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F 1
He | R 'H NMR (CDCls, 200MHz) & MS (m/e)
1 Me |CH, 7.57 (d, J = 8.4 Hz, 21), 7.30 (d, J = 8.4 Hz,
2H), 2.74-2.99 (m, 4H), 2.08 (s, 3H)
2 Me |CH, 7.51-7.37 (m, 4H), 2.92 (m, 2H), 2.77 (m, 2H), 173(M+ 92), 131 (31), 116
2.15 (s, 3H) (16), 103 (17), 43 (100)
(t,J=7.4Hz, 2, 2.17 (s, 3 ) (86), 116 (10), 103 (17)
43 (100)
0, 3.79 (s, 21, 2.22 (s, 3H) (19). 43 (100) ’
5 | Me 0 7.61 (d, J = 8.8 Hz, 21), 6.94 (d, J = 8.8 Hz, 17500, 35). 133 (34). 102
2H), 4.62 (s, 2H), 2.29 (s, 3H) (31). 75(15). 43 (100)
J=7.1Hz, 2 1) ’

e 7 WA 10:

% gl

R

e e s Az

AAAsI ALHESZAE FEAE < 70 WA 80%e &= AT},

ol =3} YEF(20mmol) ¥ Eodolvldd
kA7) 3L IN-HCL 89S 743 %) o}
EFEE o] &3t

ALHEZDZ7Z XgE AS(VE sh7]9 WS sk gAsd e 1 2808 7 WA 10)d 3%
4 d3E YRS

1-dg-2-3 2 d(10mL) &ujoll
A (20mmol)S 7F8kal 150 CeollAl 4 AlZE
HEER FE3 §, SIYEFO=R

#* 2
ME | R AZAA Y MR (DMSO-d;, 200MHz) NS (a/e)
7 Me |CH, 4 7.78 (d, J = 8.3 Hz, 2H), 7.33 (d, J =
8.3 Hz, 2H), 2.76-2.83 (m, 4H), 2.03
(s, 3H)
43 (100)

St 43 (100)
H) (35), 90 (46), 43 (92)

T 7rE, SR

N-29} N-19]

H E g £ 9

A 2kl

2ol A gy dHEEAES] Alx

she % ol AXgE dAdHERSY] gL

11 WA 34)el shgh= &9l 2 2424395 JEhliiv.

HEHZAE (Gmmol), eto]=(6mmol) 183 EAFZE (10mmol)S
LW 3 ks 8l E AASEA ofM|EAL Hol| wo] B4 St mladlgoE e &

el Sl EAE ¥ ARvtEaNE Eejste] 54 sges 70 WA 95% FEE
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Y gf% G 'H NMR (CDCl,, 200MHz) & MS (m/e)
11 | Me |ci, 9-CH,Ph 8.04 (d, J=8.3 Hz, 2H), 7.41-7.25 (m, 5H),
7.28 (d, J=8.3 Hz, 2H), 5.80 (s, 2H), 2.87
(t, J=6.9 Hz, 2H), 2.2.67 (t, J=6.9 Hz,
2H), 2.15 (s, 3H)
12 | Me |cH, 1-CH,Ph 7.50 (d, J=7.9 Hz, 2H), 2.28 (m, 5H),
7.27 (m, 2H), 5.60 (s, 2H), 2.91 (t,
J=6.9Hz, 21), 2.75 (t, J = 6.9 Hz,
oH), 2.14 (s, 3H)
13 | Me |cH, 2-CH,Ph 7.98-7.95 (m, 2H), 7.43-7.30 (m, 7H),
5.81 (s, 2H), 2.96 (t, J = 7.1 Hz,
o), 2.81 (t, J = 7.1 Hz, 2H), 2.17
(s, 30)
14 | Me |cm, 1-CH,Ph 7.41-7.34 (m, 7H), 7.19-7.14 (m, 2H),
5.62 (s, 2l), 2.91 (t, J = 7.2 Hz,
o), 2.73 (t, J = 7.1 Hz, 2H), 2.13
(s, 30)
15 | Me |cH, 2-CH3 8.06 (d, J =8.4Hz, 2H), 7.30 (d, J 230 (M+, 7),
=8.4Hz, 2 1), 4.38 (s, 3 1), 2.96 202 (100),
(t, J=8.1Hz, 2H), 2.80 (t, J = 145 (23),
8.1 Mz, 2 1), 2.15 (s, 3 1) 130 (18),
116 (30), 43
(38)
16 | Me |cH, 1-CH3 7.66 (d, J=8.2Hz, 2H), 7.39 (d, T | 230 QM+, 17),
=8.2Hz, 2 1), 4.16 (S, 3 1), 2.99 187 (92),
(t, 7 =7.1Hz, 2H), 2.82 (t, J = 145 (45), 43
7.1Hz, 2 H), 2.17 (S, 3 H) (100)
Me |CH, 2-Ft 8.05 (d, J = 8.4 Hz, 2H), 7.30 (d, J 244 (M+, 5),
17 = 8.4 Hz, 2H), 4.69 (q, J = 7.3 Hz, 216 (100),
o), 2.96 (t, J = 8.1 Hz, 2H), 2.79 130 (41),
(t, ] =8.1Hz, 2H), 2.15 (s, 3H), 116 (78), 43
1.68 (t, J = 7.3 Hz, 3H) (86)
18 | Me |cm, 1-Et 7.59 (d, J =8.6 1z, 21, 7.38 (d, J | 244 (W, 17),
= 8.6 Hz, 2 H), 4.46 (t, J= 7.3 Hz, 2 201 (95),
M), 2.99 (t, J = 7.9 Hz, 2 1), 2.82 ( 131 (100),
t, J =79z, 2 1), 2.17 (3 1), 1.58 43 (72)
(t, 7.3 Hz, 3 1)
Me |CH, 2-CH,CH,CN 8.06 (d, J = 8.3 Hz, 2H), 7.30 (d, J
19 = 8.3 Hz, 2l), 4.72 (t, J = 6.9 Hz,
2H), 2.89 (t, J = 6.4 Hz, 2H), 2.78
(t, J=6.4Hz, 2H), 2.20 (t, ] = 6.9
Hz, 2H), 2.15 (s, 3H)
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20

Me

CH,

2-CHycHoCO,
Me

8.04 (d, J =8.0 Hz, 2/, 7.32 (d, J
= 8.0 Hz, 2H), 4.94 (t, J = 7.1 Hz,
20, 3.74 (s, 3W), 3.12 (t, J =7.1
Hz, 20), 2.87 (t, J = 6.3 Hz, 21),
2.77 (t, ] = 6.3 Hz, 21, 2.15 (s,
3H)

21

Me

CH,

Z_CHQCOQMG

8.06 (d, J =8.2 Hz, 2H), 7.30 (d, J
= 8.2 Hz, 2H), 5.47 (s, 2H), 3.82 (s,
3H), 2.92 (t, J =6.3 Hz, 2H), 2.82
(t, J =6.3Hz, 2H), 2.15 (s, 3H)

22

Me

CH,

1‘CH2C02M€

7.56 (d, J = 8.3 Hz, 2H),
.38 (d, J = 8.3 Hz, 2H),
.20 (s, 2H), 3.81 (s, 3H),
.99 (t, J =6.5Hz, 2H),
.82 (t, J = 6.5 Hz, 2H),
.16 (s, 3H)

