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IH NMR 400 MHz (dg.DMSO): & 1.30-1.50 (m, 10H), 1.64-1.69 (m, 2H),
2.82-2.86 (m, 2H), 4.57 (s, 2H), 7.89 (s, 3H).
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1§ NMR 400 MHz (dg.DMSO): 8 1.35-1.50 (m, 10H), 1.55-1.60 (m, 2H),

2.89 (s, 3H), 2.99-3.06 (m, 2H), 4.55 (s, 2K), 6.93 (1, 1 = 6 Hz, 1H).
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JH NMR 400 MHz (dg.DMSO): § 1.25-1.45 (m, 10H), 1.55-1.60 (m, 5t

2.70-2.75 (m, 2H), 2.90-2.95 (m, 5H), 6.86 (¢, ] = 6.0 Hz, 1H), 7.86 (bs, 3H).
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] = 6.8 Hz, 2H), 5.04 (s, tH).
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1H NMR 400 MHz (CDCl3): 8 1.57 (s, 10H), 2.63 (s, 211), 4.52 (s, 2H).
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1H NMR 400 MHz (dg.DMSO): & 1.30-1.50 (m, 10H), !.64-1.65 (m, ZH),
2.82-2.86 (m, 2H), 4.57 (s, 2H), 7.89 (s, 3H).
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1 NMR 400 MHz (CDCl3): & 1.40-1.60 (m, 10H), 1.60-1.65 (m, 2H), 1.98 (s,
3H), 3.30-3.40 (m, 2H), 4.40 (s, ZH), 5.59 (bs, 1H).
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13 NMR 400 MHz (dg.DMSO): 8 1.20-1.40 (m, 10H), 1.40-1.50 (m, 2H),

181 (s, 3H), 2.75 (g, T = 6.0 Hz, 2H), 2.95-3.05 (m, 2H), 7.99 (bs, 3H). 806 (¢

J=4.8 Hz, 1H.
IR vmax 3263, 2929, 1628, 1553, 1446, 1373, 1293.
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1THNMR (CDCl3) § 1.2-1.4 (m, 19H), 2.27 (s, 2H), 3.11(d, 2H, ] = 6.84 Hz),

4,95 (broad, TH).

MS (APCI) m/z 272 (M + 1).
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IHNMR (CDCl3) 8§ 1.2-1.6 (m, 19H), 2.12 (s, 2H), 3.13(d, 2H, J =7.08 Hz),

4.97 (s, TH), 5.43 (s, TH), 7.34 (s, 1H).

MS (APCI) 271 m/z. (M +1).
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E IHNMR (CDCla) & 1.3-1.5 (m, 19H), 230 (s, 2H), 3.15(d, 2h, J=7.00 Hz),

: 4.60 (broad, 1H).
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[ ITHNMR (CDCl3) § 1.3-1.5 (m 19H), 1.99 (s, 2H), 3.12(d, 2H J =6.84 Hz),
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0 4,93 (t, 1H, T = 6.84 Hz), 5.40 (s, 1H).
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JHNMR (CDCl3) & 1.0-1.6 (m, 19H), 2.42 (s, 2H), 3.00 (d, 2H, J=7.32 Hz),

4.86 (1, 1H, T = 7.08 Hz), 11.30 (s, 1H).
MS (APCD m/z 312 (M + 1).
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1HINMR (DMSO-dg) & 1.2-1.5 (m, 10H), 2.64 (s, 4H), 2.79 (s, 2H), 7.98 (s, 3H),

12.35 (s, 1H).
MS (APCD m/z 212 (M +1).
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IHNMR (CDCl3) & 1.1-1.6 (m, 19H), 2.53 (s, 2H). 3.00(d, 2H, J =7.33 Hz),
4.90 (¢, 1H, T =7.08 Hz), 12.88 (s, 1H).
MS (APCI) m/z 328 (M + 1).
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IHNMR (DMSO-dg) & 1.2-1.5 (m, 10H), 2.79-2.85 (m, 4H), 7.99 (s, 3H).
MS (APCD) m/z 228 (M +1).
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400 MHz NMR (dg.DMSO) & 1.50-1.70 (1, 4H), 1.75-2.10 (m, 10H), 3.48 (s,
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400 MHz
1.05-2.15 (mm, 2H), 3.13 (s, 2H), 3.29 (s, 2H), 8.0 (bs, 3H).
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400 MHz NMR 8 149 (s, 2H), 1.54 (d, = 13.7 He, 2H), 1.59 (d, J=13.7 Hz),

|67 (s, 2H), 1.83 (s, 1H), 190 (s, 1), 197 (@ J=129Hz, 2H), 2.19(d.
I =127 Hz, 2H), 3.15 (s, 2H), 3.34 (s, K=&UFHY£3),7.99 (bs, 3H).

Mass Spec EST 248 (100%, (M-+H)H).
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400 MHz NMR & 1.08(d, J=6.0Hz, 3H), 1.09(d, J=64Hz, 3H), 1.34(,
j=72Hz, 3H), 1.55-1.70 (m, 2H), 2.30-2.45 (m, 2H), 3.08 (dd, J=20.0 Hz,
8.0 Hz, 1H), 3.43 (dd, ] = 20.0 Hz, 7.0 He, 1H), 4.26 (q, ] = 7.1 Hz, 2H).

Mass Spec ES* 208.19 (M+H)t, 225.19, 230.16 (100%, (M+Na)™).

400 MHz NMR & 1.05(d, J=8.4 Hz, 3H), 1.07 (d, T = 8.8 Hz, 3H), 1.49 (dd,
7=13.2, 11.6 Hz, 1H), 1.60-1.70 (m, 1H), 1.75-1.90 (m, 1H), 1.96 (dd, I = 13.6,
14.8 Hz, 1H), 2.19 (dd, T=14.0, 8.4 Hz, 1H), 2.48 (dd, J=13.2, 6.4 Hz, 1H),

2.73 (s, 2H).
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Mass Spec EST 206.23 (M+H)t, 228.26 (M+Na)*.
400 MHz NMR CDCl3 8 1.04 (d, J=7.2 Hz, 3H), 1.05 (d, J = 6.4 Hz), 1.56 (dd,

J=11.6, 11.6 Hz, 1H), 1.55-1.65 (m. 1H), 1.65-1.75 (m, 1H), 1.83 (dd, T =13.6,
9.2 Hz, 1H). 2.27 (dd, I = 14.0, 8.0 Hz), 2.35 (dd, ] = 13.0, 6.8 Hz, 1H), 3.36 (s,

2H). 10
ooo
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400 MHz dg.DMSO 8 088 (d, J=64Hz, 3H), 0.89(d, J=35.61Hz, 3H), 30

1.15-1.25 (m, 3H), 1.35-1.45 (m, 1H), 1.70-1.80 (m, 2H), 2.82 (d, J=13.2 Hz,
1H), 2.89 (d, I =13.2Hz, 1H), 3.04 (d, J =15.2 Hz, 1H), 3.05(d, J=15.2Hz,

1H).
Mass Spec ESt 210 100%, (M+H)T.
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IH.NMR (CDCl3) § 972, (d, -CHO), 2.38 (dd, 1H, -CH2CHO), 2.19 (dd, 1H,
_CH,CHO), 1.95 (m, 1H, CoH5(CH3)CHCHy.), 1.4-1.0 (m), 0.9-0.8 (m).
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1H.NMR (CDCl3) & 6.89 (m, 1H, -CH;_CH:CHCOOEO, 5.77(d, 1H,

_CHACH:CHCOOEY), 4.16 (q, 2H, -COOCHpCH3), 2.15 BT 1.98 (HR1HMD

. CHz)CHCHY),
S EE -CHyCH:CHCOGE), 148 (m, 1H,  CoHsl H3)CHCH),

1.30-1.10 (m), and 0.83.
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IH-NMR . (CDCl3) & 4.49-4.39 (m), 4.12-4.07 (m), 3.61 (m), 2.36 {m),

