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[0118] A& BHIEELFEASCHTS AL S FTA L, W ml 25 H 2o AR B AL RS Frid
AP ATAT BT B ST AR 21 3K, ARG AT An] 0 %] e S5 A4 Bl 0] e S5 ) 712 AR AT 1)
FAR AR A A 2o B ARG 4 B A% B B 2 B ST AL 2, 75 ) S5 A4 B A4 PR B fE AL A
BT AL &) BT Rl RERI S AR SR AR . Ak, i — PRl e 7 AR 2= T A, B BR AR AR
B B R A SR X AR BRGS0 BT T 3K, 18 a4k & i 45 i s lE
i AR LW RAE AR EMAEY, WA Faifite 569, B
AP B FEILR e AR T A B S DA Be B i AR e B SRR S 454
WALFETE AR B, HALRE DUAEART LA R A % BHAL S0 i I Bh B2 R AR A 24 T X KR A
Yy, IS AME TR G Y AESNETEIR &) A A E 48 (enantioenriched) V&G4
FTE ) (scalemic) VRS FEAEN .

[0119] AR BHIEH KA & AR LG Konl 25 A SIR LR 2L 54 . A& AR
WAL B A P U8 B P18 2 s b R AE AR B o IR AE T FH T304 FH TR A RS 7S
5 5 T A A b 2838 T B B S B ORI B 2 I AR SO VR IR Ak A s L]
Zi

[0120]  fE—J7 10, A KA G TAEA T B AR i A 3G a7 BB BAR 25 I
AT — T B 2 T GE B L R AR/ BRI R FE < D0 O Ao T Ao e A 4o 0368 S
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I FHIREAFH ) BARE TTRIE . (E— ST S, AR VAW H TG TT TR 50 800
N IEZ H AR/ BRAESE I R R, oA YO TR Z B8 G a1 B IR 52 (A0S BT ads 58 B e
s B RE G H AR IBSZ A BT IR o B A f1 o AE— A SET T Z, AR AL
GV TR TR AT — ol B3 22 P i B e  JE G2 HRAE RN / BRAE SR HL R 8, Horpl ok
PREETEIG AR / BAREE AN/ B8 FRATE PR BT I 5 0 BRI IE AT i BRAR 22 S35 A /
BUAHEE R AT/ B 288 R AR PN iR S5 BT RE 2 A 2 o 7B 55— SET T B, Ak
BHAL S W TV TT T 0 BIOWTAE  REGZ L RAERN / BRESR L & e, Ho A 5 i fg G
BB RN R G AR/ s 8 R AN/ B AP 2878 FRAE FH R BT IR P9 B9 RE A 2
BRI RS G B R BCSZ AR RI AR 2 S AL RN/ B S e AR/ B 428 R A N I IR I
BUWAE A e 18— AT S0, I 503 B0G 0 A2 VA0 B 005 K 8 TR A B Ao
S0 T S HIREASAT / SRS TR E o

[0121] 7B 53— 71, AR AAEW A TAEM A OGS I En Dy Re it/ B PR AORS #0 2
I, FCAL R ) 5 B B A0 P ST 2 DA N Zh B A/ BB ARG #0903 280 A 288010 1 R A SC
AP E T 25 .

[0122]  FE5—AT5 00, AR WALEYH TAEA R Pl ih a2 o8 g A/ s e idkph et kA
A1/ B s e 2B IR AR, HORLHE 1) o 7 B A AT FH A RSOk 22 S AR/ Bl ik ek 42
AR/ B A 28 IR E A U B A SO 4 s T I £ ik 5 £
T o 2 72 e 9 AR o 9 A D P 3 2 993 R o B, 5 ] 21 I 1 BRI K A 7 SRE L S A
WA <B: AR L2 4 I R BB AL o X SR A I Bt o RO 20 S8 A= IR AR R B AL 5 )
A] AT IR B LA fil o

[0123] £ —ANJ7 1, ASCHTR A& P T IKRe 6 S AR A4, A5 1 A 75
B A X 2 e G B8 ER RS2 AR AU B A SCHTR AL S sl e nT 25 ke 7
— NS T R AR AT U AR I bR B EIRER AR AR (U, a .
a,, AL/ B ay,)  MIEZS24E (fFlhn, 5-HT,, 5-HT,. 5-HT, F1 / 8K 5-HT.) « £ E A2 4K (14
ut, D) FgdfZsz & (flan, H H, F1/ 80H,) o fE5 —NSE s e, T LR 2k i 2
DR ERRR AR (I, a . a,, BT/ B a ) SR (I, 5-HT,,  5-HT,
5-HT, A / 8% 5-HT,) « 2 L&z Ak (M, D,) g2tk (flan, HyWH, F/ BEH,) o 7E5—
AT, WA LU T 2 i 2 b =Rl B EIRERRESZ AR (B, oy a L, B/ B a )
MEZE 2 (U1, 5-HT,y, 5-HT,e  5-HTs FH / 8% 5-HT,) « £ ELfZ 24K (flan, D,y) FHLH & 5214
(ol 4n, HyHy K1/ BUH,) o 78 55— A8 b, WATCU R 2 8 —Fh 5 IR RGeS Ak
(BT, a g /B a ) VMG RS AR (T, 5-HT,,.5-HT,.. 5-HTg 1 / 8L 5-HT,) . £ 1
sz Ak (AR, Dy) MALEsz A (Fan, B A/ 80H,) o AR5 — A7 €0, HATELR
PRI E DRl s a . @ gy @ gy 5HT 5—HT oo 5-HT  5-HT, D, JH, H, F Hyo £E 5 —AN5E
W S R i E N N~ N S S =1 L1370 T AN = AN = =1 e L LI SO
gy @ g 5HT,y 5-HT,0  5-HT, 5-HT,\ Dy H, H, Fl Hyo 75— NERERISZHE T R, B2 1
W& A4 Dy B o 55— MR BISE 7 2, 220 2 RS2 AR D, MG 2252 44 5-HT,,
BT RN MREEMSEETT ZF, 208 EIRRREZAR a p a . o MIMTERZ A
5-HT, BT o 76— MREEM LT ZH, 208 EIRERRESAE a . a0 a g MIFRR
1A 5-HT, Fl— Pl ak 2 Fh 35 2 5244 5-HT, 5-HT,,« 5-HT, FIZLI&S2 4k H, Fl H, 5. 75X
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— AN B SE T Z T, AT A SZ AR H, o A8 5 — AN SERETT S, AR AL S REIRAS SO
T FATAT 52 AR 1535 P, I LIS RS R S8 AR/ s R RN/ sl s el 228 SR E A
[0124] AR BHICWS JAL 5 AR AL G4 BonT 25 HEAR BUORUE I A &9 B8 Ak
BHALA ) B A FH UL EH B I 25 S A FEAE AR R BN .

[0125]  REHVFIAR

[0126] & X

[0127]  ZEASCH, BRAE T ANE A HL UL, s AR R B 5 T e .

[0128]  ASCHIRE]“A)” B4R SN AR (JHER T ) WOz BE sk S5 A G 11
SEE T S . B, W R Y X7 BIREIRELRERT X7 FIHEA .

[0120]  ASCAE A RIARTE “fhe G B2 RBCZ A7 RS U MEE s E A Kk,
RE G B A2 AR TE T AL G0, TR G 2R PRI S2 A5 R 11— A W 2K, JL 44
o 7N TERR TR R AE . FRE G R BB B EA R T EIR RS R IE R 2R
% B 52 A 2H M 52 PRI IR ek 52 14

[0130]  ASAEFHMIALE “'F EIRZERe 2R RTH”7 2t A4 & TS dmHie ks &

B R R RS2 R B PR B R B sl s B LT E IR R R M E e &Y. T
I, B B RE RS2 AR TR AR EIR R e AR BURATE IR R B2 AR, R
LT, B R R BE S AR A LA s A T 1y G A TR RS AT o -
FRRREERZAR (B, a s oa g B/ B a ) B/ BR o - B ERRERBESZAR (B, a,,. ay
/B a L) F/ BB FR B el s Bl o« -8 EIREREZ R (B, a .\ ay
/8 a ) F/ 8, B EIRERRESZAR (B, o, ay B/ B8R a ) MG M. fE—2ET5
T, B b 22 RS2 AR TR 15 I R FC AR 5 5 10 22 /D A sk 20 LU A8 P AT — A £ 10%- 20%
30%-40%. 50%- 60%- 70%- 80%. 90%. 95% B, 100%, WILE A< 3L ik i s b el o i IR ke o 76—
SO, SAEAH R A IR RS BE S T A T 2 AT AR R 3 PEAE L, 8RS AR
A2 IR E RS2 170 B SLAR AN R A A B 35 PR A B, BB IR 2R e A2 A Y 5 R
K5 EIR 2R B2 A E M I 22 /D BT DL A P AT AT — A 210%. 20%- 30%. 40%- 50%. 60%-
70%-80%. 90%-95% B 100%. {E—2E75 [, S57EAH RN S B R a2 AR HGIT 2
AU FRIAH R B35 PEAH B, B ZE A 852 15 R 22 58 52 AR 775 500 il LAt A A A A . 14075
FHEE, B bR ZR RS2 AR T F B 0 L B 2 RE 2 AR 3 T 1) 22 /D A a2 DL A8 A AT ]
— A 1 10%. 20%- 30%- 40%. 50%. 60%- 70%- 80%. 90%. 95% BX 100% B 200% 5% 300% 5%, 400% B, 500%
BEZ . fE—25H, B BRI RIRE S S T8 EIR SRR AR RS AL A (4
un, BRI EE G AL N ) o B2l 7 R, B L IR R RE AR RIRE 8 A T LR R
AR AR 5

[0131]  ASUAEHRIARTE “ 2 B2 )7 £ LR 44 Tadsiirs s T2 e
Jile 52 AR BN R PR BT B B n Bl 5 B AU 2 B2 Vs P AL &4 . [RIIE, “ 2 BRI A2 1K
P EFE 2 B2 A HURIR 2 B2 AR Bh ] 7E—2575 T, 2 B2 AR 550 LT
WA TR 7 A& TR AL & T2 Bk -10,) M/ 802 Bk -20,) 2Rk
& B AR B o B D sl sl s B 2 g -1 (D) M1/ 82 Bl -2 (D,) ZARRE . 258
Ji& D, 5253 A PHE Dy FH Dyg» 3 A2 FH ERAN 5 DR 0 o 22 ) B B2 100 T 1 o D,y 52 AR 19 L Y 3 B
Dys Ko FE—LESJE 7 N, 2 CUSZ AR TR FIFN SR A4 45 & 1) 2 DA B DUT S8 IAE
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AT — AN 1 10%- 20%- 30%. 40%- 50%- 60%. 70%- 80%- 90%. 95% T, 100%, 4175 24 3 AT i 1¥) 38 56 Bt
TE WA . AE— 2850 77 22 mh, BAEAH R A A H 2 g 52 A4 55167 2 /T BIAH A
TG TEAR L, B85 7R A 852 22 TR S2 AU 7 551 ) LA A A4 A DA R R3S PR AR EE, 2 g2
PR 550 FRA 22 B 52 AR (R0 1k 1) 22 2D 29 802 DL 5B A AT AT — A 2 10%- 20%. 30%. 40%-
50%.60%-70%. 80%+90%. 95% B, 100%, 7F—LL5jti )7 Z, HAEAH R FH 22 ELE 2 141
FIFETT Z BT EIAHRY BRNEPEAH LG, B 7R 52 20 TG S2 AR 7 500 R H A A A o R A
(R PR AH EE » 22 TG 52 AR 15 ) G 5 22 EU 1% 52 AR (R0 0 1 1 2 A 0 B AR A8 P AR T —
A :10%. 20%- 30%- 40%- 50%- 60%- 70%- 80%-+ 90%- 95% BX 100% B, 200% B 300% B, 400% B 500%
B2 . fE— 25 Ty 1, 2 BRI RIRR e 45 & T 2 WIS AR g M4 A0 (i,
BRI S5 A7 ) o FE— 285l 7 2, 2 B2 AR R RE 456 T 2 L2 AR R A fr
Ko

[0132]  ASCATHIIATE “ MG =2 A7 218 AR 46 T BdhHli ks & T Mg
FAZ R AR B B B G 0 sl s s UL T 2 2 iR M AL B . IR Iy A2 AR
P AFE T B 2 AR RS DURE =2 . 78— LesLi Ty &9, Mg =246
R LAR] 1 R AN RT3 K 7 S S T e dI Ok S5 & T 5-HT,, A/ B8 5-HT, A / 8 5-HT,,
F /B 5-HT,, F / BF 5-HT,. Fi1 / 8% 5-HT, F1I / 8% 5-HT, FI / 8% 5-HT, Fil / 8% 5-HT. 52 {k &,
AR B B B I s 5 slqtl 51T, A/ B 5-HT, 11/ 8% 5-HT,, Fl / B 5-HT, Fi1 / 8K
5-HT,. 1 / 8% 5-HT, F1 / 8¢ 5-HT, 1 / 8 5-HTs A1/ B¢ 5-HT, S2ARMKIIETE . 76— Lo 50ty &
L 2 A2 AR T SRR BB AR 25 A 1) 2 D 20 B A BLR A5 AT — A :10%-20%. 30%.
40%-50%-60%-~ 70%- 80%90%~ 95% BY, 100%, U1TEA ST IR [R50 Hh Brdll 2 i A o 76— 25K
i T7 ZE T, B AEAR RIS B IS 32 52 A R0Va T 22 B0 BIAR RS AR B, 505 AR
P52 M35 22 52 AT 1 500 B At A 0 A FRRH A R PR AH B, 10035 38 52 AR TR 7 35 B AR I 22 52
RIS PRI 22 /D 2 80 LR A AFAT— > :10%- 20%. 30%- 40%+ 50%- 60%- 70%. 80%-+ 90%
95% B 100%. {E-—2L5ji 7y Serh, 5 7EAH R A b IS 22 52 AR TR 97 BT I AH R I
TG AR LG, BYCS 7R A 2 52 1035 22 52 PR TR 759 5510 0% FL A A A o XA S () 355 PR AR LE, 1S 2252
AR Y T G55 100375 25 52 AR 9 Pk 1 22 D 0 5 DL 5B AR AT AR — S 2 10%- 20%. 30%. 40%-
50%-60%- 70%-+ 80%~ 90%- 95% BY, 100% BY, 200% BX 300% B 400% B 500% B 5H % , 75— LeSTjiti /7
Fh, B RZ AR 456 T Mg R ARE A S (i, IAARE &6 ) . 18
— LS T S, M R AR R S5 & T IS 2R S AR IR AL R

[0133]  ASCAF HIIATE “ A2 177 2% RS & T 8Ehlii ik g & T A%z
Bl AT BT B B N Bl 1 5 sl AST DL 20 i 2 ARV PR R AL S 40 o BRI AL 52 A1 771 A
TR NS RS DU AL S BN o 68— S8SLt 7 S, A S AR 1 70 LA AT 338 f slAs
AT GGG T G HI AR SS & T4z 0 A/ BCH, AT/ BH, 52 AR BB b elds
el v s ZH i Hy AL/ B0H, A/ B, S AR M e A8 —SESI Ty S, A RE 2 AR
FFDHIEC AR S A B 2 b ek A DL BB A AR AT :10%- 20%- 30% 40%- 50%- 60%- 70%- 80%-
90%-+95% B 100%, UI7EA ST IR i 58 o B il 2 BRI o 76— 2850 77 2, 5AEAEFAMA
21 52 R T TR T B I B S PEAR LE , 305 7R A B 52 2 G 2 AR TR 35 A4k
PP IR I v PEAH B, 2R 52 AR 7 S B AR AL 52 AR 1D Pk ) 2 /D B2 DA AR A (R AR AT
— A :10%- 20%- 30%+ 40%-+ 50%- 60%- 70%- 80%. 90%. 95% 5%, 100%., £F—LEs i 77 %, 5 1EAH (]

22



CON 102711467 A WO B 16/159 7T

AP 2 52 AR T YR ST 2 B A R RS PEAH BU, 85 (R B2 4 52 A 1 R
AN TP ERIAE . BR3P A 5 28 52 A R 75 7 15 s 2 i 2 AR R 0 PR 1 22 /D B DU A R I
AFATT— :10%- 20%- 30%+ 40%- 50%+ 60%- 70%. 80%. 90%+ 95% 5%, 100% 5% 200% 5% 300% 5% 400% 5K
500% BY 2 o 7E— L850t 77 2 b, A2 AR T I Re 8 25 & T 2 S AR s 1 A7 . (il
BRI A SRR ) o AE—SESL Ty S, ALE 2 AR R BRI 45 & T LR S2 AR B A A7 Ao
[0134]  [RAE F3 AMNE A U8B, 45 AR SCAE FH IR T “ ANk 7 S FR IR L34, S AFEH AR
TAE. MEUFREART AR ALY (bovine) R KK B34 (equine) K
B5h#) (canine) JiFIshH) (feline) JEKBN (porcine) MLRFKENH) (ovine) o K,
AR BT T AR 254 B ek, AR H T A S R K e Y . Frid AR DU
B 12 W A BCE AL AR AT U B 05 RS A T R R B o 22 38 A T B RS/ B 2 T
E A TR AR T DL R I H 55 A 0B RS RS A5 THORG 1 B A5 Aoh 28088 A 5 1) B 1
/ BN TOIRRE A R — PR B2 FRER A o BTN ] DU B 5 RIS RS o P
K AR RS  AP RIS IR RL / B2 T A QW S8R I (R sl e B R (A Bn
R AT DL F 8 2 B A SR BB 1T & 58 AR DA N B 05 RS A RS AR 1 b 283 TR
ARG H / BUE TTRIE AR

[0135]  ASCAEFHI) “YVRI7” TR — P3RS A R &5 R BUNEE I 25 1 i R &5 R 7.
[0136] A B, A3 Y BICHAZE [ 11 PR 45 SRR (0 AN PR T 2% A 15 55 93 B30 RE A DR (PR
FT /BRI AR 5 8 B RE AH DG FPEAR R FE RN/ SCFISH 5 J08 B e AH D% FRER Ak« £E—
NS T e, AR ) B EE I IR 25 SRR IE AN R 1 22 A 5 DA 0 B 05 A o koG ot e
B PRI LA R BEAGAN / BRAHEZE TOTREAH DG (FPREAR AN/ B i R AR FE T/ BT
877 BT AR R A o AR IZE T, A FH AR B A A ) B T 245 FH SRV T 08 B0 hE A I A FH R
AIE > 5 B Al nT B TR sOpRE 3R VA R EIE R, i/ s AR AR
U

[0137]  ASCAE A “ RESEZ ™ 598 BUWRAE 1) R SRR HR 1B IR (BHAG IR SR 1E 2% R A/ Bl
IR BT IR0 SR E (1 R o 1P GE G2 W] DL A I TR) K i, LB e T3 Sl 0/ kB2 897
(R o R AR AR N SR 5 52110 52 DL )R, 75 A I J Ry BT i S5 s BSCMRAE A b 78 40
) B 5 2 O GG S om B mT DLRLRR TR o B2, “GES%” Bl R P RS A FE I 7 v ¥ 5 AN
FAZ 7 AR LG, BRARAE 25 o I B P e R JE m] etk i) 5 a0/ BB AT A 45 o2 I BR P 59 1Y
FERE B T5%% o X LI 3 25 IR PRI A, A e vk 2% E B B2 = XA E IR % .
510401, A5 FH Ao 4R 1 1 PR A A i Qs R 28 22 A Y AR 12 L A 22 B AL D) 1L 3 v B A
WA (e AR Taw) BIZKCFARAL THEHLET Z 352 AR (CT) B RESL 3R
15 (MRT) RIS 0 B RA] R I BRI 1R R HE o AR AR, 8 e 5ot HL A e o R i (R R AL e A
RIEIRF LRI AS B Pk i, BALHE IR B R F R AE .

