. fang
=
£ 4.
)]
=
i
Py
s
an
0 N.D. |
Control snPtl
(B) (C)
. BAfFATHE BaF AN
0.8 0.08._
0.6 =
= = 0.06
S S
=204 = 0.04 |
iy i
%02 2 0.02.
0. Q.
o| N.D._ ol ND._
Control snPtl Control

snbPtl

11. snPt Dia%E. A&(FATER. BRFRIADBITIESE. (TR 16 HD BALB/c YIRIC snPt

(10 mg/kg) ZEEFIRAIK D 2 HRER TS Uz, &S5 24 B (ICIRER. AafrATiE.

FaFRiEEUN L. R (A). BafFRHES  (B). BafFiih (C) B&% ICP-MS [CKDE
= Uz, Data are presented as mean + SE (n=1-5).
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(A) 40 - o Cont

2.5mg/kg

5 mg/kg
7.5mg/kg
10 mg/kg

35

mE OO0

K& (g)

2.5mg/kg

5 mg/kg
7.5mg/kg
10 mg/kg

0 |
L7 snPt1

R = g

25 T f T 1
GD14 GD15 GD16e GD17 GD18
iR R s

(B)

125 - o Cont
0 2.5mg/kg
o 5mg/kg
B 7.5mg/kg
® 10mg/kg

115

105

KE (%)

A 2.5mg/kg
A S5mg/kg
A 7.5mg/kg
Ao 10mg/kg

95 | f |
GD16 GD17 GD18
TiREE
12. snPt ZFIRAIRSSNIEFEEYDXDAERS. 1TIE 16 HD BALB/c YIXIC
snPt8. snPtl (ZNE&MN 2.5. 5. 7.5. 10mg/kg) ZEFRAKLD 2 HEESE THRS U,

HEHKZ . ZAE (A).18581% 100% & UzRaElE& (B) Tl U/z. Data are presented
as mean = SE (h = 5-7)
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(A) 15

- lll Illl
0 '

FEEs (g)

Contml 2.5 10 2.5
snPtS snPti
(B) 10 -
8 .
& 6 -
2
0
Control 2.5 5
(C) . snPt8 snPti
%
I 2
]
il i i i 1l
AL i
Centmlz 5
snPt8 snPtl

13. snPt Z@IRASSNIEHIEVYIADFEER. BFH. BURFRAER 16 HO
BALB/c ¥ X(C snPt8. snPtl (ZFNE12.5. 5. 7.5. 10mg/kg) ZEERIRALD 2 B
B TiR5 Uk, &5 24 BREIRICHFTURML. FEEZ (A). IBFE (B). FETIBF
#} (C) =FMHE L=, Data are presented as mean + SE (n = 5-7)
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1200 -
o)
£ 800 -
i
40
fawand
0
Contro! 2.5
(B) snPt8 snPtl
120 4 **:p < 0.01 vs Control
100 4 —
— % %
& 80 4
I 60 -
o
b 40 -
4o
g
20 -
O i i i i
Controt 2.5

snPt8 snPtl

14. snPt ZFIRARSNEFIEYIADRFER. Tk 16 HD BALB/c ¥ IXI(C
snPt8. snPtl (ZNEMN 2.5. 5. 7.5. 10mg/kg) EEEMRALD 2 HEER THRS U,
BRi&g5 24 BB (ICH IR L. FFfoE=%x. EAME (A). WEREFZ 100% & UZIFD
& (B) THHMliL7z. Data are presented as mean + SE (n = 20-55; **p <0.01 versus
value for control group by one-way ANOVA followed by Fisher's PLSD test)
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(A) (B)
200 - 40 - "
j >k vk 3
£ 150 £30 -
T ~
2100 220 -
N
Yy 50 - fm -
0 0 s
N AN N,
& & S
Qo & (JO )
(D) (E)
' *
gZOQ - r_gGOO - *
T
E§150 - §§400 |
gwo i g
EH G |
o 111 o L1
N ) N
& & & &
(_,0 ) (JO )

*:p < 0.05 vs Control

IL-12 p40 (pg/mL)