1.36-1.18 (m), 0.86-0.79.
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'H NMR (CDCl3) &

7.30 (m, 1H), 5.40 (dd, 1H, J = 8.8 Rt 3.7 Hz), 4.63 (t, 1H, J = 8.8 Hz), 4.21 {dd,

|H, J=88RU 3.7Hz), 2.85(dd, 1H, J=16.1 gt 5.6Hz), 2.8(dd, 1H,
7=16.1 RUt 8.5Hz), 1.90 (m, 1H), 1.56 (m, 2H), 0.83 (d, 3H, J=6.8 Hz),

0.78 (d, 3H, J=6.8Hz), 0.75 (d, 3H, J=6.8 Hz). MS, m/z
276 [M+H, 100%].
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1H NMR (CDCl3) 8 7.35 (m,

5H), 537 (dd, 1H, J=8.4 U 3.1 Ha), 4.67 (t, 1H, J=8.7Hz), 441 (d, 1H,
4.25 (dd,
/2169 BU 12.0 Hz), 2.25 (dd, 1H, J=16.9 R 3.5 Hz), 1.6 (m, 1H), 1.45 (m,
1H), 123 (s, 9H), 1.02 (d, 1H, J = 6.5 Hz), 0.93 (d, 1H, J = 6.7 Hz), 0.80 (d, 11,
CERTRE)

J=12.0 XU 3.5 Hz),

J=17.0Hz). MS, m/z

20%].

1H,

J=8.68 BRUf 3.1 Hz), 2.65(dd, 1H,

429 [M-H+CH3CN, 100%], 388 [M-H,

uooboooboooboocobooobooboobooboobooboobad

O

goooobooobooboobooboobooboobooboobao
ugboboooboobooboobooboobooboobooboobad
oooooooooooooobobbbooooobobooooooooooooao

10

20

30

40

50



O 0Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao

e s e e e O e O s s
o e e e O s I
o e e O e e e O s I
o e e O e e e s I
o O e e e O s I

OooooooQgogooQg
OooooooQgogooQg

(80) JP 2005-521664 A 2005.7.21

uobooouobdooboobooboobooboobooboobooboda
oooooooooooooobobbobooodboobooooooooooooao
uoooooobooooboooobooooboobooboooboobooboobaoao
oooo,O0000C0CCO0OO0OO0OO0oOoooooooooooooboDbDbODODODOanO
goooooboooboooboobooboobooboobooboobao

O 0Ooo0oooao
O 0Ooo0oooao

1H NMR (CDCis) § 3.0 (m, 1H), 2.55 (dd, 1H, J=16.6 &1 11.2 Hz), 2.27 (dd,
10

1H, J = 16.6 BU 3.4 Hz), 1.70 (m, 1H), 1.53 (m, 1H), 1.45 (m, 1H), 1.43 (s, 9H),
0.95(d, 1H, J= 6.8 Hz), 0.90(d, 1H, J=6.6 Hz), 0.83 (d, 1H, J = 6.8 Hz). MS,
m/z (\xtaE) . 243 [M-H, 100%]).
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1H), 2.32 (m, 1H), 2.14 (m, 1H), 1.6 (m, 1H), 1.45 (s, 9H), 1.35 (m, 1H),

iH. J = 6.8 Hz), 0.86 (d, 1H, J=6.8Hz), 0.77 (d, 1H, J = 6.9 Hz). MS,

3.62 (m.

0.93 (d,
s GEREEED @ 175 [M-Bu, 100%].
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1H NMR

(CDCb)57gom,QH,J=&2H@,7QSM,EH,J=&2H@,392mL1HL

2.38 (s, 3H), 2.20 (m, 2H), 1.95 (m, 1H), 1.40 (m, 1H), 1.32 (s, 9H), 1.27 (m, 1H),
0.78 (d, 1H, J = 6.6 Hz), 0.73 (d, 1H, J=6.6Hz), 0.63 (d, 1H, J=7.1 Hz). MS,

311 [85%], 198 [100%], 157 [95%].
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(CDCl3) & 3.4(dd, 1H, J=12.21 RU 6.11 Hz), 3.3(dd, 1H, J=21.11 RV

6.50 Hz), 2.30(dd, 1H, J=15.14 gt 3.66 Hz), 2.25 (m, 1H), 2.05(dd, 1H,
J=15.14 Rt 9.04 Hz), 1.55 (m, 1H), 1.45 (s, 9H). 1.35 (m, 1H), 0.95 (d, 1H,
7=6.59 Hz ), 0.90 (d, 1H, J=6.83 Hz), 0.80 (4, 1H, J=7.08 Hz). MS (m/Z}).

228 [M-N, 35%, 172 [M-Np.tBu, 100%].
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iH), 2.10 (m, 1H), 1.30 (m, 6H), 1.10 (m, 1H), 0.90 (m, 6H). MS, m/z
(GERRE): 261 [M+2H, 100%), 301 [M-H+CH3CN, 82%], 260 [M+H, 72%].
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5625 (br, 1H), 3.44 (m, 1H), 2.95(m, 1H), 2.54(m, 1H), 240 (m, 1H),
1.98 (m, 1H), 1.30(m, 6H), 0.80(m, 6H). MS, mi (B3
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1H NMR (CD30D) 8 3.00 {m, 1H),

2 85 (m, 1H), 2.48 (m, 1H), 230 (m, 1H), 2.14 (bm, 1H), 1.60 (orm, 1H),
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1,38 (m, 4H), 1.18 (m, 2H), 0.60 (m, 6H). MS, i Gastias) 188 [MH,
100%].
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13C NMR (100 MHz;, CDCl3) 131.13, 125.28, 39.50, 37.35, 32.35, 25.92, 25.77,

20.31, 19.74, 17.81., 14.60.
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13C NMR (100 MHz;, CDCl3) 173.56,

80.85, 65.91, 39.74, 39.20, 38.90, 35.65, 29.99, 28.31, 20.18, 19.99, 14.56.
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13C NMR (100 MHz;

CDClz) 171.60, 144.92, 133.07, 130.02, 128.12, 80.80, 72.15, 39.73, 38.09,

37.89,32.67,29.71, 28.22, 21.83, 20.10, 19.54, 14.49.
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1H NMR (400 MHz; CDCl3) 5.05 (1H, m), 4.2 (2H, m}, 2.95 (3H, s),

1.98 (2H, m), 1.75 (1H, m), 1.6 (3Hs), 1.5 4H, m), 1.35 (2H, m), 1.2 (1H, m),
0.91 (3H, d, J= 6.5 Hz).
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'H NMR (CD30D) & 2.90 (dd, J=3.9, 8.8 Hz, 1H), 2.80 (dd,
J=7.6, 5.1Hz, 1H), 2.40(dd, J=3.2, 12.51 Hz, 1H), 2.20 (dd, J=8.8, 6.8 Hz,
1H), 2.05 (m, 1H), 1.55 (m, 1H), 1.30 (m, 3H). 1.10 (m, 2H), 0.85 (m, 6H); MS,
n/z (dExsaE) - 187 [M+1H, 100%], 211 [M+1H+CH3CN, 30%].
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348 [M-C(CH3)3+1H, 100%], 443 [M-1H+CH3CN, 100%],
402 [M-1H, 55%], 404 [M+1H, 45%).
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175 [M-C(CHz)3+1H, 100%], 173 M-

C(CH3)3_1H, 100%], 216 [M-C(CH3)3+1H +CH3CN, 95%].
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1H NMR
(CD30D) § 2.80-3.00 (m, 2H), 2.40 (m, 1H), 2.20(dd, /=82, 7.1 Hz, 1H),
2,05 (m, 1H), 1.30-1.50 (m, 3H), 1.00-1.20 (m, 2H), 0.9 (m, 6H); MS, m/Z
(ERE) © 187 [M+1H, 100%], 211 [M+1H+CH3CN, 30%). MS, m/z 20
(HARRE) 174 [M+1H,  100%],  172[M-1H,  100%],
215 [M+1H +CH3CN, 20%].
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EtMgCl, CuCl,, LiCl
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1 NMR (CDCl3): & 7.34 (m, 5H),

5.64 (d, J = 7.3 Hz, 1H), 4.73 &4, J=6.8 Hz, 1H), 2.96 (m, 1H), 2.86 (m, 1H),
1.66 (m, 1H), 1.47 (m, 2H), 1.26 (m, 5H), 1.13 (m, TH), 0.88 (m, GH).
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[c)p23 +17.1 (¢ =1.00, CHCl3); IH NMR (CDCl3): §7.34 (m, 5H), 5.62(d,

J=73Hz, 1H), 4.73 GE&, J=68Hz, 1H), 4.29(m, 1H), 2.67 (dd.