[0138]  ASCAE FH I “A B IS TR & Bk e A & AL S 697 BN ZN R A K
P TR P A PR 22388 A 3 B R R/ B 8 O e R AU BN o A RURS:” BN
TEASC TR G T 7712522 B AT e 28 BRT BE A M A8 R A0 2] PR320 B AE , P RER I HH BXn]
REAR R I PRI I o A K7 e MG — Pl R T 1 1) RS R 25, 3K 28 X
56 FR] 22 A 5 5 s i 10 R R LA A D Pk () mT 0 i S0 B A ARSI BT o AT —Fisl 2
TG SRS PR 22 AR 5 AN B AT I 28 BRI AT 3% R AN AR AH LG, 2Rk iR Y2 B i (1) A 2 B
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PR o I X RG PR 2% B RE AR AN B A 08 L M S0 PR KB 9 SR R R A7 AE SRR (RIS
) ERIZE R 5 i o 18] A e A ] J % g SR PR ) S 3 B, i 491 G o3 g e R R I
FIE I R R R B A TR BR 2 AT Bl 4 o R AU RN o SRR 7R A 114 JRU I 2 AT 4 A
FE APP JE RIS, e )2 4y BB FR A 08 1l (Hardy) S8245 FIERBL (Swedish) SEA5) 717 {58
AL R 670 A 671 fi1584% (Hardy, Trends Neurosci., 20 :154-9, 1997) . & RS TEbrE
FERIERRAE (Flhn PS1 8% PS2) « ApoB4 2547 FE R L B ZK ¥ i BR 993 S0 52 v JLEL il e 1.
SER / BB REREAL o T H At 20 93 1) At P 2 TR 28 D AR A BT 40

[0139]  ASAEFHIIATE MR — A% (pro—cognitive) "AFE(HA R T—Fhsk 2 FpoL Bl 72
(B UHCIZ R BGRB8 4E ) FINGE, Hon @l A4 2L i i iE VR

[0140] A SCAH FH AR TE “ P28 E 727 2N AL FR(H AN IR T B 3R A0 22 0 D BE W W A K A7 a0
/ BRANEE I ST A IR o

[0141] A SCAE A AR TE “INENFEAS” 35 f HoR Fe bl A b B se 223 TR e 55 N / 5%
IHEE AT ISR CRIEAIZEICIET ) sk A A sl st S B A SS i flmgiie, H L
BT IA B 5 (1) 2 B A A2 A0 (9, 302 R T VBGRB8 ) . IR e pE A,
FERR IR AR — 5 S RN S BERERS , 5 40 HIV AH G A 50 T BE B i R S A A0 5% R A 4 T B
BEEAS o DA R0 S 140 S48 5 ) K 2 U R = SR W W R0 R o 3 B T2 45 ) 2%
& (ALS) \HIMUE VADDADHD F2 EE AN Th e 5 (UCT) b X B PR 4 4 (TBI) 5 4Fd
FRHAIZIRE (AAMT) .

[0142] AR SCAE FH (I ATE: R 093 MRS f b 15 7 98 K FLRFR 40 sl e 5 | S SR 4 0
SRS RS 98 SO RE o R A1 TG O B A LG 8 TR S R R A, T P B A 22 L 405 (J2 e
Bz A0 FEREAE 1 0 A6 A R ORI MR A ek g, L HL A S AN R R, AR 1K
Bl o NI S B A5 I &, HAY PO M As 8] ) ARG EAE FN / ol 84k U . LAt
DR AL FE S Bt B IAT A BA St 2 A AE R ME R BEAT H W i s I RE 145455 . Bl P
K i R A R Ay K Ao 3 R S SURFL PR A Ao R 1 K ol £ S RAAR o

[0143] A SCAE A AR T “ M i A S0 B~ ¥ e HR2$R 80N sl se 298 T4 id
JROE WAL s 3 2 B 2 P B IREKOE 5 BIL BE G 2 (U S PR Th Re 3040 vl
WA ERE S S FRAE R B E o 7~ 1 IR AP 8 32 B 5 1) R 1 R R 1 4 R IR
T AR L A8 MR R R A T2 AR Y (geroprotective) VoML, W5 WIAFE B AH K
R (R ) R AR IR E R TR AR S MBS (AP RR ) o S8 AR 2208
IR 5 Ak 22 5590 R RE AR 5%, AL FE(H AN R T[] ZR i BRI « 0 4 A L JIUMGAE L ADD . ADHD
H OV A E R RN D B T RS 0 2E RS 22 R MEIEEA L b PR B 4 P 45 4%
B BEI BE PRI LA 2 L ET 4R VLR  SURH RS A B 1S A5 1993 A0TSR 22 4 7 P 97
[0144] A SCAE A IARTE “ARZE TCRIE” ¥ K H TR AN Bl Se a2 v T 48 o4 st T
F/ BN TC T REBAT B 28 T0 T RE B AR BB DA A B S S IR AT G IR BURIE . TR
911 P (4] A0 28 0 9 i A 400 22 48 T 3 R B 148 0 ] 2R i o R S 5 S AU L5 4 ) 2R T
1t (ALS) AR89 RN RN DI RERE IS 25 G 1E (CCDS) B 4E/MAsiE (Lewy body disease) |
T BRI T B0 VR (Fahr  disease) « 5 IR FR A 26 11 200k B0 MR i v
B A P i e PR R I P AT AR AR DG B Z A (AAMT) VB IA N Th
REPH (MCD) 5 0057a XM AT BER 3 (MCL) X783 ) &5 61k B3 g RSB A
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S EET A ERER A (TBT) S FPREETTAET AT IO HR 0200 « BB AR 1 AT G I 3
BEAR I AIBIRE (AL FEIIMAE 1S 2R RS ) L ADD ADHD . i) S5 371 4% &5 2 1E 0BT A5 2 B i 17 it 452
i ERERT ERENLTC ) 75 22 R A E S 2 R PERB AL R R e 2 AT R 58
B 175 AH DGR AR 2200 RS A 73 ZRE L XURH MRS R B AG: RS P9  £E R Bl .

[0145]  ANSCAE FH AR “ M4 o0” Kos HA A2 IR B IR i 4i e, SRR Falm 4 R
ST 2 o PR TCRIAIR BATRFIEME AR 22 e bR 104 B A 48 22 85 11 WNeuN ( MR ZE T
WZRRICY) ) MAP2 FI TTT RSB . 1B ME T2 anifs B &0 A2 0.
HN 2 LR BEAR 2R T0 T BE IS B 48 TG B AR 28 G AT B 42 TG T B EL Bl B A 22 T R
i A0 2570 o

[0146]  ASSCAE FH AR TE “ P SEIG A2 B “ o2 S8 TE AL S 18 CATAE s 2 oo sk (g,
BhIERRSE ) BB ACH AR oo (o, o R sg ) MAE K ET k. Aoy 4
BN 2R GG T S PR T B, S B BT I Sk X EE O A AE I 5

[0147]  ASCAE FH IR TE “ PR AR JE T8 MR 73 AL IR A 28 O AH 48 ™ A B I ek 22 4 e, B
AN A M R RN T 41 . AP AR BRI = AR B AR 22 0T B TR 41 il R 22
R APZE AN L D S B R RN / B AR 20 R . BRI Rk A RR L AR A L (B
K HIAE AR I, RE T 78 RS A 0 e 22 g R 1 DX 3k

[0148]  ARSCAE FHEIATE “ o et ” BRI AP ME o2 M RER: ((“58h”) 1%k
H R T, Sl M 02 R AEME TR 2 18] (PP LR IERSL”) DL M
TR A E L (BFERE T IS ) 2 [RJE . Sl B RE &5, s ool it
S ik ) 47 BEFNAE AR R T AN M UL L ZAURIRE B A AL A B 2R o IR B M AL
AR ARG Sl (9 G, T b 2R SR AR SR R SRS ) B0l I U B E W CAE A
() 5 i P S B AE VR o S B 5 R HR 0 R i S Ml A 3e8 FRE 5 R M B 2 P S 28 1)
B

[0149]  ASCAE FHRIARTE“PHEEW 7 TR A M A R AN I1a3) R 5 Mo D ge
F/ BGE F AR R, I P AR 2R R G I SR R o kB A T RE R AS 5 | R B B, AP
W RIS 2 225 SRR 2 R ER AR SR B M. SR LR U (X
FR) 2 M R AR 200, e = S S AR o R A e AR, (B i I 2
PR A AR T AR R AP0 o« AP I T 2 nT Bl s DR syl 1) 2 B4 4 (1) K/ i gk — 20
55, UK AT YE SN ETLE R PR 2e o TPRK AR 2205 P 2R ] IR TR g 4004 « 2 e PR AL,
MFELrh R LL AT YER . PRE i vl B RE 559« B AL AU R A R4 5 o T
BRI BB KB B A s — PR e A T L B3GRt MR IR A 46 e
FOEME” % (AR ) Kk MENRS 2 FREAEoC, BRI Rm (a0, B8 IRk
PESRZE I ) A AELIR 2 R PERRAL RN o DRI 72 Sk g DL S i 1 45 A LA 2R A e 2 1A o
[0150] AR LAY A AT “ Bl JR 2K M BR 7 2 48 730 T P i 350 0 » LI RREAE 2 8B4 T 1 1
12505 BRAEEL AT O L AN RE B 2L BOP R UL I IR A0 T IR %
[RRRAIE A2 PR 22 58 PR B B, HL = R I AE RS J R I G RGN A 42715 o IXSEBE ) 3=
BHMAATEMFE B K (AB), H2g B JEMFERT S R (B APP B APP) . APP 2
T 2R 5 B 2 1, AL — AN KR S 6 N— IR g DR 3, — A 85 5 DT — AN /N R 48 i i C- R
it e, MBI AR 21 B BN APP SRR H B S e AR A T R R AL H AR

25



CON 102711467 A WO B 19/159 71

B LAY, AB B nFER/RIMEER I e P22 B B ER . ORI I &K
R 5 APP AL E BB PR IEER (Tanzi %5, 1996, Neurobiol. Dis. , 3:159-168 ;
Hardy, 1996, Ann. Med. , 28:255-258) o £ 1X 485k [Al o 1) 55 0 3 AH R [ €42 S EUAB 1
42— g B W = A B, IR TEE M AR B b R I =B A b O IE 2Rk
I 16 B 05 A2 BT 2R Ok g BR 0 1Y B B pl 4> (Bubber %%, Mitochondrial abnormalities in
Alzheimer brain :Mechanistic Implications ( 7E P /K 7k i 2R I 0 i 26 R AR 55y HL B
HEWT ), Ann Neurol, 2005, 57 (5), 695-703 ;Wang %5, Insights into amyloid-B —induced
mitochondrial dysfunction in Alzheimer disease ( % {E Bl /R 7k i BRI € ¥y FF 2
B %Sk ATh BERE RS I 9T ), Free Radical Biology&Medicine, 2007, 43, 1569
-1573 ;Swerdlow Z& ,Mitochondria in Alzheimer’ s disease ( B 2K 7k ¥ BRI 0 1) 46 k7
{& ), Int. Rev. Neurobiol. , 2002, 53, 341-385 ; #1 Reddy %% , Are mitochondria critical
in the pathogenesis of Alzheimer’ s disease? ( Z&FvV{A1E ] /K Pk i BRI P 2 S B 1K)
52 ), Brain Res Rev.2005,49(3), 618-32) . 32 H LR (R Ih e g &AL uIhRE (46
FHEEIE A AN 73t ) A TR R R o PRIt , A5 Sk R I AL A 4 ] 6 B R I i R A 2
HAAmMIEN,

[0151]  ASCAS FH B TR “ S M0 ” 2 FR B am (R AP 20 27 , HoIm R P2 i A B 3
[RI3E B IR 7 B SR RN D RE RN 15 AT DA B S IR o 3 S W09 11 Bt 1) L 38 Bl
RAEFESERE (3E B F B FEZE ) ORARE B Uih (a0, RILHE S8 A7) Aam
RE AT MR O o LAt 3 42 W0 DR P A 58 A SRR v P i ok P 3 i A 212
TS/ BRAT AREAR, BT IR AT AR PR ] A0 5% P A 25 S FIVAL « g P A7 T e R Bk 5
iE o T ACRE PR HH A A o (0 50 DY BB T T o 7 S0 A AR R e ¢y L S 9
I T AEER HH IS 20 10-20 4FFET .. F e 1 ik Zr g RO 5878 F Wi 1 (mutant
huntingtin protein) 54 & [ ) 5748 B B 0 (1) 56 DRI I8t A% 5 58748 < SE M A 3 T
Z AR I X B e T AR PR o BT A PR A P R AL T I TR A 28 1T IR AR 48 7 L T8 I PR T 4
Wil 2 EEIhEE (REIRES) ) WS, LLRTERN B R sk & i i es oo, Hoa i
IV IRTRR VAN

[0152]  ASCATHIR “WLZEga N REEAL” 81 “ALS” FKoRNTEAT MR AR e , HiAR 28 b ATis
it (W Esifast) M/ B ieshfhson CEfEhEshmsin) 3 38us
BT o ASCHTH BIARTE “ALS” AL HE A AR ALS A 7325, HARREHA
PRT B A iy ALS CRE R 28 N A BALisghipes ot ) U M 2 itk (PLS, @ UR2E k-
REIBFIEETT) AT I LERERRSE (PBP BRAEHE A 1E , HoAg ALS [1)—FiE o, HIBH 4 T 77
WEL RSN 8 16 R A ) VAT PRI ZE 4 (PMA, T R 28 T MIsBh s oe ) MK E ALS (— i
A PERY ALS TER) .

[0153]  ASCAT HIIATE “ iR A 7 iR P AMA L I —Fh sl 2 Fl 5 0 A AH K IR E
REVEFTE 22, 1 i (HEPRIPE ) LR —Fhal 2 FoEk AR BRI AR B 183
RGBT 0 1= 2 VR B R MR S A 25 1 sl IR A 28 RS /)N ki
BCHER AR WL 46 B s B i F / B S TERES . 7E— MR e Sl 7 &b, AR A 6
7 % C R D) e FE AGAH S IRAE o 75— NRe 8 I STt 77 2877, S8 A < A0 BT 1R A 5 f
¥ H parkin B NURRL # % ( S5 MGRMAER) P RARTHE S, £ DLty
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Zrr, A A A AR I R IR ) AT 6 B BB AR BRAZ R A 5278, v A% R 1 15 %2 B &
REARZ T R B M/ BUAFIE o

[0154]  ASCAE FHEIARTE “ RN G Dy e R G &5 5 k7 5L CCDS ™ @ Ha4F WS AH O (RS fih T e
A, FLRFAIE A2 57 1w 56005 )R RS IE 0 R ¥ h RERTBE ) 1 2 B A4S « 5 CCDS AH G IKTA
HIBE T BRAR AN BE 50 42 U PR 7080 05 110 B 27 R 0 980 1 J SR g% S IR A Bts B vy o R
Bl Wi CCDS 12 Wil & 2 HE R 112 W, JEIE A0 AT i F e o7 sk DL A b5 HoAth,
PR I FETE R 1) CODS IARIER IAFAE . B AR TEAT A b SFE AR R R AL R 28 2 T
RIFZ I FK IR BEE CCDS RAEMSE T AT FVF 22 S5 2 (A AT 55k 7 B
W CCDS, [R] B A] LA FH i 40 B vt A 2 ARSI PRV 3 A SR FE B oAt AT B8 55 CCDS Tl PR
RERIRAG I AE 0 » CCDS FER LR ICZ PR (FEZ IR HOn] o [ RS R / BRI
HAELTEEE ) « S5 EER R TR BBl A/ B gAT Ak 2D B2z  HEE A BA 24022 3 3l 7K
RN R EE I 253 R BUE I AN U I HE . 58 CCDS RN AT Zom i — ek 2 Bl LA
TR BAT AR B R PRAR A BRI 80 PRI R AR AL B L AN BB Y I BE
BEAI T D98GR « b AR 1 88 ) BARALC S T IO g i 52 M PRI L 508 AT 9 B BAT A BB
(1R J& e el FE B BN ) o ) B S T ) KT B ALK B AT A e 5 R I i 2R A X e
J R R s R P B AR B S AR AT A IR B AR B 2 o« CCDS W] i 2 5% M i TR KR8
(R4 FEFIPR SR o T HL, 25 CCDS B FI LR AR AT BN ™ EE I, FH A5 (R B4 77 R R 4K
fER AR ML IFE D,

[0155]  AKSCAY FH IR TE “AF RS AH S IR A2 37 B “AMMT” 2 F8n] B AR IR R
(GDS) Lf) GDS 2 #AMIWAE (Reisberg 25 . (1982) Am. J. Psychiatry 139 :1136-1139), GDS
W 2 2 i FE AT PR P ok 43 A -B A FE BT B . GDS I8 — A2 H A AR AT A e i
PR BE A DRI 3 1) VR A B R ORI B IR EE GDS 1 HHERE B IEH
(%10 GDS BRI — S5 T S 0 7 AF W RN, AR Z T A D BE I R A, 8 fnARA
L 44 W R FLAE o BT AE , Bl AN S Ath AT )4 2R PR e T Ak, 2 (R SLAE B4R i
A XL = YRAE HARIE W 12 A b BAFE5 W AAMT 25 6DS 2 IRy A, HAE e
A PRIANFET IR BRE BIRPZA (RIGDS 18#9) . #lan, & &I, AAML MAELEE
B 7 H BEG EAHEL GDS 1 #iZ A AEHAEFE 5548 (Prichep, John, Ferris, Reisberg
£ . (1994) Neurobiol. Aging 15 :85-90) ,

[0156]  ASCAE FH AR TE “ B FE AN DI BEAR 357 B “MCT” 2 $8 — PP R B IA SN A%, HoARe Ak
FETAHI N RE LT IE 5 15 AR08 AH OC B S8R 1 538 % I 27 IR AE S 0 2 25 e db . PRk,
AMCT )22 NBRAFEIS K ATE AT B A% H B TAERI 2% 2] I LEIE 55 50 A 58 K I A HE, 15
ANAFLER] 7RI g B 83 v LR AN BE AT 1E B 1) R 4T R / BRI IRRE, Bl 4 33
iR [P FLAPAR AL A 2 AR PR » MCT HIHRFAE 2 s i I PR b BH 5 FIAE DD S e AZ R R 4
DhBe ik e S5 400 3, GO AS 2 LART & Bl R i B0 s At 2R I2 W bn it - MCT IS A0 5
A AH ISR MCT, Brads 453495 AH 5 1 MCT 72 AR 3L SR HH LSRR 451 4% 5 BUR A 4R 55, 1%
bt tn (RIS 3000, AR e 42 6 E 5 ) M asEriasT CRE, B A7 in”
(RIS 755 ) AR T B 45 A s A 22 A 5 A B A R4 4 , a7 T HAS[A]
T EH A R ER I HE PR A A B O BB A S BN R A RN D BE R

[0157] A SCAE A AR TE “ B PE I B4 7 8C“ TBT” & 45 Hi 58 R PB4 5 350 i 4 47 » %
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o T B3R % B 1 Sk A, FLA R i D) R B O R . TBT PR R [ mT LA M
e R R, Bl B35 2w i (G55 MAZi 18 BN T id 2 fUgan e ge sk b ) 5
Y CES RGP R RS 4Rz 8l ) A2t ) RO B A e

[0158]  “HRLEITILT AT IHRER 7 SEFR iR S, Horh 7R3k b Bl 229 2 0 1
T PRI I OGRS A48 U o PTIRE I n] I S AR 4t L) PE T o BT IR P ]
W RS I I A P T AT . BRI BT A T BN S 5 B R AN PR T s BEAR
PETEOGIR A Z R R 58 L S R MR MERCE R (/N G ) J LB S R A 1R 7 A0 o e
EIEPEZYAR AR R B B - WA TE & /RS A 299748 S EUR R B L 36 A
AL PERLAZE 9 (6 5 A1 Hansen—Larson-Berg 851k

[0159]  ASCAS FH A TS “ T B 1 A 456 AR Ak 0 0 16 A 0 =R 23 S I s A i, A
FEAEAS PR TR AE A 55 A7 S A0 IR &% J L A e 00 9 JEE AT/ B 9 J B8 3 b 2 S R Ik
AT AR IR R IR o« PRI AR TE AL 456 8 WA i AH DG M T B A2 P (ARMD) DL 27 L)
BB RWPERAR (7525500 Kl e | S HaE s 20 ) isis . Hh
B AR G BRI S A R R I IR RS 75 A R S BB E AR
(pattern dystrophy) . DI Fl Malattia Leventinese.