23

Me

CH,

Z_CHQCOQMG

.98 (d, J = 8.3 Hz, 2H),
.43 (d, J = 8.3 Hz, 2H),
.46 (s, 2H), 3.86 (s, 3H),
.96 (t, J = 7.0 Hz, 2H),
.81 (t, J =7.0 Hz, 2H),
.17 (s, 3H)

24

Me

CH,

2-CH,(4-MeOPh)

.03 (d, J = 8.4 Hz, 21,
.40-7.30 (m, 4H), 6.89 (d, J
8.6 Hz, 2H), 5.72 (s, 2H),
3.80 (s, 3H), 2.94 (t, J =
7.2 Hz, 2H), 2.82 (¢, ] =7.2
Hz, 2H), 2.15 (s, 3H)

~N OO DD DN O NN NN DD O

25

Me

CH,

1-CH,(4-MeOPh)

.52 (d, J = 8.6 Hz, 2H),
.33 (d, J = 8.6 Hz, 2H),
.10 (d, J = 9.0 Hz, 2,
.86 (d, J =9.0 Hz, 2H),
.54 (s, 2H), 3.80 (s, 3H),
98 (t, J =7.0Hz, 2H),
.81 (t, J =7.0 Hz, 2H),
.16 (s, 3H)

336 (Mt, 7),
121 (100), 77
(9)

26

Me

CH,

2-CH,(4-FPh)

.02 (d, J = 8.3 Hz, 2H),
42 (dd, J = 8.7, 8.7 Hz,
2H), 7.26 (d, J = 8.3 Hz,

, 7.02 (t, J =8.7 Hz,
2H0, 5.8 (s, 2H), 2.98 (m,
2H), 2.79 (m, 2H), 2.15 (s,
3H)

~N OO0 D MDD OO NN

Do
jms}
—

27

Me

CH2

1-CH,(4-FPh)

7.65 (d, J = 8.5 Hz, 2H),
7.34 (d, 8.5 Hz, 2H), 7.10
(d, J = 8.9 Hz, 2H), 6.99 (d,
J =8.9 Hz, 2H), 5.65 (s,
2H), 2.99 (t, J = 7.1 Hz,
2H), 2.81 (t, J = 7.1 Hz,
2H), 2.17 (s, 3H)
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<95>

<96>

<97>

<98>

=
(=

ol 10-0816527

28 Me |[CH, 4 2-CH2-2-pyridyl [8.61 (m, 1H), 8.06 (m, 2H), 307 (M+, 3),
7.69 (m, 1H), 7.31-7.24 (m, 250 (98), 193
3H), 7.17 (m, 1HO, 5.97 (s, (100), 78 (40)
20), 2.94 (t, J = 6.9 Hz,
2), 2.78 (¢, J = 6.9 Hz,
2H), 2.14 (s, 3H)
Me |CH, 4 1-CHy-2-pyridyl |8.61 (d, J = 4.8 Hz, 1H), 307 (M+, 1),
29 7.76-7.65 (m, 3H), 7.36-7.27 265 (3), 236
(m, 3H), 7.22 (d, J = 7.8 Hz, |(12), 92 (59),
1H), 5.73 (s, 2H), 2.93 (t, J |79 (25), 65
= 6.8 Hz, 2H), 2.80 (t, 7.2 (45), 43 (100)
Hz, 2H), 2.15 (s, 3H)
30 Me |[CH, 4 2-cyclopentyl |8.05 (d, J = 8.2 Hz, 2H), 7.30(284 (M+, 8),
d, J= 256 (44),
8.2 Hz, 2H), 5.26 (quint, J = |174 (37)
?ﬁ? H§796 (t, J =7.7 Hz, 2H) 160 (100,
, 2. , ] =7.7Hz, ,
2.79 (. 116 (50), 55
J=7.7Hz, 21, 2.23-2.33 |85, 43
(m, 4H), (81)
2.15 (s, 3 H) 1.77-2.04 (m,
4H)
Me - 4 2-CH,Ph 8.11 (d, J = 8.4 Hz, 21), 292 (M+, 2),
31 7.43-7.33 (m, 263 (5), 236
5H), 7.31 (d, J = 8.0 Hz, 2H), (44), 193
5.80 (s,
(47), 178
2H), 3.75 (s, 2H), 2.18 (s, (42) 91
3H) ’
(100)
Me - 4 1-CH,Ph 7.57 (d, J = 8.0 Hz, 2H), 292 (M+, 3),
32 7.35—7.31 (m, 250 (36),
5H), 7.16 (d, J = 8.0 Hz, 2H),|999 (60)
5.63 (s, ’
131 (13), 91
20), 3.79 (s, 2H), 2.22 (s, (100)
3H)
Me 0 2-CH,Ph 8.08 (d, J = 8.8 Hz, 2H), 308 (M+, 6),
33 7.42-7.35 (m, 252 (64),
5H), 6.97 (d, J =8.8 HZ, ZH), 178 (30)‘
5.78 (s, 105 (37), 91
20), 4.59 (s, 2H), 2.30 (s, (100)
3H)
Me 0 1-CH,Ph 7.55 (d, J = 8.8 Hz, 2H), 308 (M+,
34 7.37-7.34 (m, 19), 105
3H), 7.17-7.13 (m, 2H), 6.97 (9), 91
(d, J] =8.38 (100)
Hz, 2H), 5.61 (s, 2H), 4.61
(s, 21D,
2.29 (s, 3H)

ol E &

A2 AgHE AdHEGES i

4-Nolx=#HE (1.0g, 8.40mmol)E <oFAE (30mL)<l S
Zo 2-(2-BERFENEA)HEHS =E-2/FF 2 (2uL, 12.59mmol)E ZoH 7lst Q=ddH
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<99>

<100>

<101>

<102>

<103>

<104>

<105>

<106>

<107>

<108>

<109>

<110>

<111>

£ b F 48 B MR, BRAAT. g Rerd WAAAn vk
| & HERIage £33 5 4 0 vadgez dedA a
Il _9_

(20% EA/Hx) 2 E2] 3]st oA e E4383E (2.00g, 99%)S AAT}:

S

" NMR (CDCls, 200 MHz) & 7.58 (d, J = 9.2 Hz, 2H), 6.98 (d, J = 9.0 Hz, 2H), 4.69 (n, 1H), 4.23-4.18
(m, 2H), 4.09 (m, 1H), 3.93-3.77 (m, 2H), 3.53 (m, 1H), 1.84-1.52 (m, 6H); EI-MS m/z (relative
intensity) 247 (M, 14), 85 (100), 73 (44).

