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71. 77 J8Ro 7 BEEHIRTREOREBAEIT(BIE). BALB/cYDX (4. 6iE&) OmE
71T snAg. snPt. HSKIUHEEIRAERZ 100 ug/body T 7 HRELERZEM Uz, BRIESN5S 24 B
MEOENZEINL. REFAEERLT. A RIERRRI7J57. B; HABEE (n = 3)
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0 ® I | 0 I I
control snPt control snPt
B.

thare%& snPtiRS g

72. Y7'F /RO 28 HMRKIRBEORBAFIN(KRE). BALB/c YD (%, 6:8E:) DM
EATIC snPtZ 100 pg/body T 28 HELERZE LTz, BIIESN S 24 BEEOENZEIRL. &
B@iieRELz. A, RERRXI70357, B; #5E (n = 3)
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A HNEOEE

360 1 —e— water -o— water | ok
_. 240 A -m-snPt8 |BALB/c  —o—snpt8 |BALB/c nu-nu s
£ 320 1 e gptt — 5Pt |
o 2001 <001 vs. water (BALB/C)

g 280 1 *:1p<0.01 vs. water (BALB/c)
£ 260 #:p<0.05 vs. water (BALB/c nu-nu)
3] *
£ 240 |
et
w 220
@
w200
180 = " ) p
0 7 14 21
Day

B EHNE8OREFNEHT

- BALB/C BALB/c nu-nu
Findings
b water snPt8 sriPtl water snPt8 snPtl
scab 00 0£0 3.320.5 ¥ (0 0+0 0+0
hypertrophy 0.3+0.5 0x0 30 *% 0.2£0.4 0.8+0.4 *  0.2%04
phiogocyte 0%0 0+0 4x( *F%¥ 0x0 0=0 0%0
edema 0£0 0+0 0.5+1.2 020 0£0 O0x0

Grade0: No abnormal changes, Gradel: Very slight, Grade2: Slight,
Grade3: Moderate, Graded: Marked

73. B2 ) B0 ER/FIET

BALB/c ¥ X (%. 638, BKLTBALB/cnu-nu ¥R (£, 6i&ER) DEIC. snPt8.
HBWEsnPtl &E 5 H. 3:ERBIZEM (0.1 mg/mouse/day) L. BEHMNICENBOES%:
BIELRE (A). RIBIGS 24 BREIZBICESIL. BENMEORIEZNGEN (B) #XMUz. Data
are presented as mean = SE (*p < 0.05, **p < 0.01 vs. water group by Dunnett’s test)
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74. Y7 F ) B2 0OE R B/

BALB/c ¥R (2. 68, HXLUBALB/cnu-nu IR (2. 6:@H) DOESIC. snPt8,
HdWEsnPtl &iE 5 H. 3EMZEM (0.1 mg/mouse/day) L. S&ZBD > /) \EIDEEAE
H#EMEL=, Data are presented as mean + SE (*p < 0.05, **p < 0.01 vs. water group
by Dunnett’s test)
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A. BOE<E (EHMTER)

i p<0.01 vs. PBS

*:p<0.01 vs. PBS

~ 1000 ;

= sk XX

= 800 1 j [

§ * x (¥ -0

600 - /

% P b L y —e—PBS

- /"" oy

£ 400 - & o snPtl

S

5 0 15 20
Day
- ) o **:p<0.01 vs. PBS/PBS
B. BN EbERR (AEMNER) ##:p<0.01 vs. PBS/snPtl
160 ## w#
E ** MWWMWWM_(«}
2 120 s BN/ BN
£ 80 F _ —e—PBS/PBS
E S W“”“”““‘”“““Wwi _m PBS/snPtl
240 - S
. S S
; S - e —O—SDPEL/sNPEL
W e ; ® /
0 1 2
Day

