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ARFEFEE —1H- Bk —2- L) A

[0122]  RA SEHE ) 1.2 R RS AR 1 5 k. Lh 2.5g(8. 28mmol) & 2 —3-[5-(6- A 45 2&

2% -1-J8)-1,3- ZRELE —2- 56 ] A 3. 8g (8. 28mmol) A ER 4. 1 fF R[] (1- =T

HE —1H- BRWE —2- 3k ) FILER IR A B A LA M k), 1931 3. 2¢ JoE TEIH 14 .

[0123] 4.3 g3\ -3-[6-(6— AR AEZ —1- ) -1, 3- Mg —2- 3 ] WEZETER 1H- Bk
e —2— JL F g

[0124] =R T, [ 1. 9g (2. 83mmol) IR 4. 2 13RI e 5\ -3- [5- (6- A4 IEZE —1- 26 ) -1,

3- gk —2- Jk ] IR AR TR (1- = AR FIE —1H- sEMe -2- 28 ) FIESAE 150ml — &

FEHP IES IR A 0. 6ml (2. 83mmol) — 3R LFRAE 2ml — 5l e h IRV, TR S iR pi bt 12

10
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NI o PR IRAEZIR W) » AR AT — U R e P Rl PR S ZK Vs 23 B A LA
I FH R R S B K B VBDE A, B B A T, ol FS IR 4 SV, SR R ek IR A iR Al A, Y
WA P A 2K 98/2/0. 2 TR EW) . £ LR OBR P ES &G, 5133 0. 820g
air=4y.

[0125]  ## :130-132°C.

[0126] 'H NMR :(CDC1,) & (ppm)10. 0 (broad m, 1H) ;8.10(d, 1H) ;7.65(d, 1H) ;7. 35(dd,
1H) ;7. 25(d, 1H) ;7. 15(dd, 1H) ;7. 05(dd, 1H) ;7. 00 (s,2H) ;5. 15 (m+s, 3H) ;4. 70 (t, 1H) ;
4. 30 (m, 2H) ;3. 95-3. 90 (m, 6H) ;3. 30 (m, 2H) ;1. 85 (m, 4H) .

[0127]  sEjfsl] 5 : (b5 46 5 )

[0128] o\ —3-[5-(4- G ZE —1- 36 ) -1, 3- Wkt —2- 3k 1 WEEIFE TR 2- &I 2-
L.

[01290] 5.1 & —3-[5-(4- G ZE —1- % )-1,3— —MEks —2- & ] NEE

[0130] 4K K44 0. 75ml (10mmol) 2, 3— & HEMG F1 0. 25m] W Eh B KW (37% ) I A Z)
1. 18g (bmmo1) 2- (4- S —1- F& ) -1, 3- NEEAE 10ml —FBERERWE . IREWEIR T RV
SR AR AN Bml K. ZIRAYIDIEE 5 /NN, FEH] 25ml KA 50m] R iR . DRSS
Gy BENREY, AAHH 50ml R AL AN 25m1 PR AL B KBS DR B ER A T
B PR GG o TR TR EAEE AL, Ve ST 2 CRE R L. L BRI 70/30 V&G,
2 60/40 REY. /£ RNBETES WS, 193] 0. 557g ), A B,

[0131] 5.2 JgX -3-[6-(4- AL —1- & ) —1, 3~ ZREkt —2- 5 ] N2E e R is

[0132] 5 P < % K, [ 0.530g (1. 72mmol) & 38 5.1 #i & K &k KX -3-[6-(4- &
25 —1- 3 ) -1,3- hERE -2- 55 ) TAEEAO0. 48m1 (3. 45mmol) = ZJEAE Sml & e b 1w
W (AEIZR 0°C) WA 0. 256g (2. 23mmol) FFRAMESTE 2ml S P EEH IS . RNVIES
WILE O°CHERE 1 /NI N 25ml 7K AT 50ml 5 i de. YRR B IRAY), KA 50ml —
AR A VA 25m] WA EAL B KT BE S, TR BT, 25Uk 4, 1931 0. 66g 1~
W, A EE AR, BT E HTE T — PR