3000 -
*
2000
1000 -
0 -
N
éﬁa sf?
(}0 &
(F)
7300 -
é *
2200 -
e
7100 -
2 .
=
0 :
N
& &
(JO )

**:p < 0.01 vs Control

15. snPt ZFRAIS ESNEFIEY D ADMPY 1 M1 > DESE

. iHiR 16 HD BALB/c ¥ JXIC snPtl (10mg/kg) ZEEHRANKDI/S Uz, BRIEE 26

& (CRHAOIMEIBZLBUNL ., @ IL-2 (A). IL-6 (B). IL-12 p40 (C). G-CSF (D). MCP-1
(E). MIP-1b (F) Z#BIZE Uz, Data are presented as mean + SE (n = 4; *p <0.05, **p

<0.01 versus value for control group by Student's t-test)
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(A) 407
< 30+ L ‘
-
=~ 20 - =
5 1o l
O i i i i
Control 3 10 3 10

snPt8 (mg/kg)snPtl (mg/kg)

B‘
(B) 100+
J 80+ _
=2 60-
= 40 -
O T ] 1 I
Control 3 10 3 10
snPt8 (mg/kg)snPtl (mg/kg)
(C) = 304
2 - ~
o 20+ l ' [
£
- 10-
)
f.ﬂ O i i f i
Control 3 10 3 10

snPt8 (mg/kg) snPtl (mg/kg)

16. snPt ZROISETNEEEY D ADMBELFRE. Tk 13 HD BALB/c ¥ X(C
snPt8. snPtl (ZNZMN 3. 10mg/kg) % 5 HEER CTROES Uz, BRIg5 24 BR%
([CEHAMAZEYI L. ALT (A) . AST(B) . BUN (C) ZHIE U=, Data are presented as
mean = SE (n = 3-5)
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(A)

(B)

K& (%)

K& (g)

41

37

33

29

25

110

100

80

snPtl

13

14 15 16 17 18

YR H i

N

- “\““‘m\w‘
»“\"nu >
"

# snPt8

T snPtl

13

14 15 16 17 18

ER = i

1

o

g

>

Cont

3 mg/kg
10 mg/kg

3 mg/kg
10 mg/kg

Cont

3 mg/kg
10 mg/kg

3 mg/kg
10 mg/kg

17. snPt 2R OIS T NIEEIEY D ADEERR. (TR 13 BD BALB/c ¥JX(C snPt8.
snPtl (ZNEN 3. 10mg/kg) & 5 BREER CROKS Uz, AEHRZ. ZiME (A).
Data are presented as mean £ SE(n =

% 5a1% 100% & UIEDEIE (B) THHMELTE.

3-5)

46



(A) 15 **:p < 0.01 vs Control

© T
S 1 B
gﬁ T
M
O 1 i 1 1 !
Control 3 10 3 10
snPt8 (mg/kg) snPtl (mg/kg)
(B) 12 +
-
: . ' . '
& -
E 4 '
O T T ¥ T —
Control 3 10 3 10
snPt8 (mg/kg)snPtl (mg/kg)
(C) 4
|/ 3
o 5
hoolH
R 17 i
O 1 i i i
Control 3 10 3 10

snPt8 (mg/kg) snPtl (mg/kg)

18. snPt ZROKSETNIEEREIY DADFEES, BFH. ECKREFR . TR 13 HD
BALB/c ¥ X(C snPt8. snPtl (ZFNEMN 3. 10mg/kg) % 5 HEEHR TROES Uz, &
IG5 24 BRI (ICTHEUIRML. FEEE (A). BFE (B). ETRBFE (C) ZFHELZ,
Data are presented as mean + SE (n = 3-5; **p <0.01 versus value for control group
by one-way ANOVA followed by Fisher's PLSD test)
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(A)

[y
=
i |

latfEsE (mg)
o
Ut

%k %k
* >k Xk K ‘
T l l l *
O T T T I 'W"_}
Control 3 10 3 10
snPt8 (mg/kg) snPtl (mg/kg)

(B)

