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[ 'H-NMR (300 MHz, CDCl;): 8 0.03 (6H, s, Si(CH:);). 0.82 (9H, s, tBu), 1.45-1.55 (1H, dt, CHy), 40

[ 1.90 (1H, bs, OH), 2.76-2.80 (1H, dt, CH,), 4.55 (1H, m, CH-OH), 4.60 (1H, m, CH-0Si), 5.80
[ (1H, dd, CH=CH-CHOH), 5.90 (1H, dd, CH=CH-CHOH). MS (EST) m/z 215 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-ds): § 3.35 (2H, s, CH)-CONHy), 6.84 (2H, bs, NH;), 6.95-7.15 (2H,
[ m; v F—uHs), 7.19 (18, d.1 v e—nH-2), 7.55 (2H, tr> k—iHs), 10.80 (1H, bs;r > F—uNH). MS
 (ESD m/z 175 [M+HT".
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[ 'H-NMR (300 MHz, DMSO-dg): 5 0.07 (3H, s, CH-Si), 0.11 (3H, s, CHy-Si), 0.88 (9H, tBu), 1.55-
[ 1.63 (JH, dt, O-CH-CH,), 2.88-2.98 (1H, m, O-CH-CHj), 3.43 (2H, s, CO-CHs), 4.88 (1H, bt, CH-
. N), 5.45 (1H, bt, CH-0), 5.97-6.01 (1H, dm, Qﬂ-—CH -0), 6.07-6.11 (1H, dm, CH-CH=CH-0Q), 6.84
. (1H, bs, NH,), 6.97-7.12 (2H, m, > ¥—nHs), 7.19 (1H, s, » ¥—nH-2), 7.33 (1H, bs, NHy), 7.55 (2H,
. ¥ F-nHs). MS (ESD) m/z 371 [M+H]".
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[ TH-NMR (300 MHz, DMSO-ds): & 3.95 (3H, s, CH4-0), 7.27-7.37 (2H, m,7> k—1Hs), 7.47-7.52

[ (1H, s57> k-~ 1Hs), 8.05-8.10 (1H, 57> —Hs), 13.56 (1H, bs, NH). MS (ESI) m/z 238 [M+H]",
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[ 'H-NMR (300 MHz, DMSO-ds): & 0.11 (6H, s, CH3-Si), 0.89 (9H, tBu), 1.58-1.62 (1H, m, CHy),
[ 2.98-3.04 (IH, m, CHy), 5.12 (1H, bt, CH-N), 5.91 (1H, bt, CH-0), 6.56-6.68 (2H, dm, CH=CH),
[ 6.93-7.71 (8H, m;7 k- 1Hs), 8.01 (1H, s;rvr—1H-2), 11.06 (1H, s, <=+ NH), 12.23 (1H, bs,
(1> #—1NH). MS (ESI) m/z 558 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-d5): 8 0.14 (3H, s, CH3-8i), 0.21 (3H, s, CH;-Si), 0.95 (9H, tBu), 2.13-
[ 2.24 (1H, dt, CHy), 3.24-3.36 (1H, m, CH,), 5.13 (1H, bt, CH-0), 6.26-6.34 (2H, m, CH=CH), 6.44
[ (1H, bt, CH-N), 7.38 (2H, t,¢ ~ F—nHs), 7.46 (1H, dt,«> —nHs), 7.59 (1H, dt,c > ¥—rHs), 7.78 (1H,
- 4> k-nH-7), B.05 (1H, d;r> k—nH-7), 9.13 (1H, d,« > k—nH=4), 9.23 (1H, d, > —nH-4), 11.09
- (1H, bs, 4= ¥ NH), 12.08 (1H, bs,r> F-ANH). MS (ESD) m/z 522 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): § 2.10-2.22 (1H, dt, CHy), 3.14-3.25 (1H, m, CH,), 4.99 (1H, bq,
[ CH-OH), 5.58 ({H, s, OH), 6.30 (2H, s, CH=CH), 6.41 (1H, bt, CH-N), 7.39 (2H, dt,1 > r—1Hs),
[ 7.53 (IH, dtyr> k—1Hs), 7.60 (1H, dt;r> r—1Hs), 7.79 (1H, d;r > k- 1H-7), 8.04 (1H, d;7 > £—LH-
(D, 9.14 (1H, dyr> e —nHA4), 9.23 (1H, dyr > k—aH-4), 11.10 (1H, bs, 1 & 1 NH), 12.07 (1H, bs,
. = NH). MS (ESI) m/z 408 [M+H]".
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goodaao

