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T W06 T BTG R . £F 3 5t 7 22 b, PPAR v BBh ) A BEME S — i (TZD) o 7F F- ek sk
Jiti 77 2, BT TZD AL A% B Bl 24 B R 00 ot s 270 ) SRS 27 B R 51 Bl B
G o

[0049]  FE—ANSLji 5 R, Brid 25 W) 40 & WD AE IR 7 R O 7R 1) R HR A R TEARE R SE it
J5 & H, BT ORI DRAS  JE T T KRR S K RAT AR Bl SRl 51 R & L LG 2 R
EREE N AT

[0050] 7R st/ b, BT IR 25 W4 A e R 1 Bl 5 MR AT N R YR TR R
R o PEF 78 S il 7 227 5 BT IS s IR P B0 0 R A R D i 380 1k O 0 s B PRV L B A
HE - 18 2% 8 B A P - A0 X 8 2 A P 738 TR % SR ER A R RS Bl 1 X
A b SO P IR B EURE O Y 2 L IR B 9RO () BT B R VR PR RE 15 T JRE i
JCRE IR B R  siRaE I IS B A a i B A

[0051]  FEARJ B 250 4 G Wi B s it 7 S8, BT i L B0V 97 7R DN R v RS PR IR &
TARA] F 305 BB ) /A5 507 AR 7 PUEE 24 « Rk ) GRS IR B SR Rk -1
(CRF-1) B2 ARFE P e B 1 135 % -3 (5-HT3) FE P 5-HTon e HLAFI KR ZE -1 (CB1) 32
RFEPUA o AE— AL T7 R, BT B v R A5 P it B Bl 26 25 o 78— AN S s
BT IR Pr Al A S P K B B R hr B o 75— N SE 5 R, B iR PUi e 2451 B - FEE
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B 70 A PESH AN S T o 7 — AN SE 7 27, BTk CRE-1 2 AR F5 P 7 A e fth b B o fE— A
S A, BT IR M3 -3 (5-HT3) #5977 9 BT Ph R o 75— /N SE it 7 B9, Arid K
k21 (CBL) SZARFE B AR ZE AP B 224 I HE o 75— AN St 77 R, B TR A 2T 23
AN/ FEBRIN T R ENE.

[0052]  FEA K BHZ)W 4 G PR R 8 St 7 S8, Frid O 7R R A L BT I8 HBVR TT AR
Bo] i SRAB P BIR A BB RSP/ 8B 0 BB o 7 — AN SE M7 S, Brid B 2357
YN o 7 — AN SEHE T S, BT VR A LR R SR o B sh AR /A L T I

[0053]  FEA K BHZ)WA G PR RE 8 St 7 S8, ik s R Je ol T BLRmid H e vh 97 7l
NPCHIAR I  AE— AN ST S, BT i B Aar 77 A 2 R Hr i o

[0054]  FEA K BH 240 G W R E S 7 S0, BT BURE RS # % s 25 H iR Hoenvh
IT FRPTIIAR T o 7E— NSt 77 7, BT Be AR 71 9 e AR R .

[0055]  FEAR i BH 24 W0 4 G W e e S it 7 S8, BT I s e 79160, 5 7 P R 22 P O 7, I
H Rl Fo & 3697 F AR 2R3 R SR S R B SR B R/ FE B o AR — AN SE it T &
o, BT R B BT i il B BN 36 55 o 7 — AN St 7 R, B VR & LR 2835043 B30
/4GP T R EME

[0056]  FEA K BH WL & PR s € SEti T 22, Bk PPAR vy ¥l 551 9 et A 271 i HL o ik H:
EIRIT R R .

[0057] 7RI EAHICH S 7 -, AR BB HEIE & TR IT BOR I 25V 4 A W0 ) S 77 =
T, oA B s Ao 7 & T B B i S AL VAR S B 0 I80E 52 M4 v (PPAR v ) BBl fI A &
TBYT TR, o BT B ) B A B TR OB S 4G B ) BT IR PPAR v BB R i
EVRIT I, L L BRI BT IAPPAR v 871 AT R I e e 97 IECE Bh T AR T BB B
R IR o TE AR E St S H, FTIRPPAR v 077 M ke — ] (TZD) o fE 3L B8 S 7 S8, B
IRTZD LA B 224 50 Bl PR BB it 20 e B S0 A% 51 e A A% 2 i 7 i
St A, BT H e G T AR A 2RAE U R A TR R SR A s R/ A B S AR
FUSNPUEIRZ « Ik 77 AR b R 57 R B A -1 (CRF-1) SRS HUA L 38 Bk 13 i -3
(5-HT3) FEHLHI 5-HTon/2cFE P B AR -1 (CB1) SZARFEFUF o £ — A2t 7 b, Bk i
FRIEPUA R B AN 3L 55 o 7 — N SE it 7 R, B SrAm AR R SR PE T R B B
BLHR o 7E—ANSEHE T Z 9, BT iR PUiiom 2535 B - FERLES 22 £ Fr vE AR RN s T o AE — NSt
T7 A, FTIRCRE-1 2 A F5 U5 A 22 At i B o 78— AN S Bt 75 R v, B i e 6 1k i 5 % -3 (5
HT3) 550770 Y P B o 75— ANt 7 R, BTk KR -1 (CBL) SZ AR5 517 8 RIS AR HEBL,
FAC TR AE— AL 7 S, BT VR A LR 2 shim) /A5 BRI T ik

[0058] A% BH B 71 B T I — AR 8 St 77 2, BT IR PPAR vy 30 770 it A 471 il B
i F ey 97 770 49 it i

[0059] 75— AHIR S M 77 =, A R WAL G w] F 967 s TR RRoma ) a7 S A
L AR TS Sy (PPAR v ) BN I 28 — 25 4% s AVEL & FL e ve 7 R 28 —
2%, Horb SRR RTIRPPAR v B sh 57 A TR H B ¥R 97 IR A Bh T 06 97 sl I R o 76 4
SE ST S, FTIRPPAR vy N 7 A ME M ot — ] (TZD) o 7E HELL S 77 S8, FriR TZD AL %
GUER 24 B B A SR A% 51 B 2 B A 51 Bl B A A% A1 o 75 R e ST i 7 B
T i Fo e Va7 7R SRS 050 TR A YR v 28 2 s 77 /A5 P PR ) LR £
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bR AR bR R IR BRI T -1 (CRF-1) B2 AR 470 e 43 1375 -3 (5-HT3) #5471
7\ 5 HTan/2cf B HUTIBR IR Z 1 (CBL) SZARIE U o £E— A ST S, Bk bl | R i)y
20 i B BN 5 55 o AE AN SR S B8 BTSN 0T R BT B AR R i o A
SEHETT S, R BUBIR 2453 - FERLTE e SR EIH AN T AR — AN S T S ik
CRE-1 2 AAFE U 2 i W o £ — ALt 7 S8, P i #6E If 35 f-3 (5-HT3) 5451y
BFF PG o 75— A SE T S, TR KR 2R -1 (CBL) SZARFEHUFI AR SEARE sk 2 A B . 77
NS S BT TR S TR A SRS /A DU T

(00601 A e ARG G K — NP € St 7 S8, BT IR PPAR v sl 7i u A% 21 i . B prid
Heiayr g i .

(00611 FEAS S BRI G K —ANRF g SE T SR i BRI D9 I s HL A id Hea T oy
BA i SEA LT TR 5 ] e SRAE U/ BB sh 7 o £ — ST S, BB e R4S B
D EP R o 2 — AN ST SR S PR TR A BB S s A B O T A e

[0062]  FEAS A BTG I —ANRF g SE T SR B BRI 8 Je vty T HL iR Heeva o 77
NPT o £E— NS T S BTk Ui as 508 22 AR i o

(00631 FEAS i BRI G K —ANRF 5 ST S TP, i RO R U RG 1% 5 24 BLRTid e eid
T T PUNRR T A — A SE RTS8, Brid T assi oy % AR A o

[0064] A e WA GRI G IK — AMRF 8 St 7 S8 BT Jl e ) B 5 P R 22 o ) I
LR i 2 & a7 77 B Fr SRS S0 Bk & LR R S o s 1) /45 D o 45— AN SE T &
o, TR B P SRS SR D 9 R BN 5 5T o AE A ST S S BT IR A TR S s
/AP T P EE

[0065]  7EH w5ty & o, A B ARG G, ik ulon) & A B il A e AR G T P
2Ry (PPAR v ) BRI — b el 2 o B A7 7] B 1 UM R ol T 1 — el 2 Fh e 67 7)o
2o FE NS 7 S, B il Je vy T BR b e 2 Al B ) R 3 e 2 R AN TR R
JEl T o NSRS SR, FITIRPPAR v A7 e e B (TZD) o £E—ANSK it S B
IRTZDIAS B 2 B A% B o A% 27 B SRR 51 B ) 270 B T A 5 o

[0066] A H e St 5 S8 A Y A5 FIIT A4 F R T v o 7 /A A Fl R T
TEIE T B AT REPE R T i, AL A 1A 75 ZE AR SR AR va 7 77 AN R I I AL A 40 i A
SETEAD IS A v (PPAR v B3 , Horh BTk PPAR v ¥zl 71 i A R TiIs i idk A Ak il i
TR IR R 9 7 R E U Pl I A A R T B ORI T TR AR R R R P AT R o AR R RE S
Tt 7 S 2 TR A R B A AR SR AL e R T He s AR TR PPAR v sl AT i
Feia A A BT TR IR A A R B A BRI T 7R RN BT R A AR SR T P IR
TG TT I AT REVE o £E— AL SR, B BRI R AR A SR

(00671 AR 5 WY J5 4k 1) 2 B8 St Jy 58 r 5 A A ROIR T RO 57 B A A2 A A P R 7R ) X
8 o 75 22 RSt 7 G AR R IR 2 10 2H 5 0 SRS R B ORI mT TR T s ke
SRR ) ol R B R R A Y SR o FE AR RE SR 7 S 7, BT R FHI G  JE vty T KRR K
IRAT AR B SR BN 7 28F — EE EE 2 IR B ORGP % A 24 o AE RE LU St T SR, P ik i
FrRENE B R SCUD R ST R e 8 25 K S AR ] o A5 SR B S g S A, iR S
et 259 R 2 AR I B AR B AT A A, B AN A AT DL T 22 1 — A A R
72 10 BT 25 W0 A 540 B A ) A XA & m iR 7 B i T B R A 2 T

10



CN 110403942 A W OB P 9/56 Tl

— PP R

[0068]  FEA K B B H B St 77 22, AR RO T e M B 14T N B B R St R
P B A PEAT NI RS o 7 22 FhSE it 7 22, AR BRI 250 2 &4 B 75 2 R ) 4
AT F VG IT BRI 6 e 1 B s e PR AT D9 ) RO B AR S FH SR ik B TR AT O o FE
JE S T7 ZE R, BT R M B T AT D O e B R R L B A L B R
B8 T3 BR8P R - A K o B A A P 08 TR S R S R A Bl R s O B A
v FSCIRE S PR PSR B EURE 9RO Y B DR BOIE DB E L TR BRI 5 R 1 I IS BT R S TBUKORE R
B RRE iR IE A B S B A E B2 AR 5546, Bl AT DU T 22 1 — P o v Bl
BHEAT N, TR 25 &) B A& 8 XA & mT BL A Ta 97 B Hips o T a5 K
2 T —Fh i et sl ia AT M

[0069] i 1A ] 25 1A

[0070]  [E1E7% 7 10.0mg/kgdk30.Omg/keML k% F R (4 5 ~Pio 10FIPio 30) 2 kLA 2%t
Marchigian Sardiniani®i# {2 (msP) K B IF RS T8 U 5200 o 6 FRAX DL 25 M 84k VG 97
(Veh) o B0l 2 m B RS SR R 2918 = sem . 48 H 7 S0 IEK) L35 25 F . %p<0. 05,

[0071]  [EI28 R T #h0 . 25mg/ kg 4R il il (Ntx) BREE 4 10. Omg/ kg 30 . Omg/ kgt 4% 41 i
(43 mlAPio 10F1Pio 30) Zt 45 24 % ms P oK BRI A 16 H ) 52 ) o o HEAN DA 24 W) B AR V5 T
(Veh+Veh) o BUE /R T Rs B HCE A MM £ sem. 48 H T 5 X HR B 28 25 57 - #%p<0. 01 Flkp<
0.05.

[0072]  P&3A-E3DE /R T10.0mg/kgik30 . Omg/kghtt #% 1 E (43 5 ~NPio 10F1Pio 30) V1%
P25 20555 ms PR BRTBAS TR B 5208 o 6 BB DL 29 W8RG 9T (Veh) o o 7E B 3A- & 3CH [ £ {i
FETRAE LA s 1) 0 58 1) A VP RS 5 O B T 3804 2 sem: ANBRE HI '/ BEE A1) I ] B 46 1) 2
AN (EI3A) s 8/NF (B3B) 5 247N (13C) o B 3D 7 4 b 24 /)N 5 ) 4 I A 0 B . i 1
75X 25 % 7 +p<0. 05,

[0073]  P&4A-K]4DE 7 T B0 . 25mg/ kg4 il Bl (Ntx) B 10 . Omg/kgE%30 . Omg / kg Mt
FIER (3 J9Pio 10AMIPio 30) V.18 14 25 24 X ms P oK B TR A% $e ELIR) 5200 o ol HEE DL 2 1 Bk v
J7 (Veh+Veh) o 7~ 7E B 4A- B ACH R E i 27 78 LR I TR) 0 58 7 s VA 8 i ) 34E =
sem: MEEH 6 /IE G PA B0 B A6 B2/ (B144) 8/ (B14B) 5 24/ (B14C) - B 4D
TNERRE 24/ N I 1R R H S FR H T S R B 3B 22 57 #p<0. 05

[0074]  K5HIARIE E R SIEE X B F 215 S0 O T 047 MK E (reinstatement)
sz . 5iHiR Ext) Mk, § FE 51 T R EF MR NIKE , 1HAE10. 0mg/kgF130 . Omg/kg
MEA% ZUER (371 9Pio 10M130) TG YT BH LI 55 « B KA BP0~ 35 (2= SEM) e B2k #R
Fe T 500 R (A% 51 B 25 0384 5 Veh) (1) 55 3% 72 5 %P<0. 05,

[0075] |6 A IR 1] S 7 Mk A H1 Bl 6 42 22 175 5 (cue—induced) ) A BE T AT AR A
SR o BT S5 7 1) BB 3R 78 A6 RN BTSSR0 B °F- 28 (2= SEM) S S IR B 25 AE 1 T = X I B B
Ja 10 % VA (S [5) AR (30 5 56 BA R SR o JH IR (EXT) %M B fw g — R AR )
N K B R T TR TR (ST/CST) Bi/K (S7/CS7) AT A5t i B i) KRR I e B o PR HY T
HExt) i % F :#+P<0.01.

[0076] |78 R T LA5.0mg/ke (Cig 5) 5(20.0mg/kg (Cig 20) ¥ F)EH 5k H 3 4& (Veh) ¥4
S Wistar KEFRL LB H IR T 1520 o BRI I BV F EU#IL0. Il 10% OB FaE T
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XTHE (Veh) 2 35 22 7 - %P<0. 05,

[0077] K87 1 7.5mg/kgEl15.0mg/kg Z 1% Bl (Ros) 25 24 5% ms P B P A T B FRT 520
X HR UL 23 BARIGIT (Veh) o $0(E 7= 7245 H (1) B 18] s V9 RS S0 = (g/kg) I 34MH + sem. T4
T S R SR 22 R k<0 . 01 Al%p<0.. 05,

[0078]  [E|9AFIEI 9B/~ T PPAR v FHL7IGWO662 T VA T W it k& 51 i 155 5 ) 2 W 51 FH 98 21>
(R R o I 9A B oR 1 B 4S T GW9662 (GW) (1.0A15.0mg/ke) XfmsP A 5 2 B 45 A 50 o &
OB N 1 GWI662 VAT X VELT 1 30mg/ kgt k% F1I i (Pio) B H LA A 52 M) o %o JE 2 ]
I 42252 P Bh 250 2 Ak (Veh+Veh) o BUE RS RS T L& (g/ke) W S5MH & semo F5 T 554
FE) 235 22 57 . %%p<0. 01,

[0079]  E10E 7R T LATCVES T PPAR v 45 PU5RIGWI662 T 6 57 i L A% 21 i 75 5 (1) £ 1% 5| FH 9
A (R B  MsP K BR 3252 BB 5 . Ong/ K FR.GWI662 (GW) 30mg/kg I 4% Z1 il (Pio) BRI 4H
£ o o HEAH [ IS 43252 P AP 2 M K B4 (Veh+Veh) o 308 R RS B EUE: (g/kg) (I 3ME + sem.
Fe T 50 BRI 35 22 7 %p<0. 05 F1#kp<0. 01,

[0080]  PE11E7R T 4y (Ntx) X B F 2iE SRR S WK E . 51HE Ext) 4
b, B EES 7T BB RMNKE , T A0, 25mg/kg 11 . 0mg/kg 24 il fd T vE 7 20 2L - 24
BRI~ O~ 3 (£ SEM) e SEIR B 556 [ (0..0) B 2 e AN 2

[o081] P12 7R 74l (Ntx) XJ 28275 T B K = 00 Yk &2 1 52 o B0 R s A 30 1)
P35 (= SEM) [ AR B o S5 AATE < X B BB fm 10 96 PR (S0 []) K (550 ) a3 SR )
Ko HIB (Bxt) : 1ZBy Bod fa — R AR S B PR« 2% 55 T TG (S7/CST) sk (S™/
CS") AJFRAGE ) HE Y R BB SR . 0. 2511 . Omg / kg 24 i B VA T f 35 ek /D 28 276 S 1
T K 3 %%p<0.01.

[0082] P& 13ARIKEI13BE R T 4l B (ntx) Mm% 5l (Pio) LA X E = 5175 3 M
FHME (E134) B 2R 15 SR T S (B13B) g2 . S57HIR Ext) MHEL , 5 F 5%
Sl T BRI R NARE g B (1. 0mg/ke) Jnntk A% Z1EH (10mg/kg F130mg/kg) HI2H & i 2 410
BT EEEBESNWRE S RIRE (B134A) 1. 0mg/kg 4 il BRI S Atk #5 5B (10. 0mg/kg F1
30.0mg/kg) MIVRIT b 3 kb T 4R 5 SIS I K E - SR - KRR B J5 10 %
TEAE (S0 R AR (23005 356 B OB« IR (Ext) - i B e — R A0 1) e B o Mk K2
TR T WURIAG (ST/CST) 8K (S7/CST) W ZRAT 14 T s 1) R BRI s 87 o B3B3 7 A 50T
[R5 25 (£ SEM) e SR F8 T SExti 2 25 75 F . %P<0. 05, 3%%p<0.01 .

