72h
1L 105 96.6 2.34 2.34 3.65
14 142 175 3.12 ND ND
B AR 656 49.2 14.3 9.63 ND
B 359 31.5 ND ND ND
i 116 9.37 ND ND ND
{5} 124 28.9 4.69 ND ND
li=gili] 490 44.0 10.2 6.25 5.47
O JIE 105 26.6 ND ND ND
B 1280 651 21.6 13.3 9.63
K 570 2470 39.3 12.0 ND
JH 875 380 133 87.7 64.6
fii 234 59.1 7.55 ND ND

*ng X it B M /g

N=5 H /i [a] &

ND- A H
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WIHRAR X L2

R X: EHRRBRS T14CIX 5 RIBCH 2 5 HR i

5 & (mg/kg)/ LUFERA D

BUWBR PR JefE JE &t
1.75 LV 61.3+9.3 30.3+4.1 - 95.2+5.0
1.75 p.o. 57.4+3.8 37.0+£3.4 - 95.2+1.5
2 p.o. 72.3+0.8 26.9+1.9 - 99.5+1.1
20 p.o. 23.5+6.3 0.5+0.2 76.0+£5.9 100+0.8
220 p.o. 67.1£9.0 24.8+5.0 - 93.3+6.8

M5 Wistar KEZa25)5 168 h WHIHEM R : BE - FIMELS D.(n=5); R

D B HEFE 7 ARRTE S e R TR

22
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RX: PR KB RUBEZD5F X ERARNNELEMNRARBEELER

FRGIR) I (mg/kg/R) REMK)REE 5%
Cmax(ng/ml) AUC(ng-h/ml)#
NG 0.48° 36.7 557 X
/INEGETR) 8.8 68.9(1.9)* 72.7(0.2)* Y
21.9 267(7.3)* 207(0.5)*
43.8 430(11.7)* 325(0.7)*
KRB 50 479(13.0)* 1580(2.8)* V4
ROF) 1.5 5.58(0.2)* 15.9(<0.1)* Y
5 24.8(0.7)* 69.3(0.1)*
15 184(5.0)* 511(0.9)*
TR NI R E S B R E R A DA 25 AR CORER 60 K K 14 KRR 1 FRIGA AL ), A BRI YE B2

VERBE t1.d.45 2575 RAG 27 B bR e Bdls SRS 2 1 i

#-/NRNAUCos, KA R ANAUCH, ANNFIEMELAUC, %24,
$-F4 8 A\ B 50 kg H 5.
*FE SR TR RS S N EEENE.
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R X: KRR A H] T (Leydig) 40 M B A% 1) K 42 2

FEA
ELyi) Xt Rt 3 mg/kg 30 mg/kg 100 mg/kg
1A x/50(%) x/50(%) x/50(%) x/50(%)
X e x/50(%) x/50(%) X/50(%) X/50(%)
JiR e+ 3 A= x/50(%) x/50(%) x/50(%) x/50(%)
it x/50(%) x/50(%) x/50(%) x/50(%)

* Jl e A/ Bl G AR

24
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f% B
R PR 7R 8 S5 1R
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WIHRAR X L2

JEIm PRI R B S5 -BAR

2.6.3

2.6.5

2.6.7

2y

2.63.1 ZiE: MR

2632  FEARE

2,633  IRELA R

2634 Uy

2,635  RUFAYIME EAEH*

#izh 1%

2.6.5.1  ZifREN71%: MR

2,652 SpAT T IE AN ER

2,653 ZAREN I BRIRGE 25 R
2,654  ZiRENJ%. EEEAIIRIK
2,655  ZfRENTI dRE M

2.65.6 ZfRENJI%: MKEALEGHE
2.6.5.7  ZiRBN 715 GEYREH FL B e
2.6.5.8  Z4fREh715: HAth Al

2.6.5.9  ZREh e ARAAH

2.6.5.10 25BN )5 ARSI

2.6.5.11 #3715 A ReRARIENER
2.6.5.12 ZiRENJ)5 ARG B 15 5 /40

2.6.5.13 ZjfR3h 1% Hit

2.6.5.14 2530715 HITHRM

2.6.5.15 Z5fA3h 715 4W)-29 YA HARH]
2.6.5.16 Z5fREN 715 HiAlh

HH

2,6.7.1 FHE: A

2672  H/ARA BRI AR BEMR
2,673 BAENI A AL
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WIHRAR X L2

2.6.7.4
2.6.7.5
2.6.7.6
2.6.7.7
2.6.7.8
2.6.7.9
2.6.7.10
2.6.7.11
2.6.7.12
2.6.7.13
2.6.7.14
2.6.7.15
2.6.7.16
2.6.7.17

*o FIRBERTER, HFEREIRRK
&

2 WRBAT T AR s, A A
2.6.7.15 #4% o

ESE: R

RS PRt

ERGAEE: ARREE
HEEHH R R

BALREE: R4

wALREE: RN

B Tk

AFEREE: AR

AR E—E T S RIRIE R FRE O
AR E— IR R-afr R B R E O

ATHA M P, BAEEHMATIRE o)
e s ®

Jey i 52

HoAth w1 55

A B R A AR 3R AT 41 R

27
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MBI L2

2.63.1 ZHEEMA A& (D

I RR B RS LU AL e R ) (VA=
& Pt
FEAKE )
()
RBELHF
REWHHEY
Y E A EAR A

wits (1) FERIEEF 25004 BINN) (2D BEP 2520 EF Ly i 5 —17, 5 CTD HIWFHIA . WA PR 6 T GLP MR TR 2 o
(3) MIFHITARTR & CTD FHII7EL

(4) ZiIR 757 90 S (I 2 15 1)

28



MBI L2

2.63.4 BEHHEE (1) R 2

FHHMRER MEBER BT Fil g o HERASE/A (AR E GLPRME  RBHEE)
4 (mg/kg)

I (1) V2 5 B 12 25 P 52
(2) EER7EZ 725 % FHINN)
(3) ZLTR 750 S (P 215 11)

a- IR, BRAEAH VLN,
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MBI L2

2.6.5.1 ZHREFIEER  AEHRR: )

B KA e R aWIRE I 6% 5 (4 g

ik
&

MR
)

AR
At
i
B 1 F AR EA R
FoAt

#IE: (1) BRI L 25054 F(INN)
Q) FFINZG 150 ) F IR A5 —FT, 5 CTD HING/F A PRI PR & T GLP 1 MAERE IR 75 o
(3) W FEHFEARTIR 2517 CTD 197 &
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MBI L2

2.6.5.3 HRF%¥: BRGHFFIRE AR
CTD FHfrE: &, 7ih%

RS

&

HE(M/F) /BB E “)

HEB

v/ 3 i

YT

& (mg/kg)

PR (&ML, M3, MES)

VAKIE ]

SHTHTEQR)

PK 2%

Bﬁﬁn% ‘E\ H (3)

w1 (1) BERIEEFZ505 4 F(INN)
) Pl " C-#rid & #)H9 HPLC . LSC
Q) PIUIFTHET 4558 Fhg 2507 HERZE07 ., TFE IR 2 ok
(4) BETR IS TG —FT 0 K9 (E T I, WA RAEE D T C 15
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WA 221

2.6.54 ZifFNS1%: BEEAAEAIRK AR5

[ani&E M, wTRMEH] 2.6.5.3 #4281 i Hd]
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MBI L2

2,655 Zif3%: BESM

RS
Fhg:
PR M/F)/B 5 E
B
BRI
B TTE:
& (mg/kg):
U R
THUH 1 L B
SRAERT H] -

HABE

P

#AA

CTD ¥R E: &. 7Y

W (4D

T)

TQ)

TA)

T@)

T(5) ti22

Wbu% ‘%‘:
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MBI L2

BHAB

2.6.5.5 ZREH%E: BESA A5
CTD H AL E: &. Ty

REH T
FE:
I (M/F)/E I EE
B
SV Ibi
BU Ik
5B (mg/kg):
U R
ST 153 BT T (AL
SRARE B 6] «

C B Ja— AR R
i 2= R T/PD W T/PY i} ] AUC tij22

Wbu% ‘%‘:

DI/ ]
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MBI L2

2.65.6 AR MFFEAGEEER AR5

R RG:
sk, R RGN
R CTD F A E
g R %EHR WS & iy
Wbu% ‘%‘:
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MBI L2

2.6.5.7 RS 1% ERBISAIIYIRE (1)

AR
fa s

PjE:

SEYR R BB PR -
VIR
TWARER

5B (mg/kg):
ST

T
H\TfETJ(h):

MR 2)

W B (%FIE)
BLA#(3):
FEAF(3):

CTD ¥ E: 5.

L]

MEIn{E 8.

WIS :
%Hﬁlﬂﬂ

HA.H %ﬁ/@b%éﬁti

CTD ¥R E: &.

LAY

Fn{E 2. :
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WA 221

£ 2.6.5.7 B&E

(1) BRI 2 7 A s d G SR8 1, RO S T AR
(2) HEPFRIELFIZ 5 A FR(INN).
(3) MR RFEAL, BlanRHAmSE . IRfrikE
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2.6.5.8 ZifF51%: HMhamidE A5
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MBI L2

2,659 ZfEhS1%: HARE M

SHYER (M/FY/ R :

HEEN:

b2y 8 it P

BTk

& (mg/kg):

R

TR HE 3 B -

KEERTEER A AHE P I E Y% CTD H {8
Yirh Ui A #1% R 254 M1 M2 RS i PR E]

1
PR
JIERAS
el
1
PR
JIERaS
e Y
1
PR
JIERaS
el

FREIE B

A/t WA NS, AN DAAE LR AR .
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MBI L2

2.6.510 ZHBh 1% MR A

IG5
I RS

Fief 18]

CTD HHME: &, Ty

WREE:

e
RRAEY
M1
M2

Bﬁj\m% ‘%\ H

At WA NS, NS DB EEER .
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WA 221

2.6.5.11 ZHRBN 1% WEERMRERE  AHEAM:

Cotl AL, Y A AEARI S L B A
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MBI L2

2.6.5.12 ZifBh 1% BYMEERRIE S /AH]

IG5

wit: (IR %z
IR .