[ 'HNMR (300 MHz, DMSO-dy): 8 2.14 (3H, s, CH3-C0), 2.19-2.30 (1H, m, CHy), 3.36-3.44 (1H,
[ m, CH,), 5.89 (1H, bt, CH-OAc), 6.38 (1H, dt, CH=CH-CH-OAc), 6.52 (1H, bt, CH-N), 6.62 (1H,
[ dt, CH=CH-CH-OAc), 7.37-7.44 (2H, m, > ¢—1Hs), 7.54-7.65 (2H, m, > k—1Hs), 7.80 (14, 4,
(v k= ufLT), 7.85 (U1, dif > k- uH:T), 9.15 (1H, dif > k- aH4), 9.24 (1H, dir > r—1H-4), 11.13 (1H,
o bs, « FNH), 12.11 (1H, bsyr >k —iNH). MS (ESI) m/z 450 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dg): & 1.83 (3H, s, CH;-CO), 3.13-3.40 (2H, m, CHp), 6.08-6.16 (2H,
[ dt, CH=CH-CH-OAc), 6.25 (1H, bt, CH-N), 6.50 (1H, dt, CH=CH-OAG), 7.38-7.50 (3H, m, > I~
{ Hs), 7.60 (2H, 1> ¥~ 1Hs), 7.80 (1H, dit > k—nE=7), 9.14 (1H, d F—1H-4), 9.25 (1H, d1> ¥
{ B-4), 111 (1H, bs, « = £ NH), 12.11 (1H, by~ k—ANH). MS (EST) mv/z 450 [M-+H]".
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'"H-NMR (300 MHz, DMSO-dg): 5 3.05-3.16 (1H, dd, CHy), 3.22-3.34 (1H, dd, CHy), 5.40 (1H, bs,

CH-OH), 5.59 (1H, bs, OH), 5.82 (1H, m, CI-N), 6.04 (11, bt, N-CH-CH=), 6.24 (1H, dt, =CH-

CH-OAC), 7.30-7.45 (3H, myr  —uHs), 7.54-762 (2H, dt:r~ k—1Hs + H-7), 7.78 (1H, d;1> k-1

7), 9.12 (1H, dyrv r—nHa4), 9.22 (1H, dr v F—uH-4), 11.08 (1H, bs, 1 = F NH), 12.10 (1H, bs,

1> E—1 NH), MS (ESI) m/z 408 [M+HT".
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[ 'H-NMR (300 MHz, DMSO-d;): § 2.62-2.77 (2H, m, CH3), 5.35 (1H, bd, CH-N3), 6.41-6.46 (1H,

[ dt, CH=CH-CH-N;), 6.54 (1H, bd, CH=CH-CH-N3), 6.83 (1H, bt, CH-N), 7.38 (2H, dt,r > r—1Hs),
[ 7.51 (1H, dt;r~ r—uHs), 7.56-64 (2H, m, > k—aHs + H-7), 7.82 (1H, d,r~ r—1H-7), 9.14 (1H, d,
[ A k—uH-4), 9.24 (1H, d;r> r—1H-4}, 11.11 (1H, bs, « 2 r NH), 12.21 (1H, bs,7> —1NH), MS
. (ESI)my/z 433 [M+H]".
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[ 'H-NMR {300 MHz, DMSO-ds): & 2.49-2.67 (2H, m, CHy), 5.12-5.19 (1H, m, CH-NH,), 6.14-6.24
[ (2H, m, CH=CH), 6.87 (1H, bt, CH-N), 7.34-7.42 (2H, m;1 > k—1Hs), 7.50-7.62 (2H, m;r > ¢ —1Hs),
[ 773 (1H, d;r v v —aH-7), 7.79 (1H, d;r > k—aH-7), 9.13 (1H, d;r > k—nH-4), 923 (1H, d;1 > k—1H-
. #), 11.08 (1H, bs, « = KNH), 12.25 (1H, bsy > k—aNH). MS (EST) m/z 407 [M+H]".
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0oooaoao

‘H-NMR (300 MHz, DMSO-d;): & 2.43-2.52 (1H, m, CH;), 3.56-3.68 (1H, m, CH;), 5.48 (1H, bt,
CH-C1), 6.42 (1H, dt, CH=CH-CH-C), 6.57 (1H, dt, CH=CH-CH-Cl), 6.63 (1H, bt, CH-N), 7.39
(2H, gy F—uHs), 7.53-7.63 (2H, dtyr v ¢ —aHs), 7.77 (1H, d;r > —1H-7), 7.88 (1H, d;r> £ —1H-7),
9.13 (1H, d;r~ +—1H-4), 9.24 (1H, d;1> £ —1H-4), 11.10 (1H, bs, « = ¢ NH), 12.12 (1H, bs, 1> k—n
NH). MS (ESI) m/z 426 [M+H]",
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'H-NMR (300 MHz, DMSO-dy): § 2.18-2.25 (1H, m, CHp), 3.09-3.16 (1H, m, CHy), 4.36-4.41 (1H,
m, CH-NH,), 6.22-6.31 (2H, m, CH=CH), 6.92 (1H, bt, CH-N), 7.38 (2H, t,r > ¥—nHs), 7.51 (1H, t,
1> F=nHs), 7.59 (1H, t,1> F—nHs), 7.69 (1H, d, 7~ ¢—nH-7), 7.83 (1H, d,r>r—1H-7), 9.14 (1H, d,
1> ¥—nH-4), 922 (1H, d,r>r—nH-4), 11.10 (1H, bs, 3 ¢ NH), 12.20 (1H, bs, 1> r—aNH). MS
(ESD) nvz 407 [M+H]".