[0083] K14 %7~ 1 HAH ) 10mg/ kgt 4% 1 (Pio) BRHAMIP) Smg/ kg 38 PO VT BRI & 1 45
20 ms P BRI RG $00H 1 52 o X BE DL 25 ) B AR Ab 38 (Veh+Veh) o S0 {E 7R T R S = (g/
kg) IIME L sem.Fa H T 5% R 5.3 22 R kp<0. 05 F1%+p<0. 01,

[0084] 1557~ [ HAMH ) 10mg/ kg Mtk 4% 1 i (Pio) BRHAM[P) 5mg/kg KA T Bl HH & 145
20 ms P BROTPSRG $eeH 1 52 o KRR DA 25 ) B AR AR 38 (Veh+Veh) o S0 {E 7R T R S = (g/
kg) MI35ME * sem. $5 H T 55X BRI &5 3 22 577 :%p<0. 05,

[0085] K164/ 1 HL B 10mg/ kgt A& F1EH (Pio) B FRAH 1) 30mg/ kg FEML BR o H4H & 1 245
20 ms PR SRS RE $e0H 1) 52 o KRR DL 25 ) B AR Ab 38 (Veh+Veh) o $0{E 7R T R S = (g/
kg) MI35ME * sem. $8 H T 55X BRI &35 22 577 :%p<0. 05,

[0086] K 17¥7~ 1 HEH) 10mg/ kgt A% Z1 i (Pio) B H MK 100mg/ kg 7r L Hi Pi3H (Leve)
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sl H A A 1 25 265 ms PR BRI A S I AR 2 M o X6 HEAN DA FR AR AL B (Veh+Veh) o 04H R TP
PRHUE (g/kg) A £ sem. T8 H T 55T HR I 525 2 57 - %p<0. 05 F1%#p<0. 01,

[0087]  EI18¥E R T HAH 1) 10mg / kgl 4% F1I i (Pio) B H. MK 30mg / kg INEL Mt T B H4H A 11
25 25 % ms PR BRTPS RS 16 H ) 52 M) o 56 R DA AR A B (Veh+Veh) o B R R T RS TR (g/kg)
[FIIME +sem. 5 T 5% IEA 35 22 57 #kp<0. 01 F1%p<0. 05,

[o088] P 19% R 1 A 10mg/ kg 4% F1 R (Pio) BLERAMIFI 1. Omg/ kg JB /T it i 54 e 4H &
1) &5 225 X6 ms P K BRTP A B0 B 52 0] o oof B DL 25 ) B AR Ab B (Veh+Veh) o U R RS T H &=
(g/kg) MIIME L semFa H T 55X R .3 %2 7 %kp<0. 01 F#p<0. 05,

[0089]  [EI20E 7R T HAH1) 10mg / kgl 4% B (Pio) B H. MM 15mg / kg 227 B B 40 A 11
25 25 % ms PR BRTPS RS 10 H ) 52 M) o 6 R DA AR A B (Veh+Veh) o B R T RS TR (g/ke)
[FIIME +sem. 5 T 55 IR 35 22 57 :+p<0. 05 F1%%p<0. 01,

[0090] P21/~ 1 10mg/kgF130mg/kghtt 4% F1| i (Pio) 25 25X Wistar K &R 18 Ak Ao Jra 7344
RS2 o o U 52 P R AR 1 11 IR 24 o BB R 7R B R 7 B 3511 &= semo 3R HH T 55060 i
)92 35 7 53 . %%p<0.01,

[0091]  PE22AF1&22B 78 T 4% H10.0mg/kgmk30 . Omg/ kg 4% F1 i (43 5] 9 104130) = H:
AR (veh) ¥6IT XIWistar KERFRSA] R H IR TR 22088 1A R 2 5 8L
HP RS IR EAT O P2 AR 1 IR Fo ik (0.25mg /0. ImL AR [ o & 22B &R 1 A6 TG R AT I
IR ELFEH T 5 XF R (Veh) 822 25 57 :%kp<0. 01,

[0092]  EI23ARTEI23BEL R 1 14 FHALE A% Z1I B (30. Omg/kg) B L AA (veh) JGI7 X Wistar K
FRSJE T T H G T RS20 I 23A R 7R A RO B 22 50 3, 3 H ARSI I B 7= A
0.25mg/0.03mlJe T % . B 23BE s 1 22 MIJC ORI I SR B F8 Y T 5 0 (Veh) (1)
75 %p<0.05,

[0093]  {£4H 1 A

[0094] K J% B 3 B T ASCHEIR I R I ik E AL VB AR BE S W s 52 4k v (PPAR v ) B350
AT TR T R PSS B T AN A A FH e R Bl s R M AT o AL, A BR 3R T VR 9T
AFRTT RS LA R 52 A ) 77 32 RAH SG 44 il 51 Sz 75 78 X DL SR &, e AT
M B 5 — P Ek 2 B BRI A () — FhEl 2 MPPPAR v BB, Ho B FFPPAR v
BN EIR YT A B T 06T BT R

[0095] L1 By B S it 451 BT 41 SIS 1T 5 22 Fh A [ 149 g Ma e — i 2% (TZD) 7545 F SRS 20 vp SE R
HH 932 6T RS R PR 5 0 o 487 a5 TZDAR 45—, W A% 271 B B4 4% 51 i A0 20 0 B0 Bl , 408 3 2 9 />
TS OB K SRR AL b ) 2 B VS FE (S 491 1.3 TAI8) o i%AE X T-TZDIR) A itk A0V 18 1 45 24
HB 2 B 1 (S5 1 FN2) o S5 4b , 78 AT - DR RS ) K B AR (S 91123) A T Rera i ok
B 2R (St 451 24) Hh TZD e 7w H sk 2D AT - RIS FH SR FH P A AS [8] R PPAR oy 88l 771 (S 7t 519
A110) ,1ESZ T PPAR v S 077 A I Fh A A2 I8 BE PPAR v 2 AR T A5 1 - 54, R Rt A%
GG TT 0 R 9 0 N8 B WS ST A LA, X FHPPAR v 38 551 Riisk b 2, Bl A (52 it A6
22) o IXLEHAEUE L, PPAR v WS35 AT LA 3697 FAFT 0 22 FhA [R] Bema ) i i o

[0096] 5341, BBt i S it 451 25 B , 5 22 P A 8] (9 36 7 7736648 FH ITPPAR v $sh 71K K H
P> T RSO SEE o 481 41, LA TZDICE A% 21 B 1447 14 S PR SO AR M Y6 7 S H 3G 1 By 24
P2 i B 0 BE S A0 AR A (SE 2 F04) I LR R B, PPAR v Bsh A1) 5 R 2
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FEPURB A A AR VR IT BUTT e A B S am ) (R BG N sl e R ) 2R

(00971 B 1 ek /b ORI A FH , PPAR 'y 38305734 BE A% 0 2> B FTSI7 iR 7] () B2 8 A FH ik
5 (reinstatement) o WISE A5 5 o By 338 1, LU A% 51 B V6 97 5 35 02> B B0ES 5 1)
(stress—induced) AEfE VKR AH 2 , A BRET A2 , B FFAN R 3 D 4 R 75 S IR RS 48
(R PRIE (SEHEA516) o AH S » BT 45 H0 770 4 i B 9a 20 28 2= 75 S TR 48 B TR, (H & AN I
A N S TR RS R 12F0111) o X So B S Rr X BE 0 A 50, BIPPAR vy 30
FUFNRA  AE BN A B S ) T 2R A R A 68 77, RN IX Fh2H A 2= Tl
Wik SRIMLZRIFEFHE KA .52 b, PAPPAR v Bah 7R A% 1) BR ANRT F 2845 i 40 dh
FR ) 20 G AT VR YT T B0 2 D B O S AR R A5 R TS 1 R R (SEatifs13) o
[0098]  PPAR vy ¥z ik 5 H & FhISHI VG T AL IR A BT RS A0 2 kA8 R 77 T e ] A7
FH o 5140, TZDACE A Z1V B , 5560 45 96 U VT AR BT 78 N ) 22 FhAS 5] B SS 0 Bo A8 77 B 456 P
I, 76 ok /D £ BE BSOS PR Y i 1) £ B JE € 7 T P E AR (SS9 14 F015) o G HEnL R /e
C AL VR ER S TR N ) U 24 5 TZD B & 1R I /D 20 T 3 B T S 7 HE P [R) A (52
Ji5116-18) , F04E MLIF HZ -3 (5-HT3) A4 1k 1 FE B P 70 E A2 B b i e o 2= T
IR F~ 152 A e P4 5 0 77 22 Ath iz BR 7 Y 1 1k 25 5 TZD Bk A 19 78 93k 2 VB RS Y 46 7 T S s
i IE) 1 (St 4510 19A120) &

[0099]  HHERITI A , BT B S 5] 40 1 S50 348 S 7 PPAR vy B30 7712 2 08/ P K RRRE B4
) B BERE R (SEH5121)

[0100] =z, AU BHAIERA , LAPPAR v 3B FAIG T AR 11097 RIS e ) 8 25 B =2 07 7%
DR A JEL el 2> RS R 71 Y FE RN 5 S B A ORI EE A

[0101] 4k, 25 Re 2 B i) s 38 AR 3 2 B 5 B 25900l FHAL IR A (BRI 2543 3K 24
VIR 5| B 0 9B AT O B BB R AT N AR S 4 A AR ) A B B A APPAR v B
B3I T T 96097 0 B BRI B AT A B ARG, 3% 60 45 4 AT ey 7 (R i PR SR VD )
FE AT 25 CRAE B R TTR I B SA RSB A B B A AL &) e T v BRAE T IR ER
(GHB) KA LR IE MR LR IE AT A P55 o

[0102]  PPAR 'y 337k i ys S0\ RS HUAIBEE 1A 24 s IR 2510 Hh4s 25 2 B0 &
PR A B A FE 7 TR B, 4K 7 Bl SRFS B0 BSOS S IR E B R A L4 2
T EA AR E 2, R B TDZI M 2 LR 37 14 P b B AN B 98 5 (withdrawl -
reducing) L, JUH AL R HVEIT I B 8L b, BT RAE B A 7= A2 Wi e R BR 1 AE A
o3, 18 IX AT DU BB NTIX S 24 W) 25 i i 1) F IR YR T AERAR APE o

[0103]  TDZAH D fe 1E & AL BE St ] LLAE A G367 77 1 R A A B R 5 2R . sebs
b ENE R ) I RCRR 038 T A 2 AR, U AE R A B B o DTG g BECDR S 1) PR 5
FRIGE OO Ia T 4 FE -

[0104] AR FHPPAR vy BBl Aa YT AR B ) 77 2

[0105]  [AIL, A BHALFE V6 T BTBIT Bha 1 77 ¥ B0 m) e B HH 3L s o XU 14 /> 4
FEMt—Phal 2 MPPAR v IS o £E 22 P it 77 S, AN B ) B R AT R,
ALFE AR TATAR] A SCHE IR 1 e R A RO P AT A o 2 AR ] DL S Ak bl A= 2 E AR T
A AT 5 1% AR T DL OB AR s B 1 AMA T DL B Ak B AL B AR o 1%
ANMATAT LU — Pl 22 Fh e 1 B s R I AT D R

14
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[0106]  FFEASCH, B AE BT S AH MR, “treat GAIT) ” FISLRTE i1 “treatment (A
J7) 7\ “treating GRYT) " S5 NIRTHA o BLE A 45 B (B RIEIGIRZE F) 1771697
AT P5 AT 39 1 ek 55 s 50 8 92 0 RS (F8) ol R~ R KA P i) » B8 B G 9 0 R o
(19 o R A2 Al S B me) Pt e

[0107]  FHLEASCH , Bk BN SO AH MR, “prevent (FFT) 7 FZEALLIAE U1 “prevention
(FiB) " < “preventing (FUBH) ™ &5 A Tl 905 SR (191 G s 2 8 A FH S ISR 1) A 2B B
32 R B T 5 998 BRI () PR 1T HE BB A 1) ¥ » B AT 1 D S 22 9 0 BOTR 1
Az B R BN S G T BRI A IR 1T R BB R R I

[0108] &%, ) AMASR LA B E IPPAR v BN« FIEA ST, #) FANPPAR v B 5h 571 1)
“HRE” BCTRIT A AR N LS R A A M a0 B A A AL FE I R 45 R i g R
()3 o 40, 75K F A B 7 V296 T7 OB LT, PPAR v BB 71 1A 20 2 BA-5 350 A sk
B R A A ORI

[0109]  HR 4 A i BH Y RELL S it 77 58, ] MRS AL B MUK PPAR v B3N 77) , 1 7 B Sty
FH L BCE BRI A AMASEAEPPAR v BBN A N ER R R, SECE SR AERT AR LG, AT
— FhEU SR LS, PPAR v BN BYRIT 2 — B A R ] DL E i, 24
PPAR v ¥ Sh AL B R T7 A B R AE FHES , 2R 1 3R15 5 B PPAR v BB B B iR T 71
FHIR] B VAT 5CR W] RE 75 BB R I PPAR v I sh77) AR B A 1Z H B IR Y7 77, 5 BARE 1)
PPAR v BN B L E 6T 7 3 AR LB STty R, AT B PPAR vy Eh A1 B L
EIRIT IR AL G YT ROR , M E B PPAR v B ESh 7 FIZ L E VAT ek T IR A R i vh
RO AR Ty —SEAG, LT St 491 A 0 B0 05 2R B, X0 RS i 5 LAPPAR v Bl FRInE 4% 21 i 76
I 1 B R P IR AR, A At BB IRRE 1 YA T TR — 35 43 » AR 3 A % W LAPPAR v #3071
FNBTHAR 7R 0 20 %o a8 3 B YE T AT DASR L IG5 I TR IR 7 R

[0110] Bk /MAn] LLZAT I 34, CLAEIR FL B4, Rl 2 N

[0111]  FEAR KB — J7 T, Brid AR e i B2 07 4 2 a8 1 2 W At S W82 38020 BT A
BUZ WM RO B A R AR S8 5 1R SR A R I PPAR v 3 78R 24 & [ PPAR
Y BB — RSB IT , SRIG T BCE TR BORE - FE AR R BH ) S — D7 T, BT AR T S e
P2 97 A 2 38 3k 12 W IR L R %2 543 BT A A B2 T Dl R s R XU S (R A R R
A2 W B A S LA R PR B B PR 5 BRIE o SRS TR AR SR A R PPAR v 3071
BUA AR PPAR v BN I AN — P BV IT 77, SRR T B TP BORE - 1% PPAR v 30 77 8 1%
PPAR v 30 77 A —Fh I e 6 7 AU 75 0T A pl = 0 B A i , T 968 7 BT 12 A R i A
& TR B R OB

[0112] 7R E J7 1, ) B AN AR BB 5 e R 7 B & $2 (1 PPAR v 3371, =2 H
()72 Y6 7 BT R o 75 AR A BH 5 R A DG 5 T, BAHT A [ BT AR S LI PPAR v BB 71,
SRARTT B ITH AN R] T 0 R FR AT ART 2 9 I 2 o 455 1) M, 78 R e szt 7 e v, BARG A [ BTk A~
RFRALIEPPAR v BABNF, SRIGTT I B AU BN R 5 - 75 o — M SR S it 5 B, Frid ARk
WS A 1 5 2 v B SR e

[0113]  FEAR KB 2 Fhsiit 7 R o, v DA Brid MASE (AR (T PPAR v 33077, B0 45 AT ]
N OCHEIR B EAKPPAR v BN AR E STt T S, FITIAPPAR v BIEh AN TZD, BFEAEf R
SCHEIR I TZD o 76 SR St 77 2P, i TZD A A% BB PR A& 1 L %% 1) Bl B 44 271
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(01141 FERy E SEHE 7 28 5 BT A A AT ART B AR B R 7 B e i P Bl i 147 9 (U466 , 491
TR ART T SCH IR ) IR LE) R B AT e XU o PEAT SE S 7 ZeHh , B AMARH RS L 7T R BT
JETTTIRBR VB v 70 55 3 BT v SR 3 7] e e 22 PR e Bl L e R AN i 24 L BORFA IR BE
AN R E AT AR R o

[0115]  FEAFE SEH 7 Z b, 254 U AT X0 AH 5] B AN 7] B IR 771 55 Bl i e B it e PR AT DNy BT
IS AN D92 A A8 FH R ) B S e SRR AT O ) B R B R A IXURR: & A 2 8 S i 0
FErP, AR BB R ) B R M BB A AT O RIS S MR DA D R A s R
7B S SR AT B R B R R AU, RIS 122 A AN T2 B B RO

[0116]  FEIELESI Ty Zrh, I AMA T [r) J S B0 B 1907 0 BB AE (1) 6 97 77 1k
I 24 IR AT PR XU o 7B A 5 S 7 e, i AN AT DUAG Tl R a 7 790 4 Lk 245 1)
PR o 8 L8 52t 7 e b, i FH RORE T AR B AR O s th T AR T 4b U7 Rl& eiE B 1A
75 38 2 AN S R T A FHAZ 245 711 o AE SR A F 0 5 T BA ) MRS A ORI 97 71 FIPPAR v 38
BN, B BG5BT G o A9, W DA T R BRI AR X 1 S SR AR
FIUBNFIMPPAR v I AN 7 S TZD AN A% B , LA ] I 52 £ L S A0 T3 77 55006 77 5% Bl 2383,
TR B o BRI M PPAR vy 581 771 ) 48 45 IF S5 e 3R 58 #4028 i BE A P20 AN & P e B2 (A, il
Oliveira A.et al.,Antinociceptive and antiedematogenic activities of
fenofibrate,an agonist of PPAR alpha,and pioglitazone,an agonist of PPAR
gamma (PPARQIH B FIHE T VUK FIPPAR v 30 75 Atk A% 21 Wil (1) B 72 i BT oK s 14)  Eur J
Pharmacol.561 (1-3) :194-201(2007)) , T LA T LLASINPPAR v iz 771 K 48 56 Bl 28 50 771
) ISR AR

[0117]  fEZ P2t 7 28 b, FEAM RS FH ORI [R) IR L 72 AR 2 1B A8 B RSO 771 2 5 Bl
FEAATTUBAL AR BT, 0] BTk A SR BEPPAR v 3N 7.

[0118] 1. pJRETT

(01191 RE R SR Rk A A R AT T Ah s 2 v B ) S 52 L B s 3 1k b 3y, T AN %o
AR R SRS B S TR F G R ZARER WL T 2400, 22 F R T
Horenaa M b A, 451 G i R RN S A VL o e R AR R R SR DR ) R 2 B G A AR )
Sy 1 S PAPT

[0120]  FAELE 2 SR B A s AR BEAR RS (LA iR AE AR e i) 0o B AL (A I 15 B B R Dy
) M 1 AT SRR BEAR X 73 o AR R SR i SOy “To 2 il sl A FH” o an 2R 6 5l 5
— 07 A 2 B4 H BUE BRSBTS IR I PR B AT DO FA N 2 skl
() AE A e SR I AN AN “Refia” o SEBR b, TX Y 2 e (A BRAR AL BEARORS)
W AN 5y X T o U R B SRR B Oy o

[0121] B A4St (B2 MR 45 ST A I 25 W 3 BORDIRAS , T SRR L 1k 22 S HUH
PR B AR St R RE IR o A58 FH 28 P LA A FRE s B AR R B Y sl 1) ) S ) 4 8 ok T ol v 2R o
2 B 228 IR TF R RS R I8 L GHB AN 22 AR i o

(01221 3E %l FH % 24t m) - BRI B A A B 2R 25 W AN A 2 51 AR B 2 ) B AR
B, BT R S A 3RS IRE A0 RT A Ak T KA A 2 T R 100 T B AR B (R IS AR L 5 5
J& S A A R RN .

[0123]  FHAEASCIN , BRI B 45 AN 4 T 0 BJRe B0 A A A0 4 k00 o182 Bk b el
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OF FRRE , BE 3 . ST B, B AL X A S S AR I BRI W25, an 0B
Je T T ERT AR A, DA RO FL e AT 9 B0 R » 4510 dm s 38 14 e 1 g R PR A B L B A R P 1
% % an BlackBerry® . i #5145 F H 7 A0 AT XK 973 R A P P 38 R 182 4% o B 11
2 B H U 0 EUIE AR f RO P ESORE L B RE | 9RE Y 2 L R BORE S RE TR B M R R
IiE 78 BT  JBCIORE BB R 5 1 B e sh Al sEE ik B T AR .

[0124] Rl FIA0TE R MR 18 SR 259 5 LA S U 244 o FSCRE 771 P S A8 B B ARUAN R T, VP R
LBy BREE TR 2L (GHB) JWMMER L JE T VKRR (cannabis (mari juana) ) AR BRATAE 4 (i)
R " e AR ST SIS s 7 G v R S IR B IR B AR A LR RE AL A A S BT R
2R I S 2R ) 2 A T A At e e N S LG 22 SR ARG A Y A 25 el R AL e A
A 122 JEAth BH A ¢ 25 9 W A i 42 AE At B AR 322 4 Ath B o LB 1 SE B EL FELSD L #1 Sk FA
PE3kH (extasy) FIHEIRLIF] o BOIE 25 P00 S G AL HE , B an, 89 R VB bh 2 R f ko
29 ELFER S JE M TR 2 BTk B BT JE R s TR E ORISR T E A FEME T
FUCAZE AT AR R S Z N A N i | b A S R TR R A T AR R
YD 2 EVDEE . HME T IS IR TS H VU IR B AR A A S KR PR L L HE T 3
HE AKFEJE R 2578 il R & 0T B S MR R R R B E S S VDR S DILFE R B e 3 HE KT
AEMEVE 20 2 MERE ISR JE VIR B 58 At oy SE At A4 = L SE VDR L SEFEER L ik L 22 B
GNATE ABRE R | JE mT R | 2 FR 2 MEE | 25 B SR VDB L R S L A R g v DU IR B A AR
Al B2 R 2 (OXY CONTIN®) | 500 il B 5 40 e o7 AR AR 2 b L AR MR L JE
A IR E Bz K € VIR I K 5 2 B & oK 2 7 IR B IE AL P 48055
FFRJEHh B B R e , HEL ATTRTR Y R A9 R A B n-—sh /5P, 54
[0125]  FERELESLH T SEr , AT BEXT B v SB35 Bha - ARAE “FrT i SRsh 717\ B
7N Bi] 7R AR A SR A oA A T AR — 258, eI T B RS A R B
W, RETEEEAE EATTI 3 2 IE 2 AR - IX L 557 1 55 BT 252 Ak 45 & T AL A
FH Bl SR 52 4R = BAFAE T AR RS AN B W TE A o B 7718 58 BeRa 771 o BT 741 B s R 55
S8 W TR 2 e BTk B e B JE R BT AR g | SRR i | B2 B 3R AL AF K8 L R MG KR
RIFRJE R et Zs vl e HZR NS ME A R % 2R ME GRS R R TA R A AT
e R AEME A S ME 3BV 2 SEVDEE R I 2R TS MO DT R B A At A S
KR PG LR T | LN HE KRB 28 W RRFEME V25 & AT R & ME R R IR &
F VU LB KB LM Ze MEE 26 ey 49 PE S 72 L B 55 KB IR & IE sme tapon AN 3 36
YOI S SE YD e SEFERE S BHE SRR JE T i 2 FR 2 R L 2 SR DR L 2 FR
W 58 DT IR AR 5 R 48] i 4P iR e 2% SRR 3R T8 22 A L AE W HE B ZRIR ] 8 52 K8 7€
MR IE K B Bis FE K2  RNIRE E  NESS T RIFREETIF R e B AL & A
JE (tildine) LA J i Bos,

[0126]  RARF=A IR Fr 7 ELFE AT A5 R R R | 1 1R« BE SRk DA S 35 B[R] o 2= & B 1)
Fr RS AT E ST S HE R 22 ME T sme tapon s 493 25« 2R3 B 4 it i L AT
] SE N R L DL A By 2 o B BB SR B AR AR R BRI LS5 OKJE S 2o MEVE IR B IE 3B VDI
FETBMHr ST FIEF 55 K8 o

[0127] ] 55000 = ANKH 20 O FESR R R Bl | DL S OR FRIIRBE S« E SR 1) S5 456 vl £+
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ERFEE SRR S R e T DA R S M I o R B SIS ) S A
dimeheptanol 3B 3E Vb ¢ B UL IR R 57 3& VO lR L € VDl L5 36 Vb 5% DA M T 855 o R FEIRIE 2
() SEAGI AL FE R 550K JE (BT B e B B K 2 L RIFRJE S RJE PR e IR B e 7 NI
B DL L& IR E

[0128] RS, FLARRRS #% o 25 0045 22 AEA B L v] R DR A e 22 AR B it SRR S5l
DTSR DA K P FR 35— 4 2 It S8 R P Bk

[0129]  JREAMATT LUK B — IR e 7 B e P AT 9 i, (R 28 0 o MR XS 9 o i 22 kg
Toe 7 B R JRE 1 AT D R o 6 PR FR B 22 Bh R R ) BIRK JRE 1 AT R R R R 2 E AR
(polyaddiction) .