[0160]  ASCA FH B TE “ AIUBMCAE” A2 Fig — Mo & B A%, Hot F A S R AVa It S 20H
PR KT R B 52 9T A, 8 HR AR 22 ) LI Bl B A o DA I AT A Bk B 2 B8 4 R
PERE MR SN o AUMCRE B REAT PR A AIOMUIE B ZR 65 RS (R AH JC I RS DL A% Bl S8 2
AR (T S 2 S|

[0161]  ASCAF HIARTE “ e diif ” 2 T8 X s &2 ) Bt B 40, v ande 4 4 ( B, e
CL i R sl 2 Ak ) SR BEs (BRI, B 508k n) i 4% 38 e A 3015 -5 A S H B
MIZBE T KA SRR LT QR B0 ) o V1 2 JR R S ECE8a 40005 10 H B, RS BEVE R
i CRI, ZEfm a3 B 56 ) RIVEAEII IR LR B BT, 18 WrE AR

[0162]  ASCAEH IARTE “ ERENLIG 7 8k “MG” S FRAE A ZA ML AP 28 LA R i, L2 b A
FEN T E HE UL 22 LA #5316 SRR SZ AR 40 2k S 30 . IRIR b, B = 2 — 1)
BB PG I8 A ABEAR BTG 7 R, ZERR AR UL 5 DL o 3K 48 B ) (P R A 4 4k
GRS e (RGN ERE ) M/ BRI, AT R R T R E ). A, T2 R
RIBRASHENTE ), HonT et H B 2 A B M 5. A 5 M) MG 5 B & 5
[F 0  PELPES 1 7 R R W (R L AL s 7R3 B v 7 b J 2 AT s WP WA 3 e 2 3 v DL IR O
Al

[0163]  ASCAHF FHEIARTE“ 35 2= EVE LA 07 2 TRAR A FNBaAG, o rh B 4 1) %05 R G X 6
Gy AR RG o SWIE B SE PR AT A A [FIRE B 108 ) slORR iR . ARV 20500 T P
TR Y B RS A E S XSRS N, B R R LA e A R AT
A, B4, 38 LT 58 M . TEIX LG0T I IR e A2 U A i 1 EAEHL T
PR A BT HRIM R B0 28, 3 HAA BT 5 7B 2 FIR B AR 7 s AL
Z R E L OGS MEPRRIK S, B Lk S A R R I )T

[0164]  ASSCAF A AR TE “ 2 R MEREL” 8L “MS” 248 H B F e, Hoh e R Uik
WAz 2 G (ONS) , SFEM Lo, Hrl SEZ e, i v 2 248, B
RN SRR . MS AR 28RN R RS HE I X e 458 oin TAL BRI, B 54 B re
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FRJBE R SO S AR I AR BB 7 2 (R ARIAE 5 o BEEAKN &, MS MR 2D S B4 i, 72 748
BUEFIYERA IR 2 (PR RERS ) EFH B4, S8 Bh AP 2 oot s 5 o MS P ECHE R EL
e R EE R, OF BAR/RUIWT (Ral ) Ah& o Koy s 58 . 5 2 R Bl mE AR I, f
LA REA ML T HBE T PRI ] B LR AT A R . MS BT
FPTE 2, HAB R AR () R (RRITER) IR EBE I (R 4848 S8R (EAT MR
) M. K NE Sepas W R 5k — SR NS, (B AEEF 5 R R A 4K R AT M
MS (SPMS) o TE& IR RAEZ 1], SEARTT BE 58411 2R, (H R 38 A (R 22003 27 1] R i e A7 1E
[0165] AR SCAE FH R ATE “H5 p 73 ZIE” 2 T 12 1 HORS AR B A , HLHRF R & — el 2 B 1E PEE
R (N, ZERERIL) 00 ) A/ SO HEREIR () G, A BB A B = MR ) A/ SR ELIER (1)
g, YRS T LR B AN RIAT REL ) o ASSTHT AT (RRS A 73 R0E ALFE AR A 2 )
Ko FRE R BT TE R 4328, AR HANE T 5ok 2 B R ELAY P Bk 4 2 B
A TE RURG A 73 ZLERIGR PR SRS EM / 87026 BRSP4 :Diagnostic and Statistical
Manual of Mental Disorders (A§M G 12 WA G vk F M), 58 VYA, A%, 2000
By fF International Statistical Classification of Diseases and Related Health
Problems (59 A AR B i) 22 ) 16 B Ge vk 532 ) A P Rl ik () AR 48, sl HCAth AR 9 R
AR 1 IS

[o166]  “ Lk o ZLEAH S HRIAZN Dh BE A R 8 “ CTAS” BAETE B ) TAEIAIZ . 16 2
AR AR e o R A O BE AR R B o X EBBR AR S T RERAS (a0t , #E AT 0 TAERIL
AHEAEWERES) ) B SR

[0167]  ASCAE FHIATE “ZAL ORI G B A ORI sl i PR IEAS e A A 0L
522 AR ¢ Ho 2 N &2 U8 (g B EOIR DL K B R/ B B2 PRI K, SRy A 2 Ak A
/ BIER AR A A/ B R B CE A Ay R R AR . AR A A E S A R R
T PR ECHR O BRI AT R0 BRECIR UG, a2k B C TR ) A RSB R IR B2 K (dermatohairy
integument) FEEAL (W& ) A TR / BRI 40 BRI PET 5 204 B8 AH O ) A4 3 1%
i

[0168] AN SCAE HH VT Bk FE 2 ZhE (ADHD) s FRINAE 78 ) LEE T 55 WL ) LB o 20 3
I, SN A SR A T 2 5-8% () JL . ADHD J2 35 S W1 7E ) L AR I, Hal g shid Lol
B (impulsivity) M/ 8RR ASE SRR M2 MEE. ADHD FRIRFAE A2 A8 55 AH R &
B /KB BN OB S R I A B S IR o 1R B ) AR/ B sl - WSSl
AP EE R AH A B E R R B X AR AR A 5T, B ADHD B &5 g e s Ak
ZIIE S G T I AL (R R AR EAE A o ADHD A0 6548 L0 i) ADHD 2854, {714,
Diagnostic&Statistical Manual for Mental Disorders (DSM-TV) &5 T = ADHD W/ 7Y .
(1) ADHD, &5 24, HRp Ak AL T Wl i KA ) A P NG sh i &2 - phgh PEEIR 5 (2) ADHD,
FEERNAED R, R TR D AED B EAE W K - mhsh ek L& (3)
ADHD, E GBI A — th B PR A, R AEAE TS s B - rhsh M, (B TR AR PIER .
[0169]  ASCAE FH VT A R FEAFEAG (ADD) A Fi /1 AL 3P 22 ) b i) Bk, JURF AR TV E R
BN, Hon] LLS AT M AN BRI ), HLA] DL AR R AR AT L A AR R Dh e A &
J&. ADD R] Ll L7 s W, Honl LR WEAT A RS W PR Uik B .
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[0170]  ASCAR FH IARTE “ A2 N5 ™ A2 Fig S e R e e, SR IE 2 ol v AL S K 4 e
NG Bt ME A MR Tl Sl BRETH, P EGRIUN BN o HARER T XSRR AL N SR ) 34
BaY) i RERUS N ) —BiE 2, HORERAG RPN o & WL AL I I s B L I 2 L RS A
R i AR R R R B R A T AR M P T VI S o AR A S LA B A AL
I ERE I HL IR mT B4 LR IR T

01711 I TASCHIARTE “IR AT R4 B A e 2 M FIAL S R06 T . TR,
Iy TS AR I S S M E VIR AT . B SESUETT SR BE
BT AR L AL — b s 2 Bl 25 HI AR SR 1) AR 5 s MEAL S 0T / ss PR
FEZ AT S, 5t AL AR A AL S AR LER G 67 BIIA T 77 & nl A&
st 22 P A (B0, KTnE ) BOR. 48287 b, 5 &AW Saliar i
AR, 8 MU SR R AT I #7r mAE H] A b ikt 8 R A 0A
I 5 PAAE AL SRS AL S AR BT AH LERATAR R ) S R iR an ko £ 28501
JT S, 5L S SR G T TR AL ] B E AR B, R GRS A T R (1
1, BAR 57 BB R 25 2577 58 ) b &< I8 RIARRI M BCE AT 7 kb . ik,
BT E AL SR AL ] S B0 2 AL S B K — B sl B a4 I T A
R/ B EER TR] o

[0172]  ORIE “HRE” AR EE A L DhACRER T S AT HARPE IO Tl A 53 S A 72
25 AT T b BAZ AT BN A R AL S o IRIEIAT SR B, A 20 T L2
—AEE AR, ISR S AT & R R R T B s R . A0 DO
— e G ST IR DL 25 RS T LA AR — R AL e G T I A T BESRAS SRS
SR A5 R A MG R MR A BAGTT 2 A R . BTSSP =LA 1R
Colbmmn & 1E A s RVERTD ), JERTE A AT — AL & Y0 A 3 0 B ] AR gD o

[0173]  FIFASCIN “ SAAL 57 R S il 5 DAy S (7 5 (K0 ) B 7 o ) B A, A SR
B R AR T A TR R A TIUE B P 3 AR P i PR 2 R A o B 7 28
AL A B AR T o

[0174]  ASCAT I RIARTE “ 428 7 S 4 250 AL BIVRE TR 3% 2y 0 sl (1 — 70, B 42
B TR A 2 B AL BRSO E B FHORAE SE A IR I TR B
NI AR T2 AL VDA T TR o 2 TR B B 55 Ak 22 29 RE TRUAR 48, TR s 25
WA 5 BAT PR BECReIE (94, pH- M AR —pH= (O 1 L K PR IR AN R RE
) MR RSB G YR G, JF IR BT airig s (P, B E i AL
JE ] BRI B R SRS ) iR G

[0175] I FASSCHy “nl 2417 B« A M 52 7 S FaAE B A e F ey T A s T A Y]
HA R G0 Bt kel DB A T B E A G i A2 5 AR 25 A
R AED e RS S G AR S 40 R AT EAH AR o ] 25 I8 R sl )4
1 O3 A2 5 2 A IR o) 25 0 B SR ) b, AN/ sOBOGR TS5 ] FDA g B 1 (e TR Rl o> $i
Y e

[0176]  “R[ZyHIER "R LLLRE T e (ARER) G ZED— LA YRE T HRelE b 24
Vs il e AR e T2 A SR AR B A AR AR I B . R N SR
WA S B, B, ARG < (1) BN sk, 5 TEHURIE G Prid LR i an#h 1 IR IR
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TR A TR B R 55 s B LR T 1, BT A WLIR 1 4 £ TR B  TAT TR DR TR« 4ok IR W Y
RS 5 (2) YA R HAA Y IR MR T4 &8 B TR TR it 28, ik 4 Jg 25 741
R B TR A TR T B AU BT S #h e TR S A AL
B O — O = SR . TR S2 0 oAU L F6 AR R SRS SR B
PR A AL BN . n] 25 2h il — 2P S 9) B F5 7E Berge %5, Pharmaceutical Salts, J.
Pharm. Sci 1977 4F 1 H 566 (1) : 1-19 H A 41 HH (B84 . W] 245 A &k REAE il 4 L R v 8 S A
il 2 5 BT I E L 3 ) Ak 1 U 8 R i AR X AR R AL S A o S R A AL
BRTCHUIRER IR [ N, HAEFEAE A D Rl e B 220 89 . VB AR AR R It ] 25 H 26
ALFEE NS ek g W 2, R A 2 W A sl 2 Y. SHRI -S4 4 #uk
e B E A, HHE W s S R . N KN FE K &4, 87
SRR TE ALY . 2 T AR — MU AW AE TR A A R A HERR RS . £
P A B AN R X— S 2 S B 2D AN e i S BT I R G AR e 2 v
JPL R PR RIS RS o 22 7 IR 25 1 A T 5 R ) 4 ol B R AL R ] 5 R A i T A
#,

[0177]1 A FASCHIATE “WRIEH)” T T H T A= 2 sli 2y (il an s & V8 s 1k gy
AR AR R ) BSOS, RIEWIEF A5G 2 M, FAE R f 2k
B8 P AERG A 300 9 AR A0 A PR 4/ A B2 B 7] A ) sl ) v R 1 B I 4 it
IV P 1 PELVER 042 J5R VR ) R IR 751 BB AR/ ez e ) e 92+ 51 RO AT A 40
R GV EFE B a0, R RN B RS s B A R, BEBR AT 4 32 QAT YR 4574
J 22 SERIRIORG s A S s IR 4E / AL BEBD LR L, B R A A5 ERE L U de (de=“EH#m]
F45”) W de FLBE (JoKE—/KEY) Tk SR a) ihdH R4 Z sl T 4= 405 )
VERY do. BERESE | AR LR T, ATIER AT UE SN BV IR R L RRTE R A R R Bk
FIRLFE AN, 22 ZERERING A SO 530 3 551 45491 4, il T R 6 i R 7R L Ak g e I '
Bt o TR A () SRS A BERE L B de FURE (— /K A4 AR 2R Hs Bl ) i 3H %
YRS ) &R/ ISR U, M SRR R CRRUER B 55 R SE R
A0 R0, B w) WA E A BERE SRR de . L AL L ERE de 45 5 LRI R AL RS 0, BRIRAS |
FDERRIRS O AT 4E R 5

[0178]  “Jedt” 245 HAREWA BELBE  SCRESOR — MR g5/ R 4L . BRI ek 2
HA 18 20 NIRRT ( “CCy KE 7)) HIIRLke I, 0 BARRIGEE R HA 1 £ 8 MR
T (“C,—Co BEdE”) HIIRLeERE . e K HAT R 240 B I e B0, BAE B FERI R ATl
HAZE B BRE LT SRR s IR, B0, « T 587 BAE ARG IE - T3 - T3 7 - T4,
B TEERIER T S8 s “ N "BFEIE - MR 7 - INSERIPR T SE o AR TR 8 ik AT 25 [ 25451 Ut
W BN EE R - T 55 IF - JEdE 3t PR O 3L RN FEAS , bt R e gt i — AN gl
HEETE B — 3R, i 03RO 2 D IRE I S Rk dt . 8 — IR b gk ] L
A BRI SR B R AL A . RIERI IR B 3 & 13 NIRRT AR R
FARIERIR IS B 3 2 8 PIRBRIA T ( “CCo Mpids”) MIMRIIRIE . FRBERE ) SE
(R [FoE S a2 987 NVSE- 37 N I~ S 79} /8- S Wik - S

[0179]  “MPkedt” fefg S dEAH R 2R A, (B A A 450 . NP BESE 1 549 60 465 W7 /R 256
(—=CHy=) VI Z3E (—CH,CH,~) \IETAZE (—CH,CH,CH,~) M T 3 (~CH,CH,CH,CH,~) %,
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[0180]  “JAk” J2fg A 2/ D— NGB AL i (BRI, B 2D — Ak 2 c=C 2[4 )
HARBERA 2 2 10 MRIE 7 FARIE A 2 2 8 MR T IIAS AR . Mk 524
FEAHAN PR T —CH,~CH=CH-CH, Fl —~CH,~CH,~ 3 Cifi 28, Horb 5 32 1) S SE REAE A _EATA) o] A 5947
B LERETHORIE. GRS REIE WA, Bl DS — 3, flinss 23k, sk 2435,
ANV A o BB A R FE 2 HLA 3-8 DNERBR IR T ( “Co—Co FRIGIE) (AN AN
INIE o MR S B FE PR TGS IR T I 28 R R 225 R DR 25 2%

[0181]  “HRIL7RAEHA /D — AP d AEAL S (BRI, B 20— c=CEP)
HARERA 2 2 10 MRJE T BARIERA 3 2 8 MR T 1A A 5

[0182]  “HEHUARMREIL” 2¥rHA 1 2 5 NEURIERIFEEE, Brid B REE A FEH AR TR
T o BT Bl AR ()t S B IS ORI s B T e AR B I I U Al AR 1) AR A B
R EEE  E B  E B R U B AL AR O 5 A 0 55 4 0 2 R AR Y
Fe5 5L TR WU DY S VB UIE L R R E AL ORI VIR A e Sk L A B A
R AR IR 465 22 Aol A 1) A Al A R PR e 32 A EAT 140 B AR A A R 11 4 A5l ARy
KRB 7 fe 2 GRS e T S U AR L SR R e R e R R

[0183]  “HEHUARMMAIEE” 2¥e A 1 2 5 NMEURIERIMGEE, Brid B RS FE(H AR FHUAR
T U BRI Bl AR () e S 2 I IR B s B 2 ot SR JE I 2 L ol A 17 AR At
R EEE BRI S B R 2 R R L A L 07 2 DA D 65 A 0 2 B AR Y
He 5 55 IR IE WU ) D7 BT U R R E 3L R I VIR et S L A U A
A AR IR 2 A AR 11 AR A A R P ke 2 A EAR (140 AR A EA 1 4 B il AR T
AP I e 2 S FE T Tl I i 2 R TR L A Ik Wbt SR ot S 5
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TR Z O D, 52t FERELESI Ty S, iR 6 SR BB A2 2 L D, AR FIMIE
% 5-HT,, 2k, FER-LES 77 Serh, L BE G 3 B B2 A 2 EUk D,y 2 ARFI M5 2 5-HT,,
R, FERLESTE T R, B G R AR AR AU 1, 2k

[0751] WA E

[0752] AR EAALA PnT LLE IV 2 J7 il 4, IS8T VEAE T S0P AT AR IF HAE R 30
SRt A B AR o BRAE S AR, FELL T B 5 iERR R, S Tl ) 2 B S A
5N OA AR A R ESCHTIR I AR AR S F AL A RIS LE L [

[0758] 475 BAF BIALA W) IIRE 22 FRORE B S A AR IR, AT AR R AT AR 35 ) R 140 B8
BAR 70 0T B S R PR IR 7 325, ERAH Y. RN B e R AR IRV S W0 AT o BTG, 491 ] IR Jed 4 o) e
SR RRITR A o an SN ) 508 G BT AL S ) RO 24 FEXS B R AT AR . AR
S AT CE A AR 5 58 1 77 92k A a3 T 5 it 0 B AR i S ) Ak, I L (R 0SCR ER XT A
o 28— MR 7705, S e vl LU 7P 0 (Uil 7 B o Wl R 2, i
T, W] DUIE A T 7732 — T S A (0 TR AR 15 B0 5 PR 0T B e ) 1

[0754] 475 BAG BIALAY) HHRE 2 0 57 A4 PR BRAAL R IR = A9 ) 38 R LS o ) 1 B3 2%
PN L TG G DAL R 43 B T

[0755]  ASCRA A LAF 4l il -2 63 (TLO) s/ () 57380 (min) 70 (sec) s &1#
(EtOH) ; —FFNFAM (DMSO) ;N, N- L FEEE (DMF) ;=3 (RT) ; =5 LR (TFA) ;PUERK
g (THF) ;245 (N) s &K1 (ag.) s FEE (MeOH) s S FFHE (DCW) AR BRI T (RE) o

[0756]  7E N SCSLAGI PR TGP REIR T & A R AL S IE H 7. e AR R AL S
)T 8 AR ACL g A& e A, RFE Th B AR Ta TR (K 5 3 I — A7 i o i
T A R B A A0 ] e AR B R 4%

[07571  #Hl4% v - HEWRML-S W 7 vEm] DL U. S, IimEr& A #iE 61/181, 262, 61/181, 259 Fl
61/229, 638, A X[ AT B IR BEASCIER AR B — MRk

[0758]  JiiFE Ta

[0759]
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[0760] VAR
[0761]

;?HZ !-l-l OR;3
— NH, X
/ NS N N\/\/]\
W R 7 R ORs
R - | -
X= Cl, Br ot .
A AT AR 3R 2

[0762] EAHAVEL

[0763]  7F25° CH¥O5LFEhmesh (1 8 &E) 5=20% G B8 ) kit (1 48E) ’BE.
BZ R VR A RAE IR B 1 /N, BE S 7E 90° CInE £ RN 5ER (£ 16 /i), @il
TLC A1 LC-MS I 3E A Ao W12 S NV VU e 4, FHZK MRS, P GIR SR AE. #5)
I ALE T (NayS0,) , IFHHd, 13 BT 4, K AR 4% (R, 100-200 H , B A2 ¥R
i : TR Ol - Tk ) ik,

[0764] 712
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[0765] K77 FEMEERERER (1 &) IAVYIE THEELE: (0. 05 &) 7E 50% S LAk K
W (ImL/mmol 75 FEFER IR 25 ) rh i B 2B VR A, Bl S I E 55 (1.1 248 ) o
PZIRAEAE 60° COMMMHRSE ) I 6 /M. A HEIESE)E, IMAK, IR ZRA R AR
i ¥ S ZER T (BREREY ) , RS N 2R, 19 2SI, o Har aal (h
i, 100-200 H, BEML : LR £ B8 - CpERE el sk DCV) 44k .

07661 i /7153

[0767]  CEFEATAEY (1 i) AL AFMNK HCL 28, IR TR IMAE A 46 (124
B, IBZIRAAE 0-90°  C N 3-6 /NI o BFiZ S BTR ARV EE R, I N AT
NaHCO, 7K o Kz =W LR CTEREL » FEILE N IR G H AV, 1SR, ¥
Hoid i ek e ak i aith, 132074 .