L

Oooooao

0000000000

OooooD0D

[7)

[

[

[

[ EILARY i, TEA DMF
————————

; =8

[

[

[

L

oooooooooooooboboobooooocooooooop0ooooobobDbDbODODOaO
goooobopbO0oobOoobooboobooboobooboobooboobao
uobobooboobooboobooboobooboobooboobooboobad
oododxgooooooooboboboooooooooooooooooobbobODboDOao

10

20

30

40

50



(35) JP 2005-518379 A 2005.6.23

uobobooboobooboobooboobooboobooboobooboobad
ooooooooooooooboobobobooooboboooooooooooooao
gooaao

'H-NMR (300 MHz, DMSO-dg): & 2.26-2.37 (IH, m,>% 0<% > CH), 2.56-2.86 (SH, m,
EAKRY Y CHyNs Lo ooy 220 CHy), 3.71 (4H, bt, EIFRYU 2 CH-0), 4.24-432 (1H, m,

(1H, bt, CH-N), 7.41 (2H, t;r > r—uHs), 7.55 (1H, tr~ ¢ —nHs), 7.59-7.66 (2H, my~ ¢ nHs + H-7),
7.83 (1H, ds > - —nH-7), 9.16 (1H, d;1> £ —1H-4), 9.26 (1H, d,1 > k—1H-4), 11.11 (1H, bs,1 2 F

L
(
[ CH-NHy), 6.31 (1H, d, CH=CH-CH-N- € L7k 1) =), 6.43 (1H, d, CH=CH-CH-N- E /LY ), 6.73
C
(
(

NH), 12.15 (1H, bsy ~ £ —1NH), MS (ESI) mv/z 477 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): & 2.99 (1H, dt, CHy), 3.24-3.36 (1H, m, CHy), 6.78 (1H, dt,
[ CH=CH-CO), 6.84 (1H, bt, CH-N), 7.35-7.67 (SH, m;r v k—1Hs + H-7), 7.76 (1H, d;1> k—1H-7),
¢ 8.31(1H, dd, CH=CH-CO), 9.13 (1H, d;r ~ k—1H-4), 9.22 (1H, d;r » k —H-4), 11.12 (1H, bs, 1 = k
¢ NH), 12.12 (1H, bsyr » £ —NH). MS (ESI) m/z 406 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dy): & 2.28 (3H, 5, CH;-CO), 2.50-2.62 (1H, m, CHy), 3.08-3.22 (1H,
[ m, CHy), 4.12 (1H, bs, QH), 4.91 (1H, bs, OH), 5.21 (1H, m, CH-OAc), 5.38-5.50 (2H, m, CH-
[ OH), 5.68 (1H, g, CH-N), 7.42 (2H, qsr ~ +—1HSs), 7.62 (2H, t;1~ —1Hs), 7.76 (1H, d;r > r—1H-7),
( 820 (1H, bd;r~ r—1H-7), 9.17 (1H, d;t - £—1H-4), 9.30 (1H, d;1 > k—1H-4), 11.12 (1H, bs,r = ¢
. NH), 12.06 (1H, bs;r > k—1NH). MS (ESI) m/z 442 [M+H]".
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[ "H-NMR (300 MHz, DMSO-ds): § 2.35-2.45 (1H, m, CH,), 2.97-3.11 (1H, m, CHy), 3.99 (1H, bs,

[ OH), 4.27 (1K, bd, OH), 5.02 (1H, m, CH-OH), 5.15-5.32 (2H, m, CH-OH), 5.66 (1H, q, CH-N),

. 7.38-7.52 (2H, myr > ¥~ 1Hs), 7.66 (2H, g~ ¢ 1Hs), 7.83 (1H, d;1 > K—uH-7), 8.01 (1H, ds > k-1

- HD), 9.15 (1, dy7> ¥ —1H-4}, 9.30 (LH, dir~ F—1dl-4), 11.14 (1H, bs, = & NH), 11.82 (1H, bs,