MAld 360 2[4-QHFH EgtE-5-A) #H A ]-1-o&hZ9] A*x

2[3-(4-Aot = Z A A EA JHEZ S| =2-2F3 & (1.53g, 6.19mmol)S 1-HE-2-¥ == (20ml)°l
=9l & oA =3 YEF (805mg, 12.38mmol), Ezfolo|doldl Gakd (1.74g, 12.38mmol)S 7}3FaL 150 CeollA

12A17F JWHEAIF T, dbg S A7 WZhA] 7] IN QAR89 (20ml)S 71 & Ad2oA 1A]7F WAL
T oA EAbER F&3 H T4 3 YEFOR AXAZ F TR, AAASIe] 34 1A 54
3}3tE (890mg, 70%)E LUTt:

1H NMR (DMSO-dg, 200 MHz) & 7.96 (d, J = 8.8 Hz, 2H), 7.16 (d, J = 9.0 Hz, 2H), 4.92 (br s, 1H), 4.08
(t, J=4.9 Hz, 2H), 3.74 (t, J = 4.9 Hz, 2H), 3.37 (br s, 1H); EI-MS m/z (relative intensity) 206
(', 18), 178 (81), 134 (100), 107(45).

Aol 370 2[4-C-HIF-2H-H Ee}E-5-) A=Al |-1-oll g3} 2[4-(I-WF-1H-HE&E-5-%) 52| ]-1-]

s |

2[4-(1#1,2,3,4- EJ]EE}%—B—%‘M]—, ]-1-og-g (1.04g, 5.05mmol)S& oFAE (50mL)ol] =<1 T Rt
2% (1.4g, 10.1mmo)E ¥l 102 Fof] #ld HEntol= (0.74 mL, 6.06 mmol)E 713 T 427 71D 3FA]
At} *&%ﬂé A BZAA7)aL ks AASHRS T, FAe| EE UME] HEREdugeR &%
H, ¢ bmiadgo s AXRAA AASHe &, 3@ AEvEaduz FE35ste] fale] A A EQ]
2[4- (2-W1A-2H-1,2,3,4-E| Ee}Z-5-2) 3| 5 A] |-1-o| &2 (1.058g, 71%)3} 2[4-(1-H12-2/1,2,3,4-E| E}Z-
5-)FEAl]-1

-l EFS (212mg, 14%)& AAT}:
2[4-(2-MH-2/F1,2,3, 4-H Ee}E-5-Y) F 5 A | -1-o &=

1H NMR (CDCls, 200 MHz) & 8.07 (d, J = 8.6 Hz, 2H), 7.43-7.35 (m, 5H), 7.00 (d, J = 9.0 Hz, 2H), 5.78
(s, 2H), 4.14 (t, J = 4.3 Hz, 2H), 4.02-3.97 (m, 2H), 2.06 (t, J = 6.1 Hz, 1H); EI-MS m/z (relative
intensity) 296 (M+, 10), 240 (86), 196 (41), 105 (99), 91 (100), 77 (43);
2[4-(1-MH-2/F1,2,3 4-H Ee}E-5-Y) F 5 A | -1-o &=

1H NMR (CDCls, 200 MHz) & 7.54 (d, J = 8.8 Hz, 2H), 7.37-7.34 (m, 3H), 7.18-7.13 (m, 2H), 7.02 (d, J =
8.8 Hz, 2H), 5.01 (s, 2H), 4.14 (t, J = 4.2 Hz, 2H), 4.04-3.97 (m, 2H), 2.06 (t, J = 6.1 Hz, 1H); EI-
MS m/z (relative intensity) 296 (M+, 26), 105 (17), 91 (100).

A Ao 38 2-MlA-5-[4-(2-B 2 R EX)H I |2 HEZZ AX

2[4-(2-A-2/1,2,3, 4-H E&}ZE-5-L) H H5 A |-1-o €F2  (500mg, 1.69 mmol)S TlZFZEZdEr (15mL)
o =0 T EfudIEAd (886mg, 3.38 mmol)S ¥i N-EEZRE<Aoln = (60lmg, 3.38mmol)E 7}3k &, AF
2o A 10 WHAIFY. wgde &S Jleta HEREvEoR FE3 § FFIMIUEFOR ARAIA 4
Z73 5 B g2rEaYy (oMM EAtE A = 1:4) 2 B8 3]55te] WAl uH ZAE 2-wE-5-[4-(2-
BHEREANAL]-2/1,2,3, 4-HEZE (560 mg, 92%)S A3ATH:

" MMR (CDCls, 200 MHz) & 8.07 (d, J = 9.0 Hz, 2H). 7.43-7.35 (m, 5H), 6.99 (d. J = 9.0 Hz, 2H), 4.34
(t, J=6.3Hz, 2H), 3.66 (t, J = 6.3 Hz, 2H); EI-MS m/z (relative intensity) 360 (M .2, 7), 358 (M,

5), 304 (64), 195 (48), 179 (49), 91 (100).
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<112>

<113>

<114>

<115>

<116>

<117>

<118>

<119>

<120>

<121>

<122>

<123>

SS=50dl 10-0816527

AAjel 390 2-WlA-5-[4-(2-okA ol SAD H | -2/ H EepE o] A=

2-MA-5-[4-(2- B2 R EA)FAD]-2#1,2,3,4-HEE (300mg, 0.84 mmol)S 7F¥ TivdXEFo}
% (20mL)el] 59 F oA =SUER (112 mg, 1.72 mmol)E Wil 80 TellA] 2A17F uwkAIZATE, RESAS
27 BAA )AL 25 Ve A E AAES o Hstkal 100mLe] B2 WOH w ghetstel A 1A17E A Z2ATA 9
A a1 A BEXE 2-AA-5-[4-(2-o A R EAD A D ]-241,2,3,4-HI E2}E (250 mg, 94%)S LAk

' NMR (CDCl;, 200 MHz) & 8.08 (d, J = 9.0 Hz, 2H), 7.40-7.36 (m, 5H), 7.00 (d, J = 9.0 Hz, 2H), 5.79

(s, 20), 4.204 (t, J=5.0 Hz, 2H), 3.63 (t, J =5.0 Hz, 2H); EI-MS m/z (relative intensity) 321 (Mﬂ
14), 293 (11), 265 (49), 165 (46), 91 (100).

Ao 40 2-[4-(2-WIA-2[FH Eg}E-5-) 3|5 A [ &olrle] A%

2-wl & -5- 4—(2—0}213011—%/\1)ﬁﬂé]—zﬂ—l 2,3, 4-8lE2}Z (18Img, 0.56 mmol)$} 5%-FetEzE (10
weight%)S g2 (5mL)ol 7} & ZIA s AR RkAI R, WS ESES AelolER ofistal 7
ASHE F @ AzmEa (ﬂ%iiuﬂ%.uﬂ%% = 20:)R R sgete] g uA HA8FE 2-[4-
(2-92-20-1,2,3 4-H E}E-5-)d A [ &bl (82mg, 49%)S AUth:

'H NMR (CDCls, 200 MHz) & 8.06 (d, J = 8.8 Hz, 2H), 7.39-7.35 (m, 5H), 6.99 (d, J = 8.8 Hz, 2H), 5.78
(s, 2H), 4.04 (t, J=5.1Hz, 20), 3.11 (m, 2H), 1.50 (br s, 2H); EI-MS m/z (relative intensity) 295
', 8), 293 (18), 196 (100), 91 (76), 44 (80).