§150 - ‘s . x * %
~— « *x
igl00 1 =
Hﬁ{i |
o 50 4
O i i i !
3 10 3 10

Control ,
snPt8 (mg/kg) snPtl (mg/kg)

*:p < 0.05 vs Control **:p < 0.01 vs Control

19. snPt ZROIRSTNERIEY I ADIRFER. 1TF 13 HD BALB/c Y X(C snPt8,
snPtl (ZFNEnNn 3.10mg/kg) & 5 HRELER CROKRS Uz, €NE€MN 2.5.5.7.5.10mg/kg)
ZREERAIKD 2 HRELER CIR5 Uz, &5 24 BERICHETRLU. RFoEEx. £
AIE  (A). EBEFE 100%& UEEoElE (B) THH@ L7z, Data are presented as mean
+ SE (n = 15-45; *p <0.05, **p <0.01 versus value for control group by one-way
ANOVA followed by Fisher's PLSD test)
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(A) (B)

6 - 60 -
5 ? 0
i
g 4 Q 40 A
H \nl
H S
2 4 % 20 4
0 ' r 0 T T
Control snPt8 snPtl Control snPt8 snPtl
(C) (D)
, -O-Control
40 - -@-shPt8 110 -
——snPtl "
FE
100 Joeg @wﬁwg
© 3 b
- S 90
ol ey
€ 80
O E . Y 1 7@ T T 1
" 10 20 30 0 10 20 30

*:p < 0.05 vs Control **:p < 0.01 vs Control

20. snPtl ZHEEAISSENEIDADSOMEFE. HEFORMLE, HEFOFEH
#. iR 16 HD BALB/c ¥ X(C snPt8. snPtl (ZNEMN 10mg/kg) EEEFIRALD 2 H
RIERE CIRS U, BEFE (A) ZHls D &R, BEFLRF(CIm#E (B) ZFHMBILIZ. &
=, BAEBOHREZEMEN(SAEL. EAHE (C). MIBEFZ 100% & UIZRDEIE (D) THE
{fiL7=. Data are presented as mean + SE (n = 6-62; *p <0.05, **p <0.01 versus
value for control group by one-way ANOVA followed by Fisher's PLSD test)
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Measured parameter Test snPt8 snPtl

Locomotor activity Social interaction test  Contact: T N.S.
Marble burying test N.S. N.S.
Anxiety-like behavior Ying

Open field test N.S. N.S,
Social interaction Home cage monitoring N.S. N.S.
Tail suspension test N.S. N.S.

Depression-like behavior Porsolt forced swim test N.S. Activity: 7
Muscle strength Wire hang test N.S. N.S.
. Grip

Grip strength test N.S. strength: |
Acoustic startle response  Acoustic startle response test  N.S. N.S.
Sensorimotor gating Prepulse inhibition test N.S. N.S.
Memory Fear conditioning test N.S. N.S.
Motor learning Rotarod test N.S. N.S.
Motor coordination Gait analysis N.S. N.S.
Pain sensitivity Hot plate test N.S. N.S.

N.S.: Not significant

21. snPtl ZIHERRE UIEFOTBITA MY FU— (F&o) Sk 16 HD BALB/C
NIRRT snPt8. snPtl (ZNEMN 10mg/kg) ZREFMAKLD 2 BRERTHRS Uz, B4
FZ 10 BiETHEB LR, TBT7 AN \WTU—(CKD, FOREMEEEZ RN (CHFTL
7-:0
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1000

(A)

500

ng/qg weight

(B)

1600

500

ng/g weight

(C) 2000

1500

ng/g weight
g g

o

KRz ESHISHRIER

5-HIAA  5-HT

i l

DA DOPAC HVA  MHPG NA

HRETED

T

5-HIAA

Control

5-HT

22. snPtl ZFIRAARE UFORANTE/ P OER. Tk 16 HD BALB/c ¥ IXI(C
snPt8. snPtl (ZENEMN 10mg/kg) ZEEIRALD 2 BREEHR TIRS Uz, HEF%Z 2338
HCRRRIL. AMRERIZERIEY (A). B (B). RIKRTE (C) ROMERENE. RUZD
R DOREZFM Lz, Data are presented as mean + SE (nh = 6-10)
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,( A) Subventricular zone (B) Granule cell layer (C) Accessory olfactory
E