JiiE:

FIRGR:

B AneE 2.«

Bk

42
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MBI L2

2.6.513 ZfEh 1% HEE AR )

g
YR (M/F)/ B2 (3)
B
W FIE
BTk
718 (mg/kg)
PRIk
VA IWARES
Heitiz 2 @)
B 1]
0-T h

‘%ﬂ
=
bd
&)
i
<5
‘%ﬂ
=
b
&l
i
g
b'd
&l
i
g
b'd
&l
it

RS
CTD F AL E
IERE: (2)

e (1) EERIEEF) 2545 4 BHINN)
Q)P FTERWLEE, FhEZEE, R FE R %0
(3) BEIT I I HI W I —1T 0 KB FHEE, PN RA VBN CE G 525150 F, AT R et &7
(4) WG TMEZ (Ba1: B R D, W77 L i
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WA 221

2.6.5.14 ZHfEh 1% EHHEER K5

[FEESEM T, FRAET 2.6.5.13 Frak R 5 HEEERE. |
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MBI L2

2.6.5.15 Zif3h/1%: #AY-BYMAEAER A&
CTD HHME: &, TUiY
REHS:

IR
Ttk

FIRGR:

B AneE 2.«
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MBI L2

2.6.5.16 Z5C3)7%: Rt FER A -

IG5

IR
Ttk

FIRGR:

B AneE 2.«
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WA 221

2.6.7.1 BHEZEEDR MR @)

BERAY MENRR SALE TR FlBmeke GLPEME  HBHIK B &
BiRetiE 2) G
HERSHEMN

BeEtk

BUE

AFEEN

JRERw 2 1

HAhEik

w1t (1) BEFAEZ 25054 FR(INN)
(2) BETEF IR g W BT —17, 55 CTD I/ 7 /) -
(3) W TEHEARIR 27 CTD 117 B -

a- FRAFAAIE, T EEHARNE, M RIZbr Fos R A B SFE (NOAEL).
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MBI L2

2672 BHA%E B AHEREHR AR @

Rk RBES 357 U (mg/ke) GLP fRAtE R 5B % A

#IE: (1) BRI L 25054 F(INN)
) FEPNEEA L) ) Z IR K5 —FT, 5 CTD HING/F A (93, ZPE#),
(3) W FEHFEARIR 517 CTD #1907 & -
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MBI L2

2673 BHA%E B AHEEEHR AR @

2

#IE: (1) BRI L 25054 F(INN)
Q)PEHE TR E (EIEAD FHEIIE, 975 1~3 TEEa w08 4 47 (RS2 A Do
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MBI L2

2674 BEZE ERZ K @

s 2P (%) BRI T, ) YRR
FUE B SR AE
2) (3)

wlt: (1) FEREE )20 £ FINN)
(2) BLIHE K AEIS [EII7 5 1 85 B i S 1 (T 9 P A L X
(3) BT BT RE P AP (/1 11985 P20 o
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MBI L2

2.6.7.5 BRGHEFMED AW )

LU TIRE = HHmEE REINRAE EHUBOUHE SR 20ty Ny
i~ B (mg/k 4 GEH B (mak ok ERERMER A5

AV (1) WAZHES CTD HIAHINIF & 25 T A48 ZG BV o P TEIIE 7 ol AFIR I L, DI FE RT3 25 FF 50T 1] F7 433 a2 iR S T 1 o
(2) [FFRTE L F 250 4 F(INN)

267.6 ERSHENE  EXBEBD) A& Q)
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MBI L2

- B HEE PR & . L . o
MBS AR - Y PRSI [R] me/k HRMEE/AH NOAEL*(mg/kg) HEEERSEE BRBRS

wIE: (1) FZHES CTD I HING TR 25 0 T B 19 T R 45 25 3 PSR (EImfr G i E IR 52 ) (ICH #7-F /0 M3 (X FFASH 25 K i 5 TG AR
LRI (1997 4 11 ) HERITEIE GLP 55551 Do I TEIEH 3 HIHEHEIE I, I: it 508 7F i A6
(2) [EErF L) 25074 FRINN)

a-AR AN R I B 71

2,677 (DEBAZFEMR.Q) W& fikdm: 3)

PRI R p it s NI P RS

VIHREEW PR E 3 CTD FFHIALE: . Tifg
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MBI L2

BHIRAZHY: BTk
VAU A GLP & M1

REERIE s
RIA B R B & :

H 71/ & (mg/kg) OCKS D)
R M: E:
BRIH%E: AUCOW) (3)
R =N

FET-ERWSEALFES B

HE (%) (3)
TEE%Y )
RIKE(

i RE =

R R

LB

=
-
S
-
=
-

- LRERE +EEE R ++iE 2 (6)
(7) *-p<0.05 **.p<0.01
a-2h PSRN . XTI BRI T ME, AHER S IBANZER%. Gt R E AR (miEER T o).
(£%)

2677 (DEBSHHNE RABRESG)
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H 71 & (mg/kg) 0K HEL)
PHE M:
il
MmEHE
RIS
BEEE* (%)
PN R
HLJRE S
B s 2
B E
T EE:
(8) (9)

-
|z
-
£
-
2
-

- LRERE
(7) *-p<0.05 *%_p<0.01
a-2iy B 50 R AR LU a0t FUA B 22 5 . B N4 as B B 2Z 5 | ot
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% 2.6.7.7 HIFERE
(1) MXSFREHTELER S (P 2.6.7.74. 2.6.7.7B, 2.6.7.7C ).

(2) X FICH 1585/ M3 (XFEASHZ5N K i 50 I TR L2 TE ) (1997 4 11 ) FE HIEF I HE R 45 25 85 i 5% DL 1] 370 g Kttt i 4 1
IE 1 RN R 25 5 i g, R

) [FHEFIELFZG i SR (INN .

(4) & AUC. Cmax. Css ZL%Fil I HIRMEZC) T F 156 .. WRIGELFKE T s, R apl 45 it 545 5

(5)  RELHEBRERNEE. WHTHMIE (BRI TEREAR) SRt TIEEERIZEE, TGS EZ s, — il W4s 142
KGR IEHE: (HAE, DIRTEFE RS ] e B R 7R TR, RIRTEETE . AJ & /I, DG T i 5 B4 R A 5 .

(6)  BGRME GHIHE

(70 EWIZ T E A

(8) I UIHFTEZGIE R I G 15 bR AR I A TR TP 5 TR

9)  FIEHEH T, PRI Rz 15
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MBI L2

2.6.7.8 (DEEFME: A4 WMERE:

PRI 55 FAE A -
Y

R RG:

W Bt
Py
MR-
BERMEER:

st AT

TACHE L

AAREHE

TR

(1) W EREITEL RS (I 2.6.7.84. 2.6.7.8B ) W )T LETTJHI 25 H 17 45 .

M 2

HOLRBUH
FATHHIS R

B HEFF T
B % L -

R B K

3)

(4)

) R FE LT 2505 5 F (INN Do

(3)  WEAHEL,

40 WYEEZNILE, TUPEE 7L
(5)  PLEWEIE
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(5)*-p<0.05  **-p<0.01
2.6.7.9 (D)EHERM: HN WRERE:

Bl iy 3% A H -
ME/R:

il

RO IR -

| R PR E
KRR OL:

/AR IR
BAFEMEA:

255 HIUEHE :

Fih i E(mg/ke)

Ik

(1) ARSI TTIELE DS (P 2.6.7.94, 2.6.7.9B).

XM )

BUTR:
SR Al
BUTTE:
AL

g‘l
3
e
i

2) [ R IEEF) 20 £ B (INN Do

(3D PEHIG I E G 7
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CTD H+HIfME: 5.

GLP KM
LY HM:

L]



MBI L2

(3)%p<0.05  **-p<0.01

2.6.7.10 (DBUEME: MEE:

B/ R
WILRAF -
BRGEZHE:

R EEEKE: 3)
R IE L

H 7|2 (mg/kg)
P51
#]BR3N)1%: AUC(O@)
B E
TG
PIASEIR) VI L TRAILYIE
AR ILEFE
FIEE (%)
RE (%)
BEE%Y

RS 2

0% )
M

(3)

(3)

T REBERT A
B
YRR
Xt IR 2

les!