A 410 3-[4-(2-W A2 HESE-5-A)Hd]-1-HE-2-E 2 Folwl o] A%

4-[4-(2-AA-2H1,2,3,4-H| EF=Z-5-2) A ]-2-FE}= (0.6g, 1.96 mmol), oFAEA otxF (1.
19.6mmol) 28]ar ¥AFA] (Molecular Sieve, O@%*]%%(me1ﬂ¢ﬂ“iﬂH 308 WHESE §] AFA
olxH Zslol=glol= (0.25 g, 3.92mmol)S 7}att}h. 24X 7 ALoA wwtd F oAFslm ggEFech. =
e 85 718t IN 7Mdan F8do= AV|3A7 § YEadegor FE3a 74 IYEFoR
%3 5 ¥ aznEdgiE (F22dehd e = 20:1) Ha35ste] 1A 22 5etE 3-[4-(2-wA-24
1,2,3, 4Bl Eg}E-5-d) A d]-1-vd-2-Z2go}vl (0.45g, 75%)S AJth:

'H NMR (CDCls, 200 MHz) & 8.04 (d, J = 8.1 Hz, 2H), 7.38 (m, 5H), 7.26 (d, J = 8.1 Hz, 2H), 5.79 (s,
o), 2.96 (m, 1H), 2.65 (m, 2H), 1.63 (m, 2H), 1.12 (d, J = 6.3 Hz, 3H); EI-MS m/z (relative
intensity) 307 (M, 15), 290 (27), 263 (38), 233 (51), 91 (76), 44 (100).

U ddHEgSER ASE -opvedme ()] Ax
spek2] 19 sgtE shr]e] Aale 42 WA 820 o3 dAERNeH, FHE eSS F 4ol eI

* 4
A4 A R Y 2| 2H91 4] G H] a1

42 Ph Me CH, 4 H
43 Ph-3-CF; Me CH, 4 H
44 Ph-3-CF; Me CH, 4 2-CH,Ph
45 Ph Me CH, 4 2-CH.Ph
46 Ph-3-C1 Me CH, 4 2-CH,Ph (R)-OH
47 Ph-3-Cl Me CH, 4 1-CH,Ph (R)-OH
48 Ph-3-C1 Me CH, 3 2-CH,Ph (R)-OH
49 Ph-3-Cl Me CH, 3 1-CH,Ph (R)-OH
50 | PhOCH, Me CH, 3 2-CH,CH,CN
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51 Ph-3-Cl Me CH, 4 2-CH;Ph—-4-0Me (R)-0H
52 Ph-3-Cl Me CH, 4 1-CH,Ph-4-OMe (R)-OH
53 Ph-3-Cl1 Me CH, 4 2-CH,Ph-4-F (R)-0H
54 Ph-3-Cl Me CH, 4 1-CH2Ph-4-F (R)-OH
55 Ph-3-Cl1 Me CH, 4 2-Me (R)-0H
56 Ph-3-Cl Me CH, 4 1-Me (R)-OH
57 |PhOCH, Me CH, 4 2-Me

58 Ph-3-Cl Me CH, 4 2-Et (R)-OH
59 Ph-3-Cl Me CH, 4 1-Et (R)-0H
60 PhOCH, Me CH, 4 2-Et

61 Ph-3-Cl Me CH, 4 2-cyclopentyl (R)-0H
62 Ph-3-Cl Me CH, 4 2-(2-picolyl) (R)-OH
63 Ph-3-Cl1 Me CH, 4 1-(2-picolyl) (R)-0H
64 5-C1-2-thiopheny! Me CH, 4 2-CH,CO-Me

65 Ph-3-Cl Me CH, 4 2-CH,CO-Me (R)-0H
66 Ph-3-Cl Me CH, 4 1-CH,COMe (R)-OH
67 Ph-3-Cl Me CH, 3 2-CH,CO-Me (R)-0H
68 PhOCH, Me CH, 3 2-CH,CO-Me

69 Ph Me CH, 4 2-CH,CO-Me

70 |Ph-3-CF; Me |CH, 4 2-CH,C0Me

71 PhOCH, Me CH, 4 2-CHoCO-Me

72 |PhOCH, Me |cH, 4 2-CH,CH,COMe

73 Ph-3-Cl1 Me - 4 2-CH,Ph (R)-OH
74 Ph-3-Cl Me - 4 2-Et (R)-0H
75 | PhOCH, Ve - 4 2-Et (S)-OH
76 Ph-3-Cl1 Me 0 4 2-CH,Ph (R)-OH
77 Ph-3-Cl Me 0 4 1-CHoph (R)-OH
78 Ph-3-Cl H 0 4 2-CH,Ph (R)-OH
79 Ph-3-Cl (R)-Me |CH, 4 2-CH,Ph (R)-0H
80 Ph-3-Cl (S)-Me |CH, 4 2-CH,Ph (R)-OH
81 Ph-3-Cl (R)-Me |CH, 4 2-CH,CO-Me (R)-0H
82 Ph-3-Cl (S)-Me |CH, 4 2-CH,CO-Me (R)-OH

<124> AAle] 42 2-1-v9-3-[4-QHH EetE-5-) Al d [ X 2 Hopu]te-1-H d-1-o| gk o] Ax
<125> 2-obu| - 1= d-1-o ¥-& (136mg, Immol), 4-[4-(2/1,2,3,4-ElE}E-5-)7d]-2-5-EH= (0.23mg,

1.05mmol )3 B2} A (molecular sieve) 1.6gS wlAlo] (12mL) ¥ 19 A7+ BFAZ & oA7sta, 7Helsfol A
EWE AA ths T wleS(20mL) kel A RSk (IV)(23mg, 10mol%)E Hil 4 3skellA (70 psi) 4
AIZE & WAL F oFetar, ggtetelA EHE AAS vhs ¥ ARmELHY (HYERRdEdEE =
20:1)E AHgste] EElste] HASeHE 2-1-w9-3-[4-(2H-1,2,3 4-H Eg}E-5-9) g d | Z = H o] - 1-3 d-1-
ol e (0.17g, 29 %S AU}
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<126>

<127>

<128>

<129>

<130>

SS=50dl 10-0816527

I NMR(CDClL;, 200 MHz) & 1.29 (d, J = 6.7 Hz, 3H), 1.84 (br, 1H), 2.02 (br, 1H),
3.10-3.24 (m, 4H), 7.13-7.30 (m, 7H), 7.83-7.87 (m, 2H);

EI-MS m/z (relative intensity) 230(M , 34), 131(42), 91(100)

2.50-2.90 (m, 4H),

ALl 43 WA 770 ) Al 429 TAR WHo R gy 19 Setes Alxstal, §hv]9] & 5 o 7zt

¥ 5
]
A2 R ety 200 Mi2) § NS (m/e)
43 |7.96 (d,J= 8.2 Hz, 2H), 7.58-7.80 (m, 4), 7.43 (d,J = 8.2 Hz, 200, 5.049055 (' 3) 230
(m, 1), 3.21 (n, 31). 2.83 (m. 20). 1.98 (m. 21), 1.43 (m, 3I) (25). iat (27,
58 (100)

44 8.04(d, 2H,/= 7.8Hz), 7.26-7.64(m, 11H), 5.79(s, 2H), 4.67(m, 1H),
2.4-3.0(m, 5H), 1.72(m, 2H), 1.13(d, 3H,J = 6.3Hz)

496 (M+1, 2), 320
(47) 91 (43), 58
(100)