[0130]  2.PPAR Y ¥ zh7

[0131] L SEAL Y EGAA B E V) 0% 2 A4 (PPARs) % I 2 52 1448 5% Jit ) TC A4 00t 6 i )
T -HATCEEE T = F A PPARYEAY , #XNPPARa . PPARB/SFIPPAR v (Breidert et
al.,2002;Feinstain et al.2003) .PPAR y SZ AN A JHF AT vhisy JE R4 , T 15 g D7 R
I3 AT s PPARB/ 8 35 i SR I8 1, 2 5 AN [R) A0 M ik R 100 1 77, ELFE I iy 40 L« A 4 4 g A 2>
RYN 31 - B Ji » PPAR v 524K FBAE AR AT AH R FE R4 p Rk, e X B EN 1S 56141
434K < 1R R RN I 1 B 25 S 1l 4 ) 28 M e W (Heneka et al.1999;Landreth and
Heneka 2001;Harris and Phipps 2002) .

[0132]  PPARSZ A A YR BCAA & AN [F M 28 B ANV A0 T 7 BR AL 540 , 0456 1 A M — 05 4
TR RN AT FI AR 4910, PPAR v 324K 2 BAL T 40 4050 N, FF 4 15-deossi— A 1271
B IR T2 Burstein 2005;Cernuda—Morollon,et al.,2002) .

[0133]  SRIEIAFFCIBUESE , B 1 2 Fh4b FIZH 21, PPARB/ S FIPPAR v 2 AR 1E HH X 1 48 R
(CNS) HH ) $h 22 o Al /D SR R L ((EASFE B T 4 i) H R0k o 3K 8 52 AR 7 i oA 1) B AR A R R
Wy TR Kainu et al.1994) .

[0134]  © &1, PPAR v BTG N T T EF X X M B MR I A2 A0 8 M4 4 It 2 AR B e Y.
(Butcher et al.2002) oixX 852 ARy IE0E I8 5 A KNAT A0 SCGE G, FF H B A XN 17
B R PEERE (Yu et al.2008) .

[0135]  19974F, HATH K th 1 #r B 25 pme e o — 25 (TZD) , s ¥l A APr a7l b J
X LAY B P — Lol St T I R TG ST 9 & R AR PU A2 88 PR

[0136]  fE43F /K- b, TDZLA = o8 FIME 25 6 IR PPAR v 3244 s IXAE IR £ 70+ R HE BAT
(196 T7 VE B 3 BN LS g $E o B AT, A TDZAL & LRI IR Bt BT N ZR96 77 LAk %)
Hi(Actos®) A1 51|l (Avandia®). itk % 51§ LA A & BRI 1tk % 71 B IHoR BB &
W 71248 26 [ R4, 687, 777.5,965, 58416, 150, 3839 A 33— 36 B , 78 I Xt %
FHIEE— DN AT N R BIL S IR H A RO Z1 R | A% 518 B k% 51040
(aleglitazar) \EEA&AhME B FE4% HiM (tesaglitazar) (B AL (ragaglitazar) 5§) AL T
TER IR & T A K B PPAR v BN AL 35 B R EPPAR v B0, 5] An A% 51 B | i A
1R FHE A% B 24 B0 SRR 270 ] R 20 R A 27

[0137] e ZRAUAUPPAR v J 30570 XU AE FPPAREL BN 771 o XU EE A FHPPARIE I 71 N & 1%
SR T BT AL S YR B OE PPARCHIPPAR vy 5244, ‘B AT B IsH BA AR B0 sh ok s RE AL B H- i
BRI T RO IERHD T K, I B0 e 5 R AL & & T AR A KW A (1) W E AR H
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PPAR 2N 751 P S 45140 45 25 FEAK B Atk 0T 4% 271 L« A Athnse R0 20 L 3L

[0138] ARk A WA AT LAAE A A B PPAR v Ssh 1AL H , (HANPR T, ZE LU & R AL ) e
Hh AR AL . 2 FH £ R 56,294,580.7,067,530.6,582,738.6,794,154.4,812,570.4,
775,687.4,725,610.4,582,839H14,572,912; LA K& 35 [H & F| HH & A FF5US2002/006942
US2007/0299047.US2004/0077525F1US2008/0045580 , 7E A E AT THIT A T P 2 il ik 2% Jf:
NS S o MR8 AR 2 BH AT DA A 6 SR PPAR v 38 80 771 ) S 451 6 45 491 an 7 36 [ & R H i 5
2007,/037882.US2006/0270722.US2006,/0211749.US2006/0167045F1US2005/0014833 1 4
IR ABLE , FE R AT AT N R 25 3R AR

[0139]  B.IK& FLBVRYT IR HPPAR v SEh NG T FI TR BRI 7 2

[0140] Ly fv B STk 49 i iE 2 14T , PPAR y 388l Rl LA 20l 5 — Pl 2 M L e e 7 A&
5 FSR VG T BCTT R, RS XS — FhEl 22 Bl TR I R 751 DA B o P Bl AT A
T o AH S, AR B AL VAT BT R R T v, LS [ e T OB A A AR SR — Fh ek 2
FHPPAR vy ¥ 77 A1 — ek 2 FhH B I6 97 77, H b &R BTl PPAR v 3sh 551 A0 BT id Fe e v 97 77
HBA BT e B A R 97 BB o A — AN ST R [ AR B 4E T — FHPPAR v ¥
BN AN — PP EVR YT A I — STt T Z R, AN RO T e B 22 MR AR o G DL ST
BT UE SE I, PPAR Y 38550 55— Y677 7 09 4 A ] DAAE VR T BT %o R R 77 i e a8 2 R A
F 5 T B A A R RIS R R AR — sl g S, BTl e iAo 5 —Pu ol .
[0141]  PPAR 'y BN AL e G T7 A v LA —e gy 25 (RP[A] I ) , 338 —FPoe i —Fh 2 i s
2y (PG ) o — M3, PPAR v 38sh 751 R0 L & 6 T A1 AE — BB 8] 9 LA 2 BA ) AR v 7
g A0 () 7K (R I AE T AR, B T390 97 BT % s R 7] Bl ool 14 B8R TR P AT S ) R
Toet » BT S7 568 Bl The 771 Bl A 1 B R IR AT I B R AR (B ) - PPAR v S35 B
I7 T AT DL I A [ 5lAS [F] 25 29 i 4 25 2 o LR b, 2 B AT D45 1) Bl HL ' 24 S R 2 A P A
HEZE 253845, ¥ B —PPAR v SB35 A1 H EVa T ISR HE 25 M AE— N SEiti 7 b SR &
PPAR v WIEh A e IT A H &Y e A 1345 4.

[0142]  EPPAR v ¥ shFBEA SR AL R Bk H e ia 7 7] LU B T8 206 I 5 TR o
J5 T AT B TT 71 o 491, 12 L e 6 77 7 mT BAE TR 97 e i) 259 el T 22 AR 55 o
AR 38 R AR G B EIAE FH o 54, i 3 BRI 70 T LA 5 1 i I 375 & A 2 A5 b IR AT A 2590
40 SCHA I ) e 42 LIS e PR A | 551 (SSRT) « =AY IR I i A6 FVE B R
TR A7) (SNRT) 5 LA S 75 BB a0 77 an &7 By il 38 22 Mgl O 22 M of T BRI - 72
LSt 7 e, BT IR LB IR T AR A SRS P, LR TR A TR 2R BB R/
A, BUHIAR R, PO 25 , 170, (2 B bR B Bl a B TR 1-— 1 (CRF-1) S2 AR $E B, 1 4%
PE L5 -3 (5-HT3) FEH05 , 5-HT2a/2cFE HLA WK 22 AR K 01 FHER &5 4K, BOR R 2R -1
(CB1) SZARAE T, BLFFAEABR T 76 SC AR IR 1) AR LG 7 57

[0143]  FE—ANSLHTT S, R AR , Fo e ia 97 RN R i 283 i) R & YR 2k
FEPUA /B BB o AR 8 STt 7 27, 1B A BRI o gl B 75 55— S R, %
TR BURA] R A B Eh /5B T T e

[0144]  FE—/NSEii g SEH , BRI DRIERS o evaTT AUAFEME BEER Ao 4 R i E .

[0145]  F#E—ANSEHti 7 &, ORI N e s T, Foeia 7 AN BLAAR 5 o 7R KR € S T
W PR )R 22 AT .
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[0146]  FE—/NSLjita /7 E 9, B A TR, F e vy AR T R

[0147]  FE—ANSLi 7 b, OB AR M 24, LB iR 7 A PTIIAR TR 745 2 St 77
S UL e AR AR .

[0148]  FE—ANsjita 5 o, MR T P PR 2 AR 71, e V8 T AR i 4
B A TR Py S350 0 B sh 75/ H5 R o R R 5 ST R TR, IR A YR 2 R/
PR T P TEHE

[0149]  FEHFE SEil 77 R, ) AT AL DL T 44 - A% 51 B R0 99 il R 5 2 0 1 R 4 i
P 5 S5 1)l AR it 5 TR 1) R 2 e R 5 A 4 I R 290 B 5 2 2] R 90 5 LG A 271
B FD B PE VT 5 B0 20 B A0 D6 VT 5 20 6% 20 B RD 4 P VT 5 JEURS 270 B R0 48 S T 5 R 27 i R 48
VT 5 I5A& BB AT G P VT 5 ILE A% 21 e AR 0 5 B 21 B FTOK 60°F 5 04 21 B AR 0T 5 IR 471
i 1K 80T 5 % 20 B R0 2K 58T 5 3 6 20 B R K 50T 5 Pk R 27 B R E b 7 5 B 6% 271 B ATt
B s DR B A ANFEILE IS 5 A 51 B A FEILE TS 5 A% 51 B AR I 5 8% 271 B A0 B I 5 Ik A% 271
W A1 A 2, Fr U s TR BB AN A 200 PU3H s DR B B AN AE 20 1R 3 RS B B A A 20 s T
T 5 TR R ANAE £ P 5 3k B RN 22 0 P 2H 5 RH A% 270 A0 0 B T 5 R 4 i A0 o
EL % T 5 B B R T EL S T 5 JRUR 0 T R I EL P T 5 R A R B T 5 SRR A R A
B 0% T 5 AHk A% 1) I R ST G T 3 470 R BSUPT 5  ELT E 5 FRUR 40) i A L
T VG B 5 ) %0 0 A0 LT 16 R 5 354 20) I R ST G T« e A A0 R 2l B 5 R 51 A T 22
At B 5 D 1 I A0 2 At R B 5 SRR 21 I R 22 Ath by B 5 R 20 1 A0 2t R B 5 18 A% B A 22
(e

[0150] S F-V6 97 VR RS iR, MR 40 A BH 1p 25 25 1) 2H A BB PPAR v Sl 75 ARRAT sl )
BV A TR B B/ BB 4 5 PR PPAR v BB AI G AR 77 L PPAR v 3805 FICB1 52 44
PR/ R A Eh R PPAR v BN A4S FEAR (varenicicline) PPAR v 3077 AR SR R -
A JZPPAR v S 751 A it o

(01511 XF T VR T7 K #0724 BORE , AR HE AR R B AR 45 24 0 4L & 45 , 49 WIPPAR y 80 71 F0
PUIIARFIELPPAR v il 77 A0 23 Bl v Ssh 770 /4550500, an T v

[0152] X} T¥Ry7 Je o T Boa , AR 38 AR & B AR 45 24 1 4L & B 46 , 49 WIPPAR vy 80 7RI 0
77 PPAR v S shFIAE & T (ME AR, DL AR <328 Bz sl e 3 M7 i . 20) WPPAR v 3
BFIFNRT F 24557 PPAR v 35 FICB A2 A H5 BT/ S 71 B s 771 LA S PPAR vy sl 351 A1
RAE TEMR

[0153] XX T-V6IT 2 W Bk (polysubstance addiction) , R¥EA K BAFF4E 251 24H &4
&, WIANPPAR vy B Bh AR SIS0 7 BR & LR 5 RSP /88 o H5 il

[0154] S T¥6 77 WA T e, A A i BH ARp 25 25 1A 2H 6 B0, B AnPPAR vy B30 77 AT AT
FIBCPPAR v 0 77 A5 22 B2 e poh 48 A st ) 3K 7, 490 B 2 B T 2 1) 2 L A 7

[0155]  E{T—Fpsp R AL AL , 2 A 45 245 PPAR v B3Rl AL e va 7 AT — Fhak
PRI 2508 mT AUS S o 45, 2MPPAR vy BBh RN B8 97 77 SN AR HET, 8 73k 5
BRI PPAR v 877 812 H B iR T A R 67 R T RE R B RICE I PPAR v 85
BAREMZ I EIRIT ], B B AR EMIPPAR v sh ez e iR T 7 & .

[0156]  a. [ 235 P

[0157] Rl SRAEHUFIE T — FhEl 2 Pl K524k . &l 1 28 /b = PR RUR 28
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AR SR AR, FEARE S AT BT 2 32 A4 (R A FERERAT i SR A BRI R AR 53 28 Bl
FAEPURI AT CLAS B AR 52 A A0 JE S AR 3 o 90 3 T R0 00 i I D P IR B R SRS BT 24
W, EATTCALE BEh 1) B8 v ) 5% A 58 S 1 4 G B RS AR (R AN T X B 52 R X A Rl
BELUT 1 5244, BHL b 1 B AR Sof BT v 7700 R0 P FIE ) 2 % o

[0158] R Z [0 Fr RAEHUFIEAS & AL R DU, A2 18 7= A — LL g5 H BT Fr 283843 sh AR
H, 24 UL s R al JoRi R4 AN s 2o, o] P2 AR R AR« IXFE R AL S P S B 3
YRR SF NI ME b o (H 2 , IX L2 W 1B TR AR B IR, IF H& T B A A 22, IR v g 2
FH T %F kBT 28 52 A B4R o R R B ATTAE T4 R Bz wir A A sk i) i 28 52 A B sl 55 i N\ A
F5 B R iR 8, B LA IR S8 258\ A = Fh P

(01591 4h3& B AN B A5 7 B /R BB 2R 35 P05 — A SEA6 o AH B, gl 2k
AR 55 I ) A A, FEAE R TR TR SR 2 .

[0160] AR 4k 4% S BH W LA ASE FH 6 BT v 258 4 7] 1y 2L Ak < 9 A 955 92 4 52 3% (alvimopan)
binaltorphimine. ] A TEME A FE 50 DMy cypridime AR L .B-funal trexamine.
Fe it MERT S H RGNl B L 4945 55 snalide ANSE S5 VAN SE B L 9NV 55 ANV S — SRR B 40745 B
7% MF (naloxonazine) vnaltrendol 4 i 4 i P W L I A P g T2 AR Ath 12 =

[0161] b HLHIALF

[0162]  HLHPARFFIA TG I7 FACH 2590 A VRS 5 1 HIRB ) = Fhop 238 o2 9 IfL V5 1%
Z U EAN 2B B ER o SRS (1) Hro AL 71 ak BEL DB B AT TR PR A T G ) X e e 5 i
Jo A — a2 PR I A ) K

[0163] LR ME5E 1 HOUMAS[F FhS I PN AR 77 , 6045 128 5 14 135 Ji P B B )55 (SSRI)
= IRAIDY A I e A 2 R B AR P AR G R R (SNRT) 25 Vb R 2R P 3 BT A1) 55
(NRT) « 2 FE E IR 2 R0 22 B2 G P B B M #1571 (NDRT) BT 4LIRFE S (azaspirones) HRJZ5E AL
B 75 (MAOT)  BA S AE S R Hr AR 5]

[0164]  SSRIGLHE 451t 8 ST S « PHBK A 2= L FUK A W LU FE A ~F (cyanodothiepin) ik
TEATETT BEVS PEYT A IRIR R IR YT S S AR VD B VB AR TR YT L PR IGE (W38 5 i
SR FFETUTT IR AEMA B DR EAR ORI B DR ECE VR SLER L 2 B AR I BT
11117 N 15 o~ i Y 5521 IR A R S P Sy i

[0165] ] %5 i 5 AR L Bo] b~ A 5 A L ORI B 0 56 385 Ak b R i B L 2R PP A
RLEERR - S 22 221 L PR R L O Mg Wk 9 AR BH | 5538 5 AR L S8 Rl 7 L SE AR BE oK 2 &
MRORESE 2 B AR I R B B AR ZE LA B | ) AR 2R T R = T KR
=R FPU A FTAPAR ] o

[0166]  SNRT 5 fn A 4& R SLyb~F (Bl $E 74U VT « b P8 A g M B A B L 25 FF Se v = L V& T
VT S8 B AR ORI 2RV ] B 8 P9 T P A il B AR SR o

[0167]  JEZRVEIT 25 F & AR Bl VT A&7 85 & FNFE S PE VT $2 ANRT (1) 2451

[0168]  NDRI 5 16 47 22 AR Ath B o Jk 22 A At B ARy 2R 55

[0169] ] #L WK F% 2 ) Gn 0 55 T 02 PR B 35 AL B L O 90 UG B | S5 R 08 R R IR M DG FE
(tiaspirone) . T WRIAEAPUFELEZ (5-HT1H S 324K M)H 73 Bshif) , HonT LS ST AR 7 an
SSRI— [l & it

[0170]  EAKRPIMAOT ] W AL FER oK K JRVE D B VR & R a3 fZ N SUBE 7 I
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JUE SR U S T IR B 1 S DL SR BT K T AR R 2 R 2R SR A Ik g R S TR
JE S FISLTE AR TRV VD B R IR TR JZ

(01711 SR BRI Hu AR 5551 a0 C 5 22 37 A SR oK BER 2R T s 22 AR Rl & AT AR
B A T B AR VL SR VD B K22 SR ORIISUL AR BT B AR PR IR g A ==
B RIS R | B AN R VDR

[0172]  c. U Z:

[0173] Ul k24 , AR APUEN 24 (AED) , Jy F 177 LE 8t A AR FHSUAH 28 B i 1) A2 1 A
7] A Il 4 2454 - AEDI& i1 46 A A B 48 T i PRI A FETBCR (Firing) FH/B7 b & AR LE ik
B AR 3 FEEE AT DL S B0 B34 10T BE 1 % o 14 B M OB R R A o AR 22 P B Bk 24 BHEL 18T
PV £ 3 T  AMPASZ AR B NMDASZ £

[0174]  HUBUR 25 B FEEARR T, 2K I R VB 228 VN IRER 28 .GABAZG W) . I 2 2 1
2K L BRI ANMDATE FT 77 B30 T8 P Wi 771 A% FH I 2k

[0175] 2R IFF = S A0 45 B 37 e RIJRIR 77 P IR AU o SR P PR H P P
€ VAL e N7 VAT SN SR o S R AT DG o

[0176]  FAEHUM TN 245 1) 2 L 22 S8 451 an A0 465 e ) B b 2% L H R OR B BE % (mepobarbital,
methylphenobarbital) /& bt 22 AR bl 22 A1 BRI .