J=98,

16.4 Hz, 1H), 2.40 (dd, J = 5.1, 16.4 Hz, 1H), 1.69 (m, 1H), 1.38 (s, 9H}, 1.28 (m,

7H), 1.08 (m, 1H), 0.88 (m, 9H); 13C NMR (CDCl3) §176.45, 171.22, 152.71.

133.64, 128.86, 125.86, 80.83, 78.87, 55.33, 40.02, 38.21, 37.59, 36.31, 30.86,
2020, 28.22, 23.14, 20.41, 14.36, 14.26.
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LRMS: m/z 226.1; TH NMR (CDCl3): 63.63 (dd, J=11.0, 4.2 Hz,

1H), 3.42 (dd, J=11.0, 6.8 Hz, 1H), 2.30 (dd, J=14.9, 7.6 Hz, 1H), 2.20 (dd,
J=149, 5.6 Hz, 1H), 2.03 (m, 2H), 1.42 (s, 9H), 1.24 (m, 6H), 1.02 (m, 2H),

0.85 (m, 6H).
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LRMS: m/z 200.1: 1H NMR (CDCl3): 83.31 (dd, J =12.2, 4.2 Hz,

1H), 3.19(dd, J=12.2, 5.9 Hz, 1H), 2.22 (m, 1H), 2.10 (m, 1H), 1.39 (s, 9H),
1.21 (m, 8H), 1.00 (m, 2H), 0.81 (m, 6H).
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[

[

E LRMS: m/z 200.1 (M+); 1H NMR

[ (CDCl3): §2.87 (dd, J=13.2, 54Hz, 1H). 2.79 (dd, J=13.2, 73 Hz, 1H),

[

: 2.29(d, J = 6.8 Hz, 2H), 2.08 (m, 1H}, 1.31 (m, 1H), 1.09 (m, 7HO, 0.92 (m, 1H),

E 0.68 (m, 6H).
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[

[

© LRMS: vz 290.1 (M-27); i NMR (CDClg): 738 (m, 3H), 7.28 (m, 2H),

[ 5.64 (¢, /=7.1 Hz, 1), 4.74 5&4%, J = 6.8 Hz, 1H), 2.92 (m, 2H), 1.71 (m, 1H),

E 1.42 (m, TH), 1.18 (m, 1H), 0.88 (m, 9H).
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LRMS:

m/z 156.9 (M-100); 1H NMR (CDCl3): $3.60(dd, J=11.0, 4.6 Hz, 1H),

345 (dd, J=11.0, 6.8z, 1H), 2.24 (m, 2H), 2.04 (m, 2H), 1.42(s, 9H),
1.17-1.38 (m, 7H). 1.11 (m, 13), 0.84 (m, 6H).
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LRMS:

m/z 172.0 (M-28); 1H NMR (CDCl3): §2.76 (d, J= 5.9 Hz, 2H), 2.14 (m, 111),

1.96 (m, 2F), 1.25 (m, 1H), 1.12 (m, 6H), 0.96 {m, 2H), 0.66 (m, 6H).
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COAtBo
- Ph* CO,41Bu
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BH3SM2, THF
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NaNy, DMSO,
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CDCl3) & 5.10-5.06 (m, tH),
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IH NMR (400 MHz,

2.10-1.89 (m, 2H), 1.66 (s, 3H), 1.58(s, 3H)

134-1.23 (m, 4H), 1.15-1.06 (m, 2H), 0.88-0.81 (m, 11H).
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IH NMR (400 MHz, CDCl3) & 2.40-2.25(m, 4H), 1.70-1.62(m,

1.47-1.11 (m, 8H), 0.87-0.84 (m, 61I); [a]p = -11.4 (c1 in CHCl3).
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1H NMR (400 MHz,

CDCl3) & 7.44-7.35(m, 3H), 7.31-7.26 (m, 2H), 5.66(d, J=7.33 Hz, 1H),

476 (5&E4, J=7.03 Hz, 1H), 3.04-2.96 (m, 1H), 2.93-2.86 (m, 1H), 1.74-1.66 (m,
13H), 1.52-1.47 (m, 1H), 1.46-1.36 (m, 2H), 1.27-1.16 (m, 2H), 0.92-0.87 (m, 8H);

[odp = +34.1 (c1 in CHCl3).
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[

[

E IH NMR (400 MHz, CDCl3) & 7.41-7.28 {m, SH), 5.63 (d, J=7.33 Hz, 10
[ 1H), 4.74 GEf, J = 6.84 He, 1H), 433-4.26 (m, 1H), 2.68 (dd, J = 16.4, 9.77 Hz,

©1H), 241 (dd, /= 16.6, 4.88 Hz, 1H), 1.68 (588, J = 6.6 Hz, 1H), 1.50-1.32 (m,

(101, 1.28-1.21 (m, 1H), 1.15-1.08 (m, 1H), 0.90-0.86 (m, SH); MS (APCI) m%

C 348 (M*-97, 100%); [o]p = +18.8 (c1 in CHCl3)
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IH NMR (400 MHz,
CDCl3) § 3.65-3.59 (m, 1H), 3.43 (dd, J = 11.1, 6.96 Hz, 1H), 2.31 (dd, J = 14.9,

7.57 Hz, 1H), 2.21 (dd, J = 15.1, 5.62 Hz, 1H), 2.06-2.02 (m, 1H), 1.43 (s, 9H),
1.40-1.25 (m, 4H), 1.07-1.13 (m, 1H), 1.03-0.96 (m, 1H), 0.86-0.84 (m, 6H); MS

(APCI) m/z 216 (M+-56, 100%).
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1H NMR (400 MHz,
CDCl3) & 7.75 (d, J = 8.30 Hz, 2H), 7.31 (d, J = 8.30 Hz, 2H), 2.99 (dd, J = 9.65,
3.54 Hz, 1H), 3.89 (dd, J=9.52, 5.37 Hz, 1H), 2.42 (s, 3H), 2.28 (dd, J = 14.7,
6.23 Hz, 1H), 2.19-2.14 (m, 1H), 2.10 (dd, J = 14.9, 6.35 Hz, 1H), 1.38 (s, 9H),
1.31-1.17 (m, 3H), 1.08-0.81 (m, 2H), 0.79-0.76 (m, 6H); [ajp =-10.1 (cl in

CHCI3).
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1H NMR (400 MHz, CDCl3) & 2.70(dd, J=12.9, 4.40 Hz,

1H), 2.54 (dd, J=12.7, 6.59 Hz, 1H), 2.26 (dd, J= 14.5, 6,96, 1H), 2.12{dd,
J=14.5, 6.47 Hz, 1H), 1.91 (m, 1H), 1.91 (m, 1H), 1.43 (s, 12H), 1.39-1.25 (m,
4H), 1.14-1.07 (m, 1H), 1.03-0.97 (m, 1H), 0.86-0.82 (m, 6H).
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IH NMR (400 MHz, CDCl3) 8 2.83 (dd, J=12.69,