I<

les!
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(6) *-p<0.05 *k_p<0.01
a-6 M HIN o XTHRAZG A VFME, BAHAHSNRBARIZER AL, Gt EE R TebrEds ndEER a4 ).
(4)

2,6.7.10 (DEUEME  HERESE)

H & (mg/kg) Ok} &)

T EE M: JiH M: JiH M: E: M: E:

RAEMBER RIS E

(7)

ERNERRLER:

KRR

H YR 2R R
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TCAEAFE R R E R
*-p<0.05 **_p<0.01

% 2.6.7.10 IR
(1) WX ERSIITIESE S (P2l 2.6.7.104 2.6.7.10B ). HEEHFIE T P 5 — 1 #5
2)  EEFIELFIZGmEFR (NN .
(3) K FFICH #5-F/F N SIC ZgHslms 1A T 97 % FE (1995 43 /).
(4) TS AUC, Cmax. Css BEHEMAFCE) 5158 . WRIGEAKE F 55, S aERE 4 H it 550
(5)  WHHAMSEEIH TZWHKITELL, BIPGSEIRNER RS F . A (R, LRI T i 92 20 45 R H A 15 o
6)  PEWLG I FE AT
(7) WE BT ZTH TG BRI 15 1875 B R B R 7 BN 2 il
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2.6.7.11 AFEEM. EBRB ) R 2

DIR853
)/ i 2 piilith) LEREEERIE]  FIE mg/ke HE/4A ERERNLER A5

JEFE: (1) MRS CTD HERINF R 45 0l 7 i I A G A RS (I G H7F R F 605 ) (ICHM3 (ZHF A 25806 K i3 I FE NG %
PIEEEE) (1997 4 11 H ) HEHIFIE I GLP i 5250 o (HMAEH E iFE IR K6 Z5 R Z 1055 o
Q) [FHERIEEFIZ05 5 F (INN Do
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2.6.7.12 (DAEFEFNE- WP RS 2
B HERBRBEREEHQR)

Wit B 5 ICH 4.1.1 FH{ YRS M: REHT:
B/ R AW H: (8 F: CTD FHIAE: &. T
VIBRFRE HE=H:

HIRGZ H: BTk GLP & Mt
RRERIB L YRR
KA BAERFIR:

Fo REE:

Fo MM

F1 RR&04F:

H 78 (mg/kg) 0GR
HEYE: BN 71%%: AUC()(4)

P E

pIASEI Y RO RIL kA

Il R A 22

PR EIPUIE =S

PREL (%)

T E(%)

LA R EL

RIS Y

BB S sh s (5)

-TAEARE R R . +iEJE ++H & +H+2%E(6)
(7) *-p<0.05 **.p<0.01
a-25 24 4 i Ja . MIRAZ AP ME: SAS B SNIRARKZER G0, it 2B Tl GaEER A 72D,
(%)

2.6.7.12 ()AEESFEE  RBRES: @b
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H 7fl & (mg/kg)

MEMERAB) 1% AUC()(4)

ARARTIEYE

AN RV YR E VR
115 P W %52

AR AR R 5%

22 L AR 2 (%)

U YR A E (%)

A2 B AT B (%)

UER A B (%)

SPE8 RN FE B 14 R

A IR OPN

e 14 - MV Sh P B
UEURIEYE ) P 8

Ve B SE 2RISR G B S B &
REOE LN

P REL
FHIE KT E K%
PG IR AL

PR IR AR E

YRR
FHIE KRG E K%

-TAEBTE ) 45 R +ERPE R
(7) *-p<0.05 *%.p<(.01
T AR YR B S5 TR . SR ZH LS A T30, A A R SRIBANER AN, Gitr BB R RET2mREE GnaFERE 2.

a-

-+ 3 (6)
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#2.6.7.12, 2.6.7.13 f12.6.7.14 K FE

(1) WHZHUCERL, RO ERSIITIES SRS (Flan: 2.6.7.12A. 2.6.7.12B. 2.6.7.13A. 2.6.7.13B).

2)  HEERIEERZ S AFR (INND,

(30 WEAEH TR, W RAE RSB R

(4)  Fa# AUC. Cmax BUCFHRIG AL TR I EE . WREEERE T 505, W RAE 45 iR 5

(50 BERPEH T ARRERMMNGER. MNEBRESTZS AR TR RIEE LRSI . W S HERIE T 291, R
W SHRMBNERE . TR AREE, DA TIRIE S R H MG B .

(6)  BUHARE Y EE I

(7) NVEWGT 22 W

(8) RIAREHZEHCH M (Fldn: 25 0 REEE 1 K.

2.6.7.13 ()R- WP MRS ()
RRE-FEFREEE 3)
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#itRE 5 ICH 4.1.3 /8

B 2R
VIBRFRE
HIRGZ H:
RER B L
RIEA BRPIFIE :
Fo MM
F1 RR&04F:

H 52 (mg/kg)
BHAMER: FX8)1%: AUC()4)

U UR S AL

BT B IAE AL SRS AL

e B SE RIS G B S AL
15 A A 5%

JAR W 5

NGO

RE (%)

PR TEARSL

P REL
PRIEIRET R R E %

- LRERE R
(7) *-p<0.05 *#%_p<0.01

R

2h 50T
RZH: 8
HEr=H -
YTk
V78180 [P

(3)

+++12 3 (6)G=U ik H

RS :
CTD FHIAE: &. T
GLP & M\t

a-Z5 I AR o X RALZE HALT 1M, A2 HA  SXHRARN ZER A t. Giit o B3R T Sehndils CARZR | 7 HD.

2.6.7.13 (DEEHHE RABERERES: &)
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Mt PR
GRS
RS
A BERA I 5 E
IR IE 2R E %
JRtE TR E (@)
A1 )

A AF IR -
SIS
P
S
5 Rt () B A

-TEREEMS R
*.p<0.05 **_p<0.01

2.6.7.14 (1) EFEFM- A=y iy B A: )

Er=#stt, SFEEHATIREQG)
witRE 5 ICH 4.1.2 HTITIH ; e e
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RZH: 8
FER: LSRR CTD FHIAE: &. T
VIR : ViR,
BEIREZH - Gl BR /ARG B I 24F GLP /& M1t
KRB
R B R BiFE:
Fo BEME:
Fy B
Fi BEE:
E%Em@@) 0T HR)
FoMEPE: F s 1% AUC()4)
ULAREN )L
FE LB MISEAL L5 5L
e B 5E A WSO A ) S 5L
I ARV 52
JAR A 52 (5)
O AR E (%)
ety L A4 B (%)
UF g 55 B 1 (%)
M FLH R & = (%)
SPEUEAR A HIOR)
SR
-TCAEE R S5 R +iR R i +HHRE6)  G=EEiRH
(7) *-p<0.05 **.p<0.01 =7 H
a--UE YR I BRI PSS o . IR AP IME, A A R SHIRANZER T o th. gt R R E T LhrEdE GnIEERE ).
(£5)
2.6.7.14 (DEFEHFHE  ARHETED)
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(B FLTD) P45 R AL
TR,
R LI
TR RS
P2 4 RAFETH O
B FLIAFE IR O
ZRE
PR R 2 ()
AR EL
PUFImRAAE
UL DRLN (FHIPYIE S

F1 MEME: SRS PECR s
(BFLJR) SR BBt b 3eah 4
RS
JHAR i W 5%

R EARLL b(g)

T (%)

I

&L DI RE

BENES)

A
SEHCHT T E R
SERCIRETE S DR
AT IS Y &

S =K SE=NIEL T +iE T R
(7) *-p<0.05 *#*_p<(0.01

a- M AE AL

b- MBS LB AS AL

-SRI . XHRHS AT IE, HAAS L SXNBARZER A, Gt B R T EhREEE naEZER o).

2.6.7.14 (DEFEBE  RABRESE)
B7& (mg/kg) 0Ch R

I3 (6)
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FIMERE: BTUSTMAE
(B3Lm) AL AL AL e
IR 5
TR
SERCRT A B L ()
I % 01 45 (L (o)
S AT £ (%)
EI N (B0t
138 TF B PR R ()
KRS BE
i e 2
oS it
SHRCE RS
FE IS T 285
T e e 0 S
LA
S PR
YT IR PR A K%

By 4hiff: ~FEE RS &

PS5 RIS
H AL IR 5
HEHGE
FRIEIRGEREY
NOAFIRE (g)
IR E ) EE (%o ERE)
e 5
-TAEEE R4 +ERPE R +++2F(6)
(7) *-p<0.05 **.p<0.01
a- B LRI
b-ASHC AT B IR YR IALE R o IR ZHAS AP ME, AHHAE S BANZER T, gt EEERETRREE (niEERE .

2.6.7.14 (DEEBE RBRESE)
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H 7 & (mg/kg) 0CGTHR)

F1 MEME: BSALE VRN s %L
(B FLJE) FET- ot At sEsh W%l
15 AW %%
JEAA A W5
T AT AR FEAR A, 2(g)
%%%%EE%@
SCRC T A I (%) ‘
E%%hﬁiga TERE: EA 1 a5 5
@ﬁ%ﬁ%?ﬁim@@
}_I_AEJLAI Hb
BENES)
=S RREVA
A W IRSOPN
o N IR 5 FETE 2 B 4
U R 1 2
Fﬁﬁ%ﬂ%
SN

Bﬁ%:?ﬁm%ﬁ

%’J@ﬂ?i&/ﬁé’
SR E T AU
SIS AU 6
FEIE S 4 RATIE T L
25 LB A7 5 1
TR E AR (%)
AR L
AT I R AAAE
GIAT 7 A g WL 5%
-TAERFE RN R iR - ++EE(6)
(7) *-p<0.05 *%.p<0.01
a- M H AR BT
b-ACHC AT ST RIS SR o X HRAL S A T3 ME, AAALH SHRANZER T oth. it EEERE TR (MiEERESHD.