[o768] A /74

[0769] HIEAMEIEATAEY (1 4E) VFEE (1 4E) 7£5 5%TFA BI85 (8-10mL/mmol)
W RAE RIS R RERE 15 2080 - 2 /NI . BRI AR HI R 25°  C, R4S, HHAE
LR L BEFI AN 1) NaHCO, KISV 2 [R5y Bl o KA MLZE SR RN T, W25 K, TF Bk &
YRR AL, 152

[0770] A7V S

[0771]  HEIEA A U BE R IR IR IR HRRAT 24 (1 245 ) F0 NaOH (3N, 5 £ w/v) 1E LT (5 £
w/v) ETRA AL 50° CHIHE 3 /NN, B JEHE v #0225, FF AW HCL K h Al 980%
R 220550, 15 BUAH R R R R o« B A3 BRI = ik e 3l (100-200 H 8K 230-400
H ) AdFH FEE -DCM 6 BB 8 Hh Pt AL BR AT FH S 1R S — CeBR FE SR / B AH
i (C-18, 500mm X 50mm, JiLzNAH A=0. 05% £E7K H[f] TFA, B=0. 05% 7E ZJIF H1 1) TFA, B FE : 10%B
2 80%B, 30 738, VES AR 5mL) 4k

[0772] EHITVE6

[0773] K i& & A MR BR MR AT AY) (1 4 E) MREGREEEMEE (1 45).
EDCI-HCI (1 45 ) FI=J% (1 98 ) 76 DOM it 12-16 /I o i e VIR G AR LA
TR, A BRLEN S, B A AR S (100-200 H 5k 230-400 H ) {# FH FFEE -DCM 6 1
it 2 AR AT ] TR &l — CReBh e e AN / B AH IS (C-18, 500mm X 50mm, i
BAH A=0. 05% 7EZKH (1] TFA, B=0. 05% 7E LI () TFA, B FE : LO%B 22 80%B, 30 738, 4 5 4
3 5mL) 4lifk.

[0774] WHHGET

[0775] B i& & A M BER B MR AT Y (L4 E) MIBRGHREEEME 1 4&E).
EDCI-HCL (1 & ) M=% (1 28 ) 75 DOM Fh i tE 12-16 /M o i VIR GRS T
R AF B IR , 2L R AT (100-200 H 8 230-400 H ) # H B ¥ —DOM Hf &
Vel 22 AL R AT SR SR - CReRh RV / 8igs SO (il (C-18, 500mm X 50mm,
WEIAH A=0. 05% LEZKH ¥ TFA, B=0. 05% {E LJEH 1) TFA, B 5 : 10%B 22 80%B, 30 438h, 15
RPN 5mL) 4tk .

[0776] A J7V% 8

[0777]  H kAT A (158 ) AW DTEY 4-7.5 88 ) M NaH@ [ &) 1
DMF (3mL/mmo1) H7E 120° C M# 16 /N ¥ EWE i PR K, FF R K2 T . B15
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B = 2 RE R3S (100-200 H B8 230-400 H ) 48 H A EE -DOM 6 B BE i 28 b 48
WA 418 B — CeRREBERN / 84 AR S (C-18, 500mm X 50mm, JiaAH A=0. 05%
FEK A TFA, B=0. 05% 5 Z 5 A 1) TFA, BEFE < 10%B 4= 80%B, 30 4340, vEST A 5mL) 4tk
[o778]  iHHI77i%9

[0779] B IEA MMM (1 248 ) ¥ T NMP (0. 6mL/mmol) H. [A]iZ ¥ P I K A& IR (1)
KOH (3. 5 4 ), FAH L NV IRARAE 25° C Bk 10 080, IIANTE G LAGFEmE e fr 44
(1.1 48, B IR G BB B TP AR 45° Cndh 30 23 Bho T8 LOMS YA A% 52 MY o
X B B 5 % R VRS A HI A 25° C, IE LRI NaCl /KW (5ml) Fake. %
P OB OBEAREL. A IFENUE S T KRR T8, IR Z2E R . SRR =)
BAERER AR (100-200 HBE 230-400 H ) {# H BB -DOM 6 vl &2 A B H &
% T — CReBb EEVEAT / 84 R A6 3 (C-18, 500mm X 50mm, i 547 A=0. 05% ££ 7K H 1]
TFA, B=0. 05% 7E Z & [ TEA, BEEE - 10%B 2 80%B, 30 438, Y AFH 5mL) 4ifk.

[o780] JEAHFE 10

[0781]  [3%8 3060 7374 4% IR IR /K (mL) N 50° Co B &/ AMNFAR 1%
B LB B e L 2R S AR ITR A I ERT A2 (Tmmo 1) 5 FFA%E 2 ] 44
WA, SRJG 40 30 A3 BB & I 4ETE (1. 2mmol) VEAVEFUIMN , FEA %R AV AE 1A T
2 NI o L NAIRE VA E 2 ER, FFORFRREALE 25-30°  C %0 30% S A B KT
(0.5mL) o K=Y H LR CBEFEEL . BT FIRGAE I A NLE 13 20 &1 =4, 5 Fd
IR R OB © LFF (NHOH 7:3:1 JEliaiifl.

[0782] EHFVE 1L

[0783] KA W ERATAEY (1. Ommol)  FFEX (1. Ommol) F1 TFA 0. 15mL) #£ £ (3mL) 1
[PRA WAL 25°  CHiEE 20 /NI o WA VB MRS NaHCO, KSRV Ko WA NLZ 70
FH KBRS, I MgSO, T8 o R R 22955, B (i (10%CH,0H/DCM) 43 2574,
HEIN/ S

[0784]  JiFE 11

[0785]
? OR;
p— N5H2 RVN\/\/!\OR / N -
i3 B
R“/\ / ? > R4/ e N\ H/ R
FEIRTIAA LR &
/\\ 4/ e
HCHO / N { g Z ™ R N
—— L - H
R N
H

[0786] JifE II(a
[0787]
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H OCH;
rll\/\/J\ "
-~ ; OCH3 { N
CI—@—NH > e
\ N
H

NH,
' It
Cl
AN
\ N""‘--.
NS
I N
Cl =N
oo ( W L
v =
N |
N
CFs
a4 6

[0788] A 7V% 12

[0789] s FHUALAE TT (R4 Ab &4 (1 FH 7732, il andk &40 6 6 i (ULRE 1T (), SEifs)
24) « B H BRI TE S 4 Bl DR i 2 SE 4 sl (S L) 2642438) KON, 159 21147 B
R 3-(2- I L F) MWk, SRJE AT LG % 3- (2- 2 448 ) Wk REAEARHERT Pictet
Spingler R N 2c1F (Org. Lett. 2003, 5(1), 43-46) T~ [, 153 N- RAGEACH) B — Hembk.
SRR LR % B — MRk 5 i L@ SEUAREE ) 05 500 / B2 05 26 I N LA I TE A iR 11
HER) Q BT B

[0790]  JAURE 111

[0791]
) ORs
T N2 N\/\)\
P
W sl O PO
RN - Rgfxwz’ H
N
H

FAIT L 2 250

HCHO / N { N1 L\Q on
R“/ — . ——
H

[0792] JRAEIII(a)
[0793]
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cl i OCH;

/2 OCHs ¢ \ /N\\h
NH It . N H
H
g -
Cl

oS N

e

V

|
N

OH
HCHO
’ A\ A o
Cl  a
N
2 AN
v
et 7
[0794] JEH /= 13

[0795] AT HHARE I1T il &4k &9 B H 7325, flanib &9 7 6 s (AR 111 (a) , 5%
a5 25) « PR Y HUR I RS 4 Bk R I AR B (L TR 2642438) KO, 15
BB BRI 3-(2- 2 FL 43 ) MWWk, A5 W] LUK % 3- (2- 2k &8 ) MWk 5 I AE b it
[f) Pictet Spingler RN 4cfH (& L] 2642438) & WV, 193] N- REEHACHT B — MRk
SRIGAT OB Z B — Rk 5 55 550 / s 05 3k LR M I N (HRIR 955 / 24 5 B8
NaH, DMF, 120°  C) VAASINTEA B FE 11T H iy Q Fros i ik o

[0796]  JRFE IV

[0797]
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A

N H
— NHy RO™ (CHa, | I
> NH ¥ N“(GH ) R OR;
R4£{i ff - 3 I 2/ -

X=Cl , Br O)\OR

PRI AR LR n=123 R4

/ N
\ N"\.R1
Ré/ s
| —
O (CHz),
OR OoR
/ \ X \ N'««R’l
\ N&F\ﬂ > \
4/f-f” R* ==
R N N
,‘ e |
oﬁ/(cﬂz)n O}/‘C“z’"
OH sz NS Rs

RzmH\ %g\ %g\ ijb'{ﬂ;

[0798]  JiLEE IV(a)

[0799]
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H OCHs
Hy l

HzN\
/U\/Br N -~ OCHj
Slog /O/ )\ v
- -~
Cl Q Okt
cl I |
Cl i
N
O~ O~
N H — N i T
0§) Oﬁ)

OFt OEt
v Wi
&
8
Cl = \ N——
OO ~
N Qﬁ»)
Sommm———
O
Y‘ N \
OH
VI
ka4h 14

[0800] A J7¥% 14

[0801] s FHULAE TV [ 2 AL G FH i, Bl b &4 14 16 e CHLEE 1V (a) , KT
1] 32) « W& Y HREI RS 1A BB B8 B 0e 2% i B, Bl 5 5 4 Bkl DR 1 2 25 4 i B
i (SEE LR 2642438) RV, 13 BB EUACHT 3- - R EE L) MWk, R H% 3-(2- 2%
LH) W5 EAEARHER] Pictet Spingler R4t (SEIHE LA 2642438) T KM, 132
N= AR B — kbR AR5 1% B — HRIM A AAR 3, DL5 | e B R A1 7K A, 15 20 IR - 4R
Ja W] AR S ek J7 FEA/ B0 AR N sl i S N (i A I B IR KT R WBRATT AR 4, 3
A A Rz s iz, EDCT 1 DOM A () = L Ji%, 12-16 /N ) LAY INAE A ks IV S i) R, AT R,
P B 5%

[0802] VRFREV

[0803]
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O

P NH, H OR;
=\ "™ ro” (cHy), ! i

5 NH | N 1/N
R X / x “ jz\)n R OR;

— | -
A1 D Py K= Cl, Br S -
REATARER 200 RS o “oRrR
N
N—g1 / \ N~p?
R4//”
N
P — I S—
Oﬁ/(CHz)n
OR OR
N N
/ \ N*«...R’( \ N‘\R1
4= sz/ e
R N N
> |
C\[/(CHz)n OY(C%
OH in//c>

[0804] JiiFE V(a
[0805]
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O

" )H oo,
ot pas
0 OEt ]
@;Q«m D;QM
D X

e

OEt V OEt VI
o« -
N
\ N~
o
N nsesesesesssesssesesssssesessseatiiis.
oﬁ’) o
Vil

a-4h 19

[oso6]  JHHH /7% 15
[0807] A FHVALHE V Iyl 25 Ak A W W0 ad FH 5 2%, B andk &4 19 -6 i CALRE V(a), L
] 37) « B Y AR RS 0 A BB R e =i s B, Bl 5 5 4 BB DR 3 1R 2 2 4 1 B
i (L LR 2642438) KNV, 13 BIPEHUACHT 3- (2- &I 43k ) MWk, REH1% 3- (2- &2k
LFE) W FE{EFRVER] Pictet Spingler RNV 4 (SR EH) 2642438) T KM, 15
B N- B B - bbko SRJEH 1% B — PRI BAL 38, DL AR BE B RE AT K A, 79 200 S 1R
SR PT LUEZIR 5 fedk 5 M/ B 05 S BE N, (A R R IR R AT A4 » 1 5 1)
Fi, EDCT H1 DOM HH 1) = L i, 12-16 /M) DAAS INAE A i he V iR i Ry Fros B0 &
[oso8] B HiE 16
[0809]  KHi&A MWK (1 243 , 84mg, 0. 34mmo1) ¥§T DMF (15mL/mmo1) Ho [ 123
A Cul (10mo1%, 6mg, 0. 034mmol) . L- 248 (20mo1%, Smg, 0. 068mmol) . K,P0O, (2 & ). ¥
IR IR G RAE W 10 4380, B S N 4- (- RN —1- J& —2- 35 ) —2- 35 —1- 5
(L2 45 ) .. BiZRNVIREGHRAE 80° C N 18 /M. Refssnlm k285, Bk R A #h
TKHMRE » FFH LR LRI WA WLE 4 Na, SO, T4, Hd s . R~ ) e hk i (i
afifl.
[os10] Al 7¥% 17
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[og11] K& H) B - Mk (1 2= ) b CuS0, « 5H,0(20mo1%) 1, 10— JERGHHE (0.4 3 ) |
KO, (2 ) MGG OMmIER (1.1 458 ) £ (Gnl) TG Bz NVIRG B A
RAFAE, FETEB0° C A 16 /Mo Bz [ TR B R4S A 1 (Celite) by, FFH DOM G
Vet LK. FE IR NUZ R Y, R R R i (l (100-200 H ) H 60-80%
TECHEH 1 LR LB Ve 4iA, 19 274 o

[0812]  JRFE VI

[0813]
Ry Ry
Q@Nw& Q—QNMW
N N
DAST
WA 18
7] 7]
AN X N
e 7 -4 20
[o814] 1B J7vk 18

[0815] KA ALEY) 7 R BLHRIE (148 ) BT DM, XA EI 2 0° Co W
M=% = 22 5Em (DAST) (1.5 & ), IR X RVIR G WA FE 2 /DI Bz
TRV MR IR NaHCO, KSR RS, IR ANZ 0 & A VLZE S TKBRR T 15, 0k
RZER . ¥ahk il @ik s b AR Ak, BRI A Y 20 BB H =)

[0816]  JALFE VII

[0817]
“"* QQ
N~R,
Re s \Q‘Qmm LE
Q—Qﬂ\m %19 N k20 Rs
-
H
Ry
teed 20 e 21
[os18] WA J7¥% 19

[0819]  [AISE A MOMEML (1248 ) 78 N— A3 —2— mHe el A (9 v N KOH (7 48 ) .
WEZ R N AR AR SR BEFE 20 20 8h. WIIE A0 2- IR —1- (5538 ) 4 (1 %&) fEN-F
S —0— ML Jee T R RS, FF AR P B 2-4 /N, 3B LCMS T TLC W% e B » it
NI A% R N ARA WMRE , FFH R SRR A HLZ F KBS, & T KB IR 115, 7
RS IR RV AR Gk i, 15 240 i 54 20.
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[0820]  JE HH J7¥%E 20

(08211 HAb A4 20 (1 244 ) ¥ T /K THE th, 78 B 70 AU R 0 b i o it
F (3 Y& ), FRZ VIR A AR EWRBEFE | NI o W2 s TR A A I K, 344 7= 4
LR CRAI . A NLZE KBS TR RN T, JRo ik 4 . 1k R4 HPLC 46
b, R4S 21

[0822]
Rz
Bk 21 %><R
N 3
H
8] O
et 22
[0823] JEH 521

[0824]  F&1& EUARIHRIBR (1 245 ) ¥ T DMF (2mL/mmol) 7, FFAEE/T A T I imA
SAbEh @ HE) . MAEER 2- R ) -1, 3- 25 (1 19 &8), B IZRNIRE R
7E100° C vt . 18 IATKE R IR A RS, 3 H SR S BEZE L A HLE K
ek, 2K T8, TR ik . Fik R A i a4k, /3 204054 22,
[0825]  HPLC 4y#7 il A 77

[0826]  #F :Phenomenex Gemini C18,50mm x 4. 6mm.

[0827]  JiBhAH A: &N, B:10mM 7E/K ¥ LR fi% o

[0828]  FFiH :40° C.

[0829]  VALik :1mL/ 4357,

[0830]  BRJE :20%A, R4 0. 3 3%k, 20%A F 90%A 0. 3—4. 0 7344, 90%A F£EF 1 734%, 5. 03 -
7.00 738 20%A.,

[0831]  WIAAIRE AN G AT A0, vl b SCEER 77k, R SO SE i) - 3R T RN I8
FH 500 ARSI . 7] 46 B AT B SCEER AL S 0 e 15 i 7 0T L 2008 4
10 A 27 H3RAZRU.S. LR HiE 12/259, 234 F1 PCT Hii# PCT/US2008/081390.

[0832]  LATT SEjstidsl FH 1 B AH AN PR A< & B

[0833] AL ATFFIIITA S75 SCIRIN RN B 5 I AR SE N B35

ST 151

[0834] S 1.6— A —9-(2,2- — WIL LHGHE ) —2- FIIE -2, 3,4, 9- PUA —1H- ke It
[3,4-b] Mg 2%

[0835]
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[0836]  #f 6- 4 -2,3,4,9- V& —2— FI % —1H- mtbmg 3F [3, 4-b] MW (110mg, 0. 5mmol)
2- ¥R -1, 1- = ZF 3 24 (154mg, 0. 59mmol)  L— il 2 % (11. 5mg, 0. lmmol) \ A 4k 4d (1)
(9. 5mg, 0. 05mmo1)  BEFRHR (212mg, 1. Ommol) ¥ DMF (5. OmL) 7, 3f [ H b 18 AN BV AT
Bk, FRAE 95°  Cnd 16 /N o df I TLC/LOMS Wa 12 [ I o i S N VR S PV 7K (10mL)
Pk, it i, Bk R At (it aitk, B G 2% 2 HPLC 4tk 153 60mg AT 55724, Ml
[0837]  'HNMR(CDCl., BS54k ) & (ppm) :7.52 (s, 1H), 7. 40 (m, 4H), 7. 26-7. 18 (m, 6H), 7. 10 (
d, 1), 7. 0(d, 2H), 4. 40 (m, 21, 3. 70 (m, 2H), 3. 10 (m, 2H), 2. 80 (s, 3H) »

[0838] SZ i fi 2.1-(6— & —2- X -3,4- — S -1H- it mE JF [3.4-b] W]
W -9 (2H) — FE ) —2— (WEIE —4- L) T —2- FE[( ]
[0839]
N=\
N\
OH
N
-3
cl

[0840]  {F = ¥& I & 4k & (60%) (32mg, 1. 36mmol) 7F DMF (3mL) v f¥) V& & & i A
6- 4 —2—- FI3E -2, 3,4, 9- UL, —1H- MEmE I [3, 4-b] MIME (0. 2g,0. 90mmol) o 1% 2 I i
GAE WD 10 080 W 4- Q- FENE bt —2- 2 ) WEnE (148mg, 1. 08mmol) 7E
DMF (2mL) A VI, JEE IR SR (T27° O . i LOMS A TLC Wil S i o K5iZ e i
TREVEA K (40ml) ke, I H LR L BE 2 o ¥-A HLIZ FH /K Ve, 007K Na,S0, T4,
TEE A FURYE . B A A8 ] 10% 78 DCM () R EEpE i 44k, 1331 150mg 25 (A 1.
[0841]1 'H NMR(DMSO) :9. 20 (s, 1H), 8. 60-8. 50 (d, 1H), 7. 50-7. 40 (d, 1H), 7. 30 (s, 1H), 7
. 20-7.10(d, 1H), 7. 0-6. 80 (d, 1H), 4. 40-4. 30 (d, 1H), 4. 30-4. 20 (d, 1H), 3. 70-3. 50 (d, 1
), 3.40-3. 20 (d, 1H), 2. 80-2. 60 (m, 4H), 2. 38 (s, 31), 1. 50 (s, 3H) .

