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Fig. 1 Effect of LPS (Img/kg, i.p.) on the METH
(Img/kg, s.c.)-induced rewarding effects in mice.
The data represents the mean = SEM of eight mice.
**%Ep< 0.001 vs. saline conditioned group, ###p<

0.001 vs. saline pre-treated group.
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Fig. 2 Changes in mRNA levels of CCL2 and IFN-yin
the peripheral blood of mice after treatment with LPS
(1mg/kg, i.p.) and/or METH (1mg/kg, s.c.).
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Fig. 3 Changes in mRNA levels of IL-1B, TNF-o,
IL-6 and IFN-y in the limbic forebrain of mice after
treatment with LPS (Img/kg, i.p.) and/or METH

(Img/kg, s.c.).
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Fig. 4 Changes in mRNA levels of GDNF in the
limbic forebrain of mice after treatment with LPS
(1mg/kg, i.p.) and/or METH (1mg/kg, s.c.).

Fig. 5 Ibal-like immunoreactivity (IR) in the nucleus

accumbens of mice after METH-induced place
preference with or without cotreatment of LPS. The
density of Ibal-IR was increased in the nucleus

accumbens of mice treated with LPS.

Fig. 6 GFAP-like immunoreactivity (IR) in the
nucleus accumbens of mice on METH-induce place
preference with or without cotreatment of LPS. The
density of GFAP-IR was increased in the nucleus
accumbens of mice during the development of
rewarding effect of METH. There were no changes in
the density of GFAP-IR in the nucleus accumbens of
mice treated with METH in combination with LPS as

compared to saline treatment.

PHIDFE O 6Tz (Fig. 6).
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Fig. 7 Treatment with methamphetamine (METH,
1uM) for 1 days caused astrocytic activation in
purified cortical astrocytes. These activation of
astrocytes induced by METH were inhibited by 2-AG

(0.1uM).
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Fig. 8 Effect of AM630, a CB2R antagonist, on
inhibition of METH (1mg/kg, s.c.)-induced rewarding
effect by LPS in mice.
= SEM of eight mice.

group.

The data represent the mean

**p< 0.01 vs. drug-treated
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Shati: 5°>-GTGATTCTGGCCTACCTGGA-3" (for-
ward), 5’-CCACTGTGTTGTCCTCCTCA-3’ (reve-
rse). Tmeml68: 5’-GACAGAATCATGGCATCCA
AAGG-3’ (forward), 5’-TTGTCTTGCCGCTGGAG
TCCAT-3’ (reverse), MAP (2 mgkg, s.c.) B&
U=z F > (1 mgkg, s.c.) EFf 5% ORHE
P TR BRRES O 2 FFERICER LT,

4. EBEORIE
77 UNBOFE (40X40X30 cm) OHFT, <
v A % B B ICITE) & ¥, Scanet MV-40
(MELQUEST, EL) Z AW CEHEZRE LT,
HEAFREDESOBETIX, EROE
AT IZ MAP (1 mg/kg, s.c.) B L NAEERE K
(Saline) ¥ 5 %17 > 7z,

5 & T BFTESFERBR (Conditioned
place preference test)

FHAH TP FERBRIT, 2003
—hAIDDLRLWAREME AV TBEHICH
> T o7 19, MAP (1 mg/kg, s.c)B LV
saline ® 51X, S&HMHITOERNIIIT -,

6. BN R XX v ERER ORI E

In vivo <A 70X A7 VT REZRHWNT,
<7 ANAB LOdSITRIT B K3 vl
BrRELE Y ~UREXRVIALES

— b (50 mg/kg, s.c.) FRET CREMERE
WEE L, BHEZ B 0% . £/ NA (anterior
=+ 1.4, lateral = + 0.6, ventral = + 4.2 from Bregma)

¥ L < XM dS (anterior =+ 0.5, lateral = = 2.0,
ventral = + 3.5 from Bregma) ZH A R = =2 —
VEBALBEELE, BB, 7 —7
A RI==2—LVIXVEAL, VTN
# (147 mM NaCl, 4 mM KCl, 2.3 mM CaCl,)
% 0.5 ul/min TER L 7=, EWREKIZ. NA T
X 15 7 FIRE. dS Tik 6 DRI TINE L,

EWREF ORI E% HPLC Y AT A
(HTEC-500, EICOM, HE#) %A\ THoHr
L7, MAP (1 mg/kg, s.c)iE. B 7 u—7
AP 2RMABICEES Lk,

7. HREHLE

ERFERIITHEIEERETR L AEE
WEIL, RS HT O, post-hoe test % FHVNTAT
o7, 2 FEREERIZIL, Student’s rtest & FHUVT
BIE LT,