2.6.7.16 R RS )
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R/ R LU ITIE #| & (mg/kg) MR/ EREEREER Et e e

TERE: (1) XTI 19 Jrd 28I 52 A 3 T T 45
(2) [FFRTE L FZG 1t 5 FH(INN) o

2.6.7.17 HAbFHERR (1) B3RS )
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R/ R LU ITIE #| & (mg/kg) MR/ EREEREER Et e e

AV (1) ST B R G I G T 4 o
(2) [FFRTE L FZG 1t 5 FH(INN) o
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B3 C
EA eI
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ZNi7|

2.6.3.1 ZHEZMEAR AN iEE

IR RE,

1.1 FEHHE
X VZV s EAE A
X VZV s EAE A
X HSV WPk a4EH
X CMV 0 #E H
X VZV s EAE A
Xt SVV Pk EAEH

VY ES
BrEEEH

REHEEF

XF AR 22 AR ST @

XH O I RS8R

BRI EAER
5 AZT $i-HIV {E R A 5.A4F H

a-f 4 T E GLP AR MM B

RIS
N Jif il S 2T 24 4

I PR 7 B R
N Jif il S 2T 24 4
N Ji il S 2T 24 4

ICR /M,
FEIH A

2 PE A A =
PR\ PEREER

A T g

75

BRI

Sponsor Inc.
Sponsor Inc.
Sponsor Inc.
Sponsor Inc.
Sponsor Inc.
Sponsor Inc.

Sponsor Inc

Sponsor Inc.
Sponsor Inc.

Sponsor Inc

RIS

95401
95402
95406
95408
95411
95420

95602

95703
95706

95425

hrE

—_ e e
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zNl

2,634 w&EZGHEZE A& ihEE

IMHMERIBERSG MEB/EA
CNS CD-1 /R

B JE.GI.CNS 1 CD-1 /M
I Thg

Ol

a-  HREGZ), BRAESA M.

= DR

#ER

A KL S

R *(mg/kg) HRRBE/E
0. 10. 50. 250 10M

0. 10, 50, 250 ©M

0\ 3\

10. 30

M

76

BEREEMNER

R B L 2 RR R R K
(>10 mg/kg), TCEIE Pis Rk
PUBIRIER « XA, 22518 H
RISBNTCH o

BRI ) PR CHE B 3
(=50 mg/kg), X iz i Al

CIRB) < B FL AR 58 I IS ) B
PR E A R o

75 AH 9% ) — 3ok 1 of R B AN
O 36 S P W A 3 - CRir A 741
), 30mgkg IS H I MK
ECG 21k, hCofi & A%
H BB A BH 1A R

GLP &M

=)
E

iy

A0S
92201

92205

92210
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zNl

2.6.5.1 RN EBR  HEHAS: iE
B RA

BERAY

L
MR SO i
R SR ik
U GES i

il
IR U 3 A
HEHHHL A
I3 4
I3 4

R
LM PRGN ZEAEAC
LM PRGN FEAEAC S

Hrt
MR TR vt

MR TR vt
MR AT

%R S EAER
5 AZT WM EAEH @

a-# i 7 GLP A M1 75 B

B

ok ot

N
N

N

i

ot

«IL\

b

il
T T T8

B
EH
Ak

T /R

et
T8I

il
T T I8

e
il

. LV
. LV
. LV
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AL

Sponsor Inc.
Sponsor Inc.
Sponsor Inc.

Sponsor Inc.
Sponsor Inc.
Sponsor Inc.
Sponsor Inc.

Sponsor Inc.
Sponsor Inc.

Sponsor Inc.
Sponsor Inc.
Sponsor Inc.

Sponsor Inc.

RE T (4)

93302
93304
93306

93307
93308
93311
93312

93402
93407

93302
93304
93306

94051
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zNl

2,653 ZiRH%F: BRGHEHRE A5 MR
CTD HIINLE: 514, 2258 T
REHS: 95104
Yorp N PN R Vi3 A
B (M/F)/Bh 5 E 4M 3M 4F 2M 6M
HRIBR e[ e Ly e[ &l
IR TREF TR W e TREH =
10%B Fi A1 5 10%BT Fi A1 10%BT Fi A1 '

BTk B i liiE B AR
712 (mg/kg) 15 8 5 5 4 mg
FEfh (&, M. MiES) i3 1 13 13 13
SR TRA® MM-180801 MM-180801 MM-180801 MM-180801
VA IWARES LSC HPLC HPLC HPLC HPLC
PK 3.

Tmax (h) 4.0 1.0 3.3 1.0 6.8

Cmax(ng/ml B ng-eq/ml) 2,260 609 172 72 8.2

AUC(ng BY ng-eq x h/ml) 15,201 2,579 1,923 582 135

(VR[] -h) (0-72) (0-24) (0.5-48) (0-12) (0-24)

T12(h) 10.6 3.3 9.2 32 30.9

(VHEE [H-h) (7-48) (1-24) (24-96) (1-12) (24-120)
B nAE B

B KRR R BLIR 2 T 25 24 JE I R

FEASIU T T i AN T JE i Dk b A S 0R BE ke, K BRZe 24 30 s

R 78 4R U AT /B R 45 Wk
a- BB I, 4C

[T IA B S VDR BE LN 4 BB PRI 15 1

ZEE RS ITE R
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N
# A
2,655 ZfES1%: B/ESM R S
CTD FHALE: 21 %, /170

AW : 95207

L TN

HH M/F)/BEE: 3M/E A

HEHN: 28

BEEFNEL: WK

BETE: AFES

7 & (mg/kg): 10

BT R: “C

B : 2 x 10° Bg/mg

SRAEERTIE: 0.25. 0.5 2. 6. 24. 96 Al 192 h

W (ug/ml)

HIR B e 0.25 0.5 2 6 24 ti2
B3 9.2 3.7 1.8 0.9 0.1
Mm% 16.5 7.1 32 1.6 0.2
i 0.3 0.3 0.2 0.1 nd
fii 9.6 14.1 7.3 2.9 0.1
FFRE 73.0 54.5 19.9 12.4 3.2
5 H 9.6 13.2 4.9 3.8 0.6
ZH 0.3 0.5 0.6 0.5 0.1
IR 1.0 1.2 0.8 0.3 nd

pﬁi]u%:%\:

SHONE. B, B ERR. B B ST TR, R EREE.

nd=AA H

79



MBI L2

zNl
B#BAB

2,655 ZHRBENS1%: B/ESM GRS
CTD FHME: 215, H1I

REHS: 95207
MR, KR
R (M/F)/Bh A EE: 3M/EE] £
BEEN. ke
WAL, R R R K
BTTE: BTG
F & (mg/kg): 1
BUEHERR: Riridtbat
T E: -
SRR IEERAL): JEAAY) ng/ml)/HPLC
SKAERFIE]: 10min. 1. 4. 8. 24. 48. 96 f1 168 h

Ce B — A A
AR/B/E WE T/PV RE T/Pb F 18] AUC ti2

Do 1.4 0.08 0.44 22 48 573 37.3
FFRE 4.5 6 1.85 92.5 48 290 51.7
(=903 2.8 0.20 1.07 53.5 48 126 36.3
i 6.5 8.6 3.5 175 48 410 46.9

Wbu% ‘%‘:

DI/ ]
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zNl

2.6.5.6 ZfFN%: MREALEER G HEm

HARRG: k4
SRk, RWRGERHTEE: MK, MR
CTD )
R AL E
WnFh TR B Y& B F WS & iy
KR 1-100 uM 82.1-85.4 95301 21 150
e 1-100 uM 83.5-88.2 95301 21 150
A 1-100 uM 75.2-79.4 96-103-03 45 1

B nAE B.:
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zNl

2.6.5.7 ZifE/1%: WERBMEILSIVHR AR5

ﬁx"%éﬁ%: 95702
RSN Ja

i&w&f:ﬁ/z;b%’ﬁti U 14 A 19 R/

3 A Kj]
fﬁt@/ﬁ]?‘é {ﬁﬁﬁ/ﬂ(
KU HE: & D HEH
& mg/kljg
T SR
BT LSC
Er‘j‘l‘f—'](h):
ﬂ?fﬁlﬁ%g/o?fﬂi)

BRI

1
g
K
fig

FH P

14 &/30 min

14 K/24h

CTD F M E:

19 £/30 min

12.4
3.8

0.07

0.54

0.32
0.14
0.04
0.03

13.9
3.3

0.04

0.39

F22AE, F1MW

19 K/24h

0.32
0.32
0.13
0.10

ia
KGR
MG

Y BRI PRE R

IR, TE, HAREIRES

REGT: 95703
Ly HeH

FRE: KR

WA RBZIEE: £ 7 K3 H

HEEN: LR

YA Mﬁ*wk
BUFHE: & l:l HEE

?ﬂ]i mg/lg

ST LB

AATHEE: LSC

B [8] (h):

W

LT

i1k 4
FLI /3
FAERRAF:

1.5
0.40

C—o
(O p
N

S —
0y y ¢
R

CTD BRI E: F22%, 102 1

—_O =
N oo —

Do
N O\ W
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KhEE:
N
2.6.5.9 ZifEh51%: AR AR iR
5 (M/F) /B & : A: 4M R 3F A: 8M
HEBN: g
b1 9 i K BK R B AN: 75-mg F 7
BH Tk K HEE* R R N BRI
%‘J%(mg/kg): KB 5mgkg R: 5mgkg A: 75mg
BT R “C
TBAHELEE: 2 x 105Bg/mg
SRAE B[] B SRR bl SRS % CTD M E
B FE i F3 2% ERZ4Y M1 M2 RS & o
N I 0.5h - 87.2 6.1 3.4 95076 26 101
PRI 0-24 h 2.1 0.6 n.d. 0.2
[ilEban 0-4 h 28.0 15.5 7.2 5.1
AN i 0.5h - 92.8 n.d. 7.2 95082 26 301
PRI 0-24 h 6.6 6.4 n.d. n.d.
[ilEban 0-4 h 32.0 28.5 2.8 n.d.
A I l1h - 87.5 W 12.5 CD-102 42 1
PR 0-24 h 5.5 2.4 2.9 n.d.
REIF - - - - -

iy EISE
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* - N TR, TS Y.
n.d.- AAG