45 .02-8.06 (m, 2H), 7.26-7.42 (m, 12H), 5.79 (s, 2H), 4.64 (m, 1H),
5

7-2.88 (m, 5H), 2.04 (br, 2H), 1.67 (m, 2H), 1.12 (d,J/= 6.3 Hz, 3H)

428 (M, 1), 320
(26), 91 (34), 58
(100)

46 8.05 (d, J = 8.4 Hz, 2H), 7.40-7.23 (m, 11H), 5.80 (s, 2H), 4.61 (m,
1), 2.91 (m, 1H), 2.76-2.61 (m, 4H), 2.17 (brs, 2H), 1.78-1.69 (m, 2H),
1.13 (d, J = 6.4 Hz, 3H)

47 7.89 (d, J = 8.2 Hz, 2H), 7.38-7.20 (m, 11H), 5.78 (s, 2H), 4.60 (m,
1H), 2.89 (m, 1H), 2.74-2.60 (m, 4H), 2.15 (brs, 2H), 1.74-1.68 (m, 2H),
1.12 (d, J = 6.3 Hz, 3H)

48 7.96 (d, J = 7.4 Hz, 2H), 7.43-7.39 (m, 6H), 7.29-7.23 (m, 5H), 5.79 (s,
2H), 4.61 (dd, J = 5.8, 3.1 Hz, 1H), 2.96 (ddd, J = 18.1, 12.3, 3.6 Hz,
1), 2.78-2.49 (m, 4H), 2.17 (brs, 2H), 1.91-1.63 (m, 2H), 1.12 (d, J =
6.2 Hz, 3H)

49 7.60 (d,J = 8.0 Hz, 2H), 7.40-7.35 (m, 6H), 7.29-7.19 (m, 5H), 5.78 (s,
2H), 4.59 (dd, J = 5.3, 3.4 Hz, 1H), 2.90 (m, 1H), 2.52 (m, 4H), 2.10
(brs, 2H), 1.95 (m, 2H), 1.17 (d,J = 6.2 Hz, 3H)

50 8.04 (d,J= 8.1 Hz, 2H), 7.23-7.32 (m, 4H), 6.88-6.98 (m, 3H), 4.69-4.79
(m, 2H), 3.97-4.13 (m, 3H), 2.66-2.96 (m, 5H), 2.14-2.29 (m, 4H),
1.66-1.89 (m, 2H) 1.18 (d,J= 6.1 Hz, 3H);

424 (W'+2, 5). 39
(1), 287 (71),
194 (74), 58

(100); IR 2260 cm
o)

51 8.04 (d,J = 8.2 Hz, 2H), 7.42-7.34 (m, 3H), 7.30-7.23 (m, 5H), 6.89 (d,J
= 8.2 Hz, 2H), 5.73 (s, 2H), 4.60 (dd,J = 8.3, 3.5 Hz, 1H), 3.80 (s,

M), 2.96 (m, 1H), 2.76-2.47 (m, 4H), 2.05 (brs, 2H), 1.89-1.61 (m, 2H),
1.12 (d,J = 6.2 Hz, 3H)

491 (0, 2), 430
(10), 196 (73),
58 (100)

52 7.99 (d,J = 8.0 Hz, 2H), 7.40 (m, 3H), 7.32-7.26 (m, 5H), 6.92 (d,J =
8.0 Hz, 2H), 5.69 (s, 2H), 4.62 (m, 1H), 3.82 (s, 3H), 2.99 (m, 1H),
2.58 (m, 4H), 2.04 (brs, 2H), 1.89-1.61 (m, 2H), 1.14 (d,J = 6.2 Hz, 3H)

53 8.40 (d,J = 8.4 Hz, 2Hz), 7.46-7.24 (m, 8H), 7.07 (d,J = 8.4 Hz, 2H),
5.76 (s, 2H), 4.63-4.57 (m, 1H), 2.96 (m, 1H), 2.76-2.48 (m, 4H), 2.17
(br s, 2H), 1.82-1.65 (m, 2H), 1.13 (d,J = 6.4 Hz, 3H)

479 O, 5), 224
(71), 194 (73),
58 (100)

54 8.01 (d,J = 8.7 Hz, 2H), 7.45-7.24 (m, 8H), 7.06(d, J = 8.7 Hz, 2H),
5.69 (s, 2H), 4.62 (m, 1H), 2.99 (m, 1H), 2.58 (m, 4H), 2.14 (brs, 2H),

1.89-1.61 (m, 2H), 1.14 (d,J = 6.4 Hz, 3H)
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<131>

<132>

<133>

SS=50dl 10-0816527

Al

'H NMR (CDCls, 200 MHz) &

MS (m/e)

55

8.07-8.01 (m, 2H), 7.38-7.18 (m, 6H), 4.64 (dd,J = 8.5, 3.7
Hz, 1H), 4.39 (s, 3H), 2.97 (ddd,J = 17.9, 12.2, 3.7 Hz,
1), 2.79-2.50 (m, 4H), 2.24 (br s, 2H), 1.92-1.64 (m, 2H),
1.15 (d,J = 7.6 Hz, 3H)

56

8.01 (d,J = 8.7 Hz, 2H), 7.40-7.23 (m, 6H), 4.62 (m, 1H),
4.29 (s, 20), 2.99 (m, 1H), 2.58 (m, 4H), 2.12 (brs, 2H),
1.91-1.61 (m, 2H), 1.14 (d,J = 7.2 Hz, 3H)

57

8.02-8.06 (m, 2H), 7.24-7.33 (m, 4H), 6.89-6.99 (m, 3H),
4.38 (s, 3H), 3.96-4.03 (m, 3H), 2.70-2.87 (m, 5H), 2.32
(br, 2H), 1.62-1.96 (m, 2H) 1.17 (d,J= 6.3 Hz, 3H)

381 O, 12), 244 (81), 302
(56), 194 (51), 58 (100)

58

8.06 (d,J = 8.2 Hz, 2H), 7.37-7.22 (m, 6H), 4.75-4.60 (m,
3H), 2.97 (ddd,J = 18.0, 12.3, 3.8 Hz, 1H), 2.73-2.50 (m,
4H), 2.17 (br s, 2H), 1.85-1.65 (m, 2H), 1.60 (t, J =7.4
Hz, 3H), 1.38 (d,J = 6.4 Hz, 3H0)

399 (0, 3), 285 (3), 194 (37)
163 (100), 134 (41)

59

7.60 (d,J = 8.0 Hz, 2H), 7.40-7.35 (m, 3H), 7.29-7.19 (m,
3H), 4.68 (dd,J = 7.9, 3.3 Hz, 1H), 4.47 (q,J = 7.3 Hz,
2H), 3.00 (ddd,J = 22.1, 12.2, 3.5 Hz, 1H), 2.82-2.56 (m,
4H), 2.52 (br s, 2H), 1.91-1.67 (m, 2H), 1.59 (t,J =7.4
Hz, 3H), 1.17 (d,J = 6.2 Hz, 3H)

60

8.02-8.06 (m, 2H), 7.24-7.33 (m, 4H), 6.89-6.99 (m, 3H),
4.42 (q, J = 7.3 Hz, 2H), 3.96-4.03 (m, 3H), 2.70-2.87 (m,
5H), 2.32 (br, 2H), 1.62-1.96 (m, 2H) 1. 56 (t, J = 7.3 Hz,
3, 1.17 (d,J= 6.3 Hz, 3H)