[0842]  SLJfE {5l 3. (B) —6— G0 —2— L —9- (- (WEmE —4- 35 ) N —1- 4575 )-2,3,4,9- V1
S 1H-ntkwe IF [3,4-b] MIWE fI (D —6-G —2- B AL —9-(0-(mE g 4-F ) N —1- 4
F)-2,3,4,9- PUST —1H-mkmEIE 3, 4-b] MWl 5

[0843]
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[0844] 7 & A F Il 1-(6- & —2- 1 % -1,2,3,4- VU &0 -b- BE Wk -9- 3L )-2— m&
WE —4- %5 — N —2- i (150mg, 0. 421mmol) AN A 0. bmL M Bk &, FFn#h 2 50° C ik 15
Sy, TR TLC A LCMS MAII R B o 78 %k B LS, I 55 DOV 350, IF 52 A T, 755
140mg FH il FK) 6— G0 -9— (2— 5 —2— WENE —4- 5k - &L ) —2- AL -2, 3, 4, 9- PYSL —1H-b— IRk,
W 6- G —9- (2 & —2- WEIE —4- Fk - AL ) -2- L -2, 3, 4, 9- PUAL —1H-b— bk (140mg,
0. 373mmo1) ¥ T N- B3k —2- Mg Leld (ImL) . A AR AR S EALH (146mg,
2. 60mmol) , A ZIB A INAZE 100° CIA 15 40%h, FEi it TLC F1 LOMS Wa il 52 i o K% %
RAR AV HI S SR OF FIC I 10mL /K, SR G AT Z IR 2B (3x20mL) ZEER . 444 IF 1
PIZEEI R K (5x20mL) BEik, 4 /KB R T4, 7625 NIk 4d, 193] 105mg K, K H 2
JxAH HPLC 4fi4L, 45 3 30mg (Z) -6- 5 —2— %k —9- (2— WWE —4— %k - TNMHE ) -2, 3,4, 9- Y
2 —1H-b— PR Bk AT 10mg (B) —6- 50 —2— A AL -9 (2- My g —4- & - T4 2k ) -2, 3,4, 9- Y
2. —1H-b— MRk,

[0845]  E— A4 4A :"HNMR (CDCl,, W7 BS i ) : 8 (ppm) :9. 20 (s, 1H), 8. 76 (d, 1H), 7. 90 (s, 1H
), 7.46 (m, 2H), 7. 16 (d, 1H), 7. 02 (d, 1H), 3. 62 (s, 2H) , 2. 85 (m, 4H), 2. 50 (s, 3H), 2. 05 (s, 3
H) o

[0846]  Z— SFA41A :'HNMR (CDCL,, 37 54 ) : & (ppm) :9. 20 (s, 1H), 8. 30 (d, 1H), 7. 40 (s, 1H)
,7.0(d, 1H), 6. 92 (m, 2H) , 6. 44 (d, 1H), 3. 30 (s, 2H) , 2. 80 (m, 2H), 2. 75 (m, 2H) , 2. 40 (s, 3H),
2. 30 (s, 3H) .

08471  s¢ i i 4.1-(2,6— — H F -3.4- — S -1H- it mE IF [3,4-b] M
Wi -9 (2H) — 5L ) —2- (Mg —4- KL ) N —2- FERHIe8 .
[0848]
N=\
W
OH

N
[0849]  {E=ik [MEALEN (60%) (36mg, 1. 5mmol) 7F DMF (3mL) 1 [FIREW T A 2, 6- —
5k -2,3,4,9- VY& -1H- mERe I [3, 4-b] MWk (0. 2g, 1. Ommol) o K% R N IRG AL 2 R4
FE 10 738 W 4-(2- FEME LkE -2- 25 ) WENE (163mg, 1. 2mmol) 7E DMF (2mL) H7 (¥
W, FEAE SR iEE C27° ©) . it LOMS F1 TLC WAIZ R N o 1415 5 AV TR & 9 FH 7K
(40mL) #ks, IEH SR CERAHL . FAWLZE HERKBESER, 207K Nay,S0, T4, FFlk4d. H#
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TP AT AT 10% 75 DCM A () AR B 204k, 15 21 110mg (174, A o (o il 44
[0850] 'H NMR(DMSO) : & (ppm) :9. 20 (s, 1H), 8. 70-8. 60 (d, 1H), 7. 58-7. 50 (d, 1H), 7. 1 (s,
1H), 7. 10-7.0(d, 1H), 6. 80-6. 70 (d, 1H), 4. 30-4. 28 (d, 1H), 4. 20—4. 10 (d, 1H), 3. 60-3. 50 (
d, 1H), 3. 40-3. 30 (d, 1H), 2. 80-2. 60 (m, 4H) , 2. 40 (s, 3H), 2. 30 (s, 3H), 1. 50 (s, 3H) .

[o851]  SLjffsi] 5. 9— (2— & —2- (mkmg —4-FE) NI ) -2 6- —FH -2 3 4, 9- PUS —1H- Nk
e IE [3, 4-b1 MWK 55 .

[0852]

N N

/\XXI
N

N/

[0853] 7E & < F I 1-(2,6- = B A -1,2,3,4- 1§ & -b- Hf Wk -9- K )-2- mE
WE —4- 5 - P —2- % (50mg, 0. 148mmol) A AEAR LS (0. 3mL) , FFMFA S 50° Cik 15
G38he 18I TLC R LOMS Mz e Ao o 25 0t = I AR BE 0, FH4 7% R A IN NaOH (10mL)
AL JFH G SR (3x10mL) ZEHL. R I A ML B 2 o KB BR B T8, I AE A8
NG, 43 3] 30mg FH i, K5 L2 HPLC 44k, 43 2 1. 08mg 9- (2- & —2- Mg —4- K -
$)-2,6- " -2, 3,4, 9- Y& —1H-b— HKFI Smg 2, 6— —FIEE —9— (2— WEIE —4- Kk - 5
12k ) -2, 3,4, 9- VU4 —1H-b— MRk

[0854]  'HNMR(CDCl,, Jif 2548 ) : 6 (ppm) :9. 26 (s, 1H), 8.62(d, 1H), 7. 60 (d, 1H), 7. 20 (s, 1H
), 6.85(m, 21), 4. 62(d, 11), 4. 56 (d, 1H), 3. 62 (m, 1H), 3. 42 (m, 1H), 2. 80 (m, 4H), 2. 50 (s, 3H
), 2.40(s, 3H), 2. 05(s, 3H)

[0855] i jifi 4] 6. (E) =2, 6— — A HL —9-(2—- (W ig —4— JL ) T —1- 4@ 55 ) -2, 3,4,9- [
S —1H-AtkmE IF (3, 4-b] MW 145

[0856]

R

[0857] 7E & X F [ 1-(2,6- — F 3 -1,2,3,4- I & -b- ME Wk —9- J£ )-2- m&
g —4- 3% — 4 —2- B (50mg, 0. 148mmol) A I AEREEES (0. 3mL) , I II#E 50° C ik 15
Gr8h. L TLC F LOMS Mz e o 25 ik B I AR e 5, HK 7% R A IN NaOH (10mL)
W, I SR S BE (3x10mL) ZEHL. A4 A I B HLAE B 22 TG KD IR B T 4, 7R L7
Tk 4a, 13 2 30mg AH 5, K L2 HPLC 4lifk, 43 3 1. 08mg 9-(2- &0 —2- WEmE 4- 2 - §
$)-2,6- ZHZE -2, 3,4, 9- PUSL —1H-b- HIBEFI Smg 2, 6— — FFEE —9— (2- WERE —4- % - 75
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Witk ) -2, 3, 4, 9- PUE —1H-b— MRk,

[0858]  'HNMR(CDCl,, ¥ B5 4 ) : 6 (ppm) :9. 20 (s, 1H), 8. 76 (d, 1H), 7. 90 (s, 1H), 7. 46 (d, 1
H),7.30(s, 1H), 7. 02(d, 2H), 3. 62 (s, 2H), 2. 90 (m, 4H), 2. 58 (s, 3H), 2. 42 (s, 3H), 2. 05 (s, 3
H)

[o859]  SLjfifs] 72— (2, 6— — FIL -3, 4- A& —1H- mkwE 3 3, 4-b FE ) —1- (ke —4- 5L )

N
w
N

[0860]
HO

7\

=N
[0861]  [n] 2,6— — A JE -2, 3,4, 9- PUSE —1H- ntbig 3 [3, 4-b] MWt (1. 0g, 5. 00mmol) 7F
DMF (20mL) A I IS LSS (600mg, 15mmol) o PR &AL = ImBEFE 10 73805,
4= (B Lt —2— 2 ) MERE (1. 21g, 10mmol) 7 DMF (5mL) T RV S 1% N N s VTR 6
WO AR SRR . L TLC AT LCMS MR R N FE o 12 S VR A N UKV F 7K
(200mL) o, FHH EtOAc ZHL (3x200mL) o FAHLZ 7K (4x300mL) ¥k, 28 0 /Ko IR+
W, IR gE . BRI Okt (2x15mLl) Ve, I 5 2Bk (50mL) AIFEE, 19 3 hr ik &
Yo
[0862]  'H NMR(CDCl,, ¥l &%) : 6 (ppm) :8.59(d, 2H), 7. 27 (m, 3H), 7. 18(d, 1H), 7. 0(d, 1H
), 4.99 (m, 1H), 4. 10 (m, 1H), 4. 02 (m, 1H), 3. 70(d, 1H), 3. 30(d, 1H), 2. 82 (m, 1H), 2. 80 (m, 3H
), 2.68(m, 1H), 2. 48 (s, 3H), 2. 42 (s, 3H) .
[0863] =z i ] 8.2-(6— G —2- Wt -3.4- — S -1H- k. mE I [3.4-b] M|
Wk -9 (2H) — F& ) —1 - (uikme —4- 38 ) ARkl [ a9 K-11]

[0864]
Cl N—
o
N

HO

7\

=N
[0865]  [r] 6— G —2— 3L -2, 3, 4, 9— PUS —1H- nikig F [3, 4-b] W[WE (1. 0g, 4. 55mmol) 7F
DMF (20mL) A (R -H A S AL (546mg, 13. 65mmol) , -1 X IR B AL =R HE 10 7308
A NIRRT 221 I 4- (S & —2- 55 ) Mg (1. 10g,9. 1mmol) 7 DMF (5mL) o7
FRIVATE 4 AR S IR DR 1 o A TLC T LCMS Wa il s ik R o 4412 S N TR ) 22 18 i\
VKA 7K (200mL) 1, 31 EtOAc ZEEL (3x200mL) « EEALE/K (4x300mL) PR, &K
TRER AN T8, HEIR 40 . 5% W18 F T9MeOH-DCM 1E A B it ik 2o hek e AE i 4k, o 418 311
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VAR CBE (20mL) BFES, 15 2P T W)

[0866] 'H NMR(CDCl,, i &%) : & (ppm) :8. 46 (d, 21), 7. 39 (s, 1H), 7. 24 (d, 2H), 7. 10(d, 1
), 7. 05(d, 1H), 4. 90 (m, 1H), 4. 08-3. 98 (m, 2H), 3. 80 (d, 1H), 3. 26 (d, 1H), 2. 80 (m, 4H), 2. 6
5(m, 1H), 2. 48 (s, 3H) »

[os67] S jifi %1 9.2-(6— & —1,2— — H K -3, 4- — S{ —1H- 0k ¢ I [3,4-b] M|
e —9 (2H) — & ) —1- (nfkme —4- 36 ) SRERdles [ G Y% 'S K-60]

[0868]
Cl
N
OH

7
\N I
[0869] 7E0° C [ 6- %40 -1,2- —F& -2, 3,4,9- PUS —1H- mbmE 3F [3, 4-b] Mk (1g,
4. 27mmol) ¥ DMF (5mL) FP [V AP /3 LN A NaH (0. 512¢, 12. 82mmol) o #F 0° C#Hit#E 154>
G, A2 S NIR SR I 4- (R4 ke —2- 55 ) mikig (0. 775g,6. 41mmol) £F DMF (2mL)
PRIV, A IR B RE 16 /NI, 3T TLC.LOMS 1 NMR Wil e S it 72 o 5285 » %R
NERA P INAVKIK, 5 EtOAc Z2HL (3x50mL) o KA HLEH KPS (5x 50mL) , £ Jo /K
FREN T4, FRIR IR e . 15 BRI s (il lifh, 15 2R AL 59
[0870]  'H NMR(CDC1,, WFBSA&) : 6 (ppm) :8.50(d, 2H), 7. 40 (s, 1H), 7. 27 (d, 1H), 7. 10 (d, 1
H), 7. 05(d, 2H), 5. 0 (t, 1H), 4. 30 (m, 1H), 4. 0 (m, 1H), 3. 40 (m, 1H), 3. 08 (m, 1H), 2. 80-2. 70 (
m, 3H), 2. 50 (m, 1H), 2. 25 (s, 3H), 1. 36 (d, 3H) »

[0871]  SZjiafs] 10. 1— (kg —4- 3E)-2-(1,2,6— = F3E -3, 4— — & —1H- kg 3F [3,4-b]
ng|We -9 o) - %) L EH 4 [ EY%T K-61]

[0872]
\ L
N
OH
7
.
N

[0873] 7 0° Cu 1,2,6- = 3L -2, 3,4,9- P4 & —10- 1t wg 3F [3,4-b] W] Bt (1g,
4. 67mmol) ¥ DMF (5mL) A [ -F 70 #iL i A\ NaH (0. 560g, 14. 01lmmol) o #£ 0° C #Hi#E 15 4>
BhE, M RNVIR G N 4- (B Spt —2- 55 ) ntbng (0. 848g, 7Tmmol) 7 DMF (2mL) o
(RIS, T L AE 25 R 16 /DI, i3k TLCLLCMS 1 NMR WA Il s Nt o 58805 » 1% R Y
TRA WP I VKK, 3 BEtOAc Z5HX (3x50mL) o K HHLE KPR (Bx50mL) , 28 /K i iR
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BT, TR . B AR B R AR e P (i aiiA , 15 2/ 74 o

[0874]  'H NMR(CDCl,, ¥ &4 ) : & (ppm) :8. 50 (d, 2H), 7. 25 (m, 2H), 7. 08 (d, 2H), 6. 99 (d, 1
), 5. 10 (t, 1H), 4. 30 (dd, 1H), 4. 0 (dd, 1H), 3. 38 (m, 11), 3. 10 (m, 11), 2. 80 (m, 2H) , 2. 55 (m,
1H), 2. 46 (s, 3H), 2. 24 (s, 3H), 1. 38(d, 3H) .

[0875] i jifi 9] 11.2-(1— & 3£ —2,6— — A JL -3,4- — & —1H- Wk we¢ I [3,4-b] W
e —9 (1) — &) —1-(nfkme —4- 3L ) SRERdles [ G 'S K-62]

[0876]
N

OH
P
\N [
[0877]  {EZVE 1- 23k -2, 6— 3L -2, 3, 4, 9- PUS —1H- ALigE If [3, 4-b] MWE (1. 0g,
4. 385mmo1) 7E DMF (10mL) ¥ /- #EI AN S AL 8N (526mg, 13. 15mmol) » FiHt: 15 73%h
Ji AT AR B EN 2 0° C, FEZ S NTR A N 4- (R St —2- 55 ) MiknE (849mg,
7.017mmol) , Ff HAE Z R FE A o BZ R NIRA MBI TK — 2 EI 7K, FFH EtOAc %
B (3x50mL) o KA HUZE FH/KPES (2x 50mL) , 28 T /K Bn BR AN T8, k4 o 1 15 21 1 [ 44
£E DCM- Z Bk B 45 0, 133 2- (1- 43k -2, 6- 3L -3, 4- & —1H- nikrg It [3, 4-b] M)
Wk -9 (2H) - 2 ) -1- (kg —4- 55 ) L%,
[0878]  'H NMR(CDC1,, WFESA&) : 6 (ppm) :8.42(d, 2H), 7. 38(d, 1H), 7. 25 (m, 2H), 7. 02(d, 2
H), 5. 15 (t, 1H), 4. 39 (dd, 1H), 4. 0(dd, 1H), 2. 90-2. 75 (m, 4H), 2. 50 (m, 2H), 2. 45 (s, 3H), 2.

16 (s, 3H), 1. 60 (m, 2H), 1. 0 (t, 3H) »
[0879]  SEJfd] 12.2-(2,6— —FI3E -3, 4- — & —1H- mkmE It [3,4 F) —1-(nipmg -3- )

ZIEERIHIE [ EYS S K-63]
N
OH
“
S

[0880]

[0881] FERATAEO® C 2,8~ —HH -2, 3,4, 5- VU —1H- atkie 3f [4, 3-b] MW¢ (1g,
5mmol) 7E DMF (10mL) ¥ 23 U AN AL H) (600mg, 15mmol) » HidE 10 7385, 7EA
RN ME R NIR AN 3- AR SR - IERE (908mg, 15. Ommol) , 4 FLAE SR Bt 12
NI o FEZONIRG PIANDK — e IZK R, 37 H EtO0Ac ZEHL (2x100mL) o K5 A HLUEH
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/K (5x50mL) W, LT /KBi R AN T, IR 4 . 415 B 5 R4 [ AH HPLC 44k, 15
B 2-(2,6- —HFE -1, 2, 3, 4= VY —b— MRBbk —9- 3k ) —1- nikig -3- 2 - ZEE,
[0882]  'H NMR(CDCl,, Ji¥ 568 ) : & (ppm) :8.6 (s, 1H), 8.5 (m, 1H), 7. 7(d, 1H), 7. 22 (m, 2H),
7.03(d, 1H), 7.0(d, 1H), 5. 01 (m, 1H), 4. 42 (m, 1H), 4. 2 (m, 1H), 4. 01 (m, 1H), 3. 84 (d, 1H), 3.
24 (m, 1H), 2. 9-3. 1 (m, 4H), 2. 71 (s, 3H), 2. 42 (s, 3H) »
[0883] 3L jifi 5 13.2-(6- @ —2- F JL -3,4- — S —1H-mk W Jf [3,4-b] W
WE -9 (2H) — & ) —1- (nikme —3- 3 ) SRERfiles [ G 'S K-64]

cl

[0884]
OO

N

OH

7

S

[0885]  {EZAVT FAEO0° Cl 8% —2- 3L -2, 3, 4, 5- VU —1H-MibRe I [4, 3-b] MWk (1g,
4. 54mmo1) 7E DMF (10mL) H (s v b 23 #om A &4k B9 (546mg, 13. 65mmol) » i 10 43%h
Ja » PERVTUT I SNIR G N 3— FRAE L e — HERE (825mg, 6. 81mmol) , H4 HiAE 250
it 12 o Bz R NIREWBIADK - Bk, 3 SR CBE#EL (2x100mL) « -5 FF
R HLZ KBS (5x50mL) , 282 Jo /KB B AH 1158, i k4 o 145 B 5% RV 48 [ AH HPLC
aifb, 133 2-(6- 5 —2- P& -1, 2, 3, 4- PUE —b— MRk —9— 2% ) —1- nikme —3- %% - &%,
[0886]  'H NMR(DMSO, TFA k) : 8 (ppm) :8.6 (s, 1H),8.5(s, 1H), 7.81(d, 1H), 7. 52(s, 1H), 7
.4(m, 2H), 7. 09 (d, 1H), 5. 0 (m, 1H), 4. 6 (bs, 2H), 4. 35 (m, 1H), 4. 25 (m, 1H), 3. 6 (bs, 3H), 3. 02
(t, 2H), 3. 01 (s, 3H) »
logs7]  sizjiids] B1 - A BHAL G4 5 A1 i <2 Pk 4 & i ) R o
[o888]  ZHfi% H,
[0889]  Jfy T VU A BHAL A AL JEUH T B A 4 AR 56 s e, Y FE D R 1 Tris—HCL
2R (50mM Tris—HCI, pH 7.4.2mM MgCl,.100mM NaCl.250mM RERE ) w78 b [ A LD
5 (CHO) 4 b ik AR EL 4% Hl 521k (De Backer M.D. %% A, Biochem. Biophys.
Res Comm. 197 (3) : 1601, 1993) . ¥ A KAL) 1. 20M[PH] SENEHBLE 25°C R 180
GrEPe A8 L u M EMER BRI EE TP ARRE R R4 6 o B2 R A B s8I Bk, SR a Xt
FEME TR LI e R S 4 A HD SEML R, 76 1 u M BCEARIR FE ik 4k &4, N 1%DMSO
VERVEEE . A iR &5 R DR e e 45 S il & i R oR TR 5 1
[0890] % H,
[0891] & T VU A & B AL & W0 75 ST M E A4 &5 & 305 b i s 1k, B B 7E 50mM i R
g (ol 7.4) AR E G R O (CHO)KL 40 g A 18 19 A28 B 41 4 g H, 321K
(Ruat M., Proc.Natl.Acad. Sci. USA. 87 (5) : 1658, 1990) . ¥ A K HAEY S 0. InM[**°1]
Aminopotentidine 7F 25°C FHFE 120 438h. 76 3 u MBUE T HIAFAE FiFdERs k45 &0 B
AR A g ELYEE AR5 R B DA 2 s S M5 A [P ] Aminopotentidine.
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76 1M BRI I e A5, N FH LUDMSO VE Ryt . 7AWk 23R 56 b iR 4% % B
A, FF HIWE R e 456 I e 2 .