1~ P UNH). MS (EST) m/z 484 [M+H]",
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[ "H-NMR (300 MHz, DMSO-dy): & 2.82 (2H, t, CHy), 4.20 (1H, m, CH-N3), 4.49 (1H, bt, CH-OH), 20
[ 4.67 (1H, m, CH-OH), 5.47 (1H, d, OH), 5.61 (1H, d, OH), 5.80 (1H, q, CH-N), 7.30-7.43 {(2H, m,
[ 1>F-nHs), 7.54-7.60 (2H, m,< > r—nHs), 7.76 (1H, d,1>r-rH-7), 7.84 (1H, d,7 > r—aH-7), 9.12
[ (H, d;~F—nHe4), 9.24 (1H, d,«>r—nH4), 11.08 (1H, 5, «= ¢ NH), 11.72 (1H, s,¢> r—aNH).
. MS (ESI) m/z 467 [M+H]".
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" "H-NMR (300 MHz, CDCl;): § 3.14 (3H, 5, N-CH;). MS (ESI) nv/z 271 {M+AcOH-+MeOHJ".
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[ '"H-NMR (300 MHz, DMSO-dp): 3.02 (3H, s, N-CHy), 7.10-7.20 (2H, m;7 > —1Hs), 7.53 (1H, dd,
(4> k—wH-T), 7.95 (1H, dd;t > £ —1H-4), 8,10 (1H, d,7 > £~ uH-2), 12.17 (1H, bs, 1> F—aNH). MS
[ (ESD) m/z 367 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): 53.07 (3H, s, N-CHy), 6.65 (2H, m, «> ¥~ Hs), 6.99 (2H, dt,
o

[ 4 F=nH-6), 7.10 (1H, dd;« > F—nH-7), 7.36 (1H, d,«> F—nH-4), 741 (H, g » -—nH-T), 7.76 (1H,
[ et F—nH:2), 7.84 (1H, d,r > F—nH-2%), 11.80 (1H, s,4> F—aNH), 11.85 (1H, 5,4~ r—aNH). MS
. (ES) m/z 420 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): 5 3.05 (3H, s, N-CHy), 4.65 (2H, s, CH-CH), 6.89 (1H, dts > F—n

[ Hs), 7.10 (1H, dts ~ ¥—nHs), 7.20 (1H, ddy > F—Hs), 7.41 (4H, myf > F—nHs), 7.54 (1H, dr > K—n

[ H-2), 7.81 (IH, dof > ¥—alL-2%), 11.25 (1H, s> K—aNH), 11.40 (1H, s » F—aNH). MS (BST) m/z

- 422 [M+HT
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[ 'H-NMR (300 MHz, DMSO-~ds): § 2.84 (3H, 5, N-CHy), 4.17 (1H, d, « > £ > H.2), 421 (1H, 4d,

[ F¥FyvH3), 431 (1H, dd,7 > F U NH-CH-CH-CH), 4.75 (1H, dy >~ r—nNH-CH=CH-CH), 5.90
((1H, s, 1~ Fu > NH), 6,55 (1H, dyr>e—nrr> ev2Hs), 6,62 (1H, tyese—sreoevsts), 6.92 (1H, > e v en
[&), 7.20 (2H, my>r—nse>ev-Hs), 7.32 (LH, d, +ve—srrvevsHs), 7.93 (1H, d, r»r-srwevs Hs), 11.20
: (1H, sf > F—NH). MS (ESD) m/z 422 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): 8 2.16 (1H, m, CHy), 3.20 (3H, s, N-CHj), 3.22 (1H, m, CH,)
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[ 4.97 (1H, bq, CH-OH), 5.57 (1H, bd, CH-N), 6.30 (3H, m, CH=CH + CH-QH), 7.36 (1H, btf > F—1
r Us), 7.50 (1H, btf ~ F—aHs), 7.70 (2H, bs,f - F—aHs), 8.00 (1H, d,r > r—aH-77), 9.14 (14, 4,
ke F—nH-6'), 921 (1H, s > F—nH-4), 12.14 (1H, sf > F—aNH). MS (ESD m/z 500 [M+H]".
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[ "H-NMR (300 MHz, DMSO-ds): §2.17 (1H, m, CHy}, 3.23 (1H, m, CHy), 4.96 (1H, bg, CH-OH),