4.88 Hz, 1H), 2.70 (dd. J = 13.1, 7.45 Hz, 1H), 2.08 (d, J = 6.59 Hz, 2H), 1.98 (m,
1H), 1.28-1.20 (m, 1H), 1.19-1.09 (m, 2H), 0.99-0.91 (m, 2H), 0.66 (m, 6H); MS

(APCI) m/z 215 (M*, 10%), 174 (M1-41, 100%); [odp = -5.7 (¢1.025 in HpO).
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3H), 1.34-1.23 (m, 4H), 1.15-1.06 (m, 2H), 0.88-0.81 (m, 11H).
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1.47-1.11 (m, &H), 0.87-0.84 (m, 6H); MS APCI m/z 170.9 (M1, 100%).
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0.90-0.84 (m, SH).
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1H NMR (400 MHz, CDCl3) § 7.42-7.34 (m,

3H), 7.28 (d, J = 6.59 Hz, 2H), 5.64 (d, J = 7.33 Hz, 1H), 4.74 (584, J = 6.78 Hz,
1H). 2.94-2.85 (m, 2H), 1.73-1.67 (m, 1H), 1.47-1.43 (m, 1H), 1.39-1.22 (m, 7H),

1 NMR
(400 MHz, CDCl3) § 5.10-5.06 (m, 1H), 2.10-1.89 (m, 2H), 1.66 (s, 3H), 1.58 (s,
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'H NMR (400 MHz. CDClz) 8 2.40-2.25 (m, 4H), 1.70-1.62 (m, 2H),
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I'H NMR
(400 MHz, CDCl3) § 3.64-3.58 (m, 1H), 3.84-3.42 (m, 1H), 2.28-2.20 (m, 1H),
2.09-2.02 (m, 1H), 1.43(s, 9H), 1.26-1.18(m, 8&H), 1.11-1.04 (m, 2H),
0.87-0.83 (m, 6H): MS (APCD) m/z 217 (M+-55, 50%, -1Bu).
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ogodd

ITH NMR (400 MHz, CDCl3) & 7.75(d, J=8.30Hz, 2H), 7.3] (d,

J=830Hz, 2H), 3.97(dd, J=9.52, 4.15 Hz, 1H), 3.90 (dd, J=9.52, 5.13 Hz,
1H), 2.42 (s, 3H), 228, 2.19-2.13 (m, 2H), 1.37 (s, 9H), 1.27-1.01 (m, 11H),
0.85 (1, J = 7.08 Hz, 3H), 0.76 (d, J = 6.35 Hz, 3H).
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E MS (APCI) m/z 270 (M+-27, 30%, -N3), 214 (M*+-87, 100%, -tBu, -N»2).
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1H NMR (400 MHz, CD30D) & 2.91 (dd, J=129,

3.9]1 Hz, 1H), 2.83 (dd, J=12.7, 7.57 Hz, 1H). 2.43 (dd, J=15.6, 3.17 Hz, TH),
2.19 (dd, J = 15.6, 8.80 Hz, 1H), 2.08-2.04 (m, 1H), 1.53 (m, 1H), 1.38-1.27 (m.

7H), 1.78-1.03 (m, 2H), 0.90-0.86 (m, 6H), 0.66 (m, 6H); MS (APCD) m/z

216 (MH+1, 100%), 214 (M~}, 100%; [alp = +214 (MeOHRRGT) .
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§7.27 (m, 5H, CgHs), 4.02 (m, 21, CH3CHo0). 3.70(dd, 1H, CH,HyBD),
3.55(dd, 1H, CH,H.Br), 2.97 (m, 2H, ArCH»), 2.83 (g, 1H, BnCHC = 0),
211 (m, 1H, CHCH(Me)y, 1.97 (m, 1H, CH(Me)p), 1.10(t, 3H, CH3CH0),
0.96 (d, 3H. CH3) R 0.93 (d, 3H, CH3).
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CH.Hp, Br), 2.54 (dd, 1H, ChHyC = O), 2.44 (dd, 1H, ChgHpC = 0), 2.22 (m,
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CHCHp NHp), 2.52 (dd, 1H, ChaHpC = 0). 2.40 (dd, 1H, Ch HyC = 0), 2.07 (m,
{H, O=CCHyCHCHyNHy), 1.67 (m, 1H, CHCH3CH(Me); 1.35(m, 1H,
CH(Me)a), 0.97 (d, 3H, CHCH3CH(Me),_ 0.88 (d, 3H, ((CH3)2)CHCH3CH) RU o
0.83 (d, 3H, ((CH3)2)CHCH3CH).
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2.45 (m, 1H), 2.95 (m, 2H). MS (APCI, CH3CN, Ho0) 188 (M+, 100%),
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TH NMR (400 MHz) (CDCl3) § 0.90 (3H, d, J = ¢ Hz); 1.12-1.40 (2H
m); 1.60 (3H, s); 1.62(1H, m); 1.68 (3H, ); 2.01 (34, m); 2.21 (1H, m):

373(H, ), 508(IH, m);, 5.82(1H, d. I=16Hz); 694 (1H, m).

MS  (CIY)  (w/z): 211 (MH*,  75%), 179 (78%), 151 (100%).
R (& @) (emlyv:1271, 1436, 1728, 2917.
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0.90 (2 x 3H, each d, J = 6 Hz); 1.09-1.58 (10H, m); 1.602 (6H, s); 1.685 (6H, 5);
194 (4H, m); 2.42(4H, m); 2.66 (ZH, m); 3.70 (6H, s); 4.42 (4H, m):
5.07 (2H, m).

MS (CIY)  (m/z): 272 (MHT, 90%), 240 (100%), 131 (100%).

IR (& B) (cmDv:1554,1739,2918.
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1H NMR (400 MHz)
(d6.DMSO) & 0.82(18H, m) 0.95-1.55 (20H, m): 2.05-2.45(6H, m); 20

275 (4H, m); 7.98 (6H, br s)-
MS (CI1) (mv/z): 230 (IMH-HCIJ*, 90%), 212 (100%).
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J=6.35Hz), 1.11 (m, 2H), 1.40 (s, 9H), 1.63 (m, 1H), 3.05 (m, 1H), 3.15 (m,
1H), 4.85 (m, 1H), 5.43 (m 1H); MS (APCI) 274 (M+1).
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IH NMR (CDCl13) & 0.84 (d, 6H,
J=6.59 Hz), 1.1 (m, 2H), 1.41 (s, 9H), 1.65 (m, 1H), 1.85 (m, 1H), 2.60 (m,
2H), 3.1 (m, 2H), 4.94 (m, 1H), 12.8 (s, 1H). MS (APCI) 316 (M+1).
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TH NMR (DMSO-d®) § 0.84 (d.
6H, J=659Hz), 1.1(m, 2H), 1.41(s, 9H), 1.65(m, 1H). 0.80(d, 6H.
J = 6.59 Hz). 1.06 (m, 1H), 1.25 (m, IH), 1.55 (m, 1H), 2.1 (m, 1H), 2.7 (m, 4H),
7.95 (s, 3H); MS (APCI) 216 (M+1).
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1H NMR (DMSO-d®) & 0.80( d, 6H,
] = 6.35 Hzy, 1.1 (m, 2H), 1.25 (s. 9HD, 1.60 (m, 1H), 2.10 (m, 1H), 2.5-2.8 (m,
AH), 7.95 (s, 3H), 12.39 (s, 1H). MS (APCI) 216 (M+1).
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NMR (H1, 400 MHz,
CDCl13) §0.9 (6H, m); 8 1.2 (1H, m); 8 1.4 (9H, s); § 1.5 (2H, m); § 2.3 (1H, dd);
§2.5 (1H, dd); 5 2.8 (1H, m); § 3.6 (3H, s).
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NMR (HI,