(01771 FHAEHUREIN 24 1) PR LR R S 4 L A0 355 TR G R BN TR LG TR TR TG - 0 R TR T I
[0178] PR GABAZY W15 L A 35 I EL vt T S0 P8 D 385 i E bR B 5 I = A 1k e A
AR .

[0179] R 5 PGP A BL-R P14 0 2 s v R A S 451

(01801 2 A P FOR 24 45 a0, 47 ol A 22 SR 2 22 0 RO 22 2 o

[0181]  NMDA#5Hi7fUtharkoseramidetl F/EHUE TR 24 .

[0182] ki 3 FHL W7 751 Gn 7 52 — MR @ FUIBR 25

[0183]  BRIAME AL IS5 an B0 46 2. % e R B e AR B i o

[0184]  H. & HUEilm 25 AL 5 L Mg .briveracetamsCBD K FRATAEY) S EMEM: 2, — kiR
P SUA LB AR S S G P o BRI i B 5 =58 L e £ R P R R IR i L At iE
7% VBEINEE JFEAL R VD SRR s seletracetams R EGFLIL &) GEE L I8 AR TR K ZE g R
Jevb .

[0185]  d. ik

[0186] 1k ik 5| Ay o X i IR SO0 A R B 24590 o 1k ik 738 5 T8 97 & 309 AR 2R 1k 9
2 4 B R 24 Ak S T VR I B FH

[0187]  1EmEFAI 43S ELHE , Blan, 5-F %3 (5-HT3) sz k$5 Pt/ A g R FE il 2 B2
[ S AR FE PR B B RS AR FE BT L £ B REBR S AR 55 P50 KRR 2R SRS B A & R4 40
il 77 NK— 152 AR5 07 Bz S I e S TR 5077 L GABAMBh 771 KRR 2= R FF &K W BiH
Tk e 24 A P 1) 751

[0188]  5-HT 352 A4 H0 7 0 45 151 an Bo] v wi) 350 (o] FL w35 L DL =) 35 7 22 W) B L 2 7 m) B
&AL A3 Mg b w3 Bt w3 RO PR R iR 9 14 A3 propi setron. B 5 A B AR FLAA R
Fe ke ] B AN FLFE A B

(01891 Fz Joi A [ e 1 ek 7] A, 455 b ZEOK A8 AV HR Bk (R A M
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[0190] 1234k ARG bl ) G0 F58 ] e e 0 | 57 o 4 o AR G e

[0191] 2 B2 Jie 52 A5 B 1) B 6 2R BH L KRR T8  SRUDIR e 1 FR 480 S0 e AR IR &0 A
B

(01921 FHAF 1k ik 751 A NK— 1 52 A4 435 $0 75 A0 555 B 3 UG 35 A0 bk , GABA S 2 771 ¥ SE 451 o0 57 TA
[

[0193] i WK AR N — R I 32 AR5 LA o

(01941 FHAE LIk 551 1 KRR 2 S AR F5 5077 A0 45 J KRR « KRR R B BE | tanarabout Al
IESWNRTP

[0195] & ik A S B AL FE 2 B R B R £ B (i) S A L 2 e | G S R i R
FIVEOR T (AR S A R R R I 2 B 2 | 2 0 L A W B SR
i methalltal  SEFENR PG | BELE T 1 DO Ch 0 MR VAR S AR R W 2 s P A g At 26
f% o

[0196]  e. KRR Z AR DL

[0197] KR E 2N —RGE A BRBCZ R XK BN KRR . HETAE P A
FINEAY , CB 5 3 32 EAE i PN (E AR fili L FFF AT AR 3R, DL S CB2 , L 32 B AE e I8 ZR 40 A f 4
LN T o I N AR AE A B B R R 25 32 4%, BRI HE-CB1AI9E-CB2, "EAITHE N Bz 4 g+ FICNS
Fik o KRR SZIRFE U AT LR X CB1ERCB2 52 R e M 1) o A i B 25 FE A FHCB1AICB2 52 44
PRl — %,

[0198]  FeJRa 551 (45 vl ks < B A 7)< 6 (9) — DU ALK R (8 (9) —THC) FAS #4724, (04 JE oy
1) IR AENG N 5 A YR 2 B AE ELAE T 51 2 P It B R PR E R b AT
WO I 2 22 T I I 22 55 R e i R BT, I HLSEhs B A Bl FH 25 R s AR i N
Z K o KIRZR -1 (CBL) 3244 AE 121 22 54 [a] i vh I8 I 17156 (9) -~THCH ek T 2 12
FERE TR«

[0199]  CB1SZARFEHLAIRISEARIE (SR141716) BHWT 1 304+ 2 B FLREAURIS (9) ~THCH A
L BN o SR CB1 52 A4 L W7 7711388 5 7 ek 2D Wk 15 B4 AN R KSR vl R IR B 3R 45 245 5 THI G
R, AEL 2 LYol 2D AT R D] AE 5% 284 TR AR aT A DR 0GR 7 A 1 9 R 1) RT R BRI 24 4T R I
52 AU, CBLSZ A4 FH Iy 71 AE 9/ - 2 ik T Je i T ARSI S B Je i T 2547 N7 T
B AE NG ARRIS H, R ZE I HE R i BEWT 176 (9) ~THCAE A A4 P 1 32 WA FH H: T B 7 A
HEW

[0200] KPR ZR SZARCBLIE PU A AT B S B FESR141716A (R ZLABPE) \rosanabant . 2818
FRYLFICP-945598.

[0201]  C.yay7 AR 2 K1 712

[0202] 43 Al P B3k 52 4, 7 G I ot sk 2 A FH l I 711) B30 SIC it R A T o — B
) S5 5 [ 21450 P TP A B L B e 7 B S it R PR AT N IR R o AR SR 0, B R A FH R
TaFRFa 22 07 T R 7] VA B R 1 A P R [ 3800468 PR 2 e 7] o — S0, 122 AR TE A3
I ) i i 2> P s 7] ) — BB 1) P 2 EL 8 8 ) OB ) S AR I8 o 7 — /NSl 5 6P, B
RAT F R A AR IR B AN R, H 2 10548 sk AR 3880 B s e 771 58 sk 2 5 7 e o 7 e FH 17
YBIT 5 AR R A8 A SR %P0 RORE ) PR 7R B0 46 FH T ¥R 7 BT R e i
TURE R A R0 42351255 o
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[0203]  dm[AAR 22 e i, AT S DA v FE AU B B D R AIE 1) 18 M 2 R 1 o o fi R B2 R AT
SN 25 B R BN N ORI IA B 46 1422 15 (0 Brien et al.1997;:Monti et al.1993;Shaham
et al.1995) , BAI AR AT BE I 1 A [R] i o AL il i B 0 TP ARG 1) 52 o A9, 3k Ry SR ARG
1] (B 3 A A AR 1 5 SRS AN AZ A 22 B2 Jie A s 1Y) B A0 T P i i1 2% %2 B2 G R4k
FNG TR ZIER (Liu and Wiess 2002;Ciccocioppo et al.2001) , fjZ& 4
PRAZ AR G2 TE R A N I T B SMIUICRFAR T REA T T NS S 8 2517 NI E (Erb et al
1998;Shaham et al.1995;Léet al.2000) .

[0204]  JLANJ7 B UESRSE N , i 2K Ja 1 43 1 LD AN [7] 2 501 1) 245 40 F =2 3L [
(1) o 15 52 R HH IR 1) 24 0 sy SR AN TG 715 11 245 W B0 BAT Dy 52 3 LSO IR B3 S5 AT ) (R 245 4)
fE R EF G IA FE R ) B EZ20

[0205]  fVEZ5 4l FHAMNAEYS J LTI SV B 0 RS R N 72 AR MR 483 B P AR AL, 18
EHEBIHL RS 3 H0 I SR STATL ) P 7 A a0 B PR AR A o B SBUEE 245 0 R 4
AR HA A NRIAE R IF H Ol AR 2% 1) E 2 g 2 (Brown et al.1995;
Marlatt et al.1985;McKay et al.1995;Wallace 1989) . N IHAE U 2547 NP i) B E 4
FESNW TR A T2 A0 80 o S AR R 2 A 25 RO (R A M U S A AR N RAC S AT R ]
(Goeders et al.1995;Haney et al.1995;Ramsey and VanRee 1993;Ahmed and Koob
1997) V%A (Shaham and Stewart 2004) UL M ZE (Nash et al.1998;Mollenauer et
al.1993;Blanchard et al.1987;Higley et al.1991)) fUFREXEkIE INIL [ B 44 24 IR IESE
I ORI 2= 51 S e W IS IC 24 s 1) AT R ERL S TR AN B - AT AR (Ahmed and
Koob 1997 ;Shaham1993;Shaham and Stewart 1995;le et al.1998) ,iX YLk I XF N B 7E
2ORHAE IR A T 5250 S .

[0206]  f&45 b, DA RO OC B8 2547 2 @ i X T e i —dE AR -5 it (HPA) Bl B0 i
I FHI AR, BRI 2 (IR R B, A AR B I % (CeA) WARMIE N 43 WA B b i Je ot
WA T (CRF) R 48] REAE -5 MO ¢ 1) BORa AT Jy 115 b g 1 B S AR H . CeA'E
B CRF G 028 S L4 T A4 R g 52 4k, FH HLIX PP 28 JGCRF RGUIE VS T %) BRI 47
RV 2 N F (Dunn and Berridge 1990;Koob et al.1994) .4, #5h 5 ¥
(immobilization stress) Ft& J CeAN HAENCRE/K - (Merlo Pich et al.1995;Merali
et al.1998) , iMiCeA P 14 CREZ AR HE P M| a— MR HECRFI-4 198 /D T B T 4L 22 FIFABE R 5
I EEAT NI R (Heinrichs et al.1992;Swiergiel et al.1993) .= &R N BERERE IR
N2 RN K BT E IR IO AZ 1o o 5 FE B Ce A PN CRF A G 1E 1A 15 I 5010 155 &8 AN S50 FR RN
TH ) A T UE S 5 2254903t FH G ) 250 88 RE AN S S3ORE J5 SR AR 7] BE s 1 Ce AN CRF 2 4i /1 F -
[0207]  P7AFCeA PN CRF £ 4% B ¥ 14 Y 15 n] BEARER 1 fh S A e Al da B8 24547 K SR 1
R PR AR5 S M ML

[0208] DL b ivf v F1h) 5090 e i 368 2% PN 1 0 33 87 1 AR A AR ST B e PN ) B BL 458 i i
24T ARSI A () B LR 2R o 250l FH A R ol BE MR S — B LR B O e AT 2
BT I8 B TR I A5 R - B 5 0 45 TPORS L5 PN 1) 245 49038 FH ) 35 00 28508 AH DS B )
W B 5l 2K (Childress et al.1988;Ehrman et al.1992;Monti et
al.1993;Pomerleau et al.1983;Stormark et al.1995) 8i# 5liEHEA LIS E KK H
AT N Miller and Gold 1994;Tiffany and Carter 1998) .[K i, SJ 13X 25941
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AT S NPT R S BEPE IR B T 5 AT R AN B A A S s B R

[0209]  MERAEME /e -V ALY (B Kk AR IE KRR 5 3 5 T AWM SR R A
K ZGAT M) 15 2 B4 R, TR Rl (Weiss et al.2000) . Z B (Katner et
al.1999;Katner and Weiss 1999) B Al (Gracy et al.2000) n] 154 1 X HF R4
(discriminative stimuli) AJEEH 5| ACHA 1 — S 2WmT fHPEIG 0T WHIR I 0 2547 )
5 TR o X LY S B - R AN AE e R R T B S N B X T IR B Bt
Tor R, fE s W S LA H AT nT R BN 8 « F4h, X T 8, 5 JE W% (NP) A
FRIEFEW s tar RE ARG , I & B R VE X RIBC 75 5 16 D6 2547 AR 8 A% EIPAS i 52 P
KE H 158 (Weiss and Ciccocioppo 1999) o 3X P £ 45 SRR , X 42 1 ) £ B B ) 15
AP AU 1) A A, 38 3 X O T R ) R RO TR B R g ke (B, FEAT AN 2 BBl O B A B
SR AR SR A IS TR 38 i 1) 5 24) T S B HH R A DR, X e I 5 N SRR A IR R A, RO 24
YIRS RIS 213 I BRI G T B K I E R & .

[0210]  XbF N, &R RS & 2 MR AT B AH B AR I thoe L2 Bl n, B2 58 T 294 & 0]
DA 358 56 A0 12 A A o 28 0 I P AR A 5 B8 IR RE R S T 5 1S 1) 6T 55 1 B S o
52k RS B AH HLAE FH RIS 38 BT DAATAE T IEFORN 24 40 AH 9% 28 28 IR IR 300N 22 T8) o B4 3K A ]
R B TAERAIN 5 £ AH O 28 28 AN NI e S — Pk B2 205 . 2 T8) #3804 FH i S ik
S, FF HAX BN B S i R R R 3558 (Liu and Weiss 2000) o

[0211]  FESZIG = A, B 45 Ta-2'8 FIRRSZARFE DU G F 500 SE 5t 25 P, 38 o i 2=
FRE b IR 25 41 0 RS i B = 2 R AR 25 B 22 ) o 2 0 T O B 5 =15 S
24T IR B ARARER T W0 N 0F 3 A IR B R BB RS e A (Lee et al.2004;Leet
al.2000) .

[0212] 4 iy B S it 451 By S 7= 1T, PPAR y 880 771 BH S sk 2D B2 305 5 1 520 e FH e ) (5%
1) o 140 AE NI T, — FITZD, RS BUEH , — EL/INOCDS P (SE i 5122) o IR AN S
AR sl GaIF0CDSTE /15 &) 5 K B EEF7R K1« (R, X L 4w R B, mb i 51 i E
HIE KMERE

[0213] R 2, IXLL5E B IR, A% 21 B A B B 1B 264 R &R 5 i 2k - A BB ) A2
Z M OB, AR BB 77 52 AR FE B 40 R ek N BN TR £ &R I R BT
SRR HMEL Monti et al.1993) , FEAE KR T FFARIE G & R E ORI Z /T 2540
AT SN S T Eh R (Katner et al.1999) ofH & , 2Rl BR ANk /b N 5 B 2 R AT N
(Le A.D.Psychopharmacology 1998) .

[0214] XU HLER 7 , b A% 21 B A0 298 il R 1) 26456 FH S 3 B0W R AR A ke gsl 2D 7 380 2%
PFRZE P SRR AT N .

[0215]  [RIL, AR BSR4t T ORI AR T 2 T Mg s — PRI XS PR 7 (R, RESOAEA 855
AR ) PIE IR TT LA Z A 45

[0216]  fE—ANSLE 7 S0, AR BHIR AL 1R 97 BUTBT BSOS 5 10 B R A8 F ORI 7
S TR AT R R AR B IR I A SE HEPPAR v BB

[0217]  FEAHIGSLIETT R, AR B AL $E Ve I BRI 52 R A FH s o 771) B I Tt ol e 2k B i
AT AR T7E, 3G ) 2 BT N B fE T A AR I H S PUSIRETE 7 1 kD BOE R T8 RO
TR S it s R 1 B R AT 9 A AR S A Ak ) I R A P g AR S B O 52 4 v (PPAR
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Y W) , HAFZAMMEA R T A EINZPURIEIRTT . ZPUSREIR T AT LU B 2
WhEl AT LA 240 B Sy R G a0 o 08 L O BE TR BRI TV o 2 B M T DE e
Ko

[0218]  FEFELCSLT7 R, i AMAEAS P 5 R T S E B BUBUR A, B2 AR AR 45 T
%R LABUZ BT VR YT 2 R HR A 250 0 R 7510 L 22 4 B AN A 280 7 L e STt 7 8
W, B R MAAS I 5 5 T AR I BURORE T RO LA 2 B T BRI IR BE R i
ST, TR ) I o FE AN & A 280

[0219]  FEA R BTV FE e SETti 77 S b, iR MR g 1 — BRI Ta] (1) 787 B 1] sl 2>
A58 FH R8P0 771) B3 SI2 it s IR P B 58 P AT A o 1 T < BIR ) Ei sk 20 A FH AT IS 1) B mT DA G oy 2
P2 AN INESR Y VAN INE SRR S NN NSRS B NSV ) ISR I S NSV OV S NPV S SN
F/06 A2 09 AVE DI B DE B E DS,

[0220] £ 5 —siiti )7 S8 H , AR B AL FE v 97 B IS 5B RS FH RORE I 77 v, AL dE Rl 22
T RIRET A R A ANMASEAEPPAR v ISR AR SRS 5

[0221] R BSLHTT R, A K B AL FE VR 97 BRI DT B RS ORI 77 v, A m 28 1
TR A R R 1 AR TR BEPPAR v B SH A AICBAE HLI , W A L FERLES A0 £ 4 P
SSRIEIE b B .

[0222]  7EREE STt 7 R, 1% kM A8 ek I3 A5 U 1 R 25 B ik ko i 5 Y PPAR
Y BB S5 R TDZ o 45 Ui ke A 270 B 5 o — N30 B BRI AT P RS2 AR 5 370 770 Sl 4 o

[0223]  JRE AR B I 7 R AT LA A O T B — R R B A A b, (E R e AT AT DL R P
Toe T 9 Pl 2 P RS A A b o AL, SRS IR L T v T DL F R TR 48 197 1 B R i A 4
SRS FZ R A, AE 2 e AT T n] LAad AT TR &2 R A8 BRI 46 458 F 51 AR 48 s AR
Toei 1) RS R A ] 1) R 7l

[0224] D 9d/> B RCAE IR FOVE 7 4T / £ FE (1) 77

[0225] MR, BRI/ TR 255 AIE , 38 24 51 B AR AR I 245 W B st re 751 e A P — B
I [ i SR AR 2 1k Bl ek 2D 751 BN S SR RE AR A AR IR ARE IR o Wi e 2% 5 A1 o] AE AN [F] AR 1]
25 0 B — S L [FRRE o 55 R A DG 1R G D e 6 A58 o DL £ RS RV SR O
AiE 5 I L Gn S v 7 21, ] B B SR ASE A A 4 S8 A FH 12 245 0 1T AN B K A T — ORI B L —
HEEHR.

[0226] 3R] 0o 280/ B AT AR B Wit 1 S [RIAE K o B 7™ B (0 DR 451 Ao o
Bl KAEFIZIA R B 1™ B 1) B S AR DL S TR S B B2 o A B o RGBT R R R I A
AN L 2 N A 1 A B Jre ] Ecam 18 I L e 20 an Jé o T B Y R 2
(1) TSR M ] FR T Al o v A= AR T ORI A B R B R B EE A (E R fE A
A FERAE I 2 AR D L

[0227]  4n b STt 5 A BT iaE S, PPAR v $8sh 741 ek 2D iR i bR (SETt121) o F754b , BAT 198k
g9t 5 B e o 1 A FE AR (SEtf5122) o IX Le 5K B , PPAR v 3 sh 771 AT LA R Zh i H -+
P30 i R IR, LT HIAR AR FE, IX 45 15 TR o T AN ke 15 B 25 5 FF Ul A AT] 52 s it ot
o

[0228] Ak BHALFE b — ik 2 P 5 9820 B0 2% b8 FH SR 71 A O 1R JBURCREIR 1R 9%, L
355 1) 222 7 RS0 770 A 3 IR 1 S AR R A 2k ) o SR AL Yl AR B B ) 0 2 Ak v (PPAR v )
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Bshi.