61

8.05 (d,J = 8.2 Hz, 2H), 7.37-7.18 (m, 6H), 5.26 (quint,J =
6.5 Hz, 1H), 4.61 (dd,J = 8.2, 3.4 Hz, 1H), 2.96 (ddd,J =
18.8, 10.5, 3.6 Hz, 1H), 2.77-2.49 (m, 4H), 2.33-1.59 (m,
12H), 1.13 (d,J = 6.2 Hz, 3H)

439 (0, 1), 224 (10), 194 (37).
58 (100)

62

8.62 (d,J = 4.8 Hz, 1H), 8.07 (d,J = 8.2 Hz, 2H), 7.70
(td,J =7.8, 1.8 Hz, 1H), 7.37-7.24 (m, 7H), 7.17 (d,J =
7.8 Hz, 1H), 5.97 (s, 2H), 4.62 (dd,J = 8.7, 3.3 Hz, 1H),
2.97 (ddd,J = 18.2, 12.3, 3.7 Hz, 1H), 2.77-2.49 (m, 4H),
2.19 (br s, 2H), 1.90-1.63 (m, 2H), 1.14 (d,J = 6.4 Hz, 3H)

63

8.58 (d,J = 4.6 Hz, 1H), 7.75-7.68 (m, 3H), 7.37-7.22 (m,
8H), 5.72 (s, 2H), 4.66 (m, 1H), 2.97 (ddd,J = 20.8, 12.0,
3.6 Hz, 1H), 2.79-2.53 (m, 4H), 2.17 (br s, 2H), 1.87-1.60
(m, 2H), 1.14 (d,J = 6.4 Hz, 3H)

64

8.07 (m, 2H), 7.28 (m, 2H), 6.75 (m, 2H), 5.4 7(s, 2H),
4.80 (m, 1H), 3.83 (s, 3H), 2.85 (m, 5H), 2.48 (brs, 2H),
1.77 (m, 2H), 1.14 (d, J = 6.4 Hz, 3H)

AA] e

'H NMR (CDCls, 200 MHz) &

MS (m/e)

65

8.07 (d,J = 7.1 Hz, 2H), 7.24-7.38 (m, 6H), 5.46 (s, 2H),
3.83 (s, 3H), 2.77 (m, 5H), 1.97 (m, 4H), 1.15 (d,J = 5.1
Hz, 3H)

44300, 3), 429 (23). 58 (100)

66

8.07 (d,J = 8.1 Hz, 2H), 7.25-7.38 (m, 6H), 5.47 (s, 2H),
4.63 (m, 1H), 3.83 (s, 3H), 2.40-3.09 (m, 5H), 1.67-2.17
(m, 4H), 1.15 (d,J = 6.1 Hz, 3H)

67

8.06 (d,J = 7.2 Hz, 2H), 7.20-7.36 (m, 6H), 5.44 (s, 2H),
3.82(s, 3H), 2.76 (m, 5H), 1.99 (m, 4H), 1.13 (d,J =5.2
Hz, 3H)
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<134>

<135>

<136>

<137>

<138>

SS=50dl 10-0816527

68

7.96-8.02 (m, 2H), 7.24-7.44 (m, 4H), 6.89-6.98 (m, 3H),
5.46 (s, 2H), 3.98 (s, 3H), 3.82 (s, 3H), 2.67-2.86 (m,
5H), 2.14 (br, 2H), 1.72-1.79 (m, 2H) 1.15 (d,J/= 6.1 Hz,
3H)

69

8.07 (d,J = 8.3 Hz, 2H), 7.26-7.37 (m, 7H), 5.47 (s, 2H),
4.71 (m, 1H), 3.83 (s, 3H), 2.57-3.07 (m, 5H), 2.26 (br,
2H), 1.77 (m, 2H), 1.16 (d,J = 6.3 Hz, 3H)

70

8.00-8.13 (m, 2H), 7.26-7.6 (m, 6H), 5.45 (m, 3H), 4.72
(m, 1H), 3.82 (m, 3H), 2.62 (m, 5H), 1.80 (m, 2H), 1.69
(m, 2H), 1.14 (m, 3H)

478 (M+1, 2), 444 (3), 302
(74), 214 (50), 116 (79), 58
(100)

71

8.05-8.09 (m, 2H), 7.24-7.34 (m, 4H), 6.89-6.99 (m, 3H),
5.46 (s, 2H), 4.00 (s, 3H), 3.83 (s, 3H), 2.67-2.86 (m,
5H), 2.10 (br, 2H), 1.62-1.92 (m, 2H) 1.16 (d,/= 6.3 Hz,
3H)

440 (M'+H, 2), 439 M+, 5), 330
(14), 424 (1), 332 (2), 302 (56),
194 (55), 58 (100)

72

8.04 (d,J= 7.9 Hz, 2H), 7.24-7.32 (m, 4H), 6.89-6.99 (m,
3H), 4.94 (t,J= 7.1 Hz, 2H), 3.97-4.10 (m, 3H), 3.74 (s,
3H), 3.13 (t,/= 7.1 Hz, 2H), 2.69-3.01 (m, 5H), 2.26 (br,
20), 1.64-1.90 (m, 2H) 1.16 (d,J= 6.3 Hz, 3H)

453 (M, 5). 422 (2). 316 (66).
194 (58), 58 (100)

73

8.06 (d,J = 7.8 Hz, 2H), 7.44-7.33 (m, 5H), 7.29-7.15 (m,
6H), 5.80 (s, 2H), 4.63-4.51 (m, 1H), 3.04-2.82 (m, 2H),
2.77-2.53 (m, 3H), 2.17 (br s, 2H), 1.09 (d,J = 6.2 Hz,
3H)

447 O, 1), 436 (7), 320 (60)
58 (100)

74

8.08 (d,J = 8.4 Hz, 2H), 7.34-7.21 (m, 6H), 4.70 (q,J =
7.4 Hz, 20), 4.57 (m, 1H), 3.05-2.87 (m, 2H), 2.79-2.54
(m, 3H), 2.27 (br s, 2H), 1.69 (t,J = 7.4 Hz, 3H), 1.11
(d,J = 6.2 Hz, 3H)

75

8.07 (d,J = 8.0 Hz, 2H), 7.33-7.22 (m, 4H), 6.98-6.85 (m,
3H), 4.70 (q,J = 7.4 Hz, 2H), 3.95-3.93 (m, 3H), 3.00-2.93
(m, 2H), 2.88-2.74 (m, 3H), 2.11 (br s, 2H), 1.68 (t,J =
7.8z, 3H), 1.11 (d,J = 6.0 Hz, 3H)

76

8.06 (d,J = 9.0 Hz, 2H), 7.44-7.35 (m, 5H), 7.27-7.23 (m,
4H), 6.97 (dd,J = 8.8, 3.0 Hz, 2H), 5.78 (s, 2H), 4.66 (m,
1H), 4.00-3.83 (m, 2H), 3.19-2.98 (m, 2H), 2.70 (m, 1H),
2.04 (br s, 2H), 1.20 (d,J = 6.6 Hz, 3H)

463 (M, 2). 422 (4), 224 (52)
58 (100)