[ 5.6 (1H, bs, QH), 6.30 (2H, s, CH=CH), 6.35 (1H, bt, CH-N), 7.33-7.76 (4H, m;r > r—1Hs), 8.08
( (1H, dif > ¥ —aHs), 8.91 2, myr~ —1Hs), 12.48 (1H, s;rv —aNH).
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" "H-NMR (300 MHz, DMSO-ds): 5 2.13 (1H, m, CH,), 3.25 (1H, m, CHy), 4.9 (IH, bg, CH-OH),
[ 5.54 (1H, bd, OH), 6.26 (2H, s, CH=CH), 6.34 (1H, bt, CH-N), 7.36 (1H, t; > ¥—aHs), 7.53 (1H,
[ dtyr > F—aHs), 7.69 (2H, my >~ r—nHs), 8.00 (1H, di > r—aHs), 9.17 2H, dis > r—nH-4), 11,13
[ (1H, s, = e NH), 12.20 (1H, s¢ > F—aNH). MS (ESI) m/z 500 [M+H]".
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[ '"H-NMR (300 MHz, DMSO0-dg): 52.97 (3H, s, N-CHj), 3.74 (1H, dd, 1> ru > NH-CH-CH-CH),
[ 3.97 (IH, d, > ¥u> NH-CH), 448 (1H, dd, <> ¥ > NH-CH-CH), 5.22 (IH, d,* F—ANH.
r CH=CH-CH), 6.08 (1H, bs, 1> ru > NH), 6.47 (1H, dy > s—nitk0:Hs), 7,05 (4H, my o s-asc2 v u:Hs),
 7.35 (1N, difmﬂwwuy@, 8.17 (IH, dy ve—wirveu:Hg), 11,15 (1H, s# >~ F—aNID). MS (ESD) m/z
422 [M+HT,
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[ "H-NMR (300 MHz, DMSO-ds): 5 2.12 (1H, m, CHy), 3.16 (3H, s, N-CH3), 3.19 (1H, m, CH,)
[ 4.97 (1H, bq, CH-OHj, 5.58 (1H, bd, OH), 6.30 (2H, s, CH=CH), 6.37 (1H, bt, CH-N), 7.39 (1H, t:
o 1 F—uHs), 7.67-7.54 (2H, myr~ r—nHs), 7.8 (1H, dir > k—1Hs), 7.99 (1Hs, d;r ~ ¥ —1Hs), 9.13 (1H,
: dif v k—uH-4), 9.37 (1H, dir >~ r—nH-4), 12.13 (1H, 857> k—ANH). M8 (EST) m/z 500 [M~+H]J",

O
DD0DO00O0O0

00000000000

DD0D000

[ 15a)

[

[

[

[

[

: KOH,EtOH
[ ] a -
i @

: " OH

L

goooobooobooboooobooboobooboobooboobooboobao
uobobooboobooboobooboobooboobooboobooboobad
ooooooooooooobbbooooooooooooooooooboboDbODbODOao

10

20

30

40

50



(43) JP 2005-518379 A 2005.6.23

uboboobOxobooboobdouoboobooboobooboobooboobad
oooooooooooooooobobbbobooooboooooooooooooooao
gooaao

"'H-NMR (300 MHz, DMSO-dy): 5 2.17 (1H, m, CHy), 3.23 (14
, L 82, , m, CH,), 3. , m, CHy), 4.96 (1H, bq, CH-OH),
5.6 (1H, bs, OH), 6.30 (2H, 5, CH=CH), 6.35 (1H, bt, CH-N), 7.33-7.76 (4H, my - ¥ — 1Hs), s.o)s

L(IH, dyr > k- 1Hs), 9.17 (1H, dyr > £ —1H-4), 9.38 (1H, dy > F—iH-4), 12.50 (1H, sy > F—INH).
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[ 'H-NMR (300 MHz DMSO-dy): 62,10 (1H, m CHy), 3.18 (1H, m, CH,), 4.9
4 . . 3 Ly 3 = y s T B] (lHJ bq: QI_-I.OH ’

[ 5.56 (1H, bd, OH), 6.27 (2H, 5, CH=CH), 6.41 (1H, bt, CH-N), 7.35 (1H, tr ~ F—ils), 758 (1}3,
: gt,f Y H?ﬂi 7;766(1H, ddsr > ¥—nHls), 7.76 (1H, dg ~ ¥—nHs), 7.96 (1H, ds > F—nHs), 9.10 (IH

A~ F—nH-4), 936 (1H, d > k—nH-4), 11.14 (1H, 5, 1= ¢ NH), 12.11 (1H. 5> F— ’
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-NMR (300 MHz, DMSO-dy): 8 2.14-2.24 (1H, m, CHs), 3.11 (3H, s, CH3-N), 3.26-3.38 (1H, m,