ZNi7|

2.6.5.13 #HRBFN1%: Hee  fERS . iR

E KE K X PN

P (MR 5 & aM 4M 3M 3M

HRIBER 3 e LS A

b8V b T B . PR

K K o B K

BUHHIE ZA ks ) Gl eEs N ZymEr ) F K 5

78 (mg/kg) 10 5 10 5

S TRA® TRA® TRA® TRA®

ST LSC LSC LSC LSC

Hetig 2 4) RE  #EE £t KRB EE £t KRB EE St RE EE &t
B 1]
0-24 h 26 57 83 22 63 85 20 29 49 23 42 65
0-48 h 30 65 95 27 69 96 25 65 90 28 78 96
0-72 h 31 65 97 28 70 98 26 73 99 29 72 101
0-96 h 31 67 98 29 70 99 26 74 100 29 73 102

R T 95102 95156

CTD H AL E F20%5, FHIST %204, 25150 I

B A B
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i3

S [mliieR, e

a-,

[ef

zNl

2.6.5.14 ZiR3h 1% RETHE
8
P35 (M/F) /B8 E
HRIBER
b8V b

B TE
718 (mg/kg)
ST
SHTITE
Hittg @)
e IR]
0-2h
0-4h
0-8h
0-24 h
0-48 h

REIS: 95106
CTD R E: %5204, 45 150 1

AR BN

PNt PNt
4M 4M
s Ly
RS B
K A= P R K
2O i i
10 5
TRA® TRA®?
LSC LSC
mpH KRB A& Bt RE &
37 - 37 75 75
50 - 50 82 82
62 - 62 86 - 86
79 9 86 87 11 98
83 10 93 88 11 99
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a- BB BEER, “C

7~
2.6.7.1 FEEMAR A& dE
SRS
A AR B R e IWAREN Bt TB]
BRAHEE  CD-1 /M W -
ke B -
Wistar K R, HEH -
ke B -
HBEANE CD-1 /I, LSy 3H
Wistar K Fi - 2 JH
HEH 2 &
HEH 3 H
HEH 6 H
Beagle X Je %% 1H
Jis 2 9 H
iy HEB 5K
BTN ROGFEVTTIR R4k -
P AR T
I B2 4 i &A1 -
Wistar K F& HEH RPN

7 & (mg/kg?)
0. 1000 2000~ 5000

0. 100. 250. 500
0. 1000+ 2000~ 5000
0. 100. 250. 500

0. 62.5. 250, 1000.
4000 7000

0. 1000+ 2000. 4000
0. 500. 1000, 2000
0. 200. 600. 1800
0. 100. 300. 900

0. 10. 40. 100
0. 5. 20, 50

0. 500. 1000

0. 500, 1000, 2500
F/EE 5000 pg/IL

0. 2.5, 5. 10, 20 Al
40 pg/IL

0. 1000, 2000

GLP

i fim fim

Pl iy By B

juy, B ufc

fm

Fim

Sponsor Inc.

CRO Co.

Sponsor Inc.

CRO Co.

CRO Co.

Sponsor Inc.
Sponsor Inc.
Sponsor Inc.
Sponsor Inc.

Sponsor Inc.
Sponsor Inc.

CRO Co.

Sponsor Inc.

CRO Co.

Sponsor Inc.

a- FRAESIA VM. X FRRG AR MEE 52580, DU RIZbrs i s R A R B & (NOAELD.

86

94018
94019
94007
94214
95001

94020
96041

94008

96718

97634

96037

&

S
=

[V, N SN VS B VS ] N
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(4
il
2.6.7.1 FHEZEHA (40 B RN
i il ArE
REHKAY B G A BUHE N 1] FE (mg/kg®) GLP kMt REEHL RE %5 e iYL
B ik CD-1 /I M 21 A 0. 0. 25. 100, 400 b CRO Co. 95012 10
Wistar K i HEH 24 H 0. 0. 25. 100. 400 S Sponsor Inc. 95013 12
AT Wistar K it B a 0. 5. 30. 180 & CRO Co. 96208 14
Wistar K i HEH F:G6-G15®> 0. 10. 100, 1000 S Sponsor Inc. 94211 15
NZW 7 HEH F:G6-G18® 0. 1. 5. 25 & CRO Co. 97028 16
Wistar K i HEH F:G6-L21° 0. 7.5. 75. 750 S Sponsor Inc. 95201 17
JRER 321 NZW i Bz Itk 1 /INe 0. 15mg o Sponsor Inc. 95015 18
HAb MR
PR KRR A ) BRE—, 0. 5mg F CRO Co. 97012 18
Bk 3
P35 Wistar K it ES 2 J 0. 1000~ 2000 = Sponsor Inc. 97025 18

a- MEME: SCECHT 4 B, MEME: SCHECRT 2 B RIEIREE 7 K.
b- G=UgrH L="g#.H
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zNl

2672 B}A%E BRI AHEHAMR  FHAR: HEEH

A KA I RE LY FE(mg/kg) GLP KA HindwS g
% Ptz

3 AMAFIEEREZR DR BE 62.5. 250, 1000, 4000. 7000 94018 2

5%

2 JA# R N i 500. 1000. 2000 i 94007 3

6 ™ HEMRE N B 100. 300. 900 & 95001 5

1 A HEEAL YN i 10. 40. 100 & 94020 6

9 M HEMRE YN i 5. 20. 50 & 96041 7

o I /N B 25. 100 400 & 95012 10

o I N B 25. 100 400 & 95013 12

EX AP Ts P HEH 1. 5. 25 e 97231 16
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il
2673 BRIAY¥ BRI AHEBEMR A i
&7 AUC (ug-h/ml)
H& R KR P
(mg/kg) M F M F

1
5
10
20
25 10 12 6 8
40
50
62.5 35 40
100 40 48 254, 22¢ 40
250 120 135
300 68 72
400 815 570 90 85
500 125 120
900 200 190
1000 2,103 1,870 250 240
2000 327 321
4000 4,975 3,987
7000 8,241 7,680

a- BE

b- #H

c M HE, WEVERMENE S A OF

d—6 HFMHIRE
e — 25U R I
f—J % 147-007

90

10
12

4 b Al
9 3
25

273
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il
2673 BRIAE BRI AHFEHEEHLE S BB
1000
100 <&
___E_ —e— Humans
| -
= —— Male Mice
x
o 10 — —Female Mice
3: -~ ——Male Rats
E —¥— Female Rats
Q —e—Dogs
<
1 £ =
01 1 T T
0.01 0.1 1 10 100

Dose (mg/kg)

NESETR 1. 2.5 1 5 mg OD JGR P IR FZ 254 MM-180801 FIFEZS AUCu S5/N REUEHRLE . KR 6 AN H BRI AR 9 A H 8
TRIGHERAS AUCan HIELER
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7~

2.6.7.4 FHEE FERZ  fhAs: s

s 2 PE (%) KBS » RE G R

A B C

e EbRE  >95 <0.1 <02 <03 - -

LN125 98.2 0.1 01 02 94007 ﬁﬁzﬂ%m%ﬂﬂiﬁﬁﬁ%
94008 WS RAE NG 257 =R R
96718 Ames R4

94NA103 99.1 02 01 02 96046 AN EUELIRZE D 2 251 1A
96050 KR A O 425556
94214 KE 3 MHE DL HE R
94020 R 1AL DR 2y
97634 NIk B 2 A A i 6

95NA215 97.3 0.1 03 0.1 96047 ZIN BR B VR A S B R R
96051 KBS, BRI e R B R P G
96037 KR A 156
94211 KERMERG-REAF 2 E s tE L
97028 %M%%ﬁkaa@ﬁ%

95NB003 94.6 02 03 04 94019 KB 2 G R AG
97012 B RPTR RS

96NB101 99.0 04 0.1 0.0 94018 N3 A B RG A RR R
95001 KE 6 MHZEOEZHEREE
95002 R 1L AL A FERE
95012 NRBESAEUEERE
95013 PN TR E S e
96208 KNEAE A5Gk E #E R
95015 b 52 SR B R 6

a AR E 7L
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ZN |

2.6.7.5 EIRGHEME AR hEEY

LU HIER HeHMBE MEIWEAE EUBCLGIE

MBI R E(mg/k BEENS SRS
B/WA i & (mg/kg) 7 BB (mak e/l BEHEFEERNER e e
CD-1 /M B 0. 1000~ 2000, 10M >5000 >5000 >2000: —it PR E R 96046
(K) 5000 10F >5000 5000: EBhIRD . AR, =55
B kRS 0. 100. 250, 10M 250 >250 >250: AKEE | [% 96047
(CEEEERK) 500 10F 250 <500 500: 3M A1 2F SET:
Wistar K fi, HEH 0. 1000~ 2000, 5M 2000 >2000 >2000: —iIPHEARE TR ATE 96050
(CMC JBE) 5000 SF >5000 <5000 3. At
5000: 2M FET:
i ik 0. 100, 250. 5M 250 >250 >250: KEPERE T [F 96051
(5% 4 hE) 500 5F >500 <500 500: 3M AETC
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ZN Y