75. Y7'FJ B&OERB/FIEFME
BALB/c ¥R (lftt. 6 iEiR) DOEEMEBIC,

snPtl %i& 5 H. 3 EREHKZRE (45 p

g/mouse/day) U. BENICEENSDOEZ=AERIE L (A). Data are presented as mean
+ SE (*p < 0.05, =*p < 0.01 vs. PBS group by Dunnett’s test)Zd#. HENTEBIC snPtl
RS (3.9 pg/mouse) L. #%54#% 2 HEIOABNEOEEZRIE L (B). Data are
presented as mean = SE (**p < 0.01 vs. PBS/PBS group, ##p < 0.01 vs. PBS/snPt1

group by Dunnett’s test)
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(A)

C

140 e 1800 ; -
7
S 8o < 1200 {
X 60, X 900 ;
< 20 < 300 {
] ] . 0 Le=
0 5 10 15 0 5
nPt (mg/kg) nPt (mg/kg)
(C)
150 -
3 120 -
T
o)
E
s
=
m

5 10 15 20
nPt (mg/kg)

76 YIF/AREHEHESUEIDRACSITI2EHEES SV EEREE,
BIJF /B&% 0. 5. 10, 15, 20 mg/kg ODRETRE#IRAICIHS U, %5 24 BRE(C,
MmE+HD (A) ALT. (B) AST. (C) BUNZRIEL., **:p < 0.01vs. 0
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(A) (B)

20 - 80
_ —
-é' 16 g 60 -
S5 12 =)
2 £ 10
50 R -
T 4] Zz < 20 -
0 - : - - 0 - : -
0 0.5 1 2 0 0.5 1 2
nAg (mgl/kg) nAg (mg/kg)
(C)
-
T
(=]
E
g }
a
0 =
0.5 1 2

nAg (mg/kg)

77 Y9773/ BEHEES UEIDRACSITI2EFEESSUREBESE,
B> /% 0. 0.5, 1. 2 mg/kg DAETEH#IRAICIKRS U, &5 24 BEZC, &
@ (A) ALT. (B) AST. (C) BUN ZHRIEL/z.
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(A)

*%

TNF-a (pg/ml)

10
nPt (mg/kg)

F-Y
N ©
(=2 -

IL-6 (pg/ml)
- N W
=N
o

0 5 10 15 20
nPt (mg/kg)

78 BIJFJASEHESURIDRICSITIMELY 1 b1 > D%EE.
HJJF B&% 0. 5. 10. 15, 20 mg/kg OAETEEIRACIRS Uiz, %5 24 K
&, mESD (A) TNF-a. (B) IL-6 ZAIELZ. **:p < 0.01vs. 0
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79 HJFJHREHERSUREYDRICEITIRERY A MhA > 0%,
HJF #E% 0. 0.5. 1. 2mg/kg DAZETESFEIRAICIES Uz, &5 24 BRIZIC, m
BHd (A) TNF -a. (B) IL-6 #RIFEL/Z. * :p < 0.05vs. 0
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Vehicle snPt _ Vehicle snPt

Heart Liver

Spleen
Kidney

Lung

®80

8~9BROIEIEBALB/CY AT, snPt 15 mg/kg b.w ORETERRAICERIRS Lz, 1B5
2ARRAICOME. B, BBIE. TR BRZFRU. 4%/ (S T LA7ILTE B (PRA) ICTEEL
7Z. BE®. HERBZITS Z&CLD, EERSCSIZEEE2aLE.

{A) (B)
400 ALT
350 350
~ 300} L1 control ~ 300
£ 250 £ 250
< 200 2 200
— 150 = 150
Z 100 2 100
50
0
3 6 12 24 48 3 6 12 24 48
Time (hr) Time (hr)
81

2~ BEROEEBALB/c AL, snPt 15 mg/kg bow . OEE Cf’“ﬁ%ﬁ?@ CEEBELE. B53, 6
12, 24, 48ERSRICOIBMC L omFET LTI EERL, 405MEETHRER. 4T, 6000 rpm, 10
minTEOSEFTO. BEENEY Y e LTERLE. T0&, st o ExiEd 3
s, FHEEDIBIES L TIED® (A) ALTRIF(B) ASTEOBIERIT /2. X p<0.05vs time 0
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(A)

BUN (mg/dl)

P
X
Ry

TNF-c (pg/ml)