[0229]  iZPPAR v 3855 n] LALEANATT 46 M 2 1 AN/ 3570 Mot ot 2 3 1 1 2 i A
TER R 72 H s TR FH sk 2D 58 1 s R 7510 1) — BB [] P ) AR FRAEEPPAR v B30 7« 72
— ANt T e, BTR ANMAAE A FIPPAR v 3 sh 75 5 R i 4o 2 20 ek /b B OB 77 B2 B
A B 52 Ji% o SR JE %A AT DL 2K 18 FFIPPAR vy S 5h 77 58 3% 4k 5215 HIPPAR v 4570 DL 15iR)5 &2
Ko AE—ANRF 8 S it 7 S Z ORI BT T, BT IR AMRTE BB A 5 — R T R it
PPAR vy 0770 (1) — B i) N 9800 Je o T HASE S i PPAR v BB 7451 4 A TZD , Gntk A 51 o
[0230]  E.ZWH &9 45 254 B R T a0 T &

[0231] AR BHEE L TR HIPPAR v BB AL & — FhEl 2 B e iR 7 R A 1 Th 3k, %
PPAR y BN 4 A TZD , Anmtb % Z1 B , %L & 3697 VB an R SRS B BT AR ) bt
FR 2 1L FIFICBL 2 RS PR IR b, AR B IR IR &), Frid H & )8 & — Fhi 2 Fi
PPAR 'y B3N 77 AT — Fh B 2 Fh L B ¥R I7 77 a3 B VR 97 I W oA SRS PR TR S TR
RFEPUF/HB o B Bh ) IR PO 24 « 1 77) L CRF 132 AR 35 B 7 ACB1 B2 AR FE 5T o
[0232]  FEAFESLHE T R Z A S WS — FIPPAR v B sh A — R L B iRy R — A
55 SEHE T = AW TZDAI— R BRI 7 A R e sy b iz L e iR T N
Bo] i RAB P B A BB B P/ BB 0 BB o 7 — AN SE 7 S, 1B v RS SRR
Gl o 7E 55— STt T R IR A TR 2 sh /S PURN T P 1 E o 7 L S i
5 BRI RN BRI o 7EARE 8 STt 7 R H BT A 2 AR B o 78 e Ll si
Jiti 77 Z 12 BRI NPT N 24 bk 7 BB R S B sl VR A B R R 2 Bsh
Ve EWil P

[0233]  7EZ Fhaiia 5 e, 206 W < A% 270 R A gy it B s R 510 e R0 9 it B 5 20 44 %71
P 0 2 ity ) 5 TR %70 ) R0 00 o 5 R 0 R 9 b 5 s k% ) R 0 b A 27 RN 4R
VT s IR HU B FIGR TG TT 3 2% B A PG 7T 5 LS B A AN PG 7T 5 ARG B B ARG T 5 15 4% 51
B FH B TG YT 5 PEL A 2 B R K 0 5 B8 B0 B R OK 0T 5 204 270 i R K 60F 5 JRU#S: 27 T R K G
S R B0 B FOK T 5 3 270 B R K S 5 I 270 B AR B8 s B8 21 B AFE I B s 2 4% 41
i FNFE AL 1 5 JEURS 271 IR AN FE L TS 5 A% 51 B AT FE L 8 5 35 4% 51 B R FE AL 156 5 itk A% 271 R A A2 2
$ir PG 3H ; SRR FER AN AL 24 U 3 B BB AN A2 202 75 38 5 BURS 3 R AN AE 2, s P 3 RS 57
F AN A 207 PG 3E 5 SR F R AE 2,4 B3 5 IR B AT DI EEL S T s IR B B AT L g T B
G 10 U 7S 71 7 P 1 71 S s P iy < 71 S Y
5 270 B 0P 5 T 5 A 270 A SRR D B 5 A 4 R SR P G B 5 SRR 51 I R SR P P 5 )
% 270 B A0 5 T 5 A A% 27 A0 SRR G I 5 e A 47 e R 22 Atz B PR B B AT 2 A BB 5 B
% 570 Bl A1 22 Ath oz B 5 JEURS 270 i R 2 Ath s B 5 R0 270 R 2 Ath s B 5 a2 A 271 R0 22 A 4 A
[0234] AU BH LA W0 RT LME N 20 20 G W B8 il 70 ) AN AR 25 24 o TR i S it 5 B
A IR B 25 A 0 rT O AT AR A3 Z 4 S W e I AR 28 25 1 TR 2. il , 12 2H A T LA
[ AR B AR R TRD) TR LR A 2 R B R E AR T, DR BE . B
AR B BHE RS N 45 2 o FHTEAR ST RAE B M EUHE B 3 Bk o ULPY B i
A0 IR RS BT E AR

[0235] AR ¥EAS & WA I 250206 W0 60 S PPAR v BB 7). LB VAT AN 254 b T HE52 1)
PR BT A B AR o YT I I 24 2 b m] B s2 B A 78 1l 245 A3k A2 8 T, i an 7
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Remingtons Pharmaceutical Sciences (55 BH#Z ¥ %} 2%) ,Mack Publishing Co.
(A.R.Gennaro#i. 1985) HHiC . 51140, AT LA A= BH pHI TG B /K PR R 5 2% i 57K o 77 JR
P REE ) G RN 2 AR RS RT DLAE 1 29 W02 0 R SR A 4514 , 2R HE IR L AR R 6
¥4 L K R TR e mT AR B TS S50 i o b SRR 28 1449 50 S 4k, v LA FH B 4840 77 A B 2
o IR SCHER

[0236] A BH (1) 24 1) 20 ) 368 5 TG 16 DR (S A9 K 1 2 S Rt Ak 4 24 I v B 1R i
A LR AT R IR o Ap 1] AR s 25 2 A P mT DL S I — A e 2 R A ) TR AR o,
4 750 B B B B AT DA AN & AL, TR S R E IR R AR HZWH A 1%
a5 ] LR g 2 AN 52 A

[0237]  FEAEE SEHti T =, f A PPAR v BRI A BRI I H S LA — D ELZ AN &
() P R 2, J8 s T T RER 24 o 12 7 770 R DA A8 4 Ay S BRI TSt o) 771 2 8 1 BRE R 7)o 7 —
ANt 5 R, AR S A AERAEY, 24 A5V G PPAR v #sh AL e iR T 7. /e 5
TE ST R, B AL £91.5.10.20.30.50.100. 150,200,250, 5.300mg  PPAR v #5h75 4
ne A% A A1 291 .5.10.20.30.50.100.150.200.250 5300mg H & V697 71 -

[0238] AR BHIG GG MA G PRI B SRS BT 259240 6 40 B0 5 PPAR v B3N 71 Al
ey & — A R E R Y DL R NS0T A S E N A KA A S .
i an , Ay 1) T 2T DATE B A B R L B VR T A AR, B R R R 3R DR A B
ZA R RIS IR TT A SR, X SR B R

[0239] VI 2 A SCHEIRIMIPPAR v ¥ 371 R0 B ya 7 70 ki LUK 2 7 & B Ak o A 2 B
% &L e AT T AR I 7R S B DA e A RGT A FHIX e 254 H T-PPAR v B3N I BA
I7 U 2H G OO IR S B P R R DRI o] ER AR K2 , 5 R R R — R A 2GR A
bl , — e P — FhEs i Foh 244 ) A6 850 B mT DARA AR o 747 78 St 7 €+, L0 1-1000mg /K
1-1000mg/ K +10-100mg/ K 8% 25-50mg,/ K Ju [l (1) £ [a] IMASE HHEPPAR v 38l o £ — > St
T ZEH, BL2)30mg /R ] i3 S a4 21

[0240] K1 T FTEAR R FIARR Y, F- B4t 11X L2598 % M N 45 25 H
T IE NE R H AR 2R ] TR R IE 7 B R AN ST A FH B S it i AR
R T4 24 AR A UL, BT B 7)o IR « 24 MR 9 A 2 W LLPPAR v s 77 An L e
TRIT I 2H A ik X 2L 25 W LUV I BT AR B VR T BRI B R AR FH I S A1 1% 2L 245 9)
(1) 7158 1] ARG o IX FPFEAR T DL s BAAR AR 10% (B = BAES A ERI20% BE = &2
fEGFIERIL/3 B BRI — 3R ARG AR R 2/3. a0, g 51 B H T8 77
W B B s DL 30mg/ K, X AR A A BN TR YT BN A R (S 5122) o SaARIE A Kk
AH 5550mg /K 4% 1 B 2H & FH T 9697 BORERT , TA N BA10-15mg/ K IR IE A% Z1 B B sgfe v DA 2096
TR

[0241] 1
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[0242]
76 I3 7l Y h S — 2h W 4% R B 44 = ) ] &
A% 7)) B 15-45 mg
¥ #7) bR 2-8 mg
W) #%-7') Bl 200-600 mg
F) 2R 32 10-20 mg
T i T mg (£
£ vy BR) 25-50 mg
AT 20-80 mg
X 2R 15-45 mg
Fe otk B 400 mg
i L3idgie 1,000-6,000 mg
AT 900-1,800 mg
& T 5 BF 8-24 mg
- 4F 32 R 200-400 mg
[0243]  FE—MRFRE SEME T S, A B 25D 2H & WD) B 0 R 2B 15 20 30mg A L A% 71

i A1 Z350me 1) 290 i A 122 B2 ) B A 2K AT B — A e AN 7Rl

[0244]  JLEEPPAR v BNFI M BRI HIMA G T RAR S &S T —REH . F1n, 259
R — PR BESE A D R IK AN 43 24, 3 R W Rl RE TG & T RS 2 B, RN ZG W
AR ey, AR RGP 25T L e G W SE S B 45 245 o TR M, AR B 25 8 T BRI
A, HR A PPAR v BN — Fel 2 R AL B A UL AT 7RI — R el 2 b s
IR, LLEOH B 71 RA 2UR] L RLIR T B RO05 SR I A AT € SE T R i)
SR LN B B 7R B A X« LS B R 9 s A AR A7 AN 290 I 5 25 B AR 9 ek
SRS 471 e 60 290 I 5 ) 51 R s 5 % A7) I A0 290 I 5 P 20 RTS8 P 9 T MR 20 Bl
AN PEYT 3 2% SRR AN G PG 7T 5 R S B ANV T 5 AR SRR AN 305 7T 5 350% 57 B AN S o v T
EL % 271 B AR 20T 5 A4 BB ATOR BT 5 2 4% 1 B AN OK 50T 5 SRS B BRI R 0T 5 A% 2710 B
ARG 5 TEHE BB ALK 0T 5 AR 51 B AR I I 0% 471 B AR 5 < 24 5 AT FE 0L 1
SRR 471 B AT 1 5 RS 5 B AT FE AL 156 5 S 4% 271 B AT S 5 EL S BB AT A 24 L A%
B A2 AL PG EH 5 % B B AN A 2 1 I 5 RS B R R 2 24 v 3L AR BB AN /2 2 4 v
H 5 TEHE BB AN e 245 35 A% 0 M AN 5T s PR SR ATOIER g T A A e AN £
53T 5 SRR B BRI ER 58 T 5 AR 7 B AN EE 5T 5 T B BRI E 58T 5 A% 270 B A R
PGl 5 A% 51 B A RSP G i 5 25 47 Il AT R D 5 RS 0 R P i 5 A 27 Bl A R
DGl 5 325 % 1 R REL PG i 5 P 27l A 22 At B 5 A% B B R 22 A B 5 25 20 Bl A 22 Al
T 5 REURK A7 B R 22 At B 5 R 27 B R 2 At B 5 S A 5 B A 22 Al s B
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[0245]  FE—ANsfti 7 b, AR AT &, I 71 &6 S PPAR v s 1 B 71
BB TR FIERR . E AT S, 1Z e d TR 2R a5 el
THEZANARE A ERA, KAz el T RARFIRAARE T AW BRI &, e AT LA7E
— BT [B] P AR A, DA o AR R Ra AN 52 i e vy T IR . Je vy T i) B 7] 7 =X mT DA 5 2
DL RZ JR G751 1 e 7R s R T X

St 51

[0246] DN Syl fiiaR 1 B AT () R EREFT , AIESE 2 FHPPAR v BB AILEIR ST T2 B B
T 75 B Ra AN FRTT 5 T3 T ) A5 R o RS St 49 IR 1 IE SEPPAR v BN 5 e ia T A A
A8 FIRVE 97 ARG RO SR IR ATE 5 o 3K B I 55 >4 FH -1k il FH AT AT = R 3 FH B 48 78 20 e
(1) S 56 % B PR R AT

[0247]  SEJii 5 1-21 H 13 1 0K 22 8000F 9 K FEERE L 188 4% b e 338 A0 T RS A 522 R B, (PR Dy
Marchigian SardinianiBifff2Z (msP) KE) 347 « WE K FIRFE BOKZ P LR R
A 28 13fXSardinianiPRs 52 K BRI 46 , # X L8 B ) 7 Camer ino K 27 Y 24 BB} 2% A S 56
=27 2 GRORA SR B 1R604K SR , B A TR 14 2 Vi FEl 72300 22 350 ¥ E A 1IAIFRFE
FEITL2/NN 6 /BE A (EAF9: 0048KT) Vi 22022 °C M1 24555 %6 1 B [A] N o ThIX 28 KB
[ B 3RA3 H SR K A /N Bk (4RF18,Mucedola, Settimo Milanese, & KA o EERAEME H
e ses b AF T SR EEWi star KR (Charles River,fE2[H)

[0248]  SEEGAE b /F9: 30147 , X AN [B] A2 0t/ WE A RIS H K T 46 o B A S 56 o s F A Sz
K1 3h¥02H. . B A 1) B E 4R 18 sF European Community Council Directive for Care and
Use of Laboratory Animals (SZI& #0478 B A S FH 1 KR P 3 [F) 4448 4) FfliNational
Institutes of Health Guide for the Care and Use of Laboratory Animals (5246 %f
W BRANASE B 35 [ [ 37 PAERF LB fe ) HEAT .

[0249]  WLAK ZUER  ZA& BB S PG TT KR ECE FEMEES NS mg T PP R R A £ P E
MBI IR AR AT . B = AR FI BRI E STGMA SRL (Mi, Ttaly) - 44 Bd A1GW9662 M TOCRTS
U.K) K43 -

[0250] &5 245 il , K bk 4 271 B e o7 AE 28 WK HP  FEFR 2008 T 4ERR IR R I BRI 2B S
25 I E AL LD Oml /kg AR IR (0S) 4524 . B F I MRAE 2SR /K LA . Oml /kg fA&AH
JEIEEN (IP) 45 24  3h R 20 ith RV S AE 25 TR /K Hh, BAL . Om1 /kg AR AR TPES 24 o B 4 B Wil L 8 75
VTR ECE FEMCES DN mE T AE 2R P30 B PR AR 28 TRk FERR SR 3N R 4E R 3R A5 1 &
T, BLE Y 2 X B2 WiE i B A2 LA L . Oml kg AR AR 1R (0S) 4524 . Yohimbina i i /£
ZRNEKH, AL Oml /kg IR R Y (IP) 45 24 . GWI66.2 ML il 7E:5 % DMSOAI5 % TWIN 80+ ,
HIP (Im1/kg) BRI A (ICV, 1ul/KE) 4525 Z Al I ECHIE10 % TWIN 801, TP45 %
(Im1/kg) o BLFT 74 Ee e ) 72 KIS TPZR 24 (Iml /kg) o

[0251]  SEEGTFAANT , ikmsPIRE — KR 24/NI B HIG K FI10% (v/v) kG , FrLe 215K .
XL AARSRAEAR A ZI R E R S A 6 B AR 10D A AR A B AL
B (EaiA) R EAR , DL Gt B — 00 52 o 7K A 4 ml il s SR B, T P A5 DUIRR 11 A 278 )/
R CEHBIIAZ) , B8 7] — R 24/ 3RAT (S 4513 F14) o MBI K 7K R P ) BB
[0252] IR B AE AL T3 A5 38 RIAEE () /) s 1Al v () B 4R % (Med Associate) K
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HHAT AR AE A A I (F5F82:0.30ml) , A7 B B A% T M AR 4 e , 76 35 1 25 1 A
e, P AT AR T2k B 25 3 10 A5 B8 20 I3 emAk o Wy i RN 5 s i A7 T TR AR B 14
7 A KT SR B AL o B T SREATL A2 1A P B 3% P o AL i TR 1) 2 30 DA B A7 S B 1 1
Ko

[0253]  DAJA] 5E b SR 1R sRAL I 18] 26 , ZE 4 R 3020 Bk 56 I A I KB 9 48 T 10 % B A (v/
V) Fe AR RN FEGEO . Iml A, W2 BT FTIA (Economidou et al.2006) . 7E3k3K,
i K REAFCLIRAF0. 2% (w/v) BERG I, 28 o di sk o RS UK BRE 48 7 10 %6 W0 A
(Weiss et al.1993) fEYMZRAISL6K , ik RER B LIRS S H0.2% (w/v) HEREI5.0% (v/
V) RS o N BT R , RS IR BE N5 . 0 % iB M B N 258, 0% i & £10.0% (w/v) , 1M K
A (140 A< JEEAF B b 328 T sk 2> 220 %

[0254]  ZR 2% FHEKE T AT AR E M SLI0 T FE BT SCRER I 3P BEf R = (1) 26
FHr B¢ (conditioning phase) ; (2) HiBFTEL (extinction phase) ; L& (3) IkRE M B o
[0255] S T4 A4 Y B, 58 Gz im0 2 it (O B 30) 78RR 3073 Bk IR HH Y, U125
BNPHE 10 %6 RS 17K « 10 %6 RS R FE Y B Fe 45 T IIIZR T 46, 7E RS AK B 345 115
HHIANE] , 23 AFAE A T IR X6 K mT SRAS M DX ) (SD) o FH V8 4 1 X % s P e
MHGSEEY) (ST B SR LR, T 7K AT 3R A5 (D22 80) DT & 3B (S0) N5 5 . il i ¥16
283 1 A P B DU AR BB A = 10 R 2 1T 77 AR X SN R . R Ak, S BB RS A A —
BT H A A S AP I 3 /R = = N T RO B (CS™) o ZK 8 3 1 X6 B 28 &R = 5 AP | 75 &
(7T0dB) (CS") o 51X LL B[R] I A7 AE 1, A AR R0 R0 5 1, 7RI B )10 3% s BEAH 2 A
SR A o FEAT AR HT L0 B, 5 FEAE BT T00AS RT3 A5 12 1R S TBILS™ IR ML it B 51 N FF DR FF A7
TETHEAN 3043 ik 56 S o 78 150 T < 1) B 6 48 47 26 () K2 9 0 Vi R JZ F6 48 o 76 2R AR Y
B Sk =R AN T R RO RS 056 1 B 5, 72 VI 2R BE AL EAT TR AKX 36 3 , FR 1) 2% A4
FE T R332 B L 10ANE RS A0S KR 36 4

[0256]  X-FyHIBBY B, fEf JE IS AFEFHH 2 J5 , iE KR 252 307 BB W 3G 1 , FF 4215
Ko FEIX AW B, i A B AR T AR 38 1 , (R AFAESD o FEAT B 1 S B2 J3 Sh#r s AL ), (H 2
AN FECR AR IE B B IR SOV R (N AT EE &)

[0257]  #¥ i Jo I VH IR RIS I J5 — RIF I SR 30 B B 1 3 78 5 2% A4 Y BOM [
() 2% A S RFLE30 53 %, AR FHZK AN A2 AT 3RAF IR o 383 P A £ AR R A S "B /K ST seons ol
B I A UG 00 B o R4 & SDAZAE T B0 1, 7 HLAE 2 70 TAEMIAF B RN 2 fa
JA SEENL RIS S5 T AEAEA SR CS BAES 26 F TAAAEABIPCS (B &) o 5 —RAES /CS
ZAM T IREE KR, 55 = RAEST/CS 2 A N B KBS o

[0258]  Ri¥skids T BV R T 0K 2 S Bt AR R SCHEIR I 3N BE A R (1) 254 FHRY
Bt (2) HIBBY B BL & (3) MR E B Bt -

[0259] S T 25 A I B, S8 OB B D A2 7 5, FE 4R 3043 B 5 A N, LAFR 15 AL I
[ R ZEmsP R H 45 F10% (v/v) HRE 15K . 7EVEN IR, 1 = N 4T #1 HF5s (B 1% 5
T0) o FETOSHXS AR EOCEL, (H AN FEOH — B HEAN

[0260] X F-VHIB WY B, 72 B¢ S B AS B 3R 4G T B8 2 J5 , 3452 3043 81 1R 1l 56
W, FREE L5 R AT B 1 SR ShHIE LS, (H 2 A S BOR K ik .

[0261] X TPk E B B, 78 ¢ Ja B T 1B BB BA I f5 — K, A KR VEST & F 5% (1. 25mg/kg)
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30438 5 , B KB B T #R A 2 A B IR AT 3038 o 0 60 38 n o 25 A R 2% 400 A s H. A
B a-2'8 FIR R SZARIEPUNE 7 E 45 25 FIE 25 352 ) R bl s 3 i & K
(Le et al.2005)

[0262] % #a 177 2 20 Bt (ANOVA) % FH T 4 R IEAT VP4 o 1E A BT, 7EANOVA J5 32 5 3T
JERE S (post—hoc test) o4 I3, MHAK Z11 i« 4 pHh i 5 21 25 ) 2 P 45 26 5T RS SR B 52
M) (S it 5] 1 RN 2) 3@ sk DA P 7E DR 25 () TR RIYE YT BEAT 16 795 1R 22 ANOVASK Ak o PEE A% 21 L 4
i ) 0 2 A (1) 12 A 2 24 O R B T s T (S it A1) 3 A 4) Ja sk DA —[e] PR 7 (Y6 7)) A (]
PRI~ ORECRH /NI 250 34T 1) =5 2 ANOVASK VFA o L A% 51 i XIS K <3+ D P 52 %) 52 i) (K2 e A1)
5H16) JE ik DA 55 A I & 4T 1 L IR ZRANOVAYPAy , FL A5 F 25 P ) s /R MR N IR o Jl e —
PR 7 GRIED) 1 BRI ZRANOVAR AT 1 Wistar KR B RS B 3R 245 T (SLHafs7) « % FINewman—
Keul st Bt 47 55 5 7347

[0263]  sEjiifsl1

[0264] Pk ILL A% B 26 245 %) 15 R 2 et 5 HX ) 52

[0265] 3L 56— R24/N IR KRR 10% (w/v) JE RS (FE/K A2 B 22 18] E Bk %) SRk
SV A BB 25 24 06 1 IR AR R o 75 305 L BE BRI R e F 2k (6-8g/kg bw;
R JG » CERE JE BATF AR I 4 R B RS R 1) 75— R 2/ o K FI B ml 3 B3R EL

[0266]  — HLIABFEE 1) LB 3L 2R (R AL TR H3RECR A ) R HAMA N P hs T
77 Bt IR A% B (0.0.10.0.30.0mg/keg) X KR (n=7) BI1E T, Hodh & RS #k 52 i
HRIZYFE I IRIT 201, W RS S 43R, MR e 11852 253k (819
7K) .