[0892] 4 Ji% H,

[0893] Ay T VU AN BHAL G A AR ISR T I A 45 e v e, Y A 25 R ) Tris—HCL
ZZP (50mM Tris—HCL, pH 7. 4.5mM MgCl,.0. 04%BSA) A (¥ £F A [ 4 L UR S8 (CHO-K1) 4H
Hurp R IEF N R EH L% H, 24K (Yanai K ZE A, Jpn J Pharmacol. 65(2) : 107, 1994 ;Zhu
Y Z£ A, Mol Pharmacol. 59 (3) :434, 2001) . ¥ A KM EY S 3nMPHIR () — a — FFFLZ i
7E25°CRIEE 90 %P, #E LuM R()-a - FRAMRMGE TN SERE T & K2k
B TR PRI Bk, AP UE R v F B LI e e e A A PHIR () -« - FEEZ . 46 1 u M Bk
SRR BT i e AL A1, I LUDMSO VE s . 2Rk Rk 56 rh IR A % B AL &9, IF
H e R e P 45 A I & A L.

[0894] K 5 &i&%dE (MdIG 4L )

[0895]
WwEWms | ARG S QuM
H,
1 -3
3 35
4 28
6 96
7 67
[0896]

[0897]  SZjififsl B2 AR U FHAL B4 5 WK Rk T, A2 A 25 25 fiE ) BRI 5

[0898]  HAKIBK Mt T,

[0899] & T VM A AL G W AE I T e A 5 e (v 1, Y AE 25 R Y Tris—HCL

PV (50mM Tris—HCL, pH 7.4.0.5mM EDTA) 1 (¥JHL [ Wistar K BRI B 5 1 K B

KRBk etk T, 524K (Brown, C. M. %% A, Br. J. Pharmacol. 99:803, 1990) , ¥4 A K AL &5 5

2nM[°H] BKME s A2 4E 25°C IR E 30 738P. 76 1 u MBKME s AL (4748 TP aEds 4 &

¥ 2 M8 U R I FLBES, ARG R IERE T B LI e R e M 45 A CHD bR se A, 7 LM

BEIR BE T 1A 54, S 19%DMSO E I 701 A=Ak 253050 h I A% R BR AL & 3F

H e R e P 45 A I L.

[0900]  sZjfifsl B3 <Ak BHAL &4 5 ' I R B e A2 AR 4 5 e D N a2

[0901] B BFRERE o,

[0902] & T VU AR BHAL G A AT ISR T I A 5 G e v e, AR 2 R ) Tris—HCL

ZE (50mM Tris—HC1 ZE39, pH 7. 4.0. 5mM EDTA) P IF¥EL B Wistar KT BRI K B

W ERZERE o, 24Kk (Michel, A.D. 2% A, Br. J. Pharmacol. 98:883, 1989) . ¥ Ak B4k &
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Y55 0. 25nM[PH] WRMER (Prozosin) E 25°C R E 60 7380 7 10 u M2 4y B FIA7FAE ST
WrAERE SR G 2R A T B T HLPR AR a R B I v 5 LA 2 Ry R S5 A PH)
WRMERE . 76 1 n M BB T e A% % BHAL &4, N FH 19%DMSO 1B it . 7RI AP A2 3K
PR T A AL S, I ELNE TR R A A B A L.

[0903] ¥ LJREHE a

[0904] & T VP AR WAL A ) AE ST PR R g A R 00 A i s s R AR B R
Tris—HC1 2% #f ¥ (50mM Tris—HC1 2% P ¥, pH 7.4.0.5mM EDTA) " ¥ L B Wistar K
OB H KBS B RR EBE a , 2 1K (Garcia—S’ ainz, J.A. % A, Biochem. Biophys. Res.
Commun. 186:760, 1992 ;Michel A.D. Z£ A, Br. J. Pharmacol. 98:883, 1989) . ¥ A &k B4k &
Y5 0. 25nM[°H] WRMEBRZE 25°C RIS E 60 738, 78 10 M B2 B K47 28 N P e = 0k
ghty . R AT BE ST HLYEV, SRR T R T A DU e Ry R £ A 1) CHD WRMREE 7
1o MR AR B TR A N FH 1%DMSO 1B I 7EZ AL 243080 It T A & B AL
G, I HIE TR HEE A M El E 2 b

[0905] & LARZEARE a )

[0906] R T VFAN A R BHAL A AR TR PR C AR 45 B 5 v R 1, N AE 50mM Tris—HCL
ZEE (pH 7.4) REIEANRYE (HEK-293) 4l h RIEM AR EA'E LIRERE o ) 21k
(Kenny, B. A. 2 A, Br. J. Pharmacol. 115(6) :981, 1995) . ¥ 4<% BHAL-E4)5 0. 6nM[°H] Wk
MEELE 25°C NI E 60 73080, 1F 10 u MEyZ P I FAE FoFaERr R gh & B ks
ik g Bk, AR Ja RHIE IR VB A e R e M 45 A 0 CHD WRIRRE . 7F Lo M BRI E
e &Y, N 19%DMSO VE A . 7R AL A58 il A% & B4 &4, I HLIW e RF
A G 7 E

[0907] ¥ BHRZERE a,,

[0908] 4 T VMY AS & BHAL A AR U PR B A 45 SR e b s e, B AE R 1 Tris—HCl
ZEm (50mM Tris—HCL, pH 7.4.12.5mM MgCl, 2mMEDTA) ¥ 7E B HL ST 41 g th R 1A 1)
ANKEHAYE FIRERE o, 524k (Uhlen SZ A, J Pharmacol Exp Ther. 271:1558, 1994) ,
WA K HA A Y S InMPCHIMK-912 78 25 C F % & 60 4> #h. MKO12 /& (25—
X)-1,3,4,5,6,6",7,12b- J\ & -1, 3 - = B 3L - 028 [2H- 2K 3f Mk mg IF [2, 3-a] W
-2, 4" (1" H)-mEng 1-2" (3" H) - H b @eih. 78 10 u M WB-4101 (2- (2, 6- — FIEFERE IR
LI ) BHEFI -1, 4- ZIF el th R Eh ) A E FIF B RS . 2R R
P8 IF HYeu, AR5 AT T LA 2y S S5 A 110 CHIMK-912, 8 1 1 M a3 SRR IR B i ik
A, N 19%DMSO VE it . 7R A2 A58 I A8 & B4 A4, FF HIW e i = 1
SEAINHIE 5 E o

[0909] ¥ LAREHE a

[0910] 2R T VU A BHAL A A B T B A 2B iR 58 s e, Y FHAE D R 1) Tris—HCL
2% v i (50mM Tris—HC1, pH 7.4.12.5mM MgCL,. ImMEDTA.0. 2%BSA) 1 (¥ 76 b [ & &
GU S5 (CHO-KL) 4l e h R A W AN R EAE E IR EEE a2 K (Uhlen S A, Eur J
Pharmacol. 343 (1) :93, 1998) o A K WAL &4 5 2. 5nM[PH] 2 5 =F1E 25°C NI E 60 25,
76 10 b M URMEE A AE TP AERe R e 5 6o B 2Rt i B I Lk, SR 0B T
BULE R SRS PH] B39, 8 1o M 8RR B i b1k &4, BT 1%DMSO 14 Ay v
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B, IR ARG T AR & AL S, I EL R e e 2 A 3 L

[0911] B ERRERE a

[0912] 28 T VWY A BHAL A WAL B T B A 46 150 A s e, Y AR R ) Tris—HCL
2P (50mM Tris—HCL, pH 7.4.12.5mM MgCl,.2mM EDTA) " (f)7E B HL S£9 40 rh 2 1k (1)
ANREHE FIRERE a,. %K (Uhlen SZEA , J Pharmacol Exp Ther. 271:1558, 1994) o
KA R A InMPHIMK-912 7€ 25°C R H 60 23Bh. 76 10uM WB-4101 [FJ474E N T
WAERE RS A B2 R A T 38 IF HLRUE AR5 0 B T B LI e Ry Sk S5 A 1 PR
MK-912, 7F 1w M BEARHKR A i e 4k G400, NV 1%DMSO VE AW 8 . 71X APk 25 iR 58 h
R T AR BPAEY, FF B2 T RS 8 G EE 7 . fE AR50 il A &
BHAL S, FF HOW e e e 1 45 6 B 1 23 L

[0913]  SZjififsl B4 Ak BHAL &4 5 % TUIE A2 AR 45 25 s D RN 52

[0914]  Z LD,

[0915] 2R T PP A BHAL A AR B T B A 4 B iR 58 s e, Y HAE D R 1) Tris—HCL
2P (50mM Tris—HCL, pH 7. 4.1. 4mM HLIR MR 0. 001%BSA 150mM NaCl) Hffi7e T [H A&
FRLONEE (CHO) 40 ffa Rk iy AR B4 £ BLi% Dy, 524K (Grandy, D. K. 25 A, Proc. Nat1. Acad.
Sci. USA. 86:9762, 1989 ;Hayes, G. 2 A, Mol. Endocrinol. 6:920, 1992) . AR EHALEW
550, 16nM[°H] SBWRFELE 25°C FIFE 120 73080, F 10 1 M GRIRNE BERA7AE T VPO g R 1t
ght . B AT pESF HLYER, AR X IR T LI e R e e 2 A 1 D] MBIREE . /E
1 o M B AR BT A4 NV A 1%DMSO 1B I o AR Ak 25 00 &5 3 DURR 7 1tk &5 6 () 911
HE s tRR TR 6

[0916] 3K 6 ARG YBCAR S IZRE G B BRI AR S5 & T H 40 B -
bt | % EE1 pM BARRE)
Dy

44

25

13

17

7 19

[o918]  SZjififsl B5 A& FHAL &4 5 I i 22 A2 AR 45 25 fiE D RN o

[o919]  IfiEZER (- Ftalk ) 5-HT,,

[0920] R T VMY A BHAL A AR B T B AR 4 B iR 5 s e, I HAE D R 1) Tris—HCL
22 pP i (50mM Tris—HC1, pH 7.4.0. 1% H K M #2.0. 5mMEDTA 10mM MgS0,) 1 [#] £E
A B0 S (CHO-KL) 4l g b R IA M AR EA M E E G- B I%)5-HT, Z 1k Martin
GR F1 Humphrey PPA.Neuropharmacol. 33:261, 1994 ;May JA 2 A , ] Pharmacol Exp
Ther. 306 (1) :301, 2003) . ¥ A K BHAL &4 1. 5nM[°H]8-0H-DPAT 7F 25°C ¥ & 60 43 8.
7E 10 u M 2 MBI E TR AERe R M A B2 R A T 38 9 HLk ik, 2R 5 X pE s
T LI 2 i S e 45 A 1 [PH]8—OH-DPAT. 75 1w M B FEAR IR B i A4 4, R FH L%DMSO 1
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I . TR ARG TP AR T AR B4 E 1), FF HIWE TR = 4 A il & L.
[0921]  IiEER (G- Ftalik ) 5-HT,

[0022] 4 T VU AR WAL G W AR U PR AR 45 Sl T RS M, NV AR R R ) Tris—HCl
2% i (50mM Tris-HCL, pH 7.4.154mM NaCl.10 u MM & AR 30 uM F A E =) b
1)k B Wistar K OK W 52 5 L 3E 2= (56— 52 6 % ) 5-HTy, 52 /& (Hoyer % A\, Eur J
Pharmaco. 118:1, 1985 ;Pazos 256 A, Eur J Pharmacol. 106:531, 1985) . J A K HAL &5
10pM[*°T] & FEMMEE /R (Cyanopindolol) 78 37°C FIEHE 90 708h. 78 10 u MG 2 (5-HT)
IAFAE N OF AR RS Ao B 2 MR T 38 OF HLpkig, R 5 R uE B v B LA s Ry S vk
A [P°1] FIEMIWIE /K. E 1 u M BCEARIKE kA &4, N 1%6DMSO 1R i, 76
AP AR IS TP IR T AR AL S, IE I GE T e e S5 A B E 4 .

[09023]  MiGZE (5- FREN% )5-HT,,

[0924] 4 T VPA A B AL A ) AE TEUS T I 1k & R 0 A 109 1k, AV AE 50mM Tri s—HC1
g2 (pH 7.4) e A RO E (CHO-KL) 4iffih KX AR EHMEBESR G-
& 1% )5-HT,, %2 /& (Bonhaus, D.W. 2% A, Br. J. Pharmacol. 115:622, 1995 ;Saucier, C. Fl
Albert, P.R., J. Neurochem. 68:1998, 1997) . 44K H4L-&45 0. 5nM[H] B (AAKLE 25°C
TIFE 60 rBh. 7E 1 u MoKRZEMBMFE SRR R L4 B2 ks a md s B vk
B, RGN R B LI 2 R S e 45 A [PHD B Ak F 1 o M BCEARIREE ik 1b &4, K
FH L%DMSO 1AL A5 45 R LURE e MR 25 S I & 2 EE R R T3R8 7

[0925] mygz G- HeElE) 5—HTy

[0026] 4 T VU AR WAL G WA TSR PR IO A 45 S P RS M, N R AR R R ) Tris—HC1
2 PP (50mM Tris—HC1, pH 7.4.4mM CaCl,-0. 1% PL 3K if 8% ) ) 78 [F & R o9 £
(CHO-K1) i furp RIAP N R EHMIGE (5- F iz ) 5-HT,, 5214 (Bonhaus, D. W. Z¢ A, Br.
J. Pharmacol. 115:622, 1995) . AR HILEY) 5 1. 2nMPH] 22 Mk — L (LSD) 1 37°C
THEE 60 2Bh. 7E 10 u MIMIEZE (B-HD) WAEE PP AERE R IR g & 12kt it v
I HEEk, ARG AT R E LI e ke 45 A0 PHILSD. £E 1 M BkEARIR FE IR L 54
I 1%DMSO VE it . 7E1Z AR5 P IR T AR AL S, 3+ HWe TR R4 4
kR AT =

[0027]  MIEE (5- FRENL ) b5-HT,

[0928] 4 T VU AR R BHAL A AU PR B A 45 G iR e P s e, N R AR 1 Tris—HC1
Seh (50mM Tris—HCI1, pH 7.4.0. 1% PR MER 10 0 M IH & 4K ) i 7E H & 5 o
(CHO-K1) #liffurpRIAFNREAMIESR (6- R allz)5b-HT, 2k (Wolf,W. A. HlSchutz, J.
S., J. Neurochem. 69: 1449, 1997) . ¥ A Kk L &5 InMPH] 228722 14 25°C FIFE 60 43
Bho 78 1 0 MK ZEMPIMFLE NI AR T2 A B2 08 O i 38 9F HLpkik, 2R 5 0
FEF R LA 2 R e e 25 A 10 PH) 687 . 4 | u M sk SEARIR B e 4k &4, N A 1%DMSO
VERW . A iR &5 R U g G gl LR R TR 7 1

[0920]  IMiEZE (5- FREA% )5-HT,

[0930] 24 T VU AR WAL G WA U PR O A 45 SR RS M, N R AR R R ) Tris—HCI
22l (50mM Tris—HCL,pH 7.4.1mM EDTA.5mM MgCl,) {7 AR (HEK-293) 4wt
KA REHIMIER G- 1) 5-HT, %24k Miller K28 A, Synapase. 11:58, 1992 ;Boess
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FG % A , Neuropharmacology. 36:637, 1997) . 445Kk B4 45 0. 69nM[°H]GR-65630 7
25°C NI E 60 738h. 4F 100 M MDL-72222 [O174E F PN dER 45 & B2 R B it
JEIE HLVEV, AR5 X B MR T A LI 2 e R PR 5 A 1 [PHIGR-65630, F 1 1 M Bl SRR 52 i ik
AW, N 19%DMSO VE Wit . 7E XA AR rh Il T AR AL G, 3 Bl e T %
ST e kG ISR s

[0931]  IMyEZE (5- F L )5-HT,

[0032] 24 T VPO A R BH AL G W AR RS TR B AR A5 A R 5 190 M, Y AE 50mM
Tris=HC1 (pH 7.4) " FI2KYET Duncan Hartley KR ECIRAAI NS %= (- B A ) 5-HT,
524K (Grossman CJ 2% A, Br J Pharmacol. 109:618, 1993) » ¥4 A K HAL-&915 0. TaM[H]
GR-113808 7F 25°C FIEE 30 4>, 7F 30 u MIMIEZ (5-HT) MIAZELE T e EMIER: L4
¥ 2 R B A T 98 B, AR BRI T A e ke M 45 A 1 [PHIGR-113808, 7E L u M
B AR B I AL S0, A 1%DMSO 1B i it 7EZ W24 50 Ik T A R L &
V), FF HIWE TR e e g5 G il | 5 b

[0933] [MiGZE (5- FR% )5-HT;,

[0934] 4 T VP A K B AL A W 1E ST MR I Ik g A 08 i s ks R AE B R
Tris-HCI ZZ /¥ (50mM Tris—HCl, pH 7.4.10mM MgCl,.0. 5mMEDTA) (¥ 7E  [H 4 FdL 59
i (CHO-K1) gy KX AN REAMFR G- FHEME)5-HT,, 21k (Rees, S. % A, FEBS
Lett. 355:242,1994) . KA KHAL-EW S 1. TaMPH] Z MABE— 2 (LSD) 76 37C NI E
60 4380, £ 100 u M IMIEZ= (5-HT) WIAFLE FFTAERE R4 G M2 i a il Eit A
PRk, SR I S BB LI 2 s S R 25 A0 HILSD . #F 1 n M B SEARIK B T e A &4, Y A
1%DMSO E Rt TRz B 2550 th IR T Ak BHAL &4, I+ ELI S T e 7 1t &5 6 1 90
Gl e

[0935]  IMiEZ (5 FEtali ) 5-HT,

[0936] 4 T PP AS & BIAL A A6 U PEBC AR 4 AR 56 P IS M, B A ER R 19 Tris—HCI
22 (50mM Tris—HC1, pH 7.4.150mM NaCl.2mM HLER MR 0. 001%BSA) 71 [{I7E A Hela
MM REMAREAMIE R G- 7 A )5-HT, Z 7k Monsma, FJ. Jr. % A, Mol.
Pharmacol. 43:320, 1993) . #5A & AL &5 1. 5nMPH] 22 Mk — 2% (LSD) 7E 37°C R
B 120 438h. FESuMIEZR B-HT) MAF4E FVEmaERe R gs & . B2k o il g5+ B
PRk, BRI SR B CH B LI 2 s S M 25 A 0 PHILSD . £F 1 n M sl FEARIK B T Ab &9, N
1%DMSO VE A AW iR I &5 R DR e g S I E A RoR TR 7 1

[0937] IMiGZE (5- FREN% )5-HT,

[0938] & T VP A BIAL G W AE U PEBC A 4 SR80 TP a1, A ZER R 1Y Tris—HCI
ZEhiE (50mM Tris—HC1, pH 7.4.10mM MgCl,.0. 5mMEDTA) =¥y 75 o [H & B R & (CHO) 41
Mo RIEM AR EA MG R 6- F ) 5-HT, 21k (Roth, B. L. & A, J. Pharmacol. Exp.
Ther. 268:1403, 1994 ;Shen, Y. %5 A, J. Biol. Chem. 268: 18200, 1993) . A% BH4L& 5
5. 5nM[°H] ATk — & fik (LSD) 7F 25°C NIFE 2 /hEf. 7E 10 u MIMIEHE (B-HT) BIAFELE FIF
WraERe R A 2R A T B T Bk, AR E R B I v LA e Ry R S5 A PH)
LSDo £F 1 u M B AR BE AR AL A4, BV ] 19%DMSO 1E IR I . A=Ak 24 06 45 R LUKy S 1
SEAHIIHITE SRR TR T R,
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[0939] K 7 AR EWI S IERE G B B R SE S 13 H 2t -

. MwiFEE (1 pM BARRE)
S-HT;x | S-HT;c |5-HTs 5-HT;

1 77 84 24 2
[0940] 3 38 14 82 5

4 28 9 47 30

6 -5 -4 17 18

7 16 11 62 17
[0941]  SZjifif4i] B6 « A B4 S i E 38 (5— R (ali% ) 5-HT,,
7

[0042] & T M€ A< Uk AL & W A6 D Be 1 A6 B sl ) s R v 1 B AE IR
(HEK-293) 40 i 2 15 ) A\ EE 21 113 %5 5-HT,, %248 (Jerman JC, Brough SJ, Gager T, Wood
M, Coldwell MC, Smart DFIMiddlemiss DN. Eur J Pharmacol, 414:23-30, 2001) - 20 i i&
T DMEM ZEpPil i, I FLAr EC T A LA b o B BT 5% e danifl (Rl 2 M Ca™ B 1k
FER LA AL ) SAEAN78H 20mM Hepes (pH 7. 4) K HBSS Z&tl o B AT EY (probenicid)
RA BN 28, IF HAE 37°CF S 4 F-#5 30 73 %h, Bl S AE 22°C T 30 73
o

[0043] 24 T Wl E BB, K A R WAL G400 2 LU IR B HBSS 22 bl ( ZEAit o) fE )
DN 24 b, I HLY A AR FLARSARES I 7 5 0 9 BE AR A o o7 3 S xR A0 5 1T 5
¥ 100nM 5-HT JIN 2 Sl iR a0 £L

[0944]  Z5 LGS 100nM 5-HT FRIXS BB A () 5 43 BRI o bRt L@ )& 5-HT, 7 5F
AR 6 FLR A TR L AT IR, DS BI T — ma B il 42, Mz i 2 vt 5 EC,, -
[0945] A 1 & FE BTSN, 755 6 58 Z /T, IANA R AL A1) 2 L A5 B 57 8 HBSS
LR, B JE NN 3nM 5-HT B HBSS 22y ( ZERHXTRE ) o 45 R LAXT 3nM 5-HT FrIXS R mi i
A 2 EERFR 7R o ARAER 23 EERS DU B C0 AR, 75 A5 U0 oo SR Tk BT kAT I
B, LIS RIS — wi v fh £, i 2k T 1C,, 8. 78 3 u M BUEAIR B TR 1L &4, B H
DMSO V& A v .