(olfactory bulb) &2 (olfactorybulb) & bulb
£ £
770 ] £ 20 £ 500 ;
= * = =
S1500 i § o200 4 4 R
= 2 150 | o 400 1
1000 g g 300 -
> g 101 2 200 -
= 500 4 = 50 - o
g ] 2 100 -
o jni oQn
- o} T ) 0 . 5 0O .
= Control  snPt1 T Control snPt T Control snPt1
& @ &

( D) Subventricular zone (E) Subventricular zone (F) Neocortical

::g (striatum) < {(neocortex) 2 neuroepithelium

égg@g *é1600 E 1400 -

2 T 21400 Z 1200 -

3 2500 % 1 = T
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& 2000 51000 - % s |

@ 1800 - g 800 A C 00 |

¢ 1000 ¢ 800 - g
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g ¢ g 200 A g 200 4

= Control  snPt1 2 0 * - 2 0 s

= o ©

& & Control snPt1 & Control snPt1
Intrahilar proliferative A Ventral posterolateral

mygdala I :

g;“(G) zone of the dentate o~ (?g) ys = ( ) thalamic nucleus

: gyrus E 300 | £ 400 -

2 500 2 250 - Z I

§ 500 § 200 § %0

w 400 A ] T 2

= = 150 A = 200 -

g 300 | g 100 8

S 200 2 2 100 -

= 100 - ﬁ§ 50 - .§

g8 o T - f 0 g a b0 T

=) Control snPt1 oo} saline snPt1 = saline snPt1

B 4 2

) el 53]

23. snPtl ZEIRRARE U IafF oM@ E (CR(IF IR M. 1Tk 16 HD BALB/c XD
AT snPtl (10mg/kg) ZEERRAILD 2 HEER TIRE I EHIC, FIERS 24 K%
(Z BrdU (50 mg/kg) ZREREARS Uz, R 18 HICARFORKZENUR U2, BrdU (X9
DA TREREL. METH {IREK (A). #RK (D). FKE (BE)}. FHJE (B). BINREK

(O). MR (18 (P} BEERE (G). kA (H). RKRBIMIERAX (D CH
(73 BrdU FB4#paziast8UJz. Data are presented as mean £ SE (n = 3-5; **p
<0.01 versus value for control group by one-way ANOVA followed by Student's t-test)

52



) 600 -
gl
A& 400-
200 -
N.D.
0 . ‘
saline snPtl snPt8

*P<0.05 vs saline

24, snPt ZRAM (CHEFIRPIISES UROKS 12 BEEOBANDASBITE. LE
3 B#® BALB/c ¥ X(CT snPtl, snPt8 (20 mg/kg) ZEEMAKLDEOIES U, B8
%5 12 BERICEAZLORL. SE8RETSAVEENERE (ICP-MS) fICLDES
L7z, Data are presented as mean + SE (n=4-5). *Represents significant difference
from the saline by Scheffe (p < 0.05).
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PtEE (ng/mL)

N.D. N.D.

water 3 10 30
snPt8 (mg/kg)

B9 25. snPt ZFRIALRIC 3 BRERRORS URORRIES 24 REEOBANDBRET
8. BEHLD BALB/c Y X(C snPt8 (30 mg/kg. 10 mg/kg. 3 mg/kg) = 1:BRIICS5
BlIDNR— T 3 EMEFRORS Uz, &I&I%5S 24 BEZ(CEIZEIRL. FEFETSX
YEESHEE (ICP-MS) fBEICKDEE Uz, Data are presented as mean + SE
(n=3-13).