C. WFoERER
1. NA-Shati 3 X T8 dS-Shati ¥ 7 A 28T 5 shati
mRNA

NA-Shati 33 X" dS-Shati <7 2D NA BXL W
dS |28V B shati mRNA OREBIEZBRF LT,
NA-Shati = 7 2D NA (2531} % shati mRNA 3
#iX, NA-Mock v~ U X LEBR LT, K 4 fFI2HE
LTz (Fig. 1A) o —¥. dS-Shati 7 A D
dS |Z331F B shati mRNA B ElE, dS-Mock ~ 7
AL HB LT A6 fFI8ML Tz (Fig. 1B) o
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Fig. 1 Shati mMRNA expression in the NA and dS of NA- and dS-Shati mice.

Shati mRNA levels were measured by Real-Time RT-PCR and were presented as relative to
GAPDH. NA: ds: dorsal ***P < 0.001 vs Mock.
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LR 5, NA-Shati = 7 2 D MAP 53 1EEhH
%1%, NA-Mock = U X L& L THEICEA L
T 7z (Fig. 2A) , — 75, dS-Mock 33 LT dS-Shati
<~ U ATIIHEE /R MAP FRETEZHBELEIN,
MR ZE X2 0> 7= (Fig. 2B) o
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Fig. 2 MAP-induced locomotor activity in NA- and dS-Shati mice.

The locomotor activity after MAP treatment (1 mg/kg s.c.) was measured for 60 min. NA:
nucleus accumbens, dS: dorsal striatum. ***P < 0.001 vs Saline, #P < 0.05 vs Mack.

b) MAP FRF MBS

AR D MAP BEEIER G287 T, MAP 1 mg/kg
% 7 BREEFREE L, 1, 3. 5. 7 HEIEHE
ZHE L7m, NA-Mock X NA-Shati =7 &
i MAP R EEEL BT 2 HERSERL
2o MEEOBTHER BBRICITE BERZT -
7B, FBEERFIZEIT B NA-Shati ~ 7 2D MAP
FRITHEICFERBOPBEE SN (Fig. 3A) .
¥ 7. dS-Mock ¥ XN dS-Shati = 7 R ZRBUWT
1, MAP BREESBZICRIT 2 WERE N8
BANR, WMEEICEITRD» o7 (Fig.3B) .
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Fig. 3 MAP-induced locomotor sensitization in NA- and dS-Shati mice.

The locomotor activity after MAP treatment (1 mg/kg/day s.c.) for 7 days was measured for
120 min. *P < 0.05, "*P < 0.01 vs Mock (Bonferroni's post-hoc test).

¢) MAP FHFRGETETE

MAP 1 mgkg IZ XA EBERMITITEY,
NA-Mock < U A TIIGEFELFENRTHE SNT2D3,
NA-Shati ¥ 7 A CIIBFTEFENBEINT,
MAP FHRGFTEFEORUMER (P = 0.082) %
~ L7 (Fig. 4A) , —J5, dS-Mock X% dS-Shati
~ U AT, WREL bHEEXR MAP BRGATELT
HERBE S, MEICZEIT o7z (Fig. 4B) .
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Fig. 4 MAP-induced place preference in NA- and dS-Shati mice.

MAP (1 mg/kg s.c.} was administered during the conditioning of the place conditioning test.
*P< 0,05, **P <0.01 vs Saline.
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IVIEBEENKH 150%IC EH 5 2 Lok
L. NA-Shati ¥+ 7 XD NA TlI. 2D L 5§
RIELALCBESNTHEEREERLE
(NA Group x Time, F(14,140)= 2.5, P < 0.01:
repeated ANOVA) (Fig. 5A) , — . dS-Mock
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Mofo, X 5HIT, MAP 1 mgkg #& 5 Tk,
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RS VBEBEENK 250% I ER LAER
=X 720> 7= (Fig. 5B) .
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Fig. 5 MAP-induced dopamine release in NA- and dS-Shati mice.

A: MAP-Inducad dopamine release in the NA of NA-8hati mice using in vive microdialysis.
B: MAP-induced daopamine release in the d$ of dS-Shatl mice using /n vivo microdialysis.
MAP treatment (1 mg/kg s.c.) was performed on time 0 min.

3. Shati-TG <7 A2} B shati mRNA B

Shati-TG < 7V XA D& MEALIZ BT 5 shati
mRNA OFEBEBLBPE L7Z, TORBR. <R
DEERI~D R LHEG LT, HD Shati-TG <V
ATHRFRIZBWT, HETIRAEREICRBNT,
#1 1.5 f£ D shati mRNA HEEEOEMBPBEIN
7z (Fig. 6A and F) , 7z, fLOBMIBALIZINT
X, shati mMRNA OFHEICHELRE(ITIR O
72ho7- (Fig. 6B-E) ,
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Fig. 6 Shati mRNA expression in the various brain regions of Shati-TG mice.