CHy), 5.00 (1H, bt, CH-N3), 6.42 (1H, dt, CH=CH-CH-N;), 6.51 (1H, bt, CH=CH-CH-N;), 6.59
(1H, dt, CH-N), 7.36-7.42 (2H, myr~ ¢ —1Hs), 7.52 (1H, dt; >~ k—1Hs), 7.59 (IH, dt;r> F—LHs),
7.73-7.81 (QH, my7> k- 1H-7), 9.11 (1H, d;r> k- nH:4), 9.19 (1, d,r v £ —1H-4), 12.04 (1H, bs,
1 k- L NH). MS (ESI) m/z 447 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): § 2.20-2.30 (1H, m, CH,), 3.18 (3H, s, CH3-N), 3.36-3.50 (1H, m,
. CHp), 5.05 (1H, bs, CH-NH,), 6.32 (1H, bt, CH=CH-CH-NH,), 6.40-6.54 (2H, m, CH=CH-CH-
[ NH;s5£0CH-N), 7.38-7.46 (2H, myr > k- 1 Hs), 7.56-7.68 (2H, dt;r > r—1Hs), 7.79-7.90 2H, m,
(v E=nH-7), 9.10 (IH, d;r v r—1H-4), 9.21 (1H, d,r > k-1H-4), 12.06 (1H, bs;r > £~ wNH). MS
. (ESD) m/z 421 [M+H]".
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PS-PPhy, Ac,0, THF
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[ 'H-NMR (300 MHz, DMSO-d;): § 1.88 (3H, 5, CH3-C=0), 2.08-2.20 (1H, m, CHj), 3.0.6-3.20 (4H,
[ m, CH3-N6 LUCHy), 5.11 (1H, bm, CH-NHAc), 6.19 (1H, m, CH=CH-CH-NHAG), 6.34-6,44 (2H,
r m, CH=CH-CH-NHAc® & UCH-N), 7.37 (2H, q,r> -1 Hs), 747-7.62 (2H, m,1> k—1Hs), 7.78
o (H, m 0> =0 Ha7), 7.96 (1H, myr> k—uH-7), 9.12 (1H, d,r> k—1H-4), 9.22 (1H, d;1> £ —1LH-4),
: 12.01 (1H, bs;r F—1NH). MS (ESI) m/z 463 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dg): § -0.82 (3H, s, CH;-8i), -0.52 (3H, 5, CH;,-Si), 0.39 (9H, s, 1Bu-
[ Si), 1.88-2.00 (1H, m, CHy), 2.64-2.78 (1H, m, CHy), 3.22 (3H, s, CH;-N), 4.16-4.20 (1H, bs, CH-
¢ OSi), 4.27 (1H, bs, OH), 4.85 (1H, m, OH), 4.96-5.12 (2H, m, CH-OH)}), 5.45 (1H, bt, CH-N), 7.38-
r 748 H, myr~ ¢ 1Hs), 7.59-7.66 (2H, myr » 1 —1Hs), 7.85 (2H, dir v F—aH-7, 9.16 (1H, d;r> k-0
. H-4), 9.28 (1H, dyr - ¢ —1H-4), 11.22 (1H, bssr > 1 —aNH). MS (ESI) m/z 570 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): § 2.63-2.77 (1H, m, CHy), 3.21 (3H, 5, CHy-N), 3.32-3.46 (1H, m,
[ CH,), 4.02-4.06 (1H, m, CH-OH), 4.74 (2H, bm, CH-OH), 4.91 (1H, d, OH), 5.02 (1H, d, OH),
[ 539 (1H, d, OH), 5.79 (1H, bt, CH-N), 7.37-7.50 (2H, m,«> k—nHs), 7.58-7.66 (2H, t,1> ¥—nHs),
r 778 (1H, d.1 > ¥—nH.7), 7.86 (1H, d;r > ¥—nH-7), 9.15 (1H, d; > ¥—nH-4), 9.27 (1H,d;s v ¥—n[-
. 4, 1178 (1H, bs;r > r—aNH). MS (ESI) m/z 456 [M+H]".
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" 'H-NMR (300 MHz, DMSO-dg): & 3.6 (3H, s, OCHy), 4.6 (2H, s, N-CHy), 6.85 (2H, d. % B 1%
[ Hs), 720 (2H,d, %&#k Hs). MS (ESI) m/z 286 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg):  2.95 (6H, 5,1 k—1OMe), 3.62 (3H, 5, 7 = =1L OMe), 4.10 (2H,
(s, N-CHy), 6.05 (2H, d, %% Hs), 6.5 (2H,dd, *=# Hs), 6.80 2H, d, #&# Hs), 7,25
( CH,d, »=&& Hs),750(2H,d, &k Hs), 7.75 2H, s, r—1H-2), 11.60 (1H, s;r > k—aNH),
. MS (EST) m/z 508 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): § 3.53 (6H, 5,1+ -—1,OMe), 3.74 (3H, 5,2 = = LOMe), 4.57 (2H,
[ 5, CH-CON), 4.69 (2H, s, N—CH; ), 6.70 (4H, m, F&EH Hs), 6.91 (2H,d, #&k Hs), 7.22.7.25
[ 2H,d, %&#& Hs), 7.34-7,35 (AH,m, &% He), 10.91 2H, s, r—aNH). MS (ESD) m/z 510
o [M+H]"
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" '"H-NMR (300 MHz, DMSO-dy): §3.70 (3H, s, 7 = =)L OCH,), 3.75 (6H, s,r> k - 1OCH3), 3.80
L (1H, m, > ¥ Y NH-CH-CH), 4.37-4.63 (4H, m, r - kv~ NH-CH + 1> £ U+ NH-CH-CH-CH + N-
[ CHy), 5.09 (1H, d;r ~ ¥ —WN-CH=CH-CH), 5.38 (1H, bs, > ku~ NH), 6.45-7,06 (5H, m, 551