[0133] 5.3 A -3-[3-G-U-FZE-1-F)-1,3- Wk —2-F) AR 1-1, 3- Tme -2,
4- T

[0134]  7E 5 M A A K, i 0.660g (1. 7Timmol) & B 5.2 18 2| 1y &k X -3-[6-(4- A
Z5-1- 55 ) -1, 3- gk —2- Jk ] N3 FGERRPR R . 0. 208g (2. 05mmol) 1, 3— &MepE -2, 4- —
M (J.Med. Chem. , 1991, 34, 1542-1543) F110. 396g (3. 43mmo1) 1,1, 3, 3— PY FZEAT 5 10ml PY
SR RS R . PR AWEELE 100m] 2R BT 25m] 7K o TR S HEAT 7 B
YEo ANAHA 25ml 7KH 25ml ORI SAL B A IDE SR . KAHH 50ml 2R ZBE R A &
FHAVAH, RN T, R G . TR AW sk gk, Vet A E R O &
BB 70/30 V&AW, Fi A2 60/40 V&G4, 1921 0. 483g /=W, I A 14,

[0135]  #&A4 :125-127°C,

[0136] 5.4 i —3-[6-(4- S & -1-F)-1,3- "Mkt 2- R I NERETR2- K
i -2- | LM

[0137] % 0.470g (1. 20mmol) 8% 5. 3 BRI X -3-[3-(5-(4-AZE-1- % )-1,3- —
Wkt —2- 2k ) N3k 1-1, 3— Bemde -2, 4- WS AAAE 3. 5ml PYSURRAE 37, A 7Tml 7N 220K

11
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(R . TR G IR S N B, AR5 281, 75 5 N A 5 TR IR S V) Th B 45 40, 15
£ 0. 388g 4, A E@aa&l&o

[0138]  J& A :176-178°C.,

[0139]  LC-MS :M+H = 407

[0140] 'H NMR (DMSO) & (ppm) :8.35(d, 1H) ;8. 25(d, IH) ;7.8 (m, 3H) ;7.4(d, 1H) ;

7.25(m, 2H) ;7. 15(s, 1H) ;4. 75(t, 1H) ;4. 3 (s, 2H) ;4. 2 (m, 2H) ;4. 0-3. 9 (m, 3H) ;3. 05 (t,
2H) ;1. 65 (m, 2H) ;1.6 (m, 2H) »

[o141]  SEjfs) 6 : (459 67 5 )

[0142] R -3-[6-(6-FANZEFEEELE -1-55) -1, 3- —hghe 2- ) NEREFR4-A

Z: i

[0143]  Z53R T, %4 0. 205 (0. 60mmol) Jx 7 —3-[5- (6 IR N HE A AEZE —1- 2 ) -1, 3- 1@

fe —2— FE 1 RSy /M NE] 0. 110m1 (0. 78mmol) S S 4- S ZEEEHN 0. 205m1 (1. 2mmol)

N, N- Z 5N QA éml S P @D . IREW=EBFE 16 /NN, F1H 5ml Ak

PRI TR VeSS » 40 B IAH, 18 I B e 46 iR S H AU o IR IRAA UEE T R )

R T I VL LA, YR IR TR LR LRI 80/20 VR A4 . FH 5ml — R IABRIEE

1330 0. 176g b {4,

[0144]  LC-MS :M+H = 496

[0145]  J& ki :159-162°C

[0146] 'H NMR(CDC1,) 8 (ppm) :8.10(d, I1H) ;7.65(d, 1H) ;7.45-7.20 (m, 4H) ;

7.20-7. 00 (m, 4H) ;5. 30 (broad m, LH) ;4. 75 (t, 1H) ;4. 35(dd, 2H) ;4. 10-3. 80 (m, 5H) ;

3.50-3. 25 (m, 2H) ;1. 95-1. 70 (m, 4H) ;1. 45-1. 20 (m, LH) ;0. 80-0. 65 (m, 2H) ;0. 50-0. 30 (m,

2H)

[0147]  sEjfs] 7 : (kB4 68 5 )