400 MHz, CDC13) § 0.9 (6H, m); & 1.3 (1H, m); 8 1.4 (9H, s); § 1.6 (2H, m); §
2.3 (1H, dd); 2.6 (1H, dd); & 2. 8 (1H, m).
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NMR (H!l, 400 MHz, CDCl3) &

0.9 (6H, m); 6 1.3 (2H, dd); 6 L.5(1H. m); & 2.1 (I1H, m); & 2.6 (ZH, m); &
3.6 (1H, m); 64.4 (1 H, m).
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NMR (51, 300 MHz, CDCl3) 5 0.9 (6H, d); 8 8 1.3 (SH. m); 1.6 (1H, m); 0

23 (1 H, m); 8 2.5 (1H, dd); 3.2 (1H, dd); 8 3.6 (1, dd): 4.1 (2H. @)
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NMR (H!, 400 MHz, CDCla) & 0.8 (6H, d); § 1.2 (5H, m); & 1.3 (6H, m); o

1.6 (1H, m); & 1.7 (14, d); & 1.8 (1H, d): § 2.3 (2H. m); § 2.5 (1H, dd); § 4.1 (6H,

m).
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'NMR

(HL, 400 MHz, CDC14) 8 0.9 (6H, d); 6 1.3 (81, m); § 1.6 (1H, m); 8 1.8 (2H. m);

823 (1H, m); 62.5(2H, m); §4.1 (4H, m).
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NMR (H], 400 MHz, CDCl3) & 0.9 (6H, m); & 1.1-1.4 (SH,

m); 1.7 (2H, m); 6 2.0 (1H, m); & 3.1 (1H, m); & 3.3 (11, m); & 4.1 (4H, q); &
5.0 (2H, s); 6 5.7 (1H, bs); § 7.3 (5H, m).
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NMR (H!. 400 MHz, CD30D) § 0.9 (6H, m); 8 1.2 2H, t); & 1.4 (1H.
m); & 1.7(2H, m);® 2.1 (1H, m); & 2.7 (1H, dd); & 3.0 (1H, dd). MS (m/e)
196 (M+1, 100%. “
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TH NMR (CDC];J)) (400 MHz): 1.05-1.29 (OH, m, 70 b + CHs3), 1.76-1.78
(2H, m, B orr), 1.87-197 2H, m, ®7obr), 2.0-2.16 2H m. B
Jnoky), 2.51-2.56 (1H, 4d, 1 =5.7, 27.5Hz, ®7or>), 3.12-3.18 (1 H, dd,
J=54,188Hz, BFo b2 ), 4.12-4.20 (2H, m, CH»), 5.77 (1H, s, CH).

MS (ESH) m/e 209 (M + H)* 100%.
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IH NMR (CDCl3) (400 MHz): $0.97-1.30 (11H, m, ®7O0F> + CHy),
173-195 (6H, m, 2x CH+4 ®BZotr> ), 2.5(1H, d, I = 16.6 Hz, CHyCO2E),
27(1H, d, J = 16.6 Hz, CH,CO»Et, 4.12-4.18 (2H, m, CH»), 4.49-4.51 (1H, d,
J=11.5Hz, CHpNOp), 4.73-4.75 (1H, d, J = 11.5 Hz, CHyNO»).
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JH NMR (DMSO) (400 MHz): & 0.86-1.04 (2H, m), 1.08-1.17 (6H, m}, 1.60-1.78
(6H, m). 2.35-2.39 (11, d, J= 16 Hz, CH7CO-H), 2.46 (1H, m, CHCO2H),

2.83-2.87 (1H, d, J = 13 Hz, CHoNHyp), 2.97-3.00 (1H, d, ] = 13 Hz, CHaNHp),
7.91 (2H, bs, NHp).

MS (ES*) m/e 212 [M + H]* 100%.
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'H NMR (CDCl3) (400 MHz): & 1.14-1.19 (2H, m,
CHy), 1.25-1.29 (3H, m, CHy), 1.55-1.79 (4H, m, 2 x CHp), 2.03-2.10 (4H, m,
2 x CHy), 2.45-2.55 (1H, dd, CH). 3.05-3.15 (1H, dd, CH), 4.12-4.17 (2H, q,
J=7.3, 14.4 Hz, COCH», 5.76 (14, m, CH).
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IH NMR (CDCl3) (400 MHz): § 1.14-131 (7H, m, CH3 + g h ),

1.64-1.72 (5H, m, 7ot ), 1.03-1.09 (1H, m, 70 +> ), 2.00-2.05 (2H,
m, g7 by ), 2.57-2.61 (1H, d, T = 16.4 Hz, CHoCO5EY), 2.71-2.75 (1H, d

*

J=164Hz, CHCOEY), 4.12-4.18 (2H, g, J=7.1. 14.2Hz, OCH,CHjy),
4.56-4.59 (1H, d, J=11.5Hz, CHoNO»7), 4.77-4.80 (iH, d, J=115 Hz,

CHoNOp). IR (#8) 2957, 2870, 1731, 1547, 1374, 1182, 1030 cm- L.
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IHNMR (CDCls) (400 MHz):

§1.0%-1.11 QH, m, BT b2 ), 1.23-128 QH, m, BFo bk ), 1.62-1.68 (4H,

ny), 1.82-1.89 (2H, m), 2.00-2.06 (2H, m), 2.30-2.40 (2H, m, CH,CO), 3.29-3.30

(2H, M, CHoNH), 5.45 (1H, bs, NH). MS (ES*) m/e 180 (M + HI* 3%, 359

[2M + H]+ 21%, 381 [2M + NaJ* 100%.
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1H NMR (DMSO) (400 MHz): & 1.0-1.18 (41,
m, BFary ), 1.52-1.72(6H,m, g7Fn > b 195202 QH. m, v b b
233-2.67 (2H, m, CHoCOoH), 2.90-2.94 (1H, d, J= 12.9 Hz, CHoNH>),
3.00-3.03 (1H, d, J = 12.7 Hz, CHaNH»), 7.94 (2H, bs, NH2). MS (EST) m/e

198 [M + HJ* 100%. LCMS (ELSD) Predigy ODS3 50 mm X 2 mm column,
5%-50% MeCN/H»O.
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I'H NMR (CDCl3): 85.72 (1H, m), 4.14 (2H, q, /= 7.2), 3.02-2.92 (1H, m),

2.72-2.54 (3H, m), 2.52-2.42 (1H, m). 2.28-2.20 (1H, m), 1.85-1.31 {6H, m), 1.27

(3H, t, J=7.2). (m/z APT 195 (MI + 1) at 100%.
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IH NMR (CDC13): §4.67 (1H, 5), 4.60 (1H, s), 4.15 (2H, q, J =
72), 414(2H, q, 7.2), 2.58 (2H, s), 249 (2H, s), 2.12-2.0 (?H+ 2H, m),
1.63-1.49 (4H + 4H, m), 1.44-1.36 (2H + 2H, m), 1.28 (3H, t, J = 7.2), 1.27 (34, t,
J=T7), 1.16-1.04 (2H + 2H, m).
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1H NMR (CDCl3): 6543 (1H,
brs), 3.15 (2H, s), 2.56-2.44 (3H, m), 1.99 (2H, dd, J = 12.6, 8.2), 1.64-1.50 (ZH,
m), 1.44-1.34 (3H, m), 1.22-1.14 (2H, m).
miz EST 226 (MI + 1) at 100%.
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m/z EST 198 (MI + 1) at 100%.
1TH NMR (D70): 83.03(2H, ), 2.50-2.36 (4H, m), 1.84 (2H, dd, J= 12, 8).