200 BUN

160 U control
I snPt

Creatinine
[ controf

I I s ot b o d R
ORI B MO ORI B 00O

Creatinine (mg/dl)

6 12 3 6 12
Time (hr) Time (hr)

82

S~OERCIEEBALE/cY AT, snPt 15 mo/kg bow COBRETESINCERIERSLE. 853, 6.
12, 24, 4SERECMEMIc LomET L TILEERL, A00BEETHREE. 4°C, 6000 rpm, 10
minTEODBETL. DEEOEY L IILE LTERUE. Z0%, snPioRAOSERHET 272
&, FHMEZE0BE L UTIET O (A) BUNBT (B) Creatininef@DBIEEIT>72. X p<0.05vs time 0

(B)
40 ggg * iL-6
- ] [Jeontrol
E = 350 Ny
: g
o
20 £ 200}
15 @ 150}
10 = 100§
5 50
O 0
0 3 8 12 24 48 0 3 8 438
Time (hr) Time (hr)
E83

S~ GBROHEMBALB/cTTRIT, snPt 15 mo/kg bow OEETESRRNICEERS LR, 1853, 6,
12, 24, 48ERSEICOERNICLDIEY L IO EERU. 409 ETHRER. 4C, 6000 rpm, 10
minTEOQSEFITL. EEFMEH L TILELTERLE. TOE, saPh&ERIIESL L EET T
BIzth, T ALFAELT (A) TNF-on. BOF (BY IL-B{ED BIFEE#T-7. X p< 0.05va time 0
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ALT (KUfmL)

BUN (mg/dL)

(B)
70 - KX 300
gg snPt ' S 250
[ nPt15 £ 200
40 2 o
30 =< 150
20 b 100
10 - < ‘
0 P . ; \
0 5 10 15 5 10 15 20
Pt (mg/kg) Pt (mg/kg)
Es84
8~ OB RO EETEBALBIC™™D 2L, snPH{Z 1am) BUE nPLUIS am) 5, 10, 15, 20 mo/kg bw D HETE
BIRNICBEe S, 5 24FRRID OB ML VINEY DOV E L. 409 EIETE R 4°C, 6000
rpm, 10 minTHROARFE L, HEEET OO ELTERL, TO i PO B O BT HET S0,
HEECEELLTIEPD (A) ALTED (BYASTED BIFER {772, X p <005 XX p<001vs Pt O
BUN
100
80
80
40
20
0 : ; :
0 5 10 15 20
Pt {(mg/kg)
85

&~ BB FEBALB/cT™ UL, saPH{(E 1 nm) BT nPt (15 nm) &5 10, 15, 20 mglkg bw D BETE
R B ERSUT, 5 24RR LR VIIEY o IV ERRL, 400 =ETHER 4°C. 6000
rpm, 10 minTELHEFE T, EBEMFY L TILELTERV ., TOER POBSE O FEE BT 200,
B EEOISESLT MITPOBUNED BIET T/, X K p<0.01vs PtO
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100 @ @ O ® ®
80 (] ]
o
< 60 . —¢— water 4
ﬁ —o—snAg 0.1 mg/It
4 40 4 —a-snAg 0.08 mg/T o 1
& snAg 0.06 mg/it
20 | ~}snAg 0.04 mg/Ilt ¥ 5 A
—8—snAg 0.02 mg/lL I
0 ‘ Qo o = |
1 2 3 4 5 6 7 8
Day

86. YJ'F /iR 7 HEHREEBBISOEFEZE(L. BALB/ c T UX (6388, M%) (. snAg & 0.1
mg/body. 0.08 mg/body. 0.06 mg/body. 0.04 mg/body. 0.02 mg/body T 7 HEEHZRSE
5L, BENCEEFEREFMELZ. (n=5)

120
110
£ 100
g 90
2 80
€ 50

60

—o— water

—O—snAg 0.1 mg/It
—&—snAg 0.08 mg/lt
8- snAg 0.06 mg/lt
<{FsnAg 0.04 mg/It
—e—snAg 0.02 mg/lIlt