[ Hs), 7,18-7,36 (4H, m, %&% Hs), 7.68 (1H, m, EEHE Hs) 11.00 (1H, bs,r v £~ LNH). MS
[ (ESI) m/z 510 [M+H]".
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-NMR (300 MHz, DMSO-dg): §2.09 (IH, m, CHy), 3.15 (1H, m, CHy), 3.71 3H, 7z =L
OMe), 3.90 (6H, sy r—10OMe), 4.83 (2H, s, CH,-NCO), 4.94 (1H, m, CH-OH), 5.52 (1H, m, OH),
6.25 (2H, s, CH=CH), 6.28 (IH, m, CH-N), 6.51 (2H, d, %= Hs), 7.14 (1H,dd, %Z#% Hs),
721 (1H, dd, »%&% Hs), 7.34 (2H, d, %3% Hs), 7.65 (lH,d, =&# Hs), 7.91 (18, 4,

% &8 Hs), 8.66 (1H, d,r~ r-1HA), 8.77 (1H, d,1> k—iH-4), 11.90 (1H, s,7> c—LNH). MS
(ESI) m/z 588 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): 8 1.41 (3H, s, CH3-CH3), 2.10-2.20 (1H, m, CHy), 3.13-3.22 (1H,
[ m, CHy), 441 (2H, q, CHy-CHy), 4.98 (IH, bq, CH-OH), 5.30 (I1H, bd, OH), 6.28 (2H, bs,
¢ CH=CH), 6.79 (1H, bt, CH-N), 7.30-7.40 (2H, m;> k—1Hs), 7.44-7.60 QH, m, - F—1Hs), 7.79
. (1H, d;r~ k—aH-7), 8.02 (1H, d;r v —wH-7), 9.02 (1H, d;r> - 1H-4), 9.14 (1H, d;r > - H-4),
: 12.22 (1H, bs; ~ F—uNH). MS (ESI) m/z 480 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dq): & 1.41 (3H, s, CH;-CH), 2.62-2.76 (2H, m, CHy), 4.44 (2H, q,
[ CH;-CHy), 5.37 (1H, bd, CH-N;), 6.42-6.49 (1H, m, CH=CH-CH-N3), 6,54 (1H, bd, CH=CH-CH-
c Na), 7.35-7.44 (2H, myr > -1 Hs), 7.47-7.65 (3H, m,> t—iHs + H-T), 7.82 (1H, d,r > r—1H-7),
[ [91\/1[2151}? d> k- wH-4), 9.20 (1H, dyt > r—1H-4), 12.36 (1H, bs,r> k—uNH). MS (ESD) m/z 505
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[ 'H-NMR (300 MHz, DMSO-dg): § 1.4 (3H, s, CHy-CIL), 1.91 (3H, 5, CHy-C=0), 2.44-2.59 (2H,
* m, CHy), 4.50 (2H, q, CH;-CHy), 5.32 (1H, bm, CH-NHAG), 631 (1H, bs, CH=CH-CH-NHAC),
[ 6.38 (1H, bd, CH=CH-CH.-NHAc), 6.77 (1, m, CH-N), 7.32-7.41 (2H, m,1~ r—Hs), 7.46-7.65
¢ QH, myr> v —nHs + H-7),-7.80 (1H, myr > —1H-7), 8.25 (1H, bd, NHAc), 9.16 (1H, d;r> k—wH-
- 4,925 (1H, dir~ - nH-4), 12.24 (1H, bs;r~ ¥ —1NH). MS (ESI) m/z 521 [M+H]", o
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[ 'H-NMR (300 MHz, DMSO-dy): § 1.60-1.84 3H, m, CH;-CH