Al

"H NMR (CDCls, 200 MHz) &

MS (m/e)

77

8.04 (d,J = 8.8 Hz, 2H), 7.47 (m, 5H), 7.25 (m, 4H), 6.97
(d,J = 8.8 Hz, 2H), 5.68 (s, 2H), 4.61 (m, 1H), 3.92-3.86
(m, 2H), 3.20 (m, 2H), 2.74 (m, 1H), 2.10 (br s, 2H), 1.21
(d,J = 6.5 Hz, 3H)

78

8.06 (d,J = 8.6 Hz, 2H), 7.40-7.35 (m, B5H), 7.26 (m, 4H),
6.98 (d,J =8.8 Hz, 2H), 5.78 (s, 2H), 4.71 (dd,J = 9.0,
3.6 Hz, 1), 4.12 (t,J = 5.1 Hz, 2H), 3.11-2.97 (m, 3H),
2.74 (m, 1H), 1.82 (br s, 2H)

A 790 (1R)-22-[4-(2-W A -2/ B Ee}E-5-9) # 5 A] [ &l oprl-1-(3-F = 2ol d)-1-o gh-& 9] A=

2-1-vE-3-[4-CFH E

-5~ | =R dopr] e-1-dd - 1ol T

(75 mg, 0.25mmol)S wEH2
(e}

(4nlL)ell =A% (R)-3-FZZAElo|dAALe]= (27mL, 0.20 mmol)S 7t & 20A17F 7ML 3-FA 2L, s
AR AN T gl E IS FI F P A2ulEa# 9 (3% MeOH/CHCly) 2 #a] 8]4=38lo] WA 31x
AEQ(1R)-22-[4-(2-H A2 H Eg}E-5-A) A || eolil-1-(3-F2=23d) -1-9E-& (37mg, 42%)S U
o},

I NMR(CDC13, 200 MHz) & 8.06 (d, J = 8.6 Hz, 2H), 7.40-7.35 (m, 5H), 7.26 (m, 4H), 6.98 (d, J = 8.8
Hz, 2H), 5.78 (s, 2H), 4.71 (dd, J = 9.0, 3.6 Hz, 1H), 4.12 (t, J = 5.1 Hz, 2H), 3.11-2.97 (m, 3H),
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<139>

<140>

<141>

<142>

<143>

<144>

<145>

<146>

<147>

<148>

<149>

<150>

<151>

SS=50dl 10-0816527

2.74 (m, 1H), 1.82 (br s, 2H)

A 80 WA 81: (R.R-22-[4-(2-HA-2F-H Eg}E-5-)H:5A]] _odo}wl-1-(3-Fz a2 d)-1-o e+23}
(R.9-22-[4-(2-A-2FH E&}E-5-) A=A | Holwl-1-(3-F 225 d)-1-d E--& 2] A=

AN d 469] F-EAA o)A AA =35 (diastereomeric mixture) (1R)-22-[4-(2-H4 -2/-B|Ed}ZE-5-
dolul-1-3- 22 29d)-1-det& S HEZIEZFo| FJoln 1,1-7tRtoloutrE (1.3 9

) | =A] ]l 1-
F)E Thsta AolA 48417 wHIAHY. dHEERES FFta @ ARvEIYIE AFESH (R, 9-FAF
Y= =T (RD-SAEYE SEES 2EsiseH “mﬂoi(k$ﬂ§%1(RR)ﬂﬁgiqt$ﬂ”
g7 A AN AT, o714 FEE AAld 469 SAIEEE SFES A wWEEe] 50 $ 8N FAkskd
S 7H8kal 24413 7HE SR Al Ue A% B JMeta dedEde s FE3a X, w50, oE
< nfEa e (3% WEs/AstdER) 2 EElste] Fstgor &g Al 30 2 HAld 81 3ES
AATt.
80 8.05 (d,J = 8.4 Hz, 2H), 7.40-7.23 (m, 11H), 5.80 (s, 2H), 61 . 5). 422
4.61 (m, 1), 2.91 (m, 1), 2.76-2.61 (m, 4H), 2.17 (brs, 2H), | (qp) 58 (100)
1.78-1.69 (m, 2H), 1.13 (d,J = 6.4 Hz, 3H) '
81 8.05 (d, J = 8.4 Hz, 2H), 7.41-7.23 (m, 11H), 5.81 (s, 2H),
4.60 (m, 1H), 2.91 (m 1H), 2.77-2.61 (m, 4H), 2.16 (brs, 2H),
1.78-1.70 (m, 2H), 1.12 (d,J = 6.4 Hz, 3H)

Ao 82 WA 83: (R.R)-22-[4-(2-WEAFIE2W W E-2/-H Eg}L-5-A)H5A] | Holwl-1-(3-F 2 25 )~
-olete 3 (R,.9-22- [4-Q-HEA e I El- 2 EdtEH-5-2) s ]o|Eolul-1-(3-F 2 23 d)-1-o] &t
S0 Ax

Ao 652 FEAAo|AAA E3E (diastereomeric mixture) (1R)-22-[4-(2-HEA72R dHE]
2FHEZGHE-5-)H5A | Eolnl-1- (3-F2Z 29 d)-1- eSS Fuele Fojx tho] 3x-FEr}o]7lr
HolE (2 @3S 7hstar A-2ollA 1212 wikA|ZTh, RS 23ES w535k, 12 ¥ AZvEIHIE A}
&3to] AAYS. o] W wF ARrtEIIdAN A FE7F dojuA] o, 13 AAE i A=
25 HPLCE #4 #% RP-18 (Merck Lobar) ZA# o2 Fslolrt.

=

o714 FEE AAlel 839 Boc $H3=(27.9 min) ¥ AAle] 829 Boc 3+3E (30.9 min)S ZH7t A3t
o] o3 EEFOE opEAL (10 W) slael AelA 12 A MEAIIR FE 4T golew
Fadle] BN 47152 A%, 5 F ¢ AneEadue] dge] PoHHon ad A6 52 % AA
83 =S AU

82 [8.07 (d J=7.1Hz, 2H), 7.24-7.38 (m, 6H), 5.46 (s, 2H), 3.83 (s, 443 M+ 3 429

83 18.07 (d,J = 7.2 Hz, 2H), 7.23-7.36 (m, 6H), 5.45 (s, 2H), 3.82 (s,
3H), 2.78-2.76 (m, 5H), 1.96 (m, 4H), 1.15 (d,J = 5.2 Hz, 3H)

wowge] 88 19 PR FEALOE e oS 2B NPT @ ATE Fold & glo
W, sl HATFE A A, ATE AGOoR ARA R ZAR Axsc.