[0148]  Ju X —3-[5-(6- FRPIL A ILZE —1- HL ) -1, 3— ke —2- 5L ] WEEIELTR 2,

2,2- =® LI

[0149] 23, 4 0.075ml (1. 0lmmo1) 2,2, 2— =% Z WL A 0. 205g (1. 0lmmo1) 4 7 /%

4~ TS FE ZEBERN 0. 555g (2. 02mmo 1) N, N- — SN IL G IE 2 LB K 2045 (Ps—DIEA, 2% DVB, i

fE = 3.66mmol/g) £ 7. Iml —A F L BT BEW LB ITE SR 16 /NN

T A e 4 R S I uE T IE R R A Aml SRR GEa ot e D8RI 4 S8R, 79 21 IR

FRARVIEETE 3. 5ml 1,2- R Lk AKKMA 0. 134m1 (0. 78mmo1)N, N- — % N L&A

0. 205g (0. 6mmo1) 3—[5-(6- IR ZE A IEZE —1- 58 ) —1, 3— Zh8kt —2- 36 ] Tl . %R VIR

EAE 60°CHNFA 16 /M. YAEIE, H 20ml IN SEEANES DGR . o0 B, B m K 1

st PRl SHIE A NUAH o I IR A IR T R LI IR (SR 24k, Pl B Cpi il &

& LRI 80/20 V&AW H dml — 5 AMEVE: 5, 1931 0. 076g [ (4[] {4

[0150] LC-MS :M+H = 468

[0151] & :105-107°C

[0152] 'H NMR:(CDCl,) & (ppm) :8. 15(d, 1H) ;7. 65(d, 1H) ;7. 35(dd, 1H) ;7. 25 (m, 1H) ;
7.15(d, 1H) ;7.10(d, 1H) ;5. 15 (broad m, 1H) ;4. 75(t, LlH) ;4. 50 (g, 2H) ;4. 30 (dd, 2H) ;

4. 10-3. 80 (m, 5H) ;3. 40-3. 20 (m, 2H) ;1. 90-1. 65 (m, 4H) ;1. 45-1. 20 (m, LH) ;0. 75-0. 60 (m,

12
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2H) ;0. 50-0. 35(2H) »

[0158] 36 1A SR W — L5 M 4L 24 0 P25 5 440 S5 0B T . 25 P AL ) —
PR LA I SRR, ARG 20 37 A1 50 2 4 MR ARAE R T L AL 547 6,9, 11,13, 18,
20,21 Fil 43 S NFA R R 7k SR IR SRR b T A AR

[0154] %
[0155]
0
0 (CH.) /[k R
Y 2 n\N O/ 2
H
R 0
1 (I)

[0156]
e | R, n R, M+H WAE (C)
1 R 2 CH,CONH, - 172-174
2 R 3 CH,CONH, - 116-118
3 A 2 CH,CONHCH, - 89
4 R 3 CH,CONHCH, ~ 116
5 IR 2 CH,CF, 334 77-80
6 R 3 CH,CF, 348 83-85
7 I 2 I 328 131-134
8 i 3 I 342 100-103
9 R 2 2- S ARH 362 95-98
10. fien 3 2— FORH 376 129-131
11. fisn 2 4— FORH 362 134-136
12. pien 3 4— FORH: 376 117-121
13. pien 2 4— BRI 346 132-134
14. I 3 4— GRS 360 106-109
15. P At 2 4— FREIREE 342 112-115

13
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o — — © m o Q & - & < = & <
(2} — [2p] <t (] ~ — — — — () — — — — b~ © —
2 s 2 2 B |12 I3 |2 N P P e I P I e i i
= 3 & o > & & N S I N R = K = = N - 8 2 -
< P
moo(my |m (=Y K R
B O M s <G <R P - - -
SO - I O - :: S :: S - B S O b o e B £ I
#|E B |E B B B K |2 z KB B E |- B KB E K |- K Z
N ;S ;S ;S ;S TN IR - S ST 1 1A - T - - -2 - A L -
R R P R e e N N A PP N U I R O A A e
o N [ap] N [ap] N [ap] — (&) o (ap] N [ap] — — N (@] (ap] — — (ap] (&N}
< o I b
= |m (=Y R K R [
s | e G i <R <R P T I b
wo e T EEEEREREREELIREEE
gl W W 4 4 4 4
| [ | | | |w (B |E g g B [ | |&= [= = |0 | 01 |0
%K‘ #K‘ %._A‘ .»_v.ﬂ. .»_..I. .»_.K. .»_.K. Af Af — | | | | | | | | | | | |
(a1 <t (ap)] [ap] <t <t (@] [ap] =<t [ap)] (ap)] (ap] (ap]
< - o o S = ~ o < or ) ) . ) ) ) ) ) ) ) ) )
— — - — o o o o o B |8 K ~ & & = = = & 3 % =