[0267]  y5I7 LA 2 D AHBE 3 R IEAT « FEARFAN L BEIR FH SR8 2 71 5 ikmsP K R AEREIRR 4 2
FIT12/)NESF L /DSBS B 42 52 79 TR A% 271 B B8 24 A 48 R o R R I G B 5 b R A7 Ak B SE 56 - 7
14 2 P P SR EL 2 J5 5530 .60 90 F1 1 20434t Wi W3PS K5 7K 1 4 ) 15 B

[0268] 77 Z 43 M HE it T+ L BE R HUA A 53 HIRIT 3CRE (2,6) =1.22NS] oAH 246 I 21
BB HIVRYT I T A EAE A [F (6,18) =6.87p<0.01] . i LB Bon i, G K 34875 , DA
30mg / kgt % F1I B 14t 47 ) S VA 9T 7R 2N I T AS A2 7E 30 605,90 43 B if I3 38 9 b 2, T ¥
FEo B Z S K A YT FEY 525 RIS 1 i B A A (B R BoR) o

[0269]  SEjiifs)2

[0270]  nt s A i 2ty i Bl 25 2655 B R 2 B S 52

(02711 FEASZIG H , BFF T T LA 270 i R0 490 g I 10 S & 2 5o VPR T RE IR B2 , LUAIE SEEPPAR
Y W BN 7 AT B 5 B R S PR 20 B B ) A o T X S A T 4 i B )
(0.25mg/kg) J&Hi LA L6 2644 N AR Dms PR B 2 BE SR IO TH R I E M (Ciccocioppo
et al.2007) .

[0272]  $o¢ S 5] 1 ik i 4% T T AR HE 0 msP K SR (n=8) o FE 3145 £ W S5 B A A e Sk 2
Ji » VEURE T R PR ) 75 A I AT 46 1R 27N o K RN 0T B B 3R E . Mttt 4% 271 i (0.0,
10.0.30.0mg/kg) AL EH (0.0F10. 25mg/kg) HIZH 5 XF S FE MR , L AE 1 B E £ 1 ] 3R
HUHT B 127N FOL/INES R 25 T, 0 i 75 35 ORI A% B B 25 245 2 53 B Ja v 5 o SR AN N P
firhr T W AT SRS, Hoh B R A2 I B 4 &

[0273] 7R A HAFF 4 i BEAT I B sty , I H AR M L BE v 3R HL 2 J5 30,6090 112043 %
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I S ARG 7K A MDA & o 2 PR TT AR Wi 3 DU K R B 35 L

[0274] 525 Mr4E N 1R T IR B I S 2 I SRR T R [F (3, 7) =5.95p<0.01],
W 25T 7R B, S R Be e S, B ) 29 it e R0 2 it -+ Lt A 271 Il 340 S5 35 sk 2 30 . 60F190 53
BT ) 2 BE B EX o 1203 BN, S50 &9 p 7 60 99 i B+ P 4% B0 (10mg /kg) (VR 97 A Bon
R AR AR, 550 RERR L, 90 it -+ iLE % S0 B (30mg /kg) £ 12053 B iNE 1 2 7 H B 35 4
F (p<0.05) o IX B 50 45 32 01 1% 0 Ah 250 SR 25 25 S BUe AT IE G 380, 5l 38 5 30 ih B 1 F
FHI [R] E

[0275]  SEjiifs)3

[0276] NVt a% F B ZE 246 H T8 2 BE R ) 52

[0277]  RA N —R24/NIE10% (v/v) R (TEK N BE 2 18] 5 HIES) KR, B
F IR 3 L BERR IR FE LR, SR AIE S 0% 1 ML A% B B 25 24 R0 4 FH o 7212258 TR 5, SR Ak ]
it MikmsP KR (N=9/41) Ttk k& Z1f (0.0.10.05%30. Omg/ke) Xf . W5 HL (1) 52 , Hor
T B Z AR R R W . FHIGTRIT 00, IR KRS R4 273K, R e 182
2GMEAN GERIK) o

[0278] Wb A& BB YA TT R EE SR 1T R, AL /WG 18 PR I B A6 T 12 /5B AL/ B
R g (BN PR o 7.2 8 FN24/INE By 15 WU VE s /K RN 0 B L i« 72 2 0V 97 S 45
5 P AR & R 3 R

[0279]  mbA& FIEH S (TR) 25 2 Ems PR R H 2 5 PR AR B I S RESR AN J7 Z o0 iR 1
) AR T RO [F (2,33) =9.51:p<0. 01] o 4N fo k6 56 it S 1) 5 e e 25077 20, A
YEIT B — Rt B AUR (KI3AL3BRN3C) o iR AL IR YT AR S W 5 , 5+ MG TT )
EARTFME, TR 2708 (10mg/kg F130mg/kg) # 5 /b 7, B4 HL

[0280]  yHyTRE AR, AK I T AEAR 24 20, 3 HAS 2 35 52 B 2903697 IO 52 o FH 2, MG A 1)
Ay ECE (B13D) [F (2,33) =7.34p<0.01] . 7E45 T B A% A& (10mg/ke) 255 1%
VR B 51 o YT 45 RN, R BB N2V R IR, LB BGZ TR (8] 22 Y5 97 7K -F CR
B

[0281]  sLjiifsl4

[0282] TP 1A ML A% 271 B i i Bl 27 25 5% DR 2 B L P 2

[0283]  HFF 5T 1 AL A 471 0 298 p D0 4 2 e 2 24 36 R S RE A 2 L SRPEASPPAR v 330771
e S AT TE I B IR YT S H0RB B SRS BRI 2 BE R 4 B o G [5) 75 S 5 2 il i
(ORI 72 H 5 K FH S HTZE 98 ms PO B, 2 5 B T 2 3001 A FH -4k 40 49 Bl 741) & (0. 25mg/
kg) (Ciccocioppo et al.2007) . HEHEAMARI 11, 32 S 513 7 AT ik #E £ VU 4HmsP KRR, (N=
9/4H) JHFHIHL, — FHIAEIEEH B FERI RS e 228, DLAN A A i ms PO BRI nL A% 271 M 1G5
&9 1 A PR R o Lms PO B E S / G (8 PR IS BT 4R AT 1 2F0 17N B 82 52 L A% 1 i v 7 (0. 0
10.05%30.0mg/kg) , 1M 7 55 — VXML S F1I R 25 24 243 b 5 v E 5 9h #l R (0. 0FN0. 25mg/kg) , Fr4k
LRI TR AE2 8FN24 /NI W IERG /K A& B Ui TE 25903 7 465 SR I B U S A
BTYFEIKR .

[0284] gy pify i i 294 ey T+ b % 270 T P S A (7)) 25 24 3 325 T ARms PR R [ M8 2L B4
o T EDHT R T B BARIR T BOR[F (3,32) =9.59p<0. 017 o i i 55 J5 46 56 7 )
(B|4AABFN4C) , 4 ith I 3. 35 P AIR2 /NI (p<0 . 05) T AS 2 8 1124 /NI IR () 2 B 5L B . 3 4k 5 1%
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VB FAEIRT7 R B B) 283 8k 55 o AH s » CABKE R 510 B 0 200 i il 6 7 3040 ¥ 35 B AR e 1 1 i
IS TA] R (2 8FN24/NINE) B PR R B o X P 8 AR BE ANV 97 U TR) AR DR 4 il 25 1k o T e 25 3R
B, N A 270 e R it 25 245 0] LA = A R B[R] 28

[0285]  yRyTF b AR, AK I T AEAR 21K, o HLAS 2 35 52 B 29036 97 IO 5200 o FH 2, MG A 5
R E R [F (3,32) =5.34p<0.05] (K4D) . fE45 T K7 & (10mg/kg) 215 1%
B FHHE 51 o VR TT 45 R, KRR AN 2504 FH R IR, 2GR DUZR T IR [ 22 96 97 R 7K o
[0286]  SLjififsl5

[0287] S PHRALLAS B 45 2500 B F R 15 S RS - 00K () 5 el

[0288] Oy [ HIESETZDAT RIS S IR T 0 2 K IE I, 75315 10% L BERI AR B4k )5
b R B ImsP KRR (n=10) 252 B 1 (14K) , W8] 215 ¢ L3 3k 35 o 7 B¢ I P T B 3K
I — R )5 ik KRS AR50 o 75 W R B8 HT 1 127N F LN, AR A% 51 B (0. 0
10.08¢30.0mg/kg) it OSIEIT W) fE & JE ML A& FI B 45 25307 8l 5, 46 T8 F 1%
(1.25mg/kg,IP) »

[0289]  AR#E-Firh | 75l , BT s i A 239067 AE 25 2 ) R P A 3R
(¥ 1B B , 1R LE Zh 2 7 B R8I o 7E MR AR, 18 A REORI T RUFE S

[0290]  FE15RPIEELXT10% (v/v) kS R MRS 28 IR H 4 T B 2 )5, TH IR T
BN AETHR I B, BBk 55 , B e VIR HAE M16.123.9.a-21F F IR &2 k458t
FIE F 22 LL 1. 25mg/ ke 71 5 19 REHEL P4 2 245 56 Xof ¥ K 1100 0 1k e o2 2 3 M R B F (1, 18) =
22.78p<0.01] - wrnidi a5 22 40 M SR i, LA RS BB Tty )7 B 5 PR F =REH [F (2,9)
=12.21,p<0.01] (&I5) . 2 J5 /- Ml 9248 T 30mg/ kgt A% B B 5 i Z # kI & (p<0.01) .
[0291]  FE&AKTTIE (10mg/ke) , ML FIHH &7 H A0 & % Z/EHPH ZEH (p=0.07) .
X TCRIAT IR N () 53 B #8 7n 7E EAF B ARAELERIT RIOR X R B 5 = A8 5 TR F R E 1
VE P FEE

[0292]  sLjiifsl6

[0293] PR AEL A% 21 W 45 22750 e 2R 75 3 AT A 5 0 K 5 1) 52 i

[0294]  FEARSLIGH, N THESETZDN 28 2 75 5 IR RS 156 FH 52 R K 52, AFR- 15 Ak ] 58
W ZEmsP KB (n=14) 7ERER 307 B30 HA N A FE Mt B R 25 T10% LB E0K, Kb — Kk
LT EUNEO . Im] FIVRAR o £ B 0] SRASVE DU AR B B ) SO N5 5 H AR R -
BeAb G 8 B B B AT ERE A % AT IR 5s (ST/CST) o X 7K, 4 18 B SR A5 FD
Mg 75 45 I FAVE X #E AAT 43248 & (contiguous cues) (S7/CS) ARG ik KR BEZ - RITHIEIR
6 1A, A B A2 T 0 D o

[0295]  JEIHG T AT B TR T His CBEEUK nT SRR S5 A4 RIBEA  ((EAAEAE AR
RBAT PRI RIS o 72 KR AR 8 1 27N R L/INIS 7T, 25 T A% 21 (0.0.10.0.30.0mg/kg) - £
It/ W G PR I BATF Ge B 3R AT 5258 AR P AT R T 7 Wt i Bl 29ia T, 3 BLAE
W S ARG 1 2 1) SO VR SR IR o 26 1% Lk AR50 A, 103 RN TS AT v

[0296]  7E B4 HE I AS B/K T IRAS 14 1 BEAN 26 AR FHF B, KBRS A R = K R
[ o ANOVA S 7% 1 38 35 () AR S A A PSR [F (1.28) =41.89,p<0.01]  ZEIX FE I i 5 —
K SNIE R 3053 N 291200 HAFF SN 5 175 5 7K K S 82 R 20 & 78 IR JH , H AT 2 T e A1 2
JEHIE H 5,871, 07 AEMRE R , ANOVASE 7R , 28 R 0H Tk - 0 LA 5 25 () S A s i
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[F(1.28) =30.4,p<0.01] . EEVEAR 0 M7 8o , 5IHIR AR & J5— RAHEL I VAEST/CS™ (p<
0.01) TIANZS /CS™ N ISR AT [ SR - W 6 BT » LA S F1 R 076 577 ¥ A i 25 i 5 3 P
F RS AL TR R A SZ I8 TT 520 CR SR )

[0297]  SEjitifs7

[0298]  FRAR FIEHLE 255 Wistra K 208 3RS T 1520

[0299]  HEATIX IR 72 LAAIE S i %% 271 i 6} 2, B4 B ) 52 ik g 22 FL ' PPAR y i3]«
SE T — MR EANE B TDZ , IRk BB % 2,0 H 3R LG T IR0 e Ak, 8 T B LE LA 51 B
SR BRSO T R e S IR MR RS O A, R R R B RS TR IR R M
Wistar KR _FBF T IXSemt 50 .

[0300]  DAFR1FBALEIA] R I ZEWistra K (h="7) BR300 50 B L T 0. — His 3k
TE RN IR LA S IGUT (he T 7 weih) , 78 B 3045 T35 T 46307 B AT , LA TPZ:
ZiI A4 B (0.0.5.08%20. Omg/kg) Y67 KB o 1C S XA ROCFITC RO I R 3 & 76 3 3%
25 T I8 W 2 18] Fe A 3R I 1T B o

[0301]  FEEHFRE T L EEHAIR] , Wistar KRR IRTS 3R A VR 1 O BE OB o 3X /N B B 45 SR, K
B ZE 300 Bk P4 1 2 4% IS T RS #3035 o £E 1% I 18] 11, AIRAS 2 B TP45 2459697 sh - 45 R &
T, R BIERVA T B E R A IR T [F (2,6) =5.87p<0.05] . oAU 1 R R7 JEH%
I HAZZ5YIRTT IS [F (2,6) =1.52NS] . S50 56 R R4S T i 71 B 25 W) i i 5 %
KT orEARS T B .

[0302]  Sjiifsl8

[0303] S ftk B4 B i 25 2255 | IR & B A DY) 52

[0304]  {ESE T 55—TZD, D& B , Jek /b 2, BE R HL T BE 0 o 8 6 I ZRms PR R — R 247N i
10% (w/v) LT (FEKFI L2 18 H &R — Bk B T LK I fa e 22k (6-8g/kg/
K K FHAAE] B I3 B & Z1 R (0.0.7. 58015mg/kg) X KR (n=28) WI1E FH . JTFUE 69T
AT, VIR KBRS A 2978 7 3R, WA e AT 2 25 W ik (ZEAROK) AE I 3RE 2 I 2 FiT ) 12
FL/NES s PRIR %6 T 2 A% BB o R0 JE BAJF GG B F UG IR L 56 o 7Rk B nT 3R E 2 5 IR 228
FN24 /)N T I 1 ARG K A M H

[0305] 7 Z Ay M s T X L BERR I 2 3R I T R [F (2,18) =0.4p<0.05] . I8 &R
(1), F J5Newman—Keul st 5 #6755 , L 15mg/kg 2 A& B B L1 I6 97 5 38 PR A2 /NN IS 1) £ T 9
FE (0<0.05) o 7E24 /NI I 56F 2 BE A FH I 01 2 v B8 42 35 1) (p<0. 01) o SR Z % K A P 46
[0 3 2 S A E S T I FEMEAE ) R s R) -

[0306]  Sjitif5]9

[0307]  PPAR v F5HtiTIGWIG62K) TPZS 24 o] Atk A% 1) el 1755 1) £ T 40 L /> 1 5 i

[0308] AR SR IE S AL A B B %of 2 e 15 H P 5 M A2 3 I U PPAR v 2R S B3R 4
FE R e e FE 2R J5 L PmsP R IR (n=22) MIiRGWI662 5t ML % 21 il 175 5 1 £, B 4 E ek 2D 1 52
i) o 75 7] SR 2B L/INIF R, 0S25 T 30mg / kg ML B Bl Sk v 97 R B o ZEML A Z1I i 25 245 30 73 b
J& » LLIPZE 245GW9662, I HAELE KB AT 3515 L BE 2 BT B A530 0 8 73R IT 1, IR KR
TRAAIPA 5L 3K . LAMAE # 1T (n=22) #:4752586 . 5 —AmsP K (n=22) (L%
GWI662 , LLUIESZPPAR 'y FH KT 71T 2, B T FE ) 5200 o 7RI JE - R B I 484 FH S5 o 7E 1k 2, B
AIERENZ S5 112 8RN 24 /N W IR G /K A 3 =
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[0309] 4K 9ART BT, J7 2243 M 4 7nGWI66 2% PPAR v 2475 1T BHL It 38 A5 20 28 ms P K R 1)
CEERHF (2,18) =0.40NS] AHSE T7 Z M 4a7n 1 45 T A& 21 i Jo o0 £ BEH B i 25 0
JTAEFHF (3,24) =18.64p<0.01] (KI9B) .Newman—Keul s#5 48 48 71~ , 30mg/ kg ] At #% 51 Bl v 7
3 H PR ARS8 AN 24 /NI I ) BV #E (p<0.01) o LLGWOG6621E AT Y TIE J7 LA 771l 5 AH 5% 5 2 FH. W
T A% BB RIE F o 25903697 AR5 2K A B Y)THEFE CRER ) .

[0310]  SEjifs10

[0311]  PPAR y 5 HUFIGWI662 1 TCVEA 24 XM 271 i 175 5 1 2L B4 B /> () 52 i)

[0312]  ARSIZBGAIE ST A% 51 Bl X6 2, I8 P 5 M 2 Je s s I PPAR v 32 4R T 1 . A,
FHGW9662 (5ug/ K E) ICVIAITmsP K, (n=6) , LAk 3 FH Wr I PPAR v 52 445 , 11 Wt A% %1) il
(30mg/kg) NOSL o K AR N PR T 7 Wit AT i 5258, b & R s W42 il 11 24
Y.

[0313]  FZEMEAE AT 46 i BEAT IR B S 06, 71k 2 BE v 3REL 2 S5 (K 2 8 124 /NIt MW S0 s
IKFNE Y HEH

[0314] 5 Z= 43 My a7 X 20 B 4Rt ) 5 3 VR 97 URF (3,5) =12.93p<0.001] . anE 10F7 &
N, FJENewman—Keul s 56 4 7x 30mg / kg ML % #1] B ¥ 97 3ok 2 P IR 2 /NS (p<0. 05) 8/ (p
<0.05) F124/NIF (p<0. 01) B ) 2 T Y4 E - GWO662 TCVELE 24 A B A . 35 B £ B A B . (H 2 2
SEARH 1E T IS SRR VR FH o 259036 T A2 B K A YD TEFE RN EUR) -

[0315]  Sjitifsi11

[0316] Stk ghh W25 26500 B 5= 75 3 BIPRS00 VKR 1 52

[0317]  {IESE 1 gl B A RE Rk /D & = =i T R 8 K S 7R3k 1310 % L B R oo 2R 26
J& A RN HImsP AL (n=10) #2232 3B B (14°K) , Wi1A] 20 8% J2 S 32 T80 95 « 75 B¢ e T B
W — K5, i KRR EZ R 5

[0318] iy [ HfiA 40 i B A2 75 R W BHL 1 24 B 2 N & 5 = RIAE F L ARV R A58 1/ N /T
PABR Fr 25454077 (0.0.0. 25411 . Omg/kg) IPALFRENY) (n="7) AEGNHI 45 2530041 5 , 44 T
BT 5% (1.25mg/kg, IP) ARV R T 7 %1t shWE 52 B I Z3W0R TT - 1R 25 AR 2 ]
FVFA 3R IITE B , {1 s 2 g TR 58 1 o 78 R R R I8, 108 5 SO TE 80RO
[0319]  FE15 RPN EL10% (v/v) Wk I B A e 2L 4k ARG B R T B 2 5, JT4A
THIB VISR TETHIR Y B R, ISR T TS o a—2'F LR Z AR 45 DU E 7 5L L. 25mg/ ke Il &
1) SRS P 25 225 AR O TP A D 48R A A s 7 I 25t R RF (1, 8) =19.99p<0. 01] .« i i 77 2 73 A
IR, LA B e 7 A B PR E F = RE [F (2,8) =0.46,NS] (1) « o V.
ST R AAEAEZAT AT R Gk ioR) X R T8 75 &R T i E r1EH
HprEs

[0320]  sEjstifs|12

[0321] gy P 25 24 0 42 22 155 R IR RS - 06 T 52 1) 52 i)

[0322]  {IESK 1 4 ih Wk 55 2k 2155 3 00 RS T S0 KB B0 RE 7 o AR SE B, DAFR—1 58 AN [H]
FINZrmsP K (n=9) FERER 3073 Bl I H N AL B K25 T 10% L REEK, H & —
ST IR0 . Im] IR o 0B RT SR A DU A 32 B 0 SR NS 5 5 L AR X #
Yo MeAh, FEUNE LB BRI R AT AERE A 5 A KT BRESBs (ST/CSY) o X T 7K, F 1 & SR A5
Fb 10 75 23 Sl AR X R AN AR B2 26 R o A8 I Lk KRR B2 52 A5 R 1 YR B B 56 1, A i) o A+ 3% 7 ik
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b,

[0323]  JE kR e AT 2 R T il £ B EUK AT 3RS PR 2R B T (R A AR TR
) s RFAT RS AV IS /N AT, 25 T 49 B (0.0.0.25F01 . Omg/kg) - £/ I 1
R W F UG AT 9200 AR PHTRL T 7 %t , s B 4300677 3 BAE IR 5
HH2Z 18] U VR 3R R o AEIX Le i ST 1B R, 0 S BRI TE RO ) B o

[0324]  7EBIHE NG BK AT IRAS 14 1 BEAN 26 AR FH I B, KBRS A R = K R
I8 o 7E VB, AT IR D o AR R R, ANOVA R TR 1 2R R 6h TS 5 0 LA S 1) s qhk
fEAILF (1,8) =36.31,p<0.01]  EEVELHI 43 BT 27n 1, HIHIR I & J5 — RAHEL I W FEST/
CS" (p<0.01) TIARES /CS™F BRI R NARE o i 12 Ffr 71 , 290 il ) 3o 35 0/ P Fs = 00 1 4%
MR R [F(2,8) =15.90;p<0.01] o 5 5 73 trfao , Bl ik 040 Be) o 843 0 771) 160 79 e )
(0.25%11 . 0mg/kg) & E IR T BAIPKE (p<0.01)  FETCRFT b0 R A SZ VG TT 1) 5
CR )

[0325]  sijstifi|13

[0326] bk A1 i AL 44 B 3L 25 2550 B F AL R 15 T HIAE T 0 IR 1) 52

[0327]  #fj5E PPAR vy 350 751Nk A% 51) Bl RIRAT 248 e 751 4 ity P T 22 P S5 6 3 10 5 =
I A1EH .