Day

87. Y77 /R 7 HEIRERERODMEFEZ(L. BALB/ c Y JX (6i8#. It#4E) (C. snAg & 0.1
mg/body. 0.08 mg/body. 0.06 mg/body. 0.04 mg/body. 0.02 mg/body T 7 HREEHZRS
¥5L., EENCAREZRAELZ. (n=5)
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6 ~4, 0.5 .
= = 3 = 0.4 |
S ; 2 2 oA
oy X ~—
= <\ 1 g 0.1 |
gj 0 | i_\ 0 4 o0
v vehicle  snAg vehicle  snAg vehicle snAg
20, .10 - N
215 =8 2300
210 S 6 2 200
& % 4 =
0.5 | =% 100
= 5 ? =
= 0. R 0. E 0|
vehicle snAg vehicle  snAg vehicle snAg

88. YJ'F>J§R(0.02 mg/It)7 HERR2RBEOMIRKEIDE(L.

BALB/ c ¥R (6iB#f. It (C. snAg %= 0.1 mg/body. 0.08 mg/body. 0.06 mg/body.
0.04 mg/body. 0.02 mg/body T 7 HRIEFHRZRSHKS Uiz, RI&IES 24 BFEE(C. OEEERMIC L
DIMFEZEEUR L. ZIEEBEIMEREHAIZERE VetScan HM2 ZHWNT, #EmEkER, U> ) CBRER, BER
2. FEREKEN. JRODEREL. [M/IMRERZESESJEIUACKOBIELEZ. (n=5)
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PR METHEREE s () ef

R ERT WIRERE WL ueEaE e

SRETEME AR
Do N s

vetiicle | A snAg|

IR FR7 s (8) HIRERRE
AR 4 B4 4 iR
3 3 - @ 34
9] ] _g
T2{®eee e ® 2. @  2- e o
O 1] O1. P1.
0 | @ 0{eoe ; e 0{eee; e
vehicle  snAg vehicle  snAg vehicle  snAg

89. BJ'F JR(0.02 mg/k)7 HERSIRBERORBIRE(EE).

BALB/ c ¥R (688, M) (C. snAg & 0.1 mg/body. 0.08 mg/body. 0.06 mg/body.
0.04 mg/body. 0.02 mg/body T 7 BRIEFHREIES5 LTz, RI&IL5 24 B (CEE/BIEBIX L.
NS4 27OV I%ERL. A BFSIU-TADRE (HERE) 2FEELE. (n=3)
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(A)

—O—vehicle —M—nAg —&— snAg —9— AgNO;

110 - ¥+ Pp<(,01 vs. vehicle

100

90 -

FEZL (%)

80

70

(B)
—O—vehicle —#l—nAg —&—snAg —€— AgNO;

20 -

15 -

10 4

LHERHE (g/mouse)

Day
90. FJ - YJF R, AL A> (1.2 mg Ag/kg)7 BREIRSREBRHOGE - RtFEZ(L.
BALB/ c ¥ X (6iE#lE. M%) (C. snAg. nAg. O bO—JL&E U THEERKERZENEN 1.2
mg Ag/kg T 7 BREGRERES Uz, F/=. BALB/ c TR (6 E#6. i) (C. snPt. nPt %=
ENEN 0.1 mg Pt/mouse T 7 HEIEHREBIRE Uz, €D, BREMICHE(A). BEEE(B).
ZRIE L=, Data are presented as means £ SE (n =5; **p <0.01 versus value for
vehicle-treated group by Dunnett’s test) (n=5)
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[] 15580
B/ 551591

40 -
39
38 -

37 4

78 (°C)

36

#4p<0.01 vs. 1%58]