Shati mRNA fevels were measured by Reai-Time RT-PCR and were presented as relative to
36B4. W: Wildtype, TG: Shati-TG, PFC: Prefrontal cortex, HIP: Hippocampus, TH:
Thatamus, STR: Striatum, MB: Midbrain, *P < 0.05, P < 0.01 vs Wild-type.

4. Shati-TG < 7 RIZHBiT 5 MAP ~D Ui tE
a) MAP FREEIRS

Shati-TG ~ 7 A|Z Saline # BE[#& 5 L7 & Z A,
MDD Shati-TG ~ 7 A Tid, BAREZHERLTHE
BERTEEOEMAEE sz (Fig. 7B) . MAP

1 mg/kg Z BEEER G Tk, £ TORIZB VT MAP
FREEBEENBEINT, UL, HERERRO
Shati-TG < U AIZHBVT, MAP FH5IEEIRSE M3,
HAR<y 20N LR L THEICEMLT
W= (Fig. 7A and B) ,
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Fig. 7 MAP-induced locomotor activity in Shati-TG mice.

The locomotor activity after MAP treatment (1 mg/kg s.c.) was measured for 60 min. P «<-
0.001 vs Saline, P < 0.01 vs Wild-type.

b) MAP FHIMMEHS:

ATt > MAP BRI 5 1Z#%721F C, MAP 1 mg/kg
% 7 BEERR S L, TOfR. HED Shati-TG
< U AT, HAER L& LT MAP FHEYmE
BRI Em S 8E sh (Fig
8A) . —J5, METIX Shati-TG B X UFAR <
ZZRIT D MAP FREEMERZICETBRESL
7203 o7- (Fig. 8B) .
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Fig. 8 MAP-induced iocomotor sensitization in Shati-TG mice.

The locomotor activity after MAP treatment (1 mg/kg/day s.c.) for 7 days was measured for
120 min. *£ < 0.05 vs Mock (Bonferroni’s post-hoc test).

¢) MAP FHGFTEFE
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mg/kg DFEAHTIZ L 0 HERBFTE LT OB
BEZE SN (Fig. 9A) o Shati-TG B K VB AR
< 7 ZADMETIE, MAP IZ X »>TE&BSiF&Enk
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Fig. 9 MAP-induced place preference in Shati-TG mice.

MAP (1 mg/kg s.c.) was administered during the conditioning of the place conditioning test.
*P < 0.05 vs Saline.

5. < U RMERRIZBIT D Tmeml 68 mRNA HEH,
BAM< 7 ZDOKZMEITBIT D Tmemios
mRNA DB E % Real-Time RT-PCR E% T
BIE LTz, Tmeml68 mRNA I, £FIZEB LT
WAHHOD, LB, BHEBRICE BB L TV
(Fig. 10A) . £7c, EMEALICEB T 2 RIE TIX
BEEEBRITEB VT, BV Tmeml68 mRNA &
B bh/c (Fig. 10B) .
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Fig. 10 Tmem168 mRNA expression in the various organs (A) and brain regions
(B) of mice.
Tmem168 mRNA levels were measurad by RT-PCR and were presented as relative to 36B4.

PFC: prefrontal cortex, HIP: p STR: stri NA: ! TH:
thalamus, CB: cerebelium.

6. RTFMEEMIC X D Tmeml68 mRNA REEAL
FpARl<- 7 X2 MAP (2 mg/kg, s.c.) % 6 HFH
ek 5 LB O EMEALIZ BT D Tmem168

mRNA DORBEE{EZRTFT L=, TORE.

Tmem168 mRNA RBHEIL, EHER I UHIAZIC

BWTHERBICHEAKLE Fig.11) , Ebiz, ==

F (1 mg/kg, s.c.) % 6 HEERKRE LIZBRIZIX

BTEE R E B L O Z BT TimemI68 mRNA

REENVHEICHER L (Fig. 11) .
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Fig. 11 Tmem168 mRNA expression in the brain regions of mice after repeated
MAP or Nicotine treatment.

Tmem168 mRNA levels were measured by Real-Time RT-PCR and were presented as
relative to % of saline-control group. MAP (2 mg/kg/day) or fne (1 g/ was
administered for 6 days. PFC: prefrontal cortex, HIP: Hippocampus, STR: striatum, NA:
nucleus accumbens. *P < 0.05 vs Saline.
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