A
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3000 -
2500
2000
1500
1000

B A#RE(ng/mL)

500

] i i i 1

0 4 8 12 16 20 24
REREERE(hr)

26. nAg.snAg.Ag+Z I (C HEIFFIRAISS U ROBRRBANDERTE. 1
EE 3 B%® BALB/c ¥ RXIC nAg. snAg. Ag+ (1.5 mg/kg) ZEFIMAXDEERS L
Jz. BAZEIN L., FEREES TS XTEESRE (ICP-MS) f#f[C KD EE UJE. Data are
presented as mean £ SE (n=4-5).
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B -
(A) g5 - . (B) 40 .
3 60 - = 30
> S
= 40 = 20 7
o <
< 20- 10 -
0 z : 0 T T
C
(/1 60 -
—
240” 1 [J water
g snPt8 3 mg/kg
Z 50- B snPt8 10 mg/kg
-
m W snPt8 30 mg/kg
0 T T

27. snPt8 ZRAMIC 1 BREEORELEYDAOBHMBEELFRE.HEBH S,

30mg/kg. 10mg/kg. 3mg/kg Di%S5ED snPt8 &= 1 H 1 [El. 13BMIC 5ED~R—XT, 1
BMEGROGRS U, &IE5 24 RREZICIEEEIR L. MBRE{CFREEEMUE (AST
(A) . ALT (B) . BUN (CQ)). Data are presented as mean + SE (n=5).
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(A) 120 -

100 ®

60 -

FTEFEFE(%) ~
g

40 - -e-snPt8 3mg/kg
—-—snPt8 10mg/kg

20 7
-#snPt8 30mg/kg
0 T T T !
0 2 PN?D 6 8
360 ~ **p<0.01 vs.water

(B *P<0.05 vs.water

W
Yy
l

i

N
)
-

I

FEFRER(%)
=N
3 o

-8-snPt8 3mg/kg

110 -2-snPt8 10mg/kg
-2-snPt8 30mg/kg
60 T T T !
0 2 4 6 8
PND

28. snPt8 ZRFAMIC 1 BEEORBULLIDADHEFERFR - B8, HEANS.
30mg/kg. 10mg/kg. 3mg/kg DIES5ED snPt8 & 1 H 1 B, 1BM(C 5 BlDR—XT,
1 BEREGRORS Uz, 1S SHIBROFEFOERFR (A). KUMAE (B) ZAIE USZ. Data
are presented as mean + SE (n=14-29). **Represents significant difference from the
saline by Scheffe (p < 0.01). *Represents significant difference from the saline by

Scheffe (p < 0.05).
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(A) (B)

150 300
< Sed
= 100 5200
= = 150°
I 507 L2100
50 l
0 0 *
(C

N
s
3

] water

1snPt8 3 mg/kg
B snPt8 10 mg/kg

: N snPt8 30 mg/kg

et
wn

BUN(mg/dL) ™~
N
-

[
Ul o

O

29. snPt8 ZMAHIC 3 BRENARE U OADBFMKRE(CERE.HEENS. 30mg/kg.
10mg/kg. 3mg/kg DIE5ED snPt8 Z 1 H 1 B, 1:B8ME(C 5 EBIDR—XT, 3 EEFRRORS
Ufz. &85 24 B (CINEEENR U, IMRE{CFREZSFMUZ (ALT (A) . AST(B) .BUN
(C)). Data are presented as mean * SE (n=5).
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100 = : ﬁ i
£ A
—~ 80 -
\g
é,f 60 -
& ~water
i 40 - ©-snPt8 3 mg/kg
20 +snPt8 10 mg/kg
#snPt8 30 mg/kg
0 x ; x x
0 5 10 15 20 25
Hiin
800 -

* %k
--water

--snPt8 3 mg/kg

2001 —snPt8 10 mg/kg
0 -=-snPt8 30 mg/kg
0 10 20 30
=i

**p<0.01 vs water
*P<0.05 vs water

30. snPt8 ZRAMIC 3 HEMEARBURIYDADOHEFERFE - EE. HEAHNS.
30mg/kg. 10mg/kg. 3mg/kg DISED snPt8 & 1 H 1 [Bl. 1:EM(C 5 BD~R—XT. 3
BREESRORS U, 1IRSHEPOBEROEFER (A). KUBHKROEKE (B) ZRIEL.
Data are presented as mean *+ SE (n=14-29). **Represents significant difference
from the saline by Scheffe (p < 0.01). *Represents significant difference from the

saline by Scheffe (p < 0.05).
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