91.FJ - T F /R 8R1 4> (1.2 mg Ag/kg)7 BREIEZESREBFOEBZEGYS 1 BEH).
BALB/ c ¥R (685, M) (C. snAg. nAg. O> bO—)LE U THERKERE €T
1.2 mg Ag/kg T 7 HEIEGRE1R5 Uz, 2D, %5 1 HEDERSEIS LIRS 15 50
R ZBRITE Uz, (n=5, **p <0.01 versus value for vehicle-treated group by Dunnett’s test)
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(A)

fipies wEMmBRE U JERE EHEREY BEFUTREN TRImERLY mnsfAREL
(x109/L)  (x109/L)  (x109/L) (x10%/L) (x1012/L)  (x10%/L)
vehile 367 308 0.18 041 10,78 551G
+ (.38 + 0,39 + 0,08 + 0,10 + 0,04 + 38,6
oA 4,59 3,80 0.10 0.68 10.38 699.5
g £ (.39 + (.31 +0.01 +0.13 +0.33 + 58.4
<A 2.85 2.13 0.12 0.61 10.57 729.8
g + 0,16 +0.16 +0.04 +0.07 +0.15 + 40.0
4,46 3,44 0.32 0,70 10.51 518.4
AgNOs | hey +0.51 +0.08 +0.18 £0.25 + 96.0
(B)
I B S B R S B R T T B e,
el ALT AST BUN CPK ALB Na K
FHRE (u/L) (U/L)  (mg/dL) (U/L) {g/dL) (mEq/L) (mEq/L)
) 778 5.4 175 5174 7.0 149.5 5a
vehicle ;7 +73.5 + 0.8 +46.1 +0.1 £ 0.5 + 0.3
oA 26.3 53,5 15.1 89.73 2.2 148.3 6.8
9 + 1.5 £ 8.6 £1.2 + 59,2 +0.1 +0.8 +0.8
<A 31.0 56.7 14.4 178.5 2.2 148,73 6.6
g + 5.1 + 4.6 +0.6 +31.1 £ 0.1 £ 0.5 + 0.4
AGNO. 26.8 74.8 15.1 323.6 2.1 148.8 5.6
giBs 407 +11.0 + 1.0 +81.9 £0.1 + 0.8 +0.1

92. FJ - BT F IR, |/AA>(1.2 mg Ag/kg)7 BEREREBELOMIRIRE - MAEEL
FIRE. BALB/ c Y DX (688, W) (C. snAg. nAg. J> hO—)L& U THESRKERE
ZTNEN 1.2 mg Ag/kg T 7 BEEGREBKRS Uz, BRIESH 5 24 B & (CIMEZEUR L.

mERE (A) LMREEFRE (B) 2170/, (n=5)

158



(%)

XL
e

100

FEZAL

30

(20

100

0
o
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90

—o— vehicle
- snPt

—4— NPt
- NSP30

—— vehicle
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93. 7/ - 73 J/B=E(0.1 mg /Ik)7 BERSREBIFOAEE(LLIBHEZE(L. BALB/C
TR (688, M) (C. snPt, nPt Z&N€MN 0.1 mg Pt/mouse T 7 B EFRREIGS L
=, TR, FHMICTHKEA). BEE=(B). #HELE., (n=5)
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t+ P (0.01 vs. }%%%ﬂ

(A)
40 ] A =TT i1 A
5E WIBSE
39 - % %
U38
og
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35 | ,
vehicle snPt nPt
(B)
= =
o =
o h
=4 S
e )
= _;l £
- o T X ok <ok
AN & & & &S
N 3 o
1.8 5 1
E 3—“ = 400 |
o o =
(e} 1.2 . i 8 | =
=t S s
£ 5 =200 |
E | & =
- g :
woo LS = 0.
g - e 1\ QL e < Q‘&
o S S WP X
\}xé}?"\ o Q'?:{:\\ < Qé{\\ o

94. FJ - BJF/H=&(0.1 mg /Ik) 7 HERSREERODABEZEL (&5 6 Bi%). MIKMK
ADZE(E. BALB/ c ¥ DX (6:EH:. M%) (C. snPt., nPt ZZMNEMN 0.1 mg Pt/mouse T 7
HEEGEZRE/S Uz, %5 6 HEIC. #5R1&K58THRER (A) ZRIFE Uz, Data are
presented as means + S.E. (**p <0.01 versus %581 by Dunnet’s test) E/z. R&ES
S 24 BFRZICMEMEE (B) Z1T272. (n=5)
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