[0328] X T H T EFHEFMOEET RAIIKE , FER1F10% LI R B FRE 2R )5, ikmsP K
B (n=9) B2 IR (14°K) , WI8) 2. [ B2 Wi 55 o 75 B Je TH AR R 1 — K e, 1h KR 42
AR AR -

[0329] 1 VP4t 490 it B bk A 270 il 11 26 6 2 75 RE B BH 1R 25 3 22 RO B F IR L 18
PR ARG /N BT, DB Fr 28454070 TPYA YT (1. 0mg/kg) MEATDZ 0S¥ (30mg/ke) 4. £
2 i B /LS B B 25 253050 B 5 45 T 8 7 5 (1. 25mg kg, TP) o AR P 1lir b T 5 Bt s
22 B R 230 TT AL 25 AR 2 6] Fo VA 3R IR 18] B, A TR) 247 42 52 T AR 158 B - 7E VK 2
RIGH, 10T A RO TC R SN

[0330] X} T-ZRRi%E SRR T RIKE , LAFR-15R 4L (8 2 1125 5 —2HmsP KB (n=10) 7F
BR300 2R B0 T Y 4R AR M 1 FREE T 10% 2 BE K, Herb i — [ R S BURHE0 . Im] 19K
A o BRI IRAS 1 LM A S B I SRS 5, AR X « 4, 3 B iE 2 R
R EFFPEBEE = N AT B ES5s (ST/CSY) o 07K, ¥4 i 75 Sk AR (1 1 75 43 33l FEAE [X 3%
LR (S/CS) ARG IR RER 2 BRI TH B B8 A, B A) A 32 ek 2>«

[0331]  JE bR e AT 2 87 T Pl £ B EK AT 3R A5 PR 2 AR B T (R AR T
) RTINS o AE K IR /NI BT, SL25 T 4l B (1. Omg/kg) FHREAK F1I R o 7656/
TEEA B ST AR I 2R AT SL 56 AR HE -~ hr T 7 vt , iz e 291697, 3F BAEPRE
56 HAZ B A6 3R B TAI R o 7E X £e ik 5256 1, 1 s A RN TS 380 I R

[0332] X} T B FHEFIFHERE T HIKE , KA RNIEFIR10% (v/v) RGOV ) F
TEFELL X BT (8] 2 J5 , TG TR H R G T I BUHB I 2R 7RV B M B, S 2 T8 55 o a—
25 FRR 2 RSP E T 5 LA . 25mg/ kg 51 B (19 IR AR P 25 245 44 TR A T 4 A e 9 i =
K EF (1,8) =12.86p<0.01] o Wiidd 75 22 50 M 7, LA it e ik A% 510 B 1) 76 97
FZURETE FEMERIF (2,8) =5.71,p<0.01] (B13A) o« X TR I S ) 43 #7487 e AT _F Bt
ZIRITAAR

37



CN 110403942 A W OB P 36/56 1

[0333]  SFFL2RRiFE SRS T VK E , msP AR BRI IE 2 2 X 43P R K AT 314 1 5 B 6
RS Bm K1 O o £E W IR I, AT D o FEPR e, ANOVARR IR | 2 P AS =
WEH BERSRERLF (1,9) =31,83,p<0.01] . BV 041 Bon 7, 5B MK &5
— KAL) FEST/CST (p<0..01) T AES /CS R HISR A [ SRR - ai P 13BET 7 » 49 il i AL
K% Z W L 5 245 6 25 s B R - BRI 25 AR MR (F (2,9) =16,585p<0.01] o 7ETCRUF 1Y
RNASSZIGTT W (R B B o

[0334]  SLjitifs14

[0335] PR ILL A% 271 e 1D e PG ¥ T 265 24 0 D 2 B B L 5 il

[0336]  FEAGRIGH , B FT 1 LA 70 AR G VT 1 R4 24 56 RS TH FE B 52, DASIE SR
PPAR v 3075 1 TZD AN HVT 771 a1 358 436 4 100 P ek D40 ) 790 40 95 977 X VA S AT il A
[EAE R i 8 7 B =R E YT (3. 0mg/kg,0S) , TEXIZEHIF (pilot study) H1iZ%7)
T AEmS PR R AR AN IR 20 B o [R) A tH0%8 6 2R B A 0 525 52 W0 YRS 0 B 140 MLk % 271 il 741)
(10mg/kg,0S) »

[0337] P2 ilZEmsP KRR — R24/NF M 10% (w/v) LBF (FE/K A2/ 8 3 g $f) . — H
IEE] T LBEIR B AR E FE 2R (6-8g/kg/K) » LAMATEIE T, i EmsP K R (n=234) Htk 4% 71
i« R PG T B 4 A A F o DA 265 W 38 A A B 1) K SRR X6 B TR A8 V6 97 A1, DI KRR 1]
YR, WA e 2 Bk (ZEIRK)  AE T IREL G BE 2 AT B 12 R0 /NS, PRIR 45 T 1A%
G RO PG T o 7RIS P B UG F 46k FH SR8 o 7R Lk L BE TR E 2 JE 12 8 24 /N, W il
TR K AT E R

[0338] 7 Z M T HERGE BN ) 2 25 S AR 7 R [F (3,30) =5.37p<0.01] . 4nf&
14 BT 7R ) 5 S e 36 1F SI2 SR ) 1 751 2 Ik A 271 0 P 9 T AN 2 2 2 ms P K B 1) VP
BRE o AH A X PR AP 211 Fo 5 245 T B2 A8 /NI (p<0. 01) LA K2 24/N8T (p<0. 05) 1) . BE Y FER
AF 2 ) o IX S B HE I 5 3% PR AR 2501 SR 5 2555 IR TR A P 9] B Al AR

[0339]  FEZWIEIT I AL BIA PRI A B3 1 3 S V)3 = B % GREREHE) K
I FEIR D, 48 A AR K I T FE RSB R ) «

[0340]  Sjitifs]15

[0341] PR AEL A% 21 W oK 0T 25 24 0 RS 4 I 15 ) 52 i

[0342]  BJFFT 1 A A% 51 B ALK 80T B L 28 28 SHB S T A A B2 , LUIIFSZPPAR vy S5h 7 F111%
PUAAR T S v 7 RS S B )6 B R AR Ot A A TR E B K &P (5. 0mg kg,
0S) , TERIE I 5 H %5 B AEms PR B HR AN Rk 2D 2 BE B o [R]FF , tHOE AR B A 1235 S R
PRI IE A% Z1) B 75 2 (10mg/kg , 0S) -

[0343] P2 ilZEmsP KRR — R24/NF M 10% (w/v) LBF (FE/K A2 B2 8 3 g $f) . — H
IEE] T LBER B AR E 2R (6-8g/kg/K) » LAMATEIE T, i EmsP KR (n=234) Htk 4% 71
i KT B A A AT FH o 25 W A Ak 2 1% DR BRFAE GE R o R U6 ¥ 97 11, I8 OR R il 4
293K, IR EA 52 29 sk GRIRK) o E TSR B2 1T I L2F01/INS , PR IR 25 T Ik 4% 1)
il A0 K T o CE IS 18 R T GBI T A8 0 FH 256 o 7E 1L 2 B v SREL 2 J5 2 8 FI24 /N, W i
KA B YE IR

[0344] 5z MrdE N RS PR I S 3 B AR T AR [F (3,30) =12.50p<0.01] - 4]
15+ BT 7R ) 5 S e 56 1 SIS ) 1 771 2 Ik A 271 Bl K 20T AN I 2 2 ms PR B ) VP 4
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PRI o (H A X A A 25 Wi L 45 25 S B2 FN8 /NI (p<0 . 05) [ 20 T Y AE F BE S22 301 5 X T B ik
() A% B T 4R 55 T 2 B B L S5 2 ek 2D (p<0. 05) o IX B ETHEFEIRN , IR P Rl 250 () FL 25 24
PR A B A AR

[0345]  FEZGWiRYT o AL RIAN B35 G N B VR E MBS CREREHR) K HFER
D SRR K VAR CR B~ )

[0346]  Sjitif5]16

[0347]  ZPERLAS 21 R INFEME BE 25 265 B I8 £ BEH U 52

[0348]  FEAGRIGH , B AT 1 AL A% 271 B AN FE L TG 1D e 25 24 00 A Y FE 1K 520, LAIE SEPPAR
Y BN N MU 24 1 968 7 PR S B fA P EAE A Otk £ A T AR E I 4T
ML g (30.0mg/kg,0S) , FEVIE T 7L H iZ I fEms PR B HP AN 2> 20 BE SR . R, e it
1% 21 B 1) £ (10mg/ kg, 0S) 515 H AR By AN I 25 52 M P AR $5E L o

[0349] P2 iZEmsP KRR — R24/NF M 10% (w/v) LBF (TE/K A2 B2 (8 3 g $f) . — H
IEE] T OBEIR B AR E FE 2R (6-8g/kg/K) » LLAMATEIE T, i EmsP KR (n=234) Htb 4% 71
] FE L P B 2 A R A FH o 24 Wk A Ak 2 ) DR BRFAE GE R o R UG ¥ 97 1, U0 OR BRIl 4
23R, IR A 52 29 sk GEIRK)  E R SR O BE 2 T I L2F01/INIS , PR IR 25 T Ik 4% 1)
Pl AN FE AL B o CE IS 78 2R T Q81 T 08 0 FH 256 o 7E 1L 2 B n] SREL 2 J5 2 8 FI24 /N, W ]
KA B YE IR

[0350] 7 Z 43 M7 T HTBRG BR N A 42 28 A VA 97 AR [F (3,30) =4.35p<0.01] . 4nf&
16+ BT 7R 1 5 3 e 56 1F SI2 SR ) 1 771 2 Ik A 271 e R Pk A 2 2 2 ms PO BR 1) VP 4
T o AE R IX R AP 24 W I H 2 24 5 2502 8 /NI F124 /N (p<0 . 05) 1 £ B 8 FE 1 B S 400 i) 5 %
TR RN R R 1 2/ B 2 B R B 25 e D (0<0.05) o IX EEEL HESEOR  IX P AN
IR SL 45 2560 RS TR P R 44

[0351]  FEZGWiRYT o M BIAN B2 G N B VR E MBS CREREHR) K HFER
D SRR K VA CR B~ )

[0352]  SEjitifsi|17

[0353] S PR A% A W 0 2 £, s P HE 25 24 %6 1 IR A B ) S i)

[0354] W5 T ML AR B A 22 £, s 76 HH ) SR 25 24 B RS Y AR A 52 , LAIESEPPAR vy #8h 57
HIX Fh AR TR 24 ) V8 7 0P RS e A A e (R4 o St A A TR 1) e £ 4 P 3E
(100.0mg/kg,0S) , TEWIS I T 1% B AEms PR R A ANy 2D 2 BEEREN o [F)FF , %k SRl #% 471
il 771) & (10mg/kg, 0S) {515 HL AR B AN I8 35 52 el P K HEL L o

[0355] P4 illZEmsP KRR — K24/ M 10% (w/v) LBF (FE/K A2 B2 8 3 g $f) . — H
IEE] T OBER AR AR E B 2R (6-8g/kg/K) » LAAMATEIE T, i EmsP K IR (n=33) Htk 4% 71
il A 24 I B LA A 1R - 29 W03 R A BE AR R BR RIS B R UB YR 7 Al IR R R
TG 253K, BAIR EA1HE 2 25 Bk (FEIK) o FE R 3RE L BE 2 B2/ /NEE , P IR 45 Tk
& FU D A2 207 PG 1 76 IS A6 FR T UB I R 46k RS2 56 . 75 Lk L BE ] 3R B2 5 192 8 F124 /)N
B VR K RN 4

[0356] 7 Z 4 M a7 T HBRG BN ) 2 25 S A VA 97 R [F (3,39) =3.76p<0.05] . 4nf&]
L7HR BT B 7R I 5 S e 36 1F SI2 SR ) R 71 2 ik A% 271 B B 2 2z P AN I 28 20 ms PR BRL )
PRSP o A S, 3 R Tl 25 W0 1 L 25 25 5 302/ (p<0 . 01) BA R 8124 /N (p<0. 05) 1) 2. T
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THFER B LA X LSRR, X P AP 2 ) L4 24 0 RS R T IR R 4 A
[0357] 45 2595 A W ATK P HE CREREER) .

[0358]  Sijitifs]18

(03591 LR ACLAS A R b B T A 24 6 H R £ s AR 52

[0360] W% 1 A% BB AN ER T 1 e 5 245 X6V RS Y FE 1K 52 0, DAUIE SEPPAR vy BBl 71 Al
X BT 24 (%) L6 7 6 RS B B A B RAE B Dl A A AR E ) e s T
(60.0mg/kg,0S) , FEHWIZ W 78 HiZ 5 B AEms PR R A AN D Z BE R [F) A, thade e % 471
il 771) & (10mg/ kg, 0S) {515 H AR B AN I8 35 52 el P RS HEL N o

[0361] B2 ZEmsP KRR —R24/NF M 10% (w/v) B8 (FE/K A2/ 8 3 g $f) . — H
BB T LBEIR AR AR E FE 2R (6-8g/kg/K) » LAMATEIE T, i EimsP K IR (n=236) H k4% 71
i pn e s T el 2 A B A FH o 25 3 A A B ) K SRR G R TR B VR 9T AT, IR KRR ]
YR WA e 2 Bk (ZEIRK)  AE T IREL G BE 2 AT B 12 R0 /NET , PRIR 45 T 1A%
G B FOFEILE T o 7 S I8 PR F U6 TF 460k FH SR 56 o 7R Lk L BE T 3R B2 JE 12 8 24 /N, W il
TR KA BB

[0362] 5 2o Mr 4N 1 RS BRI S 3 Ay T AR [F (3,7) =3.31p<0.05] . & 18
BT SRR IR, SR 56 UF ST B R R 2 I A% 2 B B R T A 5 2 U ms PR R PR T A
PR o A0, IX T AP 2 W 25 25 S B2 F18 /N (p<0. 05) F 2 TV AE AR B S5 F0 k) o i S i i
PR X AN L5 2550 PR Tk H A P R R A AR F

[0363]  FEZGWiRYT o WAL RIAN B2 G N B VR E MBS CREREHR) K HFER
D RPN K VAR CR B~ )

[0364]  Sjstifs]19

[0365] PR ILL A% 21 e 1 ST P e 2 25 5% DR 2 B e L P 2

(03661  Hff 5t 1 AHk A% 271 B A1 TP 7 4] e 25 245 60V A Y FE IR 520, LAIE SEPPAR v s 771 1
ZINE %3 (5-HT3) Sz ARG B LIS BURII L9687 KPR S A R E FH Ak, 5 T
IR BT EE (1. 0mg/kg, IP) , FERIP B 51 HR %55 7Ems PR BR A AN 982> 2 BB . [F]
FE, ISR 4% 51 75 & (10mg/kg , 0S) 3145 H A By AN i 2 52 W P R T

[0367] P2 iZEmsP KRR —R24/NF M 10% (w/v) LBF (FE/K A2/ 8 3 g $f) . — H
IEE] T LBER R AR E FE 2R (6-8g/kg/K) » LLAMATEIE T, i imsP KB (n=236) Htk 4% 71
i« LT 76 T L 2H A B A FH o 265 W 38 A A B 1) K SRR 6 B TR 8 V6 97 A1, DI K R ]
YR, WA e 2 Wk (ZEIRK)  (E T IREL G BE 2 AT 12 R0 /NET  PRIR 45 T 1A%
A1) A0 P 7 R o E I PR T GBI T AR SRS AR 1L S RE R SRE . JE 2 8 FN24 /N, 1A
TP AS 7K A W3 B

[0368] 5 ZE oy M da s 1A I ARG TT 3R [F (3,32) =2.73p<0.05] , H 2 W52 21 %
TR 45 B S 35 O IE T s TA) AH ELAE I [F (6,64) =2.29p<0.0.5] . anE& 19+ fr Boni, Hn
o 56 A S BRI R AR 751 B ML e 1) I s S P 7 B A 2 2 A0 ms PR B ) VP B I o (HL A, X P b
YRI5 25 R B 24/ (p<0.05) () L BEVHFER B A K FE PEFE ARG, 7 B4
PR K A WIS R CR BIR B o X Se R R 5, 3% 5 el 24 W 1) S 45 24 5h B R Ak
A W R AP HIE

[0369]  Sijitif51]20
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[0370] Pk ALL A% A1 Wi n 2 fth iz WH 25 265 H B £ B S B 52

(03711 HF 5T T AL A 1 R 0 22 Ath 4D S 28 24 b VP RS Y R A 52, DAAIE SEEPPAR v S 80771 Fl
ZARE bR B B R R TR 1 CRF 152 A 3 138 M 475 0 70 140 e V8 o7 X V8 ks e S o A5 ot [
F . ik, 48 H TR A B e B (15. 0mg/kg, IP) , ZEMT 5 W 98 FR 1% 571 B ZEms P B A i
e D 2 BEFEHN o (R S AR B A% Z1 B 75 (10mg/kg, 0S) , 4 15 FL A By AN I 32 5 M) P
BRHL .