AAlel 19] 3heke 1g, A3

hl =
YEF 0. Siael AAA 100mlS RHEAT. o &5 Wl ¥al 20 TolA

30 CollA %{7&%@%@&Mﬁq.

Aol 429 3eE 1g

A3l HEF 0.6g
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<152>

<153>

<154>

<155>

<156>

<157>

<158>

<159>

<160>

<161>

<162>

<163>

<164>

<165>

<166>

<167>

<168>

<169>

<170>

<171>

<172>

<173>

<174>

<175>

<176>

<177>

<178>

SS=50dl 10-0816527

AAlel 85: AlHAL] Al zHY

H oakhm b = IS
o o] AdHESRSS XFS Boofed TS FEA AR H oo R = 119 o
S FEAR 2% (FF/FI)E FTRote AES eI 22 wwes Axsic )
—_— a- s
s ﬁﬂ?ﬁ EfES X oo ndi e FEAY AT, A, @S &9 80gell &sjAIZTE. o]
o ‘ bl = . s
goNs WA F, o7l %Ewlal AHR g, dEE, A2HAF B SRS o|Fo|X &S Az}
= B - L = A-9
of &gttt o] 3=l =& H7Isk 100ml7b = A STk .
&7 AN EA L] RS e
Aol 429] BHeHEe] AT 2g
A7+ 0.8¢g
o}
3 25.4¢g
=AY 8.0g
Eiasli=l 0.04g
o eh-& 4.0g
ENCRERY, 0.4
.2g
THRT ki
Aol 85 A AZEUH
I FEAGE 1omge]l FHrE BAE v 22 o Az, AAld 19 3jhE 2508 FER
fuy ]— S ) 7
- 175. 9g, HAAE 180g B FEo|=A Ak 32g3 EFskleh. o EFEC] 100 Atd &S %;}A]ﬂ
a R - o 1= =) -
T, A 14 MAAE SR ol AxRATIAL o7l AR 160g, &4 50g R AE|obRIAL W
Ml 5gS HUMEIA 2 EFES AR TEAL. S
&7 AA el RS v 2
A 429] ZjHE 250g
SEQ ~ 175.9¢g
HA & 180g
Fzol=A it 32¢
10% A2te 8o 29g
A& 160g
IgS]
50g
ZHlop= Ak nhay)| 5¢g
Al 87 Ba-obte gAeto] Meld At
B gl 3l E = 7 S
= g SRtEEY BoEActe] A¥ES oty fd e S AAElen 1 AdEs



<179>

<180>

<181>

<182>

<183>

<184>

<185>

<186>

SS=50dl 10-0816527

st7] & 60 YERHAT.

WA, RB-HBETA3 #1349} (10uxg, Receptor biology, MD, USA)< 50 mM HEPES (pH 7.5), 4 mM 3}w}1
i€, 0.004 % BSA =A3}e] [1251] QEAJo}w=F =2 (iodocyanopindolol)® A eldtal, FH-3] 0.1mLZE 3}
37 TollAd 9083+ WAstt.  HEHXQ A3 (nonspecific binding)S FHA37] $ste] LRI
(Propranolol, 1mDE, ™A B, ot=dddl FEAE EIA7]7] fste] 0.1 pM Z2EZHAEES
AFESITE. o] EES PF/A ZEE o#sta 50 mM EE]A/A4(Tris/CL), pH 7.4, 4 mM @3hvlavl
(MgCly) 2 MA3IGT. A3dE2 yAAe SAst A8

B1 (CRM-009, 27xg) = B, (CRM-010, 30xg) &A= wAAZ Sf( baculovirus systems (NEN, MA,

USA) [3HICGPE 75 mM Tris/Cl (pH 7.4), 12.5 mM MgCl2, 2 mM EDTA £+&&-Ho|x B, ol=gdd £8A= %

A ALAEE 60 T7F 27 TellA Asisitt. H5A = A3 (nonspecific binding) & 574371 9l3k]
IZITHEL(1ImM) S AFEEFYTE. o] EIES PF/A WER o7&} 50 mM Tris/Cl, pH 7.4, 4mM @ 3}n}1u)
Fo=2 AFHY. ARES BAS 543 10y (uE YERIAY.  Uxa o2 BRL351359F (L3162435

AHg3tsie.

 6o] Ve el gol, tlEEe Bolmddd 8Ash 508 A7) A8 1 pM o el
Shghgel Wad ww, Wyl Sy F AN 44, 46, 57, 62, 68, 71 X 802] SFELS 1 ull olael
ERE FRAG. 5, 2 oduel SgEe dad sEEel v dugor pooluddd £8A% A

=
2 oo SRES AR £ Sobus] a0 2P AR, 1 ARE 7] E 6ol

SD HES FRoRRE Arx2g F#3ta FeFA WA (collagenase) & A Fateo] AHAEE Qo]

o 2 widsksitt. Hdlads 3x10-6Me] ololAX I @ (isoprenaline)S AFE3)

st 93 W] 9-C(WAKO NEFA-C) ®A]7]E(alpha Laboratories)@ fFA|WiHs ZA351% 3

55 AEste] €& FElARA olol A IS T OR ARt A2 fE A A %%Hﬁiﬁ6ﬂ
ERI ATt

gﬂ

n;\mr-{N

Ao 87 R AHAd] 889 A FTIIAEH, B AE FhEA Al 45, 47, 62, 67 ¥ 30
tskehE <l BRL 351359k AR AT el marh yebstth. 53], Al 47, 62, 67, 3 809 e, &
7F Z27 stgEE X EE Hdr]ela, Re] wEr]ela, Y7b wgdr]ela, 67} 7‘”\94 290X ell gk wilA,
4-EFE2WA, e 2-7FE7IQ0 33 19 FES duHoR py-ot=ddd FE&A AFste] 71EY
AgEs 235 ze SFES A 2345 JEdS & 7 AT
Z6

AdE4 Binding Assay Relative Lipolysis

ICm ( UM)

BRL 35135 3.62 1.00

CL316243 1.17
42 2.01 0.13
43 18.56 0.79
44 0.98 0.34
45 1.72 0.94
46 0.98 0.84
47 4.32 0.99
51 4.69 0.68
53 2.20 0.85
55 5.53 0.76
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<187>

<188>

<189>

<190>

<191>

<192>

<193>

S=50dl 10-0816527

57 0.98 0.69
58 1.01 0.77
59 1.78

61 1.01 0.67
62 0.99 0.89
63 1.42 0.76
64 1.43 0.47
65 1.56 0.73
66 1.32 0.40
67 1.59 1.00
68 0.99 0.68
69 1.88 0.63
70 2.02 0.21
71 0.89 0.55
72 1.34 0.72
79 2.17

80 0.99 0.85
81 1.01 0.50
82 1.59

83 6.02

Aol 89: ddadst 8 S fHa 3t

27 AR 87olA Boot=dldd FEASH Ad ARS s SFdE T ARE FSt B, Al
SAIE Bol= AEE Fol A7 Fold A3 dEA 2 e MEE = 18 = 20 YEid

0.25 % w/v Hld AEZ Q2 (methyl cellulose)ell AAlel46, 57, 65 E+= 66 % 819 3=
S 8AIA AxaL, o ® BRL 351355 w9 oFES AlXg ¥ bmg/kg/day®] &FOoRE 5 A F
otk A2 kAl 1, 3, B 5UdAl AFHSATH(10-15 mg).  F= FoA= A 104, 4 AFH
= o5 22 #Feigltk. AFE dofe AESlM FA] 2.5 mg/mle] EFL =35 YEF (sodiun fluoride) ot
F dl92(sodium heparin)& ¥3sk AE] G52 1:52 33 5 A4 AR, FesdES
Abgete] I FFF Qo HA47] 2(Glucose Analyzer, Beckman Instruments, Portville, CA)ZE, <l&#de
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