[0946]  SZjffs BT AR AL S IIE 25 (5 B EUE ) 5-HT, N5 / 5Pl i il
[0047] 24 T & A% &k WAk & P 7 Dy fe kR 50 o I B ) RS BRI 1, o N RE
20 5-HT, % & # 4% F CHO 40 §d ' (Kohen, R.,Metcalf, M. A., Khan, N., Druck, T., Hu
ebner, K., Lachowicz, J.E.,Meltzer, H. Y., Sibley,D.R., Roth,B. L. F1 Hamblin, M.
W.Cloning, characterisation and chromosomal localization of a human
5-HTs serotonin receptor ( A 5-HT, Ifl ¥ F& 52 A& 1) 3¢ [ 3K 1E 4% 8 4k 2 A7), .
Neurochem. , 66:47, 1996) , J H. il i v H 5545 I 18] 43 #% 5% 0t (HTRF) 0 5E 77 00 58 A &
AL S WAE cAMP 7 A= b B4 FE DA 72 A AL & S PE o 40 &7 T 4h 78 20mM
HEPES (pH7. 4) AT1500 u M IBMX f¥] HBSS 23 , SR8 Ja FEA R WAL G- YD s 2 L il s slidisan
FIAEAE (R BUFAE R, 20 B TR, I HAE 37°CRIFE 45 70 dh.
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[0948] X T zh I 22 , 78 MO FE T & A, g fLh & 10w M5-HT. 8 E
Ji > P A e R OF BN 62k (D2- FRIC T cAMP) FZE Bt A (56 7RG WA e 1)
L —cAMP Fiik ) o TEZW T 60 2080, NI SR 7E 1ex=33Tnm I 1em=620 F1 665nm
WE TR @i AR 665nm W32 IK1E 5 Bk LAFE 620nm W2 K15 5 (ELE) JE cAMP
W

[0949]  Z5HLLIXF 10 w M 5-HT [0S Hmm MY 1K) 1 43 B R SR IR o At ) 22 EL iRl 51T, 78
TR PO IR IR FE AT IR, LIS BT — o fY it 25, iz it 2 o1 55 3L EC,, 1HL
[0950] X THEHUHIME , LA 100nM (1) 55 24 B2 I\ 23 LIz 771 5-HT o % T JEAMh T R &
BRI LR ANEE 5-HT. 76 37T°C NIFE 45 70805, K4l R fd, JF BLin A58 652 1k
(D2- bR ¥ cAMP) FHOGAE (CH7CIRAL S IFR L IIHT —cAMP Fifk ) o

[09051]  FEZVET 60 7380 )a, Wbk ERTIRIN e 7 # . 45 R LAXT 100nMb—HT FrIXT e o i,
I G o bk R s . ARUERI S LR BRI AT

[0952]  SEfifsl BS Ak A4 %2 ELEE D, REBLHNE T 0 e

[0953] 2 T 32 AR BIAL A AR D e MR I8 T B IS ) s RS 1, N AR E
UM S (CHO) gl e P A e RIA M AR EH £ B % D, 521K (Senogles SE % A, J Biol
Chem. 265 (8) :4507, 1990) o H4 A Jx WAL & ) 5 75 2 R 1) HEPES 22 iy (20mM  HEPES, pH
7.4.100mM NaCl.10mMMgCl,~1mM DTT.1mM EDTA) " [¥IfE (0. Img/mL) FI 10mM GDP TS & 20
a38p, FF BN SRR IRES: (SPA) /NERAE 30°C I E 60 /%P, it 0. 3nM[*S]GTP v S
UGN, TR E 15 0 Bhe AT ImM £ EL IR 3, AR BAAL A 038 0 [°S1GTP v S 4
7 50% BEE % (350%) , K B HAT £ B Dy, 2RISR el ge k. A WAL &0t
10 M 2 B - 15 S [°SIGTP v S 454 mw B R34 ik 50% sk 2 (350%) , A T 4L
HAZAREEHONGEE. 75 3 u M BRI BT AL &4, A 0. 4%DMSO 14w it 150 45
SR DU et 5 A N R B 43 EE RO

[0954]  SLJitifsl] BO : A BHAK AWK 22 (% D, AEHTI0HE T (0

[0955] 2 T 52 A A B AL A W AE Th g M A0 A 16 s 70 RS B ns 1, N AE A
G RO (CHO) 41 e rh Ao e RIE N R E 4 2 % Dy 21K (Gilliland SL T Alper
RH. Naunyn—Schmiedeberg’ s Archives of Pharmacology. 361:498, 2000) , A& B &
W) 5760 B i HEPES 28 P9 (20mM HEPES, pH 7. 4.100mM NaCl.10mM MgCl,.lmM DTT.1mM
EDTA) H (¥ (0. 05mg/mL) F1 3uM GDP FilF & 20 7380, 28 5 I N ARSI A (SPA) /)
ZRAE 30°C A E 60 23 Bh, Mid 0. 3nM[PSIGTP v S KM, FIF T 30 70%8h. AEX T
100 1 M 2 ELRZ K0 N, A< & AL S8 0 [P°STGTP v S 454 50% sk EE £ (350%) , & B H: ALAg
% B Dog 2GR T BEME . AR BIEYIN 3uM 2 B - 5531 [°SIGTP ¥ S
GE45 i Y. (18 AL 50% SE 2 (350%) , K T H A A Z AR HUANE . 46 3 n Ml
IR FE AL &4, BEF 0. 4%DMSO AV I, R0 45 R DRy e 4 S N 1 T 7 LR R
[0956]  SEjfifsl] B10 fEALN% H, DfE: fA K i TP
Z

[0057] 2 T 32 A A A P AE Dy e MR K1 R B AS BRI 1, N AR RS
(HEK-293) 40 i K I8 B N K A 4 g H, % & Miller, T.R., Witte, D.G., Ireland, L.
M., Kang, C. H., Roch, J. M. ,Masters, J. N., Esbenshade, T. A FI Hancock, A. A. J. Biomol.

158



CON 102711467 A WO B 152/159 T

Screen. , 4:249-258, 1999) . 440 Mo &% T DMEM &by Hh, S8 5 73 BC Tl AL o 4 s
P55 S HRZRT) CBEYT B M Ca™ B T IR R EL 91454k ) S7EANFEA 20mM HEPES (pHT7. 4)
HBSS 22 /i b i TN 6T VR A, AR B B N E & FLAR, 3F BAE 37°C R 540 i ~F45 30 43
B, B 5 AE 22°C TR FF 30 3o A E BBl RIEON, K A R AL G ) 2 LL ISR B HBSS
S (EEREATRE ) N 24t Mo rh, I HORY FH AR LSS S5 0 52 ZOGBR FE A4k . X T3l
R R PRI R T 5 K 10 M ZH BN &8 B R iR B AL

[0958] 2 S LAXT 10 1 M ZH i o0t HE i B 1 7 43 LSRR 7R o AnitE 3 LI e 4%, 45 5
ANRE R L TR AT IR, CAAS BMR A — w28, Mz it £k F 5L EC,, {E L.
[0959] >y T I 2 FEHUAAN , 76 9¢ Y6l 52 2 BT IIAAS K 4L B4 2 LS PRl sk HBSS
G TR, B DN 300nM 4 i B HBSS Syl ( ZEATXTHE ) o &5 SR LAXT 300nM 28 Ji& (1) %) i i
IR 3 e R 7R o AR UERT S LEFS DI B C AR, 76 RS o6 L A iR B kAT
MR, DS R FE — ma i i 2, Mz g vt 5 TG, (. 78 3 u M BUEARIRE i etk &4, K.
FH DMSO {1 A s g

[0960]  SEjffifsi] B11 .M hn 45 5 -

[0961]  JJF AL JCH (P22 58 A

[0962] WAk A4 LA 5 L H0E N2 S A 28 ST AR 28 SR I AL IR BE T o IS FH ARV J7 72543 B8 B J3
PHEETT o Ry 43 B JEAR K RS A48 JG, 7E Leibovitz Bi 7R 5 (L16 ;Gibeo) Hrifil#&ok B M4 ]
55 1T RIPPMZ R SRR G KM o ] R B2 0T, 3 HL 2B I F o N FH JE 2 18 (Gibeo) B fi#
J2 5 C, 3 HW FH DNA i T FHWRASTE S 10% B84 113E (“FBS”) (Gibeo) [#) Dulbecco i B
Fagle }5723E (“DMEM”;Gibco) FRAFEEAN MY 30 Z8h, I HAE SR F LA 350 X g &0 10 4384,
40 B B TR T B 29%B27 (Gibeo) F10.5mM L- A& Wil (Gibeo) ) Neurobasal 35775
Mo £ 37°C5%C0,~95% I T, ¥ 40 i LA 30, 000 40 / FLAE BB 58 —L- iz
(IR EARAT o WHEE J5, ZE 5 FRIE TR I A IO JE A (R B 1) AR R BHAL &40 - % BDNF (50ng/
mL) HAEMEE S IR I AbIE S5, R 5 T e IR Sh 2 27K ( “PBS”;Gibeo) H?
ek, H HA HAE 2. 5% 78 PBS e P A e . A 3 KRG 40 M bk [l e« F REAHA LI 4
RERME LR A M R4 T B (080) » MK H Image—Pro Plus (VAHE ) Hy¥K
o TR B e K g5 SR LVFIIERIR (s.eom. ) o N ER [ 75 22 43 H1i2: (ANOVA)
WATEAR M ST T

[0963] 7 K RVRA BT s s 18 2k

[0964]  HH E18Wistar KRG & IR & R IR i H R, I BB A0 Kb
#ro FH DNA BFIA NS ARE o 16 22 B 40 ju sy & . 1@ &0 (1500rpm, 5 438 )
WL . A IS %2R, 3 HV A micro—islet H& (7E 251 L A JliHH ) 20000 4~
A ) Fran sl T2 -L- SR e 48 FLik b, ILAEAN A 2mM B & Wik 0. 1 1 g/mL
PRKFFZR10% HORIEIIRAIME (FBS-HI) F1 10% HCKyE 1S Mg (HS-HI) (1) MEM 1, 41
M5 T LG, B FLP N 250 u L K5 9838, 4R 4 /N Ja, BB 7R 5530 585 0. 5.5
50nM ¥R FE IRIINRAL A P PR B R 7R 3 (3 A I 7890F0 5%HS-HI (1) MEM) » A BDNF (50
100 11 / 8% 150ng/mL) F1 / B NGF (50ng/mL F1 / 8% 100ng/mL) 1E 4 FH XS B RSMIF5T 2
KJa » 1040 M8 2 5 AR AR 40 B IR - A B 9 o B 5 IR 55 FE S AR 13000rpm 550 3 438
DLBR 240 i o B T AE —20° CAREAE LA T2 Ja 0920 #r . FH R[] o 4t B, 3 HL oK fiz
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i 2E 3 THRE . N AHIIERT (Promega, BONF Emax® ImmunoAssay System, HX'5 :
G7610) Ui BH15H BDNF ELTSA ¥l & 45115 F= 55 (9 BDNF 7KF-

[0965]  HEEFEYH 0. 01M PBS H11 4% FFEE[H 2 30 438, T H A PBS Peid— K. B Jo{li il
JE M40 MEAL, I HN & 78 PBS ) 19 4= 138 &R A 0. 3%Triton X-100 [y FAZ2
VBOE I 30 23 PP A PH TR S 4 S e RSPl -MAP-2 (B4 1:1000, AB5622, Chemicon,
TEEAG M ) RESR ik, B 55 PR +4°C T E 48 /N, HI PBS PE¥k,
It H 5% —Hiih—28 4T Alexa Fluor568(1:200,A11036, 70 T4R4F) HI2E3HT — % 16 78
FIRFE 2 /M. WIEACH IE A BN FR S92t S B IR 56 S iz BH M40 e, 5
I & PR R Rk D 3 o AR DRI A (B gL 4 MR8 THEL FF BV A Image
Pro Plus B2 il M a4,

[0966] T MUK EL AL A BT N LI 2L H 2 6 (n=6) » T A 2R DI + FRvEE
(SD) BRIMEAFHER (SEM) 7, I HLIE p<o. 05 ACEI 2 B8l R4 2 F B2, W
H StatsDirect Gl AFHAT G 73BT 13 H] B 17] ~ANOVA Bt Ji5 W ] Dunnet #0568 (5
I BAE IR LG ) 43 B & 4L (R TR 22 57 o

[0967] S {5 B12 - i FH 44 A A 780 A 4 B v i A 3 1) K R D VP Ak A P B i S 2 0
FicAZ I BE

[0968] [ A Ennaceur 5 Delacour FF & I 7E K 5 A OB 46 400 4R U3 50 53 2R A Dl 15 S5
/5 B0 42 I B A (Ennaceur, A. 1 Delacour, J. (1988), Behav. Brain Res. 31:47-59) .
AR I T WG 28 B R IR 50T BN, FF HANE RO 2 2] siai b o 208 i 4 R TR ) s 7Y
Xf 22 AL A1 HE Bl B8 Th B8 & 15 1 AN SR, S L, B4l Scali, C, 28 A, (1994), Neurosci.
Letts. 170:117-120 ;fil Bartolini, L., 2 A, (1996), Biochem. Behav. 53:277-283,

[0969] 6 % 7 A W, & 220-300 53 2 [A] () M M Sprague-Dawley K il ] 412K H Centre
d’Elevage (Rue Janvier, B.P. 55, Le Genest-Saint-Isle 53940, VEE ). ¥sh¥)nh 2-4
AU FRRESAT T E T RN (MR 1032em”) 1 AESRT (2242°C), 76 12 /)
N5 /12 ANEFE I AE R, AR AR BRI T IR T RV sh 8 N IR S 4 /D 5
K, I HAE A K APR AT .

[0970] RIS I B A RIS LK T TR RHE (60cmX 60cm X 40cem) , 75375 BH (KA HLI R 1
[N 15emX 15em B E T . BRI 2 (R 7K IE 7 B S AU 7237 H N 1)
YR DL AT R SR B R IS . 3 B TG ==, U o ST Vi i) RAEAR B BH , LLZE
FE N RIS ISR 2 60 B 5w G o IR FT— K, ZEW - MRIAAAE T ik 3 B RS
WA 3 38h (SI4L ) o IR IS AR T S8 1 b5 1) &2 2 30 4348,
[0071]  SHTHI AR RGBS 120 23 Bhek 24 /NI E 23 FFO AN RS . 28 A ER
WAL A9 an R BE A5 DU AR B A BRI, A e 1B TR B A 120 43 8h . PTIEFERI A, it
FEB AR R BTSSRI B, B 24 /NBFREG TR B o 7R 55 — R EER AR (T)
H1R), o K BUVE T Brad s, A W AH R A P se & T Hordb . e A3 5e ik 16 7
WIRERGT T 55 RS 0], 452 R R) g 4 20 h. SRR IR IIEE B /N T 2 2K (“em”) A
/ B AR DA BRI . R ORI B R G (T,) BATA), ¥ 28— kR TR AP e
7/RE e SN R h Xy NS & 5 O 7/ K N T g o P /R i oY B W o Ny i A 1 B 275
343 8h, 3F HIWE XA AR 9T T, BT, IR KIS shAT b (£E3B I A BB e
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M 22 ORI K B2 I PR Se ik ) VAo IR0 IR e, G I IR Py it e R 2
BT Y DN

[0972]  JM5E AR 23 AR A AR IR AT 55 10— 73« (D T, TR 58 1k 15 FR 9 AR ER 5T
PR BIINER] 5 (2) T, JHIRIRIZZNAT A (BFEIREL) 5 (3) T, TR ARAR 0 3R I 16 P A 2 1)
I TA) (T g ) 5 (4) T, SHIAARARIR FUR AR BT AL BRTIN (] (T ) 50 (B) T, MAMR IS 3AT A (%
LREL) o VRO T, IR AR BRAR SR AR P AR 2 B I TR) 5 T, SRR AR R 50 3 2% B4 1R i 1
WA ZE R (AT 5 -Taz) o IFH TENAD T4 -Tae K TEET 5 BRI G 53
L s R IS 2 I EH I E b

[0073] WA IE B AER ST AR B ) T H B A AR B R ER I 14 HE B
TERFFEZ A1 o BRI, B ST R FEX RIR T T 220 5 10 (T 44T e 25 70 ) IR

[0974] 4 ZWWBENL T EC R 14 DA AR GRS RO an R BTk it A T3 A
BRI 44 K 8L K VE A A B EL 0. 25mg/mL [R3R BE BT 8B AL S I - 1 2 BRTRST
FHAE AP HE, L ] by e FH g 2R i I ) ) 2R R 2 1 B — (1) 3R /K (BmL/kg) o 40
H Sigma b /AT ( H3'S S—-1875 ;St. Quentin Fallavier, 7:H ) B4R E 2 LL 0. 06mg/
mL (R BES TR K,

[0075]  FEHHNAL (T)) Z A 40 73 B2 IENE P i H 2 28RS B BRI BE A5 . SR
RIS (T) Z AT 25 70 Bhid ik 8l i AL S ) s A B, B AR 58 5 738 a . &
JEFEL PN it AL A 0T 5 i F AR B SmL/ ke A8 8, IF Hoglt D RRsE A 10 5 /2 10mL/kg o M
SEMA DR AT 73 T TS 2 2] E B 4t

[0976]  SLJif5] B13 [V HH A P AR 7 PCP AL I [ w0 4) b il s A W06 97 FIRTRE A 2 2R
i/ B gz H O BN / B OR e Y BE

[0977] KA 75 ZLRE B4R PN A RS ] LA FH 058 S SCHIT Ik B4 & 6 97 A/ SR K
IYEREM / BRAEGE FL AR/ BUR R R

[0978]  FH FIMRAA ST IR I —Fh B2 Pk S 9036 97 T/ BT RS A 43 FEE RN / BAE % HL
RAER / BRI T I — s 46 1 S Y N 2R3 R e (PCP) , # Lt T34 (4
4 - REKEY (KIR) BERKEZY (7)), FECELTTEARLEAE AR i 43 RRE 1)
AN BT BRI Th e BE RS . 2 WL Jentsch 28 A, 1997, Science 277:953-955 fll Piercey %%
N, 1988, Life Sci.43(4) :375-385) . {EIXFH LT RIS A m] LA AT ARAE ) 5256 77
R, PR K PCP- i SR .,

[0979] N HREEERIMLN T (#1401 Jackson Laboratories, Bar Harbor, Maine) [/
PEANEL (24, B C57B1/6) o BT 312 6 R/ B2 5, #4708 Bbric i —
PR 6S (REbRI ) , FF BAEREA OPTT /NGB R IER EL 4 HUNR /g8 4l gs. 73
RWEFTHAR BT A s IR FE o A gR . R ETAE BT A /D BSOS N 304 b 18] 22 /0 i, 21 ok
DRI B4R R R 8 Jil o 7218 N R), A FUAE A, 25 /s B, F HEE AT b B 5 H PR DA Ok
SN AR FRAVE G 1k o K BNIIRFEAE 12/12 1% / WEPREA o SR IRFFTE 20 22 23°C, AR
TR ERFFLE 30% 22 70%. B FTIHIA A PR &I AIK o 2ERE NI, SIAETRTT 42 (R AL
SrBC