1.41 (4H, s), 1.26 (2H, s), 1.02 (2H, m).
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Voo (Elmylcm™] 1483, 1331, 1291, 1105; 8y (400MHz CDCla):

7 19-7.14 (4H, m, Ph), 4.02 (4H, 5, 2 x CH3COy, 3.18 (4H, 5, 2> CH20).
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Vinax--(film)fem=1 2023, 1449, 1337, 1192, 1115, 1089; 8y (400 MHz; CDC13):
3.89-3.86 (4H, m, 2 X CH70), 2.10-2.00 (2H, m), 1.88 (2H, dd, J = 13.9, 7.6),
1.81 (2H, dd, J = 13.7, 7.0), 1.56-1.26 (6H, m).
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Vmax(film)em=1 1743 (C = 0); 8y (400 MH2:

CDCl3): 2.37-2.28 (2H, m), 2.20 (2H, dd, J ='18.5, 7.5), 2.12 (2H, dd, J =187

6.3), 1.65-1.24 (10H, m),
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vmax(ﬁlm)/cm'l 1715 (C = 0Q), 1652 (C=C); &y (400 MHz; CDCl3):
5.80 (1H, quint, J = 2.2, CHCO2Et), 4.15 (2H, q, J = 7.1, COCHoMe), 2.79 (1H,

dd, J= 19.5, 8.1), 2.69 (1H, ddt, J= 19.8, 7.3, 2.3), 2.47 (1H, dd, J=17.3, 7.2).
2.34 (1H, ddt, J = 17.3, 5.6, 1.8), 2.14 (1H, m), 2.02 (1H, m), 1.60-1.22 (8H, m):

m/z (EST) 209 M + H, 57%), 455 M + K, 67).
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: yEREE 5 5 (400 MHz; CDCig): 4.61 (2H, s, CHoNOy), 415 (?H, q,

[

[ 1=72, OCHaMe), 270 (2H, s. CHaCOE), 2.06 (2H, m), 181 (2H, dd,

E J=13.9,7.1),1.56 (2H, dd, J = 13.1, 6.8), 1.51-1.22 (8H, m)1.28 (3H, 1,7 = 7.2).
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viax(film)em1 3214 (NH), 1706 (C = O); TERftk

7: 8y (400 MHz; CDCl3): 5.57 (1H, brs, NH), 3.20 (2H, s, CHoNH), 2.36 (2H, s, o

CH~CO), 2.04-1.94 (2H, m), 1.77 (2H, ¢d, J=13.Z, 7.0), 1.62 (2H, dd, J =134,

6.7), 1.60-1.20 (8H, m); m/z (EST) 387 (2M + H, 97%).
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811 (400 MHz; dg-DMSO): 12.3 (1H, br s, CO2H), 7.94 (2H,

brs. NH»), 2.90 (2H, s, CHpNH»2), 2.52 (2H, s, CHpCOoH), 1.97 (2H. br s), 1.65

(2H, dd 7 =135, 6.7), 1.54-1.20 (10H, m); m/z (EST) 212 (M + H, 100%);
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vax(CH2Clp)em1 3424 (OH),
1548 (NO»), 1379 (NO2); 8y (400 MHz; CDCl3): 4.45 (2H, s, CHpNOy), 3.26

(1H, s, OH), 2.04-1.95 (ZH, m), 1.85-1.80 (4H, m), 1.64-1.24 (8H, m).
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vmax (filmy/em-1 1739 (C = 0), 1551 (NO9).

1375 (NO9); 851 (400 MHz; CDCl3): 4.88 (2H, s, CHoNO2), 2.38-2.00 (8H, m),

2.07 (3H, s, MeCQO), 1.62-1.32 (6H, m).
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1509 (NO»), 1342 (NOg); Sy (400 MHz; CDCl3): 7.12 (1H, quint, J=2.0

viax(film)em1 1643 (C =),

H

CHNO»), 3.01 (1H, ddt, 7=20.5, 8.0, 2.1), 2.90 (1H, ddt, J = 20.5, 7.3, 2.1), 2.54

(1H, ddt, J=17.8, 7.1, 2.0), 2.43 (1H, ddt, J17.7, 5.6, 1.9), 2.21 (1H, m), 2.12
(1H, m), 1.60-1:24 (8H, m).
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Vmax(film)/em-1 1731

(C=0), 1547 (NOp), 1375 (NO2); 8y (400 MHz; CDCl3): 473 (2H, s,

CH)NOy), 4.14 (2H, q, J=7.1, CO2CHyMe), 2.58 (2H, s, CHACO9EY), 2.07

(2H, m), 1.71-1.66 (4H, m), 1.60-1.24 (8H, m), 1.26 (3H, t, /= 7.2, CO2CHoMe);

10

m/z (ESH) 270 (M + H, 100%).
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83 (400 Mliz; CDCl3): 5.49 (1M, br s, NH), 3.34 (21, s,
7=13.2, 7.1),

0-1.928 (2H, m),
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77 (2H, dd,
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(2H, s, CH,COj, 2.

1.65 (2H, dd, J = 13.2, 6.8), 1.62-1.20 (8H, m).
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&y (400 MHz; dg-DMSO): 7.90 (2H, brs, NH»), 3.02 (2H,

s, CH)NHp), 2.43 (2H, s, CHCO2H), 2.00 (2H, br s), 1.53-124 (12H, m): m/

(EST) 212 (M +H, 100%);
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Spy (400 MHz; CDCl3): 3.85 (2H, m), 3.6 (2H, m), 3.2 (2H, 5), 2.7

(2H, m), 2 (2H. m); 1.55 (2H, m); 8 (400 MHz; CDCl3): 63.15, 37.83, 20.40.
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(400 MHz; CDCl3): 4.3 (4H, m), 3.05 (6H, 5), 2.9 (2H, m), 2.2 (2H, m), 1.8 2H

m); 6¢(400 MHz; CDCl3): 69.51, 37.45, 35.28, 21.09.
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8y (400 MHz; CDCl3): 3.6 (2H, m), 3.45 (2H, m). 2.85 (2H, m), 2.1
(2H, m), 1.7 (2H, m: 8.(400 MHz; CDCls): 39.70, 33.79, 23.95.
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8y (400 MHz; CDCl3): 3.0 (2H, m), 2.15-2.45 (6H, m), 1.65
(2H, m).
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CDCI3): 5.9 (1H, ), 4.2 (2H, g}, 3.15 (1H. d), 2.9 (1H, m), 2.8 (1H, m); 2.65 (2H,

m). 2.3 (1H, d), 2.13 (ZH, m), 1.5 (2H, m), 1.3 (3H, t); o (400 MHz; CDCl3):

JP 2005-521664 A 2005.7.21

&1 (400 MHz:

169.51, 166.98, 113.37, 59.62, 43.23, 38.79, 38.45, 36.20, 25.62, 24.95, 14.44.
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3 (400 MHz; CDCl3): 4.4 (2H, s), 4.15 (2H, q), 2.75 (2H, bs), 2.7 (ZH,

s). 2.3 (2H, m); 2.1 (2H, m), 1.65 (4H, m), 1.15 (3H, t); 6¢ (400 MHz; CDCl3):

171.48, 79.68, 60.52, 50.10, 44.15, 41.06, 37.36, 25.76, 14.28.
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Oy (400 MHz; D20): 3 (2H. s), 2.85 (4H, m+ s), 2.35 (2H, m), 2',1 (2H, m),

1.75 (4H. m). 8¢ (400 MHz; DO} 167.5, 46.64, 43.89, 42.03, 40.89, 36.08,

23.91. m/z (ES*) 184 (M + H, 100%).
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8y (400 MHz; CDCl3): 3.85 (2H, m),

3.6 (2H, m), 2.9 (2H, s), 2.7 (2H, m), 2 (2H, m); 1.55 (2H, m).
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[ ) 8¢ (400 MHz; CDCl3): 170.53, 166.57, 115.13, 59.62, 47.06, 45.69, 39.89,
E 37.24,28.52,28.17, 14.44.
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81 (400 MHz; CDC13): 4.65 (2H, [AB]q), 4.15 (2H, q), 2.65 (2H. [AB]q).