) : 8 1.60-1. , m, CH,-CH,-CH,), 1.94-2.24 (3H, m, CH,-CHo-
[ CHy), 5.12 (1H, bs, CH-N), 5.77 (1H, bd, CH=CH-CHy), 6.10 (1H, bd, CH=CH-CHy), 6.8"7“("1?‘}{73%3,
[ NHy), 7.03 (1H, btr~r—nHg), 7.12 (1H, bt,«>F-rHs), 7.19 (1H, s, 4> —nH-2), 7.38 (1H, bs,
[ NHp), 7.48 (1H, ;> ¥—nH.7), 7.58 (1H, d,r » k-—nH-4). MS (ESI) m/z 255 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): 5 1.64-2.30 (6H, m, CH,-CH,- 2)
, : 5 1.64-2. , m, CH,-CH,-CHy), 5.67 (1H, bt, CH-N), 6.17
0 (15, d, CH=CH-N), 6.54 (1H, dt, CH=CH-N), 6.96-7.65 (8H, m,r > k—rHs), 8.11 (1H, d,r » F—nH-
r 2),11.08 (1H, bs, +=r NH), 11.92(1H, bs, Cl« > ¥—aNH). MS (ESI) m/z 442 [M+H]".
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[ '"H-NMR (300 MHz, DMSO-d,):
, 5): 8 1.92-2.48 (6H, m, CH,-CH,-CH;), 6.04-6.28 (3H, m, CH-N +
[ CH=CH-CH), 7.36 (2H, dt> r—LHs), 7.50-7.62 (2H, m;1~ k—nHs), 7.80 (1H, d,0> £ —wH-7),
| 7.89 (1H, dyr~ ¥ —WH-7), 9.14 (1H, dg v ¥ nH:4), 923 (1H, d1 v F—1H 4), 1 3 F
Bt} I s &7~ i , G177 [ n g} ) 1°08(IH)bS”r:F
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[ H-NMR (300 MHz, CDCly ): § 1.73-2.20 (4H, m, CH

'8 1.73-2. , m, CH,-CHy), 2.03 (3H, s, OCOCH;), 4.79 (11,
L m, CH-C1), 5.18-5.25 (1H, m, CH-OCOCHa), 5.78 (1H, dd, AcO-CH-CH=CH), 5.97 (14, ddd, Cl.
[ CH-CH=CH). MS (ESI) m/z 192 [M+NH,]".
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[ 'TH-NMR (300 MHz, DMSO-dy): § 6.42 (1H, d; t—1Hs), 6.57 (1H, t;1> k—1Hs), 6.94-7,02 (21,
[ my > k—nHs), 7.14 (1H, t;r > k—1Hs), 7.28-7.41 (3H, my > —1Hs), 8.01 (1H, dy > ¥ —1H-2), 11.03
t (1H, s, =k NH), 11.84 (1H, d;r> r—aNH), 12,19 (IH, bs, Cla> k—aNH). MS (ESI) m/z 362
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[ 'H-NMR (300 MHz, DMSO-dy): § 1.75-1.95 (1H, m, CHy), (1.98-2.14 (2H, m, CHy), 2.37 (14, m,
r CHy), 5.07 (1H, m, CH-CI), 5.32 (1H, m, CH-N), 5.74-5.90 (1H, m, CH=CH-CH-N), 6.04 (1H, bd,
r CH=CI-CH-CI}, 6.16 (1H, m,~ F—nHs), 6.53 (1H, m, > ¥—aHs), 6.97-7.08 (2H, m,« > r—nHs \
[ 7.14-7.18 (1H, m,« > F—nrHs), 7.37-7.43 (2H, m,«> r—nHs), 7.58 (1H, d,~ r—nHs), 8.09 (1H, d,
T F—aH-2), 11.05 (1H, s, « = ¥ NH), 11.90 (1H, bs, » r—aNH). MS (ESI) m/z 476 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): & 2.29-2.35 (2H, m, CH,), 2.40-2.50 K, m, CH;), 5.29 (1H, m,
[ CH-CI), 6.20 (1H, m, CH-N), 6.25 (2H, 5, CH=CH), 7.35-7.40 (1H, t:> k—1Hs), 7.49-7.62 (4H, m,
[T~ F—nHs), 7.78-7.83 (1H, tyir v +—nHs), 9.15 (1H, dir > r—1H-4), 9.24 (1H, d,r> k—1H-4), 11.09
c (1H, s, 1 = £ NH), 12.09 (1H, sir > £ —aNH). MS (ESI) m/z 440 [M+H]".
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[ 'H-NMR (300 MHz, CDChy): 5 1.68-1.90 (2H, m, CHy), 2.04 (3H, s, OCOCH
, £ 5 1.68-1. ,m, CHy), 2. , 5, 0COCH3), 2.08