[0980]  B"i7 (OF) AR PEAT I BNAT A, BTN 5 /) B, 40 356 At A0 XS 245 B 2 K50 i . 1 32 B))
1T Rhe WinFa—ANIIEN KA E (27, 3X27. 3X20. 3cm ;MedAssociates Inc., St
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Albans, VT) , MEEHZLAMEIR (16 X 16 X 16) LA E K- B3G5l . 170 Hr I EC B 20T
Sl Ra U WD IR E e W e £ AW ) % S 1 B = AT A P = W Ry P P NG = ) 27 Vi 8
SO TR I I e AT B FE 10 3 B AR IR I 0 5 sk STV Bl

[0981]  FEIMEKATHE /M (BT 4 10 22 12 Hzhy) B Finshiki s dE a0 1
NI FEAF IR, PR 8 Hzh. xf /Bt A Bt (L0%DMSO 8¢ 5%PEG200 FH 1% i i
80) A K AL G R AT (PR, IR P A 1mg/kg) » FF HJSCE T OF 45+ 30 40 %h,
b i % Ly S 7K B PCP, 3 HL R OF 487 60 438 7EREXR OF I B & ) » ¥ OF Fa 1)
B

[0982]  PCP 331 idt B2 () /)N UK A 43 BLE RS Y

[0983] i Ji 75 31 2 IR AL & 0 0 & B I, 461 4 5%PEG200 1% i 80, 3 HL7E
PCP V5 22 11 30 738 DR « = A (Img/ke) T 10%DMSO o, 3 HAE PCP V5 2 if
30 S NERE N EH o PCP (5mg/kg) ¥ T LIRSS FH KWW, I B Iy i H
[0984] i@ it 77 Z 4 At (ANOVA) 73 #7 24 4%, Bt J5 W9 1% H Fisher £ % #F 41T 2 J5 LU &
(post—hoc comparison) . £ PCP i 5 B dlR ¥ 5] 30 43 Bpil 2 L2675 30 . £F PCP y1: 5
ZJE 1 60 Zr B AR E PCP- %5 3 BTGBl . MR Z P BR 2796 T-RR &P 540 2 M=
DL BB R G vt i anR p<o. 05, WAK N 5% o E A G AL BRAL UL K Ay JBR
BH X B AU AT AR ER4H 2 TR) PCP i A i 1 AT R g R A ok a7

[0985]  SEJEMH] B14 [V R L 2R R AN T B S5 AV A WA ST P K 4
FLNER / BN g HL R AR / BRIV BE

[0986] M AHFBEESHMHENT (441 Jackson Laboratories, Bar Harbor, Maine) H/E
PEANE (2R, a0 C57B1/6]) o M HIR1T 6 WS I/ Bl o MK ATAE Fra /)y iR N 54
P IR) A /D J o 738 N 1R], A R RS 7 /s B, X6 EAT A B 5 FLPR B DL DR A2 6% 1) i e
RSS2, FF HAG s RFEAE 12/12 (F52 / BRI . SRR FETE 20 & 23°C, AHANE AR
FELE 30% 22 70%. WFICHIR AR KRR EFAIA, SILEIR T 42 [RIBEHT 7B .
[0987] R AW 3% (OF) WX YEAN E 34T A W I da 2 A MBI T 48 (B
27.3X27.3X20. 3cm ;Med Associates Inc.,St Albans, VT), ¥ %8 45 41 4) Ot W 5
(16 X 16X 16) o BB PTIRIIAH LLFE I 3743 2 Lo F0 R [ X 88, 9 BB s Dl LA &
7E OF 81O F0 B 35 3 o FHOZE ST R RS I e /K E 3l (AT B FE ) FlE B
M QU RYAD IS

[0988]  FEIMNIR R, TR IT HEAATC s & TR o5 [l h & N 22 /b 1 /NN XS sl )it
T RVRIE I (BHMEXT IR, BEIE Y it 0. 1mg/kg) BIAAL A4, FF HIBCE T OF e id3%
AL G D T8 L3t (a) . 10 REELTE BN 30 738, 2 5/ IR R IZ (Amg/
kg) BUK, 3 HIK Pl OF #5H ik 60 4380, 7ERERE IR0 &5 S5, F OF FMIsig s 18w
FAPIIK 10 22 12 H/B R RS Y050 2 E [ 0. 01mg/kg 2 60mg/kg.

[0989] i@ it 77 Z 4 At (ANOVA) 73 #7 24 4, Bt J5 W9 1% H Fisher £ % #F 4T 2 J5 L &
(post—hoc comparisons) . 7E45 R REES 2 BRI BT 30 73 Bhill e g k. fERAN
N5 22 5 1 60 23 BREATRNI E R AN — 3 HE M. Mo M b B 7% TR B~ 24
2 MR L EEREL R G (i 2R p<o. 05, WA v 225 . b A 34
TR UL I 0T H e IR W P Ak 3 20 2 ) 2 T it FH i ) A T 3 B R A 57
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[0990]  SEJfEfs] B15 « N FHAAR PV A A P [H b s W (CAR) 4570 B -3 s Ak S W06 T T S7 s 4o
S ZFAER / B2 R VBT / BRI BE

[0991]  CLANATA H ATHEAE R HURS MR (LAY f AR s R ) B e e MoK B 2%
PEIAT3EE 5 Y. (CAR) AT AIIRES) o ZIMGAEAT CAR B — TS, T PEm Hik &4 1)
TURG A1 5 1 o

[0092]  HE K (AN AP, 2 HES ) 7ETHENUAHBY XU sh RlEEke . (7R ) higR
I HIK . ARG A AH R KA BB R], AL S —AS 7 X Tem FF CTIANE AN BEAR 70 7 &
AR TR) %2 Lem [R) B T AN AT H) 8 40 H A I kgt A o 5 52 )1 DA TR A2 o ) K B B
KETFRFPIE 4 43P 2B, bl 53T 30 MRS, BG5S (R B FEALZE 20 22 30 #
Z 8o BRI AFE 10 MR (AR CS) 5 Bl G 75K BRI A I RS (R P A2 A2 R T
HEAT 10 #p 2 ity CHESRAT MRS, US) o WUR B AEEAT & vy 22 I B TFRG IR, 12 S VA A
AR [PIE S N o A SRR BRAE 10 MO IR A 10 F2 ey + St IO R A Bz b e, id
SR ZIR TFES I 5 K/ . AERA 2N H ¥R BRIEAT 30 MR —A
W, SR RAE 2 DA IE G ZRBHIA B 2220 80% 1y [HIEER I, 146 AL & 41T
AT o K RAL A A UAS RIS AN [m] AL 38 18] (R T-BAR I 259030 1 2= e i ) 14T
IR o

[0003]  HATHURG M AL S ) 30 1 A5 AT 1 [ 6E s ., A sl A I B R g e B
Hl Friedman XL[a) Bk 77 2253 B (ANOVA) AT 48 v 3 41, Bl i T Wilcoxon BUAT AT 5 Bk Ak
56 4 A7 it FH B 500 2 R A 5 ) B K Bl 5 Y 0 FRLA B R R B

[0994]  PEMY ZDMIREEIA R EY S FICERI SRS G 1R o

[0995]  SLfiifs] B16 - 5 RPN 5 Moy
LIRS S

(0996] R BN S R AOARAS A AE. 76 A rh A8 I SEEEHEBR AT (CPD)
RE RS WU 22 i 0 1 s g R B, B0 95 VT R B 2 B [Riceio 5§, J. Neuropsychiatry
Clin. Neurosci (2001), 13(3) :326-335]. ¥ M 4 2 JE [Lee %% , Schizophr. Res.
(2006), 81 (2-3) : 191-197] FEEE N ThEEF FE [Levinoff 28, Neuropsychology (2006), 2
0(1):123-132] . CPT Ml AT & 5— EFEIELL [ NN [A) {145 [“5-CSRTT”; Robbins, T
., Psychopharmacology (2002), 3-4:362-380] . {EiZ%FE THRA/ERIIA, 2K BRI 5 4L
BRI, AT 77 B AR v R ) FE A0 i Y, BRI A 73X 28 AL BRI oh — A2 B (KGR 72
5-CSRTT H YT IR R FR B 2R AL T AE N CPT e B “ IERA I - BF. MBI Rlis
KB 20 S b A Y 1 FLBR CASR A 328 . 5-CSRTT vl & 5 CPT RBLFIAT A MY, 41
FERE B P ) N B ph sl F s 3 W N . ZE AN ST R, 29005 AE S5O I IR S 20T BT
ZZHCF B B N R I 120 5w N RN A 2R s it CRIAS B AN =5 e
M), 3 H L4 UE B GBI HE P VT 858 [Navarra 2%, Prog. Neuropsychopharmacol. Biol.
Psychiatry (2008), 32 (1) :34-41],

[0997] M Harlan Laboratories, Indianapolis, IN. 3152/ 12 H MM Long—Evans kK
i (275-300g) o FEMAIT, KELY 16-18 Hiko BIEJE, K AL o BeME— 1R300 508 (R
PRt ) o KEAE OptiRAT ZErp SRR TR, JEAE TG B W) R 77 S AT N, 7 R« K BUORFFAE 1A
B RS ULAD « B HH £ B0 R AR TR 1K) 85%, RERIRTFZ 10-20g M » BRAEIRBA A4 B H
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Ko BIIRFELE 12/12 /M5 / IEPEEA (T 0700EST AT ) , S ARFRE 22+2° C
AERR E DR FFAE 2 50%. LRI T T UG BTS2 K Bl R HE AT Ak BRAORR 2 DA R A2 0% ) 4 R A
T A VE I A /MU S IIRRAH S ) AR e ME N . TESh 58 BRI B P AT 5-CSRTT. T 5K
I AHAE B PsychoGenics Inc. [ISZEGANY)E HL 5 4 H2E S HLHE .
[0998] & £ « 1% A 45 FL AT A AR IR A4S R ML A (56 31, bem, ¥R 25. Ocm, 5
33. 0cm) , A7 T 75 B IR o AN 7 IC A2 HERUR ﬁﬂjﬁﬁﬁjﬂzﬁﬁﬁf%”
Ho BEANAE A EE 2 TS i), B X550 A0 8 5 AN LB, AL T Btk 29 2. 5em &b B
LR A —AMPRvER) 3W LED /6. A EE SH — A ada, A T e ik 4y 3. 0cm
b o BEANFERAL T RAEH i 3W 5 TR AT RO o BN IR 5 ) 70% EtOH iE v & o
[09099]  SEEGHRAE -YNZR VN 2R3l ia A6 M S BH 1 T AN FLBR o B — 4N I 1R) E s [R) AT R
BHUL K i a AR B 2 5 n k. MK AT B & DRI ORI, 56 — RIS
Tife WM (ITD 25, YRz —MB 500 =ZFp. KR AU7E R0k 6 B 1) 8%
DGR G b T8 N S fid R OGALBR o ST PR Wi A 5 S Ay TE A PR M) 17, 3 T A 356 4 S
AT 25 o ORI B 8 — kR AEAEROGALB S i . (AN IERA T Y. ) Sl AE iy
R 5 F 2z Ja Sl (B IHAE ) SEGRI MLk, durd b5 kT s K I B 1. U
R RIF EACERETARE (2220 75% I, & —AN1R 56 22 2D 50 MRS ) (1) 5-CSRTT J&, IF
WEZIR . IR EY) (SR E, SRt ) R BH XS B (BTFEPEYT 1mg/ke
MERE P RER ) AbFEEh . AEZ5 IR, TTT ARFEER R LE 10.7.5 B 4 #h2 [0 284k, 17
ET A NREA (AR ITT FFEemf [a rh 4 ALY 58 1 MR )« “{oe
Tjg‘ 60 Zr B iZ R A (R 45 R o A K B R Bl AT IR 190 S R N T v 42 52 I 2540 Ak
A 2K BAE 2 /T BN 1) T 22 2D 50 e T DL R 2270 75% I 1IE A 14
Hﬂ‘, IR AE B A 1) ) = R0 LA T
[1000] U fR) o SR A B &2 = (1) 1IERAE 3 b, 08 SR IERIRER I EH X 100, B LA
IEFRFASIERR PRI A2, (2) B ke, e O TEIT R E 1) 5 Fbz Hhua B 83K Remm [,
(3) IEATEE AR, e A ' RIS A H L e S e B B TR), - (4) B AR, e Xk
g HE L A ) 1 i R N e O W ks B 8], (B) ik R ma R, 52 XOAAE TTT #A R
HH G2 i Y. PR DL (6) MREFIIHA Y, (perseverative responding) , & S A HI4f & fiil
Eﬁﬁﬁ@%}ﬁ%ﬂﬂfﬁﬁﬁo
[1001]  Zeifte7s
[1002] %4 387~ 0y IEAf T 0 BE s I 0 40 BT 0 T A IR R PR i R B H 5 DA IE
fff b N R AR (B ) R E it e 2 5 WSCER B ORI AR () o T8 J7 2253 #1 (ANOVA)
SRR . FEFTATEDL R, YA p<0. 05 2 B 1. B Fisher LSD FHG KT 35
Ea 8
[1003] & ¥ ; TR ; :
[1004] E@ﬂ%?)&%ﬂp@“ﬂ%ﬁ’]z&ﬂﬂﬁ (PCP) ﬁ‘%?é*ﬁﬁ’]ﬁﬁ“%ffﬁi A5 BH MERE
RFNFNERBE o AE A —FRANE PR — &8 20, R b 7 Z0E I = BRI R 2 4h 2 b
25/ #EAZ A1 . FH PCP X6 A B P2 1 A PR 350 A [P 38E f B B AE IR I, X 2l 5 I
JE T K B AT A B TR) /D SR 52 o AR 129 P 48 F IEPE ) Sprague Dawley KB (4
150g, >k B AR BFIHER R, 49 @i Har lan, B2 AN o ZEMCEIK BRUG » L 7 41 Bl 92 7E OPTI
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KEGENRTES o FERF IR AR I TR) P K L DARETE 2-3 70 4LRE 55 . A0 N SR, XK A
R A 7 A5 RO, AR OR 2 08 B RIS N M o o R SRR HRAE 12/12 /DG / B
JAEAR, fERYR 7:00 FHAT o SIR4ERFAE 20-23° C, AHANR EEYERF 30-70%. (ERFFTHA R $& 11
bR AOK . KR AEBEALTR 2 21V T 4D, R R AT P4

[1005]  ZEMAAT A LR AT, FERPIUON KBTS PCP (2mg/kg s 5 TS ) 8EhK (F
TES ) o RS 6 R, TEAS W I AE 4 BH X I AU A (2. Smg/ kg, I VST, HLH T
B%PEG: 5% I3 80) A I & Y T BV I B0 AL S REAT FUAL B 30 73 i, 4%
521 AH [R) Al FE RO AR 1 AN AR I — X DK RUCES 31 1 Cb TR B8 ) X Bk (247 177x 87)
WA AR AT A 6 3Bk, #E AR (ST ) B RS —FURE s i — KR EEE ;e
25— R B sR B S8 s ERRE 7 — RO ER R 7 — RORRIWALT - A 3E 48
X3k, B A Bk A A A R S A EE . 7 6 B, szl
RIS 10 S K BR A e A2 A P AE SR RN TR) o EAS [R] AR R SRR 2 [R), #4211
IV . BRI Ty ZE 50 (ANOVA) AT 73 7, B Ja WO 1EAT 35 )5 70 i (4]0 Fischer,
Dunnett) . TR p<0. 05, WA NN B2

[1006]  SCjfifsl B18 (HEIASN REEATE (EPS) [aNMIARY - 7F /| A A 5t v 0 = fe A3 i
[1007]  CLANBUNS PR LSRN i S HER S RERBAE (BPS) o #0001 0
EPS Bzl s 71 2 /)N SN A 0, L0 88 o] 24 3 2 v P ) 1 B S I o S FH o B 3 B S
(4 Jackson Laboratories(Bar Harbor, Maine)) WIHEME/DMR (ANFERER ) . W E] 6 F
BRI /NE e RIS, ¥ AR EME— 1 B 505 (&R ), IFLLREE 4 R AR IR
OPTT /)L IE T o AEBIFFTIT HEAR I IR) N A B R4 LA 2 4 KBl FR . BT /) B AR i
T8 N b 1E) 22 /0 P A B S AR S E e A 8 JRII AT IR o AR A S R), 670 B A AR A
A VE BEAIRRE, LB R 05 0 4 BERTE S o B/ BRAERELE 12/12 /NI / B AT .
SRYERELE 20-23° C, MR REHERE 30-70%. FERF 5T ) 3R L RE B HEE RIOK . £EREANI
17N EPANY 0 eS| =pree e | M P s I el

[1008]  7E/ BUMAER RIS, B/ B AT TUSCE AEM IR B & B IR 27 K L,
TR R B 2 30 BRI TR . Az Al JTOR B & i) 83 30 #2550 2% k. i3
RELE 3K 3 AR I il SR AR A RAERE TR bR . TEIXLEAF 5T rh, LAY BTk Af
SRZIFEIRNERE (2mg/ke, BEEW, ¥ T 10%DMSO 1 ) FAEBH X I, i SABEAL FE hE, 18
e EARFRIIN AR & o 7EERIR AT 30 208h, 1 B TR S I Ar AL A s T 18 B s
i, 28 TUIRES 2, X0 5 AN LI /) Bt FH s S BE o) B JRUR e B (2mg/ kg, IEE N ) o TEALIE
Ja 30 43R 1 /NIRRT 3 NI EAEARE Y. . AE 30 R ARG B 1R, 28 i I SR 22 2 =
EpE FARFERIETTE] . BRE L 7 Z 4081 (ANOVA) AT 4087, BE J5 OIS AT 25 5 0 8 (il
Fischer.Dunnett) . 4154 p<0. 05, WITA AR B2E .

[1000]  SEjifs] B19 o I T A e AR+ ik ‘

[1010]  ZBFFL W] H T A 560 AN SR AL & W TE CH7BL/6] /N B A H i 8 Pk e
(EPM) 50 FRIPL AR B

[1011]  f#H>k 3 Jackson Laboratories(Bar Harbor,Maine) FJHE!E C57B1/6] 7> FRHAT
W imbtat. Wl 6 BRI/ e RS, FohBEE EME— R S 585 (MR ), JFEA
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BRI 4 Hy 4R BB 9R A48 OPTT /N BB R IE A o FEBIF 9T 1) H A3 e 1) P /)8 B A3 DA BE 4 4 BRI .
JITA /IS BRAE DN I S s (R 24 T, B s 70~ 2 A 8 0 8 JRIINF AT ko 703 S T) , Xof
/I B RS 2 A BEORIRR FE, DA OR 2 8 PR BREFIUEE N 1 o K B4R AR 12/12 /NINFIR
O/ BEFETR o SEIRYERELE 20-23° C, AR YERE 30-70%. LERIF 5T HA R4 (1L b 2 gk £ A
WK LEREATA A, /N AL B A LT & BIVE T 4l FERFS 45 UG 2 SR LT A i)

[1012]  ALEWnI¥ T 5%PEG200/H,0 H, LLRIE (AR 10mL/kg 7E RIS AT 30 7080 1 REA 25
2) Hupay: (2. 5mg/kg) YT 456% FRNZE — B — FRIREH, A& AN 10mL/ kg ZEIR I AT 30 43
PRS2 o

[1013] M+ FRE RPN ERE. ZEKE Hamilton Kinder) £ 45 ¥ A~ £ 14 B
(14. 5em /= x Hem B x 35em ) FPANTFHUE Bem B8 x 35em K ) , JERAZ X, BA IEHTE
HFULF 6 (6x 6em) o BT AT L2 35 R 22 60 TR A0 FR AN T Tl o 2R 5 I RN U AE i T
iR 56cm BFISCHEAE B PiE B ECEMIRTT (77 &) BSE EPM, JER 5" x 57 1[H
5. CEVRR AT, S BRI R A& R 2 D 1N BN RUE R AR R E D,
[ AR, HEAT 5 8PS . BT sk — k. @t i B i R AT g e e L 28
LRI EE BRI A I N IREL . AE RSN R S5 #KE EPM T v

[1014]  HRiE S Ty 22508 (ANOVA) AT 4347, Bt Jo I 1E AT Fisher 1) LSD F)5 40 #7. Ul
R p<0. 05, WA R 30N 23

[1015] LA S5 3k (B AT ERL R BHEF AR TR g ) 114
WHNEGIARNEN S .

[1016] V& A iG 48 FRAR H AR, 705 ARE R b3 40 8 o pel 3 A 28 ) 7 dthak 7 UL Bk
BH , AERT ARSI B I AN 53 2 110 5 LI 2 T DAEAT SR8 /N (AR A R et o BRI, BT AR
W BF R S5 AN 2 1 8 DA Ry R A e B S B R B o
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