[0372] P2 iZEmsP KRR — R24/NF M 10% (w/v) LBF (FE/K A B2 8 3 g $f) . — H
BT R HRI RS E HE L (6-8g/kg/R) » LMK BT, i EmsP KRR (n=232) H ik #% %)
i« 22 Ath 43 BH Bl L 2H A B9 A FH o 250 38 A A B 1) KRR X6 B TR A8 V6 97 11, VIR K R )
YR, WA e 2 Wk (ZEIRK)  E T IREL G BE 2 AT 12 R0 /NS PRIR 45 T 1A%
A1) R 22 At B o E I D PR T GBI AR IR FH SR 58 o AE 1L S RE P SR I S5 i 2 8 FN24 /N, 1A
TP AS 7K A W3 B

[0373] 5= M daon 1 RS R 2 3 1 e AR yB 7 RICR [F (3,28) =3.29p<0.05] . 4
P 207 BTS2 7~ AT 5 S5 J R 360 AF SIZ A0 40 A 771 22 ML A 1) Bl 22 A 7 B A $22 2 X0 ms PR R
ORI o ABR , IX P Rl 25 W ) 645 25 S 308 (p<0. 01) F124/IN (p<0. 05) ) Z B THFEA B 2
P 5 % T B ) 2 At 4 B AR 18/ VR R 1 5 3 R /D (p<0. 05) S IXEEET AR FEOR
X Tl 25 ) 2 2 06k 2B R I R A 4

[0374] 4R Z5ASURK I BYHFER GREREHR)

[0375]  sjtifs21

[0376] Wb A1 il 4 243 o VPG s ot e P 52 i

(03771 FERER A g 1 IH A% 51 25 245 55 TR A IO R ) 52 ) o L AR VE W s tar KR 2526 R 1
T I Y K v 25 o RIS PN, R BRI 52472 . 5-3 . 0g/ kg1 20 % £ 11 IREE 24 o ZE IS BT 4R i
BT — QAR B B3Ik A H R R BE 3 /NI 45 24 o AN TE S /B IR IR 0 06 BN VRS R
B o H A5 MRS 7K P 9250-300mg /d 1 FEIX AL FE6 R J5 , KR 48 7 B R e, i 38 & I AE
5 S5 B RE VST G I8 2 14/INI o 7R B RE IR PP 2 1 270Ny AT L/INEE /I 5 9 Ik 25 25 WL % 1)
(0.0-10H130mg/kg) - B AR AT NAEIEELHE - (1) 77 7ERE P Mz vty Jeg iih S o7 5 (2) R L/ {8
fifi; DA% (3) RBER (Schulteis et al.1995) o 7355 B I W 2 A P #4202 1) 25 4 o 4 B AE JK
PEZ Macey et al.,1996;Schulteis,et al.,1995) . T kIR BALE SR DL =4 SR it
o™ H R VE)

[0378]  FEfJa I L EEZE 25 12/N0F Ji5 o DAL A% 21 B 0440 76 97 B0 Bl 00 S 7 HA BH S 1 It R i
MR o 7 ZE 53 W B T 8 R AR REE R ILE A% 271 B v 7 1 A AR SR [F (4,25) =11.98p<0.001] (]
21) HJERIR RN, fE45 T 10mg/ kg F130mg /K gAL g 1) Bl J 18 K% i e AiE 6 it 2 02D, ol B 4
fifl (p<0.01) JEE (p<0.01) FIRE A M4 (p<0.01) BA e B VR H - A i 2 , 760
B MREVE AR, 29 AR ERLT R i R SR I K . A I Z iR BB E 9T
(12 HOR SR 30 R I R AR o X LR 2 B, ML 5 B AN AN Bk 2 2 B2 R (L 22 1T )
St A5) 3 B A Yk /> B R PR JREE AR A AE DGRE IR (BLFE R AE) e

[0379]  sjtifs22

[0380] et s A X N AT AR T FH ) B2
[0381] o 5K Ftt % 51 B (Actos®) v 7 il R (¥ N 2K i 3 1EAT T LG R RT AL, AAIE S i
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M B 50 A BB A I PPAR v S sh iR vl A R > 2 B

[0382] ZAfFFL—ILB L T 124 B A48 B3 (25240 U2 OHTE (R CRT) 5444
B (5) Bz ghih B50mg/ R (NTX) + 03Tk 4 44 83 (355 140) Besz % 1 B 30mg / K (
Actos®;ACT) + 0BT vE . R F RIS VU I AR 25 845 %5 T A B3 2 B H A A i T 1 P o i
BT A S 8 Y RS MR 2 5 (co—morbidity) o BL Actos® ¥4 97 I B3 B2 W
JIBE PRI o

[0383]  7E OB [H] s X & 09 2 Ao B AR VF o OF BTy 2 ar % Lt 47) . R H
S.T.A.T.Y-1/ & E fEE,; X HEEIX HER (Obsessive Compulsive Drinking Scale)
I 2 i 2 ARG IR S SR FMLALD.R.S 10350 B 1] & 8 2 FAR « B4 H AIAE FE L BE S FETE 2o
T 28 2 A FE R — R RS HVAI R i T

[0384]  thAk, 77 OB [A] S AR AJE (T1) FA12JE (T2) J5 R4 B3 M RE S o B 1) IfL i 2
S P ML ZE MCV) 5 v —GT; RAZ IR 2 M (AST) s W FR ¥ 2 i (ALT) ; LA AL HE
TR FEER B (CDT) JMCVAICDT P4 W AE I AE PR EW) , GGT W ALTFIAST N Th g (1) A= Wb
HE.

[0385]  JE ik 5 ZE A W oR A M EHE 36 i, #5255 3T Newman—Keul s 3 J5 46 56

[0386] &b FRAIE S ML A% BB G 7 1) Fs (ACT) AR TS LV 2 B0 Bk 1E 3 4k, ine 2 f i
ZINo

[0387]1 &2 MLV IR A ¥

[0388]

T0 Ti=4 fF T2=8 J]
ACT | NTX | CTR | ACT | NTX | CTR | ACT |NTX | CTR
MCV | 102.26 | 101.96 | 102.78 | 99.82 | 101.96 | 103.26 | 91.37 | 97.96 | 104.87
GGT | 192.21 | 167.38 | 173.58 | 86.7 | 91.35 | 181.67 | 38.26 | 42.9 | 179.47
ALT | 51.6 62.7 58.7 45.6 52.8 52 249 | 41.8 330
AST | 692 49.3 82.1 51.9 41.5 78.4 293 | 383 P
CDT 3.2 3.6 3.8 29 3.0 37 2.1 2.5 3.1

[0389]  MCVANCDT FFERBHAE2/N H R 25436 T WA, B35 10 £ BE AR FH B T P K GG T
ALTFAASTP) R S B 1 JHF DO RE Y 1E 554k o 7E 40 il B Y6 97 10 £ (NTX) A, tOU 82 2IMCVAICDT
[P ARG, {H A2 P20 GRS B2 EU R A% 271 i 2H 55 « 499 i I R 205 T T 240, 5t 2 L s 1) I 7 2R B
HF S o AN F2 52 O BT VR 2 7E.2 A6 Y7 JRIR A s AT 0 B

[0390]  SeitrMrdEan 14X BT A I & 1 I v S 5000 SR vE T7 3R (MCV, [F (2,9) =89.7P
<0.00017;GGT; [F (2,9) =5328P<0.0001] ;ALT[F (2,9) =52.57P<0.0001] ;AST[F (2,9) =
771P<0.0001];CDT[F (2,9) =26.54P<0.0001]) - = Ja A i 487 , 765 BE (0 HE T v2:) Figh
i1 i (P<0.001) Btk A% 1 ER (P<0.001) ¥69T 38 Z (8], 515 B AN Wb S EAFAE S T
22 5 (P<0.001) o ZEJR/IMCV (P<0.001) LGGT (P<0.001) ATALT (p<0.001) AR 5 THi A% 51 B
BV & iy ) 55 5 20 6 T CDTAHAST , 71 49 i Il R nbk A6 271 i 2 A 95 A v i 281 6l 28 72 3%

[0391] 25 BLiE EoR ¥R T BAR] AR FE 20 B B b AR - WSR3 7 , ML A% Bl 27 1 B 4F 1)
RO AEXS HRUE S (BOOERTTYE) H L 7EVR T A TR) 42 R A TR .
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[0392] 33 R FHSTAY-Y1ERIRIF I £ L& 702 CF 4 70H)

[0393]

ACT NTX CTR
T=0 59 61 63
T=1.1 58 61 64
T=1.2 55 59 62
T=1.3 54 53 69
T=1.4 56 52 65

ACT NTX CTR
T=2.1 49 51 61
T=2.2 47 53 63
T=2.3 43 52 67
T=2.4 40 51 64

[0394] T=0XN TV MG T=1. 1M TH— AF—F:T=1.2% N — A% &,

BESRHE

[0395] 54y MR T EARIEITRCR ([F (2,9) =142.86P<0.0001]) . FH 5 i 56 48R 1 %
HE AN I (P<O.001) BEAL A% ZIER (P<0.001) VAT B3 2 (B I Gi it 27 i 3 22 5 . L% 2 i L
&9y iy R 5 A A, 7RI A 271 B R 4 it 2 ] R 00 % 21 5 2 22 5 (p<0..001) o

[0396] £ 5LiE WoR T IEAS I8 (obsessive compulsive) 73 E5H) I IS o Abk A% 21 B (4 24

RARHE W a4 ror X I T OCDS R AE VR YT BT /KT

[0397] R4 siE P FER (0CDS) CFH70H)

[0398]

ACT NTX CTR
T=0 50 49 52
T=1.1 45 47 49
T=1.2 37 45 48
T=1.3 36 41 49
T=1.4 34 40 47

ACT NTX CTR
T=2.1 31 41 47
T=2.2 29 43 49
T=2.3 28 42 50
T=2.4 28 44 51

(03991 T=0Xf N T 7 I e T=1. XN TS — AR — A T=1. 2% M — A%, L

BESRHE

[0400] 7 sprEzn 1 EARIATTRCR ([F (2,9) =329.27P<0.0001]) - Fjata s 7 1%t
HEANZN A (P<0.001) BAL % Z1URR (P<O.001) ¥6 7 B Z TAI Y G52 5 25 72 7 o M A A7 Bl LE
291 H T 5 A 2380, A 271 B A0 290 i A 2 T A WL % 1) 85 25 7 57 (p<0..001)
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[0401]

MADRS 5 3% 142 53 73 B W 1% = 8 VA T J 1 S 1k 40T o 2 AL S 51 B 6 7
JTE] , YR TT IR 58— SR RS HAR 3 B AIK , WD P o 72 553 A, HLak 2P Fa 0  (H 2 M AR 0
A REfet 1D BIA TR .

[0402] 5 HIARERM.A.D.R.S CE¥I4ME)
[0403]
ACT NTX CTR
T=0 21 19 20
T=1.1 15 16 18
T=1.2 13 18 19
T=1.3 10 16 17
T=1.4 11 17 19
ACT NTX CTR
T=2.1 12 17 21
T=2.2 13 15 19
T=2.3 10 18 19
T=2.4 12 19
[0404]  T=0Xf N VRIT UG T=1. L0 N T2 — A — i T=1. 20 B 2E— HE =, bA
IR
[0405]  J7 ZE /M4 1 RARIGIT RUR ([F (2,9) =42.12P<0.0001]) . S o 36w 1 %}

HEANIEE A% 51 R (P<O.001) {H R4 il Jl v o7 B8 38 < 1A I SR v 252 30 3 22 e o WA 271 Bl . 55 4
B 2% 2 57 (<0.001) .

[0406] S f Uik , IX TUAH 78 3t A2 R A e 1) I VR 2 23R B 1 AR A% 21 B sl g il B v T iR
AN [RIARIP AH S BR Z5 A0 1E 55 A4 o FEE A% 270 Bl 1 R00R B A R AN 52 O B TV I R AR VR T
IR A s s o X Uk B BR AN 25103697 fE o A1) 22 MO T 25 B2 N

[0407]  FEIPTAG IS FH A5 FEANAR 2 [RIAFAE i o 1 o 76 5 HAVE A AR B o B, IR S 175 28 AH oK
JPRE PR RE PR T DN, DRI IR B T 9 55 1 AR M M o PE X T T v EE A DR ) A2, ML A% 271 Bl
TE NP 5 v ek /D AR R RN FIAICIE IR o Xt AT AR AT AFE 2 250 A 2 )5, A& 21 B VG 7
(114 24 B E A AEIR YT, A BRAH I 2 44 JE 3 R g h B 2H i 1 42 SR HY T RIT 18 AR OC
&, I 51 P 5 22 93 2D OCDS 79 B0 o VA R 2 ARG o 2l (L e OCDS R =) AR ki 3 22
TR o PRI 1, 3 5 40 35 BRI A 51 i A U R R MERE

[0408] X I&E (o BRYTVR) b Jo 2 BAGTT , vl ReRZE 1 25103697 1 = 21, BR D 4 il 7
%) 2850 SR B 3 A 52 458 A AL PR 6 Hh A o R B8 SR A o E 2, 22 TR IR AN BE A R L 4% 21 i
Al BR DR 22 7 o FSL b IR ME LU , WALIE F #3250 TIEI G M B 4
Vo FETIX M IR, TS AN RE HERR 7£ X LRI 70 Hh i A 270 TR 1) 205 SR A AR P2 1) v il L2 3
SNIX Fh 24 A0 42 RS U P 7 THI A 82 Th A, IF HL U AT ULAR T 4t it B

[0409] Sy f5)23

(04101 Abk A% 21 R H AT = PR 3R 45 24 (1) 52

[0411]  FER] R R e i R R B RY rh , IE ST ML A 510 i sk 20> BT R RSE B B8 0 o 4 2R 88 T
K Gkf5 ENational Institute on Drug Abuse,Bethesda,MD) JAfEAE L A FEEL /KT,
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WPEO0.25mg/0. Iml o 7E4s N TENO . Im A4 FR ) 259 5l A4 T R o 4 MNP L R 3R A3 (T L 4% 1)
B VAR 2K R TR B B PE P 4EFr R B BIF W, BRI RN R A Z12
JINE RTINS B 5 38 AR 1R (0S) 45 T I 21

[0412] R HFASLLG AR E 1808 2008 I HEVEWT star KB o 7842 1 B AN % (220 ©)
DL 12h: 12h e 35 56 /BE A5 3R (17:007F ;05: 005%) I MRIFR = W AR AR, = H—41, B 3R EL
BYFIK  BE— i Jg , SR BT TR B AR e BN A 2 K

[0413] DL 52 bt K oamAb i) (8] R AE B R 2R IG HA N , IR KRR (n=6) B TRl &
s PR IR S B 3 B UT%0 . 25mg /0 . Am L IR AT R RV TR - RR SR T RN B A 2514, &
FIEF MR SRR e B KR TH 8 1B 823 K/ F10% AR 4k) o FE1Z I 1] 25, TR 46
23R

[0414]  DAAMA NPT (i T 07 i) 5 ik K R B2 4% 41  (0.0.10. 08830 . Omg /kg)
YBIT , TE A IR TR 50 BATF LB T 89 127NN FL/INISF OSEE 24 o 30 35 A5 R0CF0 TG RO B v (1) i &
IR 2 18] VR 3R 18] B o 71 2 (5] B 39, 4k 22 mT R IR 5 3R 45 UL BB i S R 20 &
[0415] i@ B [H & W K FANOVA (one—way within factor ANOVA) FlBE 5 ) Newman—
Keul s 556 , VAl ML A% 51 25 265 v R R 5 345 T 5200 o

[0416]  DAnEA% BB 6 77 5 35 Hh P& AR T R R 5 3245 7 [F (2,5) =13.189p<0.01] - 5k 56
a7~ 7 AE10.0F130. Omg/ kgt A% B EH T~ , Al R A H 3 gh T 1052 (p<0.01) 92> (E224) o /o
T AT 1 Js 2 AR5, 3 FLAN A% 51 v 7 e 4E (B 22B)

[0417]  sEjiifs24

[0418]  mitA% Z R X JE by T {3 F 0 e

[0419] 76 Bt T RUBE SN AT FRiE 52 T PPAR vy 42070 AN 01 70 ek 20 JB ot T 18 I fig
e

[0420] g ERER 2 AEAER (Sigma, K22, B KF) WARTE K BB AR JE T (Sigma, K
22 B RR) WARAE SIS K T W EE 0. 03mg/0 . Im LI BB . FHAR BENaOH4 J8 1 T VA
pHIA T 227 . FEAs P VENO . Im LAARFR (1) 24 4 sl A8 A 1 0 o TEE A BB AN s ML SRS SR 15 5 o 207
TEZEVRK R, TR B EE PR R B, R R A TR e T HRS T2 ain12
JINEF AT /NI 38 3 A A2 1 AR (0S) 45 F itk 4% 41 B

[0421] R HFIASLLG AR E 1808 2008 I HEVEWT star KR o 7842 i AN % (220 ©)
DL 2 12h: 12hJ 35 56 /BE G 3 (17:007F ;05: 005%) HIMRIFR = W AR KR, = H—41, B 3K EL
BYFIK  BNE— i Jg , SR BT TR B AR e BN A S K

[0422] DU [ 5E bb R 55mALINT A R AEAF R 2/NEHREG I N KB (h=9) — &, IR
TRl R, H A5 0USON SEUR%0 . 25mg/0 . 1m1 PRIV A AT - BRIVALR - 268 BT 58 1 AT R BRI
grJa B fanis v] R IR O NS B T L KRR L0, 03mg ke /VE NI & H &
BT TR T HRA TG, EER IR I G ORI, &
SE3RANT20% HIARAK) o FE %I 8] A, FF A 25

[0423]  DAAMAPNSP#FIG (hr 15 8 ik KRB s2 i Z11 R (0. 0f130. Omg/kg) VG IT »
7 E IR TR I HAFF AE R 161 12/INSE F L /NI OS5 24 o 10 378 S8R TG 280 B R P & 245 il
TR 8] FOVFA 3K A 18] B o 76X L 0] g 30, 4k 52 Je 7 T R 48 T DA 4k 458 53 i 37 A s o

45



CN 110403942 A W OB P 44/56 T

%o

[0424] IS ECOT th 5, PEA LA S ERZE 2556 Je i T B34 TR . Giit 2 g YN
P<0.05,

[0425] YN LRI, Wistar KER RGN e T H R ER VR O N . Wi B 23A P 7~ » 30mg /kg it
ARG T B D et T B F [tars=-2,70p<0. 05] o ZEMITG AT B ;e N AR HAK , FF
AP LS FIER 76 T7 208 (K123B) o X a4 BAIESEPPAR v B RITE k> Je i T4 7 A
R o

[0426]  Sjitif5)25

(04271 Apk A% 20 B AL 6 R VR 97 70T Je o T A8 R 52 el

[0428]  FEJE i T RORERASE AL Hh, B E 1 PPAR v BB 7RIk & H BV 97 7RISk ik 8] Ha sk 2D JE
o T AE R RE 7, Bk Foe v o7 I o 22 AR R ER L JE TR ) g il R AR e e Ak AN
CB1SZARFE B /355 1) B 2057, 9 an A BB  rosonabant « Z848 AR PEFAICP-945598

[0429] R H#AEM B S T RAT L, F A Ens @23 frid (G2 W,
Brui jnzeel and Markou,2003;Rauhut et al 2003) . & 5 < , fEHETEW s tar K F A F0ET ik
WIEANK AR IRE , [T HIK N e T B34 T (0.03mg/7EN) R HEREEA RS T
%, DA 2 bE 250 A0 TR 38 (SR RAFIR1S Lk e o TVEN) SRR B RIENJEH T 74k
Jeli T HIREG TSk, B2 RS E FL 2L AR 1IN [A] 5, TG 2590

[0430]  DAAMAPN P70 (B T 5 %it) » Lk oK R 252 b &1l (Pt 55 & Vi Rl 5-30 . Omg /
kg) B BPPAR v BN & 22 AR hi i L Ja T G #5705 RIS o7 T G770 4 b B L AR A6 ve pk
SR ZEHSHERIVR YT - 9 T PEAPPAR v B 8h 71 1S 11X L 25 W) 0 B [ 4 A BX A PPAR v 38h
AR T Bk A& v A — Fh i S (I 8GRI« 22 3R R 1 771 256 9 10-100mg /0S45 24 5
290 A 77 BV L 0 . 252 bmg kg, TPZE 2 5 AR & T MR R Vil 90 25-2. 5mg/ke , TP4 4455
DL R B AR 75 &=y B A (0. 1-3.0mg/kg , IPZ5 %) (Brui jnzeel and Markou,2003;Rauhut
et al.2003;Steensland P et al.2007;Cohen et al.2005) . ic.3%A RUFITC AT S W ) 45
o AR 18] Fo VA 3R B[R] B o FE X L fRI R B, 4k 22 e b T ARG T UL E T @ A K
L4 o

(04311 J@IdT7 2250 Mok o M s & 4 I 2585 34T H 5 R % (Newman—Keul sEDunnets) .
Gt PR NP0 . 05 IR £ S A 2 1FE SEPPAR v W8N 751 5 AF A7 e 51 245 P 20 6 4 A
e T BRGSO P FEIAE R, PR BEIE SR FHPPAR v AT AT 1% £5 25 0K 36 97 BCRE 1) T
R o

[0432]  Sjiif1)26

(04331 Abk A% 271 R ARG AT AR 55 =BT S BRh77 /48 B0 FR8 20 PRl 775 ] - BRI FH A s
[0434] £ 7] = AL AR KBRS P i 8 1 PPAR v JBN 570 K& FUAMAR 1)« 22 A B S R vb 77
SRRy A B A RS )/ FE PR T A v K B E] ek JE T4 R g

[0435] R AHERAVEME B IR TR AT L5, A B anseiti 23 pirid (i 2 W.Glatz
et al.2002;Peltier et al.1993) .45 & , (EHEMEWT s tar K &R A3 0 K P9 AE N 7K AP RE
BIRE , Tk A TR B 334 T (0.25mg/1EN) R AEAEE B RESG T %, DL E L %5
SEALS (AR (BIR AT SRAF LR T R EREN) MIZRR R B BGFEAN TR R sl m] R H e T
Wk, B2 T B AR RS E JR 28 o RN [A] R, TR A6 2590

46



CN 110403942 A W OB P 45/56 T

[0436]  DIAMAPY P (i T 5 Beit) » ik KRR 32 ik F B (P57 & Ya FE 5-30 . Omg/
kg) B 53 —PPAR v BN A A 2 AEF B # UV T 8T N IEMERVR YT - T PR PPAR v BB 7
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