26.7.6 ERGHFHE  EXRBEE 6K B

BUHEWG N & PO . o
0 3 ks A | B/ NOAEL*(mg/k HEERNEER e
B/ FR ) 25 RPBERT ] mg/kg’ HRIFRE/H (mg/kg) ERERRER
CD-1 /M BaAY 3H 0. 625. 10M. I0F M: 4000 >4000: A TRE. #5r/NR H 94018
250, 1000+ F: 1000 LB BELE 5
4000 F 7000: 4M Al 6F FET-/AL%E, 1K
7000 BN AT H B A 4H R
Y14
Wistar K fi, Ba%Y 2 0. 1000. 5M. 5F 1000 >2000: AEE % 94019
2000 F 4000: 2M A1 1F BFEALFE
4000
HEHOK) 2 0,500, 1000 5M. SF 1000 2000: fAH TP T H LR 94007
F12000 MM IRHE
Beagle X HEH(CMC B 5K 0. 500 A1 1M. IF <500 >500: RE TR BACIR 94008
=) 1000
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a —ARIA R 5

N#1

2.6.7.7A EHHEHM

FhE/&R: Wistar K
VIGEERE: S H

RGP

BIREZEEM: 199441 H 15 H

KRB OL: TG

RIA R RPGHE: 200 mg/kg

H & (mg/kg)

S E

B3 /1%: AUC(ug-h/ml)

F1R
B2 K
590 K

ERERKER

FET-ERPSLALSEE )

R E (%)

BEE%")

Y
EkES

AEEWE. FBAR. KMERB
5. BE

AR

RESREE

-TCAEAFE R 2
Dunnett [KFa%:: *-p<0.05

+HRE

LY T WEH

BB KR

(ESRiED)

<
E

0
394 ¢
204 g

**.p<0.01

es!
98]
S

244 ¢
172 g

R

MM-180801: KR 3 MALORZ AT AR

SR FFLERTH]: 3 M H
WEW: 1 1M H

i

95

: AN
RS 94214

CTD i E: 4%, 10

GLP KM

600

130
145
160

-10*

125
140
148

-11*
8%

&

1800

25w
230
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a-ZR LRI o MRS AL IME, HAH s B SR RA

N#1

2.6.7.7A EHHHFM

H & (mg/kg)
B E
JIiIV S

MAEH(g/dL)
M THE(x 10%/mm?)

MCH
MCHC

T /MRHE(x 10°/mm?®)

InE S
HLEFIU/L)
EHR

JIE [ ¥ (mg/d L)

ALT(IU/L)
AST(IU/L)

RHA & (mg/dL)

#5(mEq/L)
BH(mEq/L)

R

B AW E (ng/dL)
pH
H %% (mg/dL)

FRE(ml)

REHmS: 94214(5)

OCKT )
M:3

S

15.8
8.1

846

200

0.7
86
60*
96
0.17
9.3

102
7.5

96

814

0.7
6.6

52
90
0.20
10.8

600

0.7

90
55%
87*
0.18

9.3

123
7.2

14.6

22
34
856

0.7
6.6
47%*
84*

0.20
10.8

54

20
16

MZERA . Gt R R T L8 (MARZER 2 HD.

1800

1.1*

105*
53*
85%
0.22%*

8.2%

126*
6.3%*

es!
(O8]
=]

13.1%*

19*
30%
911*

1.1*
5.0%*

93
0.26%*
9.8%*

22%

;8**
12*



MBI L2

“TAH AR B 25 R
Dunnett [KFa%:: *-p<0.05 **_p<0.01
(£)
N E#1
2.6.7.7A ERALHEE  AR&HS: 94214(%0)
H 71 & (mg/kg) 0CK} ) 200 600 1800
B E M:30 F:30 M:20 F:20 M:20 F:20 M:30 F:30
REHE (%)
=g 301g 175 g 0 +5% +1 +8%* +12%* +20%*
JFE R 159¢g 8.01g 0 +1 +10%* +12% +12% +20%*
PN LY
REHE 20 20 20 20 20 20 20 20
B TA 0 0 0 0 0 5 1 2
REE: TR 0 0 0 0 0 1 1 4
HYP R
REHE 20 20 20 20 20 20 20 20
B FANET K 0 0 0 0 0 6 3 4
B 0 0 0 0 0 6 1 0
B 0 0 0 0 0 0 2 4
BRAE: BER: 0 0 0 0 0 2 2 9
MR - - - - - - - -
B ISV
T EE 10 10 0 0 0 0 10 10
AE 2(%) 422¢ 265 ¢g -1 2 3 -4 -10% 20%*
BFREER "(%) 324 ¢ 1.81¢g 0 -1 -1 0 +8% +10

97
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-TAHEAE RS
Dunnett [KFa%:: *-p<0.05 **_p<0.01

a - WARWEMARN . MRARG L THME, SAARN 7 ESNRANZER Ao, Gt E R bl GmaEZEs a o).

b - TS RAA LR A A R . AU N R R ER A0 L.

N#2

2.6.7.7B EEAZHEN GRS MM-180801: A 1 MHAZ LA ZFHMIRK
LY RN 11 H

MR/ &R: Beagle X
VIMHEERS: 5-6 A
BIRGZHEW: 199442 A2 H

REBRIEL: 45 WP I EE S 2 H
RIA R RBGHAE: 10 mg/kg

H 71 & (mg/kg) 0K iE)
B E M:3
#FMR3hH%: AUC(ug-h/ml)

F1R -

F 28K -

EHB/EERSER
FET-BRALFERIZ LS Y 0
R E (%?) 9.8 kg
570 =2
WD (BE)E)
IR RE R
LEE
il =
M
ALT(IU/L): 562 22
F4a4H 25

WwEI: C

BUHH: ZO%GY
WA RL: IR T

9.2 kg

25
27

N D ‘g|E
(O8]

S

24
26

98

|9, Be)\

=]

27
25

:

<[5
(8]

O

21
23

RS S: 94020
CTD HHHIE: 6 5% 1L

GLP KM

-19*

24
25

&

48%*
54*

_18**

++

69**
84w



MBI L2

+RRE +Hp R i

#%.p<0.01

S IR SENIERE S
Dunnett [Gf%:: *-p<0.05

a-ZR RN . MRS T A, SAHA 7 SXBANZER A, Gt BE MR TR E (mARER A 2.

T~ f#2
2.6.7.7B EFAEENE  ARHT: 94020(%L)

H 7 & (mg/kg) 0XT 1) 10
MEE M:3 F:3
BEER (%)

JFRE 339¢g
KAk -
AR

RENE 3 3

FFRE: ZNeEHrOL B R 0 0
Bk 2

S - - -

<
w
]
98]

337¢g +1 -1

S W
(]

99

€9
100
E3
+2 1
3
2



WA 221

AR E R A
Dunnett [KFa%:: *-p<0.05 **_p<0.01
a-Z5H T GXHRAM AT RN EEER . BPNAX S EENER A0,
~l#1
2.6.7.8A HAERME: A4 REFRE: MM-180801: RAGFEWTREM AT ERIERARE  #0R5. #iE
RIEFESAER : A1 [0l 5 R BOLAB RS 2 RIRT: 96669
MR WAGED]KEM K H PATREFRYIBE: 3 CTD FHME: 51045, 5211 71
R RGE: Aroclor %S KA BATHE S9, 7.1% BB TR -
73118 34 : DMSO AT HE: DMSO GLP Kk MtE: 2
REFE: PARIB N 48 /it ZEHBA: 1996 4F 2 H
MBEEIEA: ©
BEFHIEM: T
" FUCT !
RS PR (ug/I) 0] 58 AV B CT I EESD)
TA98 TA100 TA1535 TA1537 WP2uvrA
TAUHE DMSO 100pL/1 2449 129+4 15+4 442 1743
MM-180801 312.5 2446 128+11 1244 4+2 1442
625 3249 15349 942 842 17+5
1250 30+4 152+12 943 942 18+4
2500 2745 140+6 9+3 5+1 19+1
5000° 30+3 13721 15+1 742 13+4
2-hH 37 2 696
2 Rm A 1 542 468
9-Z FE N g 100 515
MMS 2.5 pl/im 573
HARIEI DMSO 100 pL/Im 27+6 161£12 1245 5+1 21+8
MM-180801 312.5 3144 14248 1245 442 17+3
625 30+1 156+15 1742 9+5 2343

100
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1250 3342 153+13 1343 842 18+3
2500 35+8 160+4 10+2 842 1945
5000? 3144 153+5 9+4 7+1 17+4

2-FIE 2.5 1552 1487 214 61

10 366

a —LiE

T~ #2

2.6.7.8B BERME: A5 WMEFE: MM-180801: JEAL ML iR AR5 dhEa

o[ EAS (= ARG N E AR E: | RIS : 96668

mAR: JEATE A E 4 PATEE SR B E: 2 CTD FHME: 51045, 5211 71

R RS Aroclor 753 KK BRI S9, 5% BT TS 100

73118 34 : DMSO FHESTHE: DMSO GLP Kk MtE: 2

RO AN SO INFELEACTE 24 /NIE, IAIAS N SO Ik AL T 5 /NF,  AkalEE S 24 /N ZEHBA: 1996 4F 8 H

PARTHAEA: QMG 20 2R R R
BAEARMMER: AN S9 7E 10 A1 20 pg/ml i HILGLARIAS, il S9 7 50 A1 200 pg/ml i HBLYL (6 (AR AS

Righistk fEIR A R 41 2 41 © SPHATAE 2

R (ug/ml) (%X ) % Abs/4H i Z 54 s B
TeAR S DMSO - 100 2.0 0.02 4
MM-180801 2.5 78 3.0 0.03 3
5 59 4.0 0.05 4
10 36 16.5%%* 0.20 2
20 32 35.0%* 0.55 3
“HNER 0.10 52 38.5%* 0.64 5
HRUEEL DMSO - 100 4.0 0.04 3
MM-180801 2.5 91 4.5 0.05 3
10 88 4.5 0.05 2
50 80 9.5% 0.10 4