[0157]
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37. 3 =R R CH,CONHCH, - 82-84
38. 7R -1 3 CH,CONH, - 112-114
39. 7% -1- 3 CH,CONHCH, - 86-88
40. 2 -1- A CH,CONHCH, - 154
41. 25 -1- 3 CH,CF, 384 111-113
42. 25 -1- 3% CH,CF, 398 89-92
43. 75 -1- 3 CH,~ & FFmp g —2— 3t 432 -

44. 75 -1- 3£ R 378 131-133
45. 75 -1- 3 R 392 125-127
46. 4-H-ZE-1- 3 CH,CONH, 407 176-178
47. 4-H-ZE-1- 3 CH,CONHCH, - 190-192
48. 6- S - 25 -1- 3 CH,CONHCH, - 182-184
49. 6- AL - 2% -1- 2k CH,CONH, - 148-150
50. 6- HAEE - & -1 & CH,CONH, - 144-147
51. 6- 4 HE - 25 -1- 3 CH,CONHCH, - 194-196
52. 6— 4 0L - 2% —1- 3t 4 FAHE - 133-136
53. 6- FI& I - 25 -1- 3% CH,CF, - 142-144
[0158]
= [ R, R, M+H R (C)
54. 6- F&EHE - 2% -1- 2k CH,CONHCH, — 136-138
55. 6- AL - 2% —-1- & 4- FARHEE - 129-131
56. 6- AL - 2% —1- 2 CH,CF, - 93-95
517. 6- 4 HE - 25 -1- 3% CH,CONHCH, - 128-130

15



R B

CN 101906071 A 14/17 1
58. 6- FSEE - % -1- % CH,CONHCH,CH, - 170-172
59. 6- AL - 2% -1- 2% CH (CH,) CONHCH, - 154
60. 6- HAIE - 2% 1 X CH,CONHCH,— I iE —4- - 152

s

61. 6— FAE L — 25 —1- 3t CH,CONH— ¥R P 3 - 176

62. 6— 4 0L — 2% —1- 3 CH,CF, ~ 111

63. 6- FAE -2 1 X CH,— s —2— - 130-132
64. 6- I - 25 -1 3 CH,— ZEJfmkme —2— 3 - 175-176
65. 6- I - 2% -1- & IR - 128

66. 6- RN - AR AEZE 1 2 CH,CONH, - 137-139
67. 6-FR TN - AR AEZE 1 2 4- ERHE 496 159-162
68. 6- PR AL - AR AR TR -1 4 CH,CF, 468 105-107
69. 6- AL - 2% -1 3 CH,CONH, - 154-156
70. 6- Fodk - 25 -1- 3 CH,CONH, - 166-170
71. 6- FoHk - 28 -1- 3 CH,CONHCH, - 140-148
79. T- AL - % -1 X CH,CONH, - 156-158
73. T- PR - E& - CH,CONHCH, - 144-146
74. T- R -1 CH,CF, 428 93-96
75. T- -1 IR 422 151-153
76. 75 2- 3 R 392 130-131
77. 75 -2- 3 CH,CONHCH, - 144-146
78. 7% -2- 3 CH,CF, 398 130-132

[0150] Ak WAL 4 e 2 AR 0 (6 52, ISR 7 " ATD XS Al FAAH (IR U 1R B e 22 /K fit

B ) HIFmHIAEH .