1.2-1.95 (3H, tR U m, 13H); 8 (400 MHz; CDC13): 171.28, 82.42, 60.56, 49.97.
45.80, 45.32, 42.88, 40.19, 40.09, 27.64, 14.26.
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(8H, m); 8¢ (400 MHz; D>0): 174.8, 47.50, 46.59, 44.28, 43.61, 41.64, 38.37,
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FUT7RTLAT—: SH(400 MHz; CDCl3) 4.30 (2H, g, J 7.1, CO2CHoMEe),
2.98 (2H, m), 2.56-2.22 (61, m), 1.70 (2H, m), 1.35 (3H. t. J 7.1, Me): 4

UF AT LA v— 8y (400 MHz; CDCl3) 4.26 (2H, g, J 7.1, COpCHoMe), 3.05

(ZH, m), 2.56-2.22 (6H, m), 1.99 (2H, m), 1.33 (3H, t, J 7.1, Me).
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FUTATLAT—: dy (400
MHz; CDC13) 2.97 (1H, m), 2.87 (2H, m), 2.32-2.18 (2H, m), 2.10-1.56 (3H,
m), 1.92-1.78 (2H, m). 1.48-1.38 (1H, m); WCTATULAT—: 65y (400 MHz;
CDCl3) 3.13 (1H, m), 2.87 (2H, m), 2.32-2.18 (2H, m), 2.10-1.96 (3H, m),
1.92-1.78 (2H, m), 1.48-1.38 (1H, m).
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Vmax(ilm)em= 2230 (CN),1673 (C=C); 8y (400 MHz; CDC13) 5.27 (1H, tt, J
7.6, 1.3, CHCMey), 2.89 (2H, m), 2.30-2.22 (4H, m), 2.10 (2H, d, J 14.2), 1.94
(2H, m), 1.84-1.62 (2H, m), 1.65 (3 H, s, Me), 1.55 (3H, 5, Me); m/z (AP+) 190
(M+H, 100%). |
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Vmax(filmy/em™1 2233 (CN), 1740 (C=0); §H (400 MHz; CDCl3) 3.75 (3H, s.
OMe), 2.94 (2H, m), 2.63 (2H, s, CH2COMe), 2.35-2.21 (4H, m), 2.00 (2H, m),
1.86 (2H, m): m/z (AP+) 194 (M+H, 95%).
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vpax(filmyem-l 1692 (C=0); 8y (400 MHz; CDCl35.52 (1H, br s, NH),

3.54 (2H, s, CHoNH), 2.80 (ZH, m), 2.26 (ZH, m), 2.16 (2H, s, CH»CO),
1.93 (2H, ddd, J 13.4, 8.1, 2.4), 1.74 (2H, dd, J 13.0,3.2), 1.64 (ZH, m).
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(400 MHz; dg-DMSO0) 7.98 (2H, br s, NHp), 3.13 (2H, s, CH,NH2), 2.70 (2H,
$), 2.17-2.14 (4B, m), 1.85 (2H, dd, 7 13.3, 8.0), 1.63 (2H, m), 1.55 (2H, dd, J
129, 5.1% mz  (ES+) 184 (M+H, 100%);
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INTERNATIONAL SEARCH REPORT Inten  al Application No
PCT/IB 03/00232

A, CLASSIFICATON OF SUBJEGT MATTER
IPC 7 ABIK31/00 a61P27/16 AB1K31/13 R61K31/131  A61K31/137
AG1K31/4245 A61K31/41 A61K31/662  AB1K31/18 AB1K31/443

According to Internationat Patent Classilication (IPC) or 1o both national classification and IPG

B. Al

ELDS SEARCHED

Minimum documentation searched (classificatlon syslem followed by classitication symbols)

IPC 7 A8IK

Documaniation searched other than minkmum docurentation to tha extent that such decumenis ars included in the fleids searched

Electronic data base consufled during the international search {name of data base and, whers practica), search terms used}

EPO-Internal, EMBASE, MEDLINE, WPI Data, PAJ

C. DOCUMENTS GONSIDERED TO BE RELEVANT

Category ° | Chtation of docurnant, with indication, where apptopriate, of the relevant passages

Relevant to ciatm No.

Y Wo 99 31075 A (BRYANS JUSTIN STEPHEN 1,6-7
-HORWELL DAVID CHRISTOPHER (GB); KNEEN
CLARE) 24 June 1999 (1999-06-24)
cited in the application
page 3
page 15, line 17 - line 21
Y US 5 563 175 A {SILVERMAN RICHARD B ET 1,3,4
AL) 8 October 1996 (1996-10-08)
cited in the application
column 2, 1ine 39 —column 3, Tine 30
Y WO 00 76958 A (BRYANS JUSTIN STEPHEN 1,8

:SCHELKUN ROBERT MICHAEL (US); WARNER
LAMBER) 21 December 2000 (2000-12-21)

cited in the application
page 12 —-page 13

-/

Further documents are listed in the continuation of box C.

Patent famnily members are lisled in annex.

* Special categories of cited docurnents ;

*A' document defining the ganeral state of the ant which is nol
consldered o be of particular relevance
'E' arlier document but published on or afterthe international
filing date
*|* doourment which may throw doubis en priofity claimis) or
which is ciled to establish 1he publicallon date of anokher
citation or ather special reason (as spacified)
"0 document ing to an oral discl L3e, or
other means
P* document published prir to the intemational filing date but
latex than the priority date claimed

'T* later document published aftet the intarnatlonal filing date
or priority date and not in conflict with the application but
cited to understand the principle ot theory undeslying the
Inveniien

= document of particular relevance; the claimed Invention
cannot ba considered novel or cannot be considered o
Invoive ar inventive step when the doecument is taken alone

*y' document of particular relevance; the claimed invention
cannol ba considerad 10 involve an inventive step when the
document is combinad with one or mera other such docu—
:'n%r_:ls, ﬁuch combinalioh belng chvious to & persen skilled
i the art.

*&* document member of the same patent farnily

Date of the actual completion of the international search

15 May 2003

Date of malling of the interational search report

30/05/2003

Name and mailing address of the ISA
European Patent Office, P.B, 5818 Patentlaan 2
NL ~ 2280 HV Rljswijk
Tel. (+31-70) 340-2040, Tx, 31 651 eponl,
Fat: (+31-70) 340-3016

Authorized officer

Trifilieff-Riolo, S

Form PGT/ISA/210 (sacend shaet) {July 1992)

page 1 of 3
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In 1l Application No

PCT/ LB 03/00232

C.(Centinuation) POCUMENTS CONSIDERED TO BE RELEVANT

Category * | Cliation of document, with indication,where appropriate, of the relevani passages

Relevant to claim Na.

Y WO 99 31074 A (BRYANS JUSTIR STEPHEN
;HORWELL DAVID CHRISTOPHER (GB); KNEEN
CLARE) 24 June 1999 (1999-06-24)

cited in the application

page 5, Tine 26 —page 9, 1ine 26

Y WO 99 31057 A (BRYANS JUSTIN STEPHEN
;HORWELL DAVID CHRISTOPHER (GB); KNEEN
CLARE) 24 June 1999 (1999-06-24)

page 10, line 1 - 1ine &

Y WO 98 17627 A (BRYANS JUSTIN STEPHEN
;HORWELL DAVID CHRISTOPHER (GR); KNEEN
CLARE} 30 April 1998 (1998-04-30)

cited in the applicatien

page 27, line 20 - 1ine 25

Y WO 99 61424 A (BRYANS JUSTIN STEPHEN
;HORWELL DAVID CHRISTOPHER (GB); RECEVEUR
JE) 2 December 1999 (1999-12-02)

cited in the application

page 9, line 1 ~ Tine 10

X DATABASE EMBASE ‘Online!