101
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200 43 34.0%* 0.66 3
7N AL 4 68 36.5%* 0.63 6
Dunnett [CFE%::  *-p<0.05 *%_p<(.01
a - TUE 20345
1
2.6.7.9A BERME: AN WMEFE: MM-180801: KERLOAHMZRE  MtlSh: dhid
R S RAER . A BEUX BUHR: FR—IK, EHEIK RS : 96683
M/ ER: Wistar KR KAERTIE]: dR )5 —IREA 2 G 24 /M) CTD FHIAE: 2104, 5502 1
FiRg: 5 DY R
AR B A AR ) VEEFRRL: KB GLP K\ H: 2
| RN raREE: 2000 ZEE: 1996 £ 7
KFERIEM: G

BH/AREBEIEM: 2000 mgke I HIUGAER, 2 HFET:, &% PCE FF%.
BeERMER: Tk
BEMEHE: 2000 mg/kg I H I B3,

e N “F-141%PCE “F-141%MN-PCE
s g ke) KR (SD) (&SD)
TR 0 5M 52+1.9 0.20+0.12
MM-180801 2 5M 54+3.7 0.25+0.16
20 5M 49+3.1 0.20+0.07
200 5M 50+2.1 0.26+0.08
2000 3M 31+2.5 0.12+0.03
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eI 7
Dunnett [CFE%::  *-p<0.05 *%k_p<0.01
s fl#2

M

51£2.3

2.49+0.30**

2.6.7.9B BIERME: AN WMERE: MM-180801: KRZ 452 DNA s Eil% A5 HEEa

RS SAER . FEFP 4 DNA A1k
FhE/h&R: Wistar KR

FEfE: S

TRUTEIZHMT: 40
TR T REEE: 100
KRB oL

B/ EEER: L
BERHIEH: L

BT R: HIRLY
KRERFIE]: 2 1 16 /N
BY Y HEH
WAL KiE

BFEHNEE: BB W% 5 94007: KR 2 A4 M4a 2 # i .

bk

eI T (mg/kg)

B 0

MM-180801 2
2
20
20
200
200
2000
2000

Zh ) B WE 4R
& h

M

M
M
M
M
M
M
M
M

16

2
16
2
16
2
16
2
16

“EI{ELSD
3.5+£0.2

3.0+1.1
4.1+0.5
3.9+0.2
3.6£0.3
4.2+0.2
3.1£0.3
4.8+0.4
2.7+0.1

il ol
“FH4{E+SD

7.3£0.3

5.5¢1.4
6.5+0.8
6.9+0.3
6.3+0.4
7.5+0.3
5.3+0.3
8.2+0.7
4.8+0.3

103

REFS: 51970
CTD A E: %5 11 &5 502 71

GLP kM HE: =&
AR 1997 4E 1 A

NG %IR NGIR
“FHI{EESD “FI{ELSD “FI{EESD
-3.8+0.4 0+0 -
-2.6+0.4 0+0 -
-2.4+0.2 0+0 -
-3.020.1 1+£0 5.7£0.4
-2.7+0.2 0+0 -
-3.4+0.2 0+0 -
-2.2+0.1 0+0 -
-3.4+0.4 0+0 -
-2.1£0.3 0+0 -



MBI L2

DMN 10 M 2

MMAZ=AZ R, AR b i R 5

2B SR =P JSORL R, A 4 BRAZ ) 5 A 4 A% T AR
NG=#Fi /%5 %840 i 3

%IR=%/b4 5 NG 4R E 4L .
NGIR=1& 5 4 {11135 150k B/ 7% 50

N

2.6.7.10 BUEHE  MERE: MM-180801: /NRIB B ZBUE R

LURREERE: 21 A
Lok B
WIRARL: &2t
XA ANE Itk

FE/MR: CD-1 /M
WIsEFE#: 6 A
BIRAZEH: 199549 20 H

[ jil)-wvivk= 308 A RE T LA

REERTEIL: A2 A 2N 12 WA 12 JErE, 78 6 AN H BT #4830 71

H & (mg/kg) 0(kF )
7] M
B3 1%:

% 28 K AUC(ug-h/ml*) -
2 180 X Css(ug/ml) -

B E
Fraget 60
FET-ERMASE AL FEBh ) 16
LRBALFE 44
FIEHR (%) 67
R (%?) 33g
BREE%Y 6 g/ Rk

10.743.0

NI R R

les|

60

16

44

73
3l1g
RN

5.8+1.0

25

M

10
0.4

60°
15
44¢
75
0

0

104

Bk i

les|

12
0.5

60
13
47
80

2411k
=44

4.9+2.1

REHS: 95012

11.4+0.4

CTD FIIfLE: H4EH 1T

GLP KM HE: 2

100

M

40
1.7

60
18
42
71
7%
el

I, HL X L s At 5 B

les!

48
0.3

60
20
40
68

8%

400

M

815
34

60
27
33
56
_13%%
] 7%

les!

570
24

60
25
35
59
_1 9%k
_] 5%
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Dunnett [KF%:: *-p<0.05 **_p<0.01

a- R T 595 95013

b-6 MK MERALGH THTHME, HAHSE T S5MBAR ZER A, S RE ST LR (hdEZERE 5.
c— 1 WK RTIEE

ZNi7|

2.6.7.10 BuEHE  ARHEES: 95012(8)

[\
(9]

100 400

H 77 & (mg/kg) 0K B
TS E :

KA MR A RIS Y B R -
BiRk: MR

i PR

B EHR: B AR BT R
B LR B R

HB -+

gl ab

B BRERE

B

fre2. A, Rk
JHEE. J@

BlVERR: BE

BRE: B4R
FERE:  AT4m A AR
JE4H

JFF 40 i B -+

Jili: B/ SCRE IR
Fifi /S

<
o
S
o
o
S
<
W
O
g
o
S
<
o
S
o
o
S
<
o
S
o
o
S

o

13b

—_
—
[0}
[
AN
®

W

A, WO W—R RRODODODOORODOPA,—O
AN

S=F N~ P NN, —, O~ O~ W
—_— = A=, R OW=, ) OO NN~
— — WD, OO, OO OoOoONNO
D= NWLWWNWLWOODODO—~ RO A, O
DI, P, O RO~ W— WM~
—_ = RO PR ODWO—LOOO WO

— A2, P, P, O, OO =, ~,O~,INDO
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R+ 15 10 11 12 15 9 13 5

a- BT, p<0.005
b -EHI T, p<0.025

ZNi7|

2.6.7.10 BUEMHRE  HS: 95012(&%)

H 77 & (mg/kg) X
S

YBE: PE, RoW
BonE: R
JRAR: ok % 4 ff iy
JERE: AR

R I

H: BRERE

Pz PR

FOR AR 8GR
TE: LLRERE
B WERE
By ARMRAE
ERERNER:
KR

AR - FEMRR AR
FPRE: AT4ERIAEK
. FETERER 1

25 100 400

Z'f
N
Qs
-0d
o]
D
S
<
(9]
=]
o]
[*))
S
<
[*N)
S
oo
[*N)
S
<
[*))
S
o]
[*))
S

[e]
[w)

OO =~
co~o
co o~

— S OO~ [e] ‘
S — == —=0O
O:OOO'—‘
(O8] SO oo —~O
—_—— N = OO
[>NeNoNoNeNe)

N
\9]
w
[\
N
—_

40** 45%%
15% 30%**

\S)
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WA 221

-TAEARVE R 45 3R

Fisher #§ i 4e: *-p<0.05 **_p<0.01

7~

2.6.7.11 AEFHME  FEXRBRE PSS iR
LW QR

B/ R FIA) etk s L] FIE mg/kg HE/H

Wistar A il HEH(K) G6~G15 0. 500. 1000. 8 HIFRMEM:

2000

HvE = A B 13 R 0. 5. 15. 45 6 W AELT R
(CMC VR &)

G-1E 4% H

107

BEREERER AL
>1000: FET-. AAE T, EBE T 94201
B IRPRREIR . SRR

>15: PREIEOAESERE R 97020

45; 4 HMERIET
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zNl

2.6.7.12 AR W&V

RENSRPRRRE R
5 ICH 4.1.1 FRIRBFFE &2 2
FE/MER: Wistar K
VIREEERE: 10 A
ZEH: $0K
BIRAZHHB: 199743 H 3 H
FERRIEL: o
RIAA B DB -
Fo lfEME: 100 mg/kg
Fo MEME: 100 mg/kg
Fi f/AFB: 1000 mg/kg

BifE (mg/ke)
B FAREN % AUCE(ug-h/ml)

P E

Y ASE R R ORIk 65
I R W 22

e

J7 AR A W ¢

PR (%)