[0160] 3 Foft 10 i) 35 P8 505 I = 0 52 2 b 45 B A, 2% DN 52 ¥k 2k 1 I & FAAH 7K fit

16
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anandamide[ & B¥ fi 1-"H] i B2 () /K fi# 7= #) (Life Science (1995),56,1999-2005 and
Journal of Pharmacology and Experimented Therapeutics(1997),283,729-734). Fr
CL, DIBR /N B (880 ) 5 47 T -80°C o H Polytron ML AHZIRN il & 5, 24k
KA 10mM Tris—HCL ZE39% (pH 8. 0),'E&H 150mMNaCl F1 1mM EDTA. 4RJ5,7E 700 1 A
i R RRAR & A A4 M98 B8 A2 P (Img/m1) PgEAT g S o AR IIN 28 Fof ik B2 1K
AW AR MRS IC Y anandami de B 42 10 1 M) anandamide [ Z % 1-"H] ( Eeik
PES4 15-20Ci /mmol) FUF IS (BRI E A 400 1 g L) o 7E 25°C M 15 38,
O 140w 1545 / FEE (2 0 1) Zabf RN RAEWHHE 10 7380, FLL 35008 .0 15 4
Bl FVBAHN MR S50 CERE [1-H] 7KAHSE 38 Gor D).

[0161]  FEIXAFEMISAE T AR BRI S AL S 1C, 18 (P FAAH X el v M
IV E ) 760.005 & 1uMJEHE K.

[o162]  [RIE R, A& BAIAL &P FAAH HA F0HIvE M

[0163] A AL AW ()4 Py v PE AR AR 10 T oA

[0164]  FITLL, #% PBQ( AILIEEE, £ 25 5% LTI 0. 9% EALBNE I 4 2mg/ke) EREH
(i.p.) %45 T 25 2 30g MM OF L /R, SIEMEENIA 2R, T 5 5 2 16 408 -4 3)
Bf4E 30 K. 257 PBQ ZHT 30 434860 23 BhEl 120 438 DUIREUENE N 25 775 0. 5% Tween
80 BV T IR G . ERLAAT T, AR A AL S AE 1 A2 30mg/ ke iz [H P BEAT
PBQ 75 A hr Ik E /> 50% 2 70%

[0165]  [ff FAAH(Chemistry and Physics of Lipids, (2000),108,107-121) Xf PN 54 B
N A A PR IR B (i N= feAE DU IR LS £ li% (anandamide) « N— BRAR ELAS £ 1
Ji N= S SR B Z B 2- 1642 DY IS Hol ) /K ARVE A A IE Tt o IXE6RT
A UL TR 5 R RR 25 R A R 52 P AH ELAE IR R I %5 P 2 BRTE 1t o AR BRI AL S 4 FH
T 2% 5 AR T T 1S NI 28 IR R I AL UK o Ak, AT T R TP BRI AR I
FAAH AR IR KRR/ BT ArT FEARA) S5 AT A i EL A0 0 o

[o166] 14, LA T $& B0 08 FHTAE

[0167] 35, ol A2 A2 S TR BB MR < i Sk, LG 92 1 3 B3 OB J 3 AH G 1 %
P AL N I PHER

[0168] 5 M AH OC I S ME B P 0 < ORI 28 R KW ORI 6 VB ORI RV MER VI
KL 5 EBE FUE (Crohn’ s Disease) J#iE 7 4R A 1E

[o169] Tk EliE M AR A MK

[0170]  FE#E AR IE Ly, R A2 AL 51 AL

[0171] PRSI, e il 25 S DR B s o 5 | IR 2R

[0172] 22 R G R AORS MO B IE R B, 18 B B AiG  ULOK 0 A5 = 28 | s e | B
¥ ECERA A AR P4 SR B8] 45 | A 1 2 S 70 X AR 0 1 L 28 25 L RS F e

[0173]  ZMESUR 2 R G IR < WA <5 AR ERE  Br) EE 50 R [ 2 AR PR R L %
SEMTSERFAT i St 1 AH G 1y A S iR 8 61 45 AH SC R 44

[0174]  FARAE 5

[0175] WA ZXELAE , A0 45 BEEAR PRI B 45

[0176] Lo M50 » Rl A v I Hs (Lo FREAN 55 B BRAEE A, « /O 93 AR Lo IR R I

17
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(01771 'S JEHkifm

[0178]  JediE « Rtk B2 JER M8 « LSS IR IeE 0 o Jeg « 17 270 Mt e e ( Ao s B 40 e L 6 |