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM,
NL; 2001

ZAPF J J: "Gabapentin for the treatment of
tinnitus: A case report"”

Database accession no. EMB-2001077211
XP002240623

Y abstract

& EAR, NOSE AND THROAT JOURNAL 2001 UNITED
STATES,

vol. 80, no. 2, 2001, pages 114-116,
ISSN: D£145-5613

Y WO 01 28978 A (RECEVEUR JEAN MARIE
; BLAKEMORE DAVID CLIVE (GB); BRYANS JUSTIN
STE) 26 April 2001 (2001-04-26)
cited in the application
_page 7 -page 8
A SZCZEFANTAK W S ET AL: T"Effects of
© {=)-baclofen, clonazepam, and diazepam on
tone exposure- induced hyperexcitability
of the inferier colliculus in the rat:
Possibie therapeutic implications for
pharmacological management of tinnitus and
hyperacusis”
1996 , VOL. 97, NR. 1-2, PAGE(S) 46-53
XP002240621
ISSN: 0378-5955
abstract

Fotm PCTASA/210 [continuation of second sheat) (July 1982)

1,9,10

1,13

1,2

1,12

1-13

page 2 of 3



L T e T e T e T e T s T e T s T e T s R e T e T T T s T s Y e T e, T e T e, IO e, TR e T e, T e T e TR e T e T e TR e TR e T e T e T e B s Y s B s B T T e T e T e T s T e T e B s |

O

(217)

INTERNATIONAL SEARCH REPORT

JP 2005-521664 A 2005.7.21

ini 1al Application No

PCT/IB 03/00232

C.[Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Galegory © | Cliation of document, with indication where appropriate, of the relevant passages Relevant to claim MNo.
A MENKES D B ET AL: "Scdium valproate for 1-13
tinnitus.”
November 1998 (1998-11) , VOL. 65, NR. B,
PAGE(S) 803 XP002240622
ISSN: 0022-3050
the whole document
A DATABASE EMBASE ‘Online! 1-13
ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM,
ML; 2000
SHULMAN A ET AL: "Benzodiazepine receptor
deficiency and tinnitus”
Database accession no. EMB-2001049123
XP002240624
abstract
& INTERNATIONAL TINNITUS JOURNAL 2000
UNITED STATES,
vol. 6, ne. 2, 2000, pages 98-111,
ISSN: 0946-5448
A GEE ET AL.: "The novel anti-convulsant 1-13
drug, Gabapentin binds to the alphazdelta
subunit of a calcium channel"
J. BIOL. CHEM.,
voi. 271, 1996, pages 5768-5776,
XPO02240620
the whole document
A GB 2 342 043 A {MERCK SHARP & DOHME) 1-13

5 April 2000 (2000-04-05)
the whole document

Farm PCTASA/Z10 (continuatlon of second sheet) (July 1oe2)

page 3 of 3
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International Application No. PCT/AB 03 00232

FURTHER INFORMATION CONTINUED FROM  PCTASA! 21(

Continuation of Box I.2

Prasent cTaim 1 relates to the use of a compound defined by a functional
feature specifying that it should be an “"alpha 2 delta ligand”.

The use of this functional feature in the present context is considered
to Tead to a Tack of clarity within the meaning of Article 6 PCT.
Notwithstanding the fact that the description does not mention any means
to determine if a compound is an "alpha2deita 1igand", 1t is impossible
to assess whether a prior art compound fall within this definition.
Therefore the Tack of clarity is such as to render a meaningful complete
search impossible. Consequently, the search has been restricted to the
compound illustrated by a structure, namely those mentioned in claims 2
to 13,

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1(e) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims are amended faollowing
receipt of the search report or during any Chapter II procedure.
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INTERNATIONAL SEARCH REPORT

tional application No.

PCT/IB 03/00232

Box | Observations where cerain claims were found unsearchable (Continuation of item 1 of first sheet)

This Intemational Search Report has nol been established In respect of certain claims under Article 17(2)(a) for the fallowing reasons:

1. D Claims Nos.:
because they relate to subject matter not requirad to be searched by this Autherity, namely:

2, Claims Nos.: -

because they relate to parts of the Interational Application that do not comply with the prescribed requirements to such
an extent that no meaningful international Search can be carried out, speclically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. I:‘ Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This interatlenal Searching Autherity found multiple Inventlons in this international application, as follows:

1. As all required additional search fees were timely paid by the applicant, this International Search Report covers all
searchable claims.

2, D As all ssarchable claims could be searched without effort justifying an additional fee, this Authority did nat Invite payment
of any additional fee.

3, D Asg enly some of the required additional search fees were timely pald by the applicant, this International Search Report
covers only those claims for which fees were paid, specifically claima Noa.:

4. l:l No required additional search fees were timely paid by the applicant. Consequently, this Infernational Search Report is
restricted to the invention first mentioned in the claims; it Is coverad by claims Nos.:

Remark on Protesi D The additional search faes ware accempaniad by the applicant's protest.

I:I No protest accompanied the payment of additional search fees.

Form PCT/ISA210 (cortinuation of first sheet (1)) (July 1998)
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(220) JP 2005-521664 A 2005.7.21
INTERNATIONAL SEARCH REPORT Int pal Applieation No
PCT/IB 03/00232
Patent document Fublication Patent family Publication

cited tn search report date member{s) date
WO 9931076 A 24-06-1999 AU 13929992 A 05-07-19929
AU 1455499 A 05-07-1999
AU 1796229 A 05-07-1999
BR 9813656 A 10-10~2000
BR 9814286 A 03-10-2000
BR 9814287 A 03~10-2000
CA 2304965 Al 24-06-1999
CA 2304967 Al 24-06-1999
CA 2304974 Al 24-06-1999
CN 1279673 T 10-01-2001
CN 1272667 T 10-01-2001
CN 1279674 T 10-01-2001
EP 1047678 Al 02-11-2000
EP 1045834 Al 25-10-2000
EP 1045839 A2 25-10-2000
HU 0004439 AZ 28-10-2001
HU 0100069 A2 28-12-2001
HU 0100472 A2 28-09-2001
JP 2002508362 T 19-03-2002
JP 2002508361 T 19-03-2002
JP 2002608362 T 19-03-2002
NO 20003037 A 14-08-2000
NO 20003038 A 14-06-2000
NO 20003039 A 14-06-2000
NZ 503963 A 27-09-2002
NZ 503980 A 27-09-2002
NZ 503981 A 20-12-2002
PL 341231 Al 26—03-2001
PL 341291 Al 09-04-2001
PL 348305 Al 20~05-2002
TR 200001794 T2 23-10-2000
TR 200001795 T2 21-11-2000
TR 200001800 T2 21-03-2001
WO 9931074 A2 24-06-1999
Wo 9931075 Al 24-06-1999
Wo 9831057 Al 24-06-1999
us 6518289 Bl 11-02-2003
us 6521650 Bl 18-02-2003
us 6545022 Bl 08-04-2003
ZA 9811464 A 15-06-1299
ZA 9811472 A 07-07-1999
ZA 9811474 A 15-06-1999
US 5563175 A 08-10-1996 MX 9302970 Al 31-05-1994
us 6028214 A o 22-02~2000
us 6342529 B1 29-01-2002
us 6262120 B1 17-07-2001
us 6291526 B1 18-09-2001
us 6140366 A 31-10-2000
us 6525096 Bl 25-02~2003
us 6255345 Bl 03-07-2001
us 6117906 A 12-09--2000
us 6414024 B1 02-07-2002
us 5684189 A 04-11-1997
us 5608090 A 04-03-1997
us 5599973 A 04-02-1997
us 6197819 B1 06-03-2001
us 6359169 B1 19-03-2002

Form POT/ASA/210 {patert family annex) {July 1882)
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