EWC TP R E

ST P HEPE S ) B
HHEE SIS Y

-TAEAER AR +RE

Dunnett [KE25: *-p<0.05 **_p<0.01

MM-180801: £ 42 KRAT SRR A EEERKE  R5H: i

BZGETR: M: ASECHT 4 4

F: AZRCHT 2 JA BIAEYRER 7 R

BIRER=H: RS 16 H
WUHE: HEH
VAR KB

0K 10
- 1.8
22 22
0 0

452 g 0

2.7 2.5
22 21
21 21

++HR MR TE

REHS: 97072

CTD FHIfE: 6, 1 W

GLP K\ HE: 2

100
25

1000
320

++

-12*
2.8
22
21

a-25 25 4 A Ja . WAL T4 EME, AAHa T SNRARNER G ot G REIERE TR EE (mIEER A,

b K Hil¥ 45 94220
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zNl

2.6.7.12 AFEFME AR5 970725

H 71 & (mg/kg) 0T HR) 10 100 1000

W FE R S) 1% AUCP(ug-h/ml) - 2.1 27 310
PR B EL 22 22 22 22
T BMIBEAL FES WAL 0 1 0 0
115 P W %%
i e +
JAR W 5 - - - -
A BC AT AR EL (%) 175 g 0 0 5%
DGR A4 E1 (%) 225¢ 0 0 -12%
A2 C AT B 5 (%) l4g 0 0 6%
R I B (%) 15g 0 0 -15%
SPE8 RN FE B 14 R 3.9 3.8 3.8 3.9
2 ECHTF R AL 2.1 2.3 2.5 22
W7 BRI M Bh % 21 22 22 21
UL GRS WAL 21 21 22 20
LA AREL 15.9 15.8 16.8 15.3
S R B 14.5 14.0 15.3 13.8
SFRIEIRATE R E % 8.8 11.4 8.9 9.8
FITE G 13.3 13.3 14.3 12.8
SRS RG 2L 1.2 0.7 1.0 1.0
FIAERGEL 0 0 0 0
FRIEIREEREY% 8.3 5.0 6.5 7.2

-TCAEAHE R4 +iE R R B

Dunnett [GFE%:  *-p<0.05 *%_p<(.01

a ACHCRT BT R ZE RN . X IR T A FME, AHHA Y T 5MIBANZER Ao t. St F B E R TLhEdE GnIEZERE o).
b K H il 5 94220
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7~
2.6.7.13 ()R- WERE: MM-180801: L IAZN RMG-IAF RGeS i
ERG-RafF R B 2
5 ICH 4.1.3 HUBF BT 22 758 G6-G18 RIS : 97028
ZHH: 50K
MER: AR HE~H: G29 CTD FHAIE: % 64, %2001
VItHER: S H By HE
BHFIE®: 199748 H7H AL, KB GLP K\ t: 2
KFERIEML: G
RIA B R SR :
Fo MEME: 1 mg/kg
Fiff&: 5mgke
H 71 & (mg/kg) 0T HR) 1 5 25
BHAMER: #1030 /1% AUCY(ug-h/ml) - 2.6 31 345
YR ENPEL 20 19 20 20
ST BIIAE AL SRS AL 0 1 0
e BSE ISR IR B B L 0 0
I A W 2% - T
JAA A % - - - -
PR H (%) 3.2kg 0 -15% 20%*
R E (%Y 60 g/ K 0 9% -16%*
SRS 9.4 9.3 9.4 10.4
EIEIREL 7.9 8.1 9.1 9.4
SEREIRETE R E% 15.8 13.1 4.0 8.9
TAEBEER SR +REE R -+ G=IE1R H

Dunnett [CFz5: *-p<0.05 **_p<0.01

a-Z5 LRI . WAL T AL ME, A T SR IRARER G ot SR EIERE TR EE (mIEZER a2,

b K HIH 5 97231
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zNl

2.6.7.13 AFEFME  ARHT: 97028(5)

H 5512 (mg/kg)

F . PERE R
G
SRR E
EAREL

H
B R 5 5 R Y%
T (o)
G159 H o)
BT -

A HR 7] DL 8 & S

T %E
G AT 50(%)
HH )
S
LRI YN
FEAT (%)
=A%)
B
T, O
B 20(%)
= (%)
A& FE
FEAT 20(%)
52 50(%)
M. Wi
JEAT (%)
 BH(%)
X RN S A

-TEREER L
Fisher #E AL *-p<0.05

#%_p<0.01

140
0.2

43
44.82
46.3

2(1.4)
1(5.6)

2(1.4)
2(11.1)
2(2)

16
126
0.3

2.8

42.44
57.7

111

148
0.4

54
42.14
57.4

1(0.7)
1(5.9)

SO O

25
8

86*

4.7%%

49.0%x*
42.39
52.8

7(8.0)*
5(27.8)%*

6(6.9)*
6(33.3)%*

10(11.5)**
8(44.4)*

0
0

1(1.2)
1(5.6)
15(10)
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zNl

2.6.7.14 HFEHFM:- WEFRE: MM-180801: KL OAZHE =R A5 i

Er=fistt, AR
5 ICH 4.1.2 IR R B2 2

FE/MER: Wistar K
HIGEEEW: 9-10 A
BIRAZHB: 19954 10 7 8 H
FERRIEL: o
RIA R DL B«

Fo BEtE: 7.5 mg/kg

Fi M 75 mg/kg

Fi B 75 mg/kg

H & (mg/kg)

FoMEPE: 2807754 AUCP(ug-h/ml)
LIRS
SET-BIRALAL BEEh A
I AR5
JAR RS 5%

TR YR 1A H (%)
M 2L HA AR HE.(%°)
CEYR I £ 5 (%)
Ml FLIHEE 5 (%)
IR A (R)

SR

S M=K SE=NIERE S iR
Dunnett G5 *-p<0.05 **_p<0.01
Kruskal-Wallis il Dunn KA&36 + - p<0.05

hZ5mtE]: Go-L21

ZHH: F0 K

Bk WEH

AR K

PR IR B RATR: TIkE) 4 RS E

0T HE) 7.5
- 2.4
23 21
0 0
225¢ 0
210 g 0
15¢g 0
16 g 0
22.1 222
++r T G=UEgR H
L= H

R4S 95201

CTD HHME: F 1045, B 1R

GLP &M HE: 2

75 750
21 150
22 23
0 8
++ +++
0 D5k
0 0
0 -12%
0 0
2

2.1 23.5%

a- SRR R AL IS R o MR g ) T ALTFIME, e T SXIRAR ZE R A Gt BRI TSRS GAEZE R H 20 ED.

b —KEHIIH 5 97227

112
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zNl

2.6.7.14 HEFEFM:

HE (mg/kg)

Fi AU

PHTH R

(LAY PRI RS

TIE YU
TR E
PR ER 4 RAFIEAIATAL
2 AL IS AT 5L
AR EARAL, @ (g)
%ﬁﬁ%wﬁﬁ%)
PUFIRAIEIR
BAT AR e W 52

F1#EPE: S3LE H sh %
(LR SETBMSEALSEEh %L

IR
AR 4
fRE (L g)
HEEr B (%)

EI’JTE@ZJJ%%IE
ﬁ B IS YRR

TCAEAE R AR R

Dunnett [Kfa% *-p<0.05

**.p<0.01

Kruskal-Wallis il Dunn FKA&36" - p<0.05
a-MHAEFIE L.

b- MBS AL BIACHC . MR ) TP, Seidland 7 SRANER A . GRS

RIS : 95201(4%)

200
I5¢g

24
23
23

R

* p<0.01

7.5

21

113

75

22
14.9
14.6
0.3

62
49

22

750

15
11.2*F
9.4
1.8"

53*
51

15

186*
-11%*

%??&%i&i‘}?& (ﬁ’ﬁillf?éj‘%ﬁﬁj\tb)o
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zNl

2.6.7.14 AFEFME  RARBRHT: 95201(8)

H 71 & (mg/kg) 0T IR) 7.5 75 750

F1 MEVE: S shE 23 21 22 23

(B3R SET BBt A St %L 0 1 0 0
I R A% - - - -
SRR - - - -
THCHIMARE AL 2(g) 226 230 235 196*
UEYRII VR B A2 AN (2) 153 160 144 158
A TC HT B = (%P) 15¢ 0 0 -13*
ﬁ%%%ﬁ%g@ 16 g 0 0 0
FRAESKIT AT Rl (OR) - - - -
TR -
S PRI -
23007 - - - -
xmw$w £ 2.4 3.3 3.1 3.5

&1 BHE R S = 23 21 21 23

%%%ﬁﬁi 23 21 20 21
IR 16.4 16.2 15.8 15.5
EIYE REL 15.8 15.2 14.4 14.9
I IR 25 R E % 3.8 6.3 12.3 3.7

BAFR: “PEEREY S 15.0 14.9 13.6 14.4
P2 A A AR 0.8 0.3 0.8 0.5
YRR 0 0 0 0
IR G R E% 5.1 22 5.2 3.4
JRAFARE (g) 3.69 3.65 3.75 3.81
FEAT P 51 EE (YorfE ) 53 49 54 54
afr s - -

%ﬁﬁ&im % +iR R R R

Dunnett G5 *-p<0.05 **_p<0.01

a- M\ B9 7L 2 AT

b-BEFLE IRl XA A, AAs Tl T S IRARER T . %ﬁ%ﬂ%@%ﬁ?i%ﬁﬁ%ﬁﬁiﬁﬁﬁw%
&
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FMEMR R IWAREN etk Sl
bR
JIK B, JZ RV BRI IR, 1ES:3
1 G
351
Wistar A R HEH 2 JH

& (mg/kg) R UGl &=L
0. 5Smg 5M. 5F
0. 1000. 2000 10M. 10F
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