B 98 AR 8 7 A R R 2 A R VRS U o R A A MR L R T A R A R A i

T /D SRR J TN MR DA IR AR b RSB R R Y T A RS S i R L AR

I~ e R R AR R )

[0179] G RGP, Rl A H B G BERT <4 B2t CLBEARHEIE | &5 45 20 23 95 Bl T

PR BT HBASAS IR SR A AE 30 B M HE ST R R B ME ST 28 DLUIUS G (Behcet” s

disease) I IMLPE B B s 35 IMNE 2 R MEREALIE LS 46 7 0 2= A0 E « BB Ve by B R 4
EE R 2 A0 L ZR P

[0180] MRS < e AYAIR e Y I A s N I B £ AR B T R Bk B %

(01811  ZF A= M i B Ptk BRAH BT P S L0 SATDS < il i 6

[0182]  JRESE, 5 Al A2 O I RAETR < K71 2 RRIB KT R i K

P U 5 T ERUE W1 B B A1k

[0183] ‘B LBRLAAIE 5

[0184]  HRJp :HR N &1 5 IR 5

[0185]  Jisii ey « PPMRIE 0 ST R R 28 L IR P2 ity L D2 1 S AU R L 8 e IR R i P 2

=

[o186] 5 i < il 5 i Gk W DY JORESRI 00z JIEYS B B R

[0187]  JRIREEFIESHE R % .

[0188] AUk BHAL A WAE & T & R T 8a T El g he (B 257 i rh 3%, 2 AR

) — > e HE 4

[0189] AR — T 2P 257, 1% i S A EA (D (a4, i@ (D &%

(1252 T2 I L BK SPsis ) o IX S8 B 207 W n] FH TR 7 2% b R i A2 s

BT ERIE .

[0190]  J5— 5 iHl, A R S 9G4, AT A AR e B 22 20 — Bl AL G4 E by i 1 ik

By o IXEEAYMH GG BRI AR HNEY), 8038 Fridtb &2 Bl i oK

GBI, AE R I HAL B — B P 22 b a2 MR 55 o

[o191]  ARPR I AL 257535, ek 3R 2 a1 R b AT IR ¢

[0192]  FEME IR, & T, KR, LA, #f ik, 2R i, R, U W, B, 28 5 il | IR 55

B ms 25 A K HAMAEYT, Bida (D), s dLnTger &k i sk & WiiE

PERSAR » BT LA R 24 R 50— A2, DL SRR 20 25 Ut s AN S B 7B s8R 7

I R BT

[0193]  I&'E I HR ) 25 2570 A EEE LIRSS 2571 2K, bL 4n 5] Rl i 52 R 351 BORE 771

TR A RIS ER &F], & T VBN VIR BB NS 5 TE A, AL 25 TR AL,

FER S ULN R IR P 26 258 20, BRI TE N 25 2578 5. 0T Rk 4 2, Ak AL &

WraT LR R 3CE Bt mAsE

[0194] 254Uk B, Ak BRAL S SRR s 258 2K, LR FIA ), Rl RE S A LA R 440 -

[0195] AR EHALG) 50. Omg

[0196] HE 223. 7bmg

18
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[0197]
[0198]
[0199]
[0200]
[0201]
[0202]

AT LT HE 20 6. Omg

T KTER 15. Omg
RN PR R 2. 25mg
i g PR Bk 3. Omg
TR 250 2, Bk S 0] S (R0 PR et HRIE S 0. 01 ~ 20mg/kg AT .

A AT A B e sl S AR R R P R R O 5 R 1 7 B I A R B Y

o T RLIRIABOE A B0 IR 0 2 E s AR 4 24 5 =X AR SR 24 5 e Nk o

JE o
[0203]

T3 I7 0 AR Kafdr B RAER 75, A S R AR AL & BT 25 1]

) 3 SR A BOK G (1 — P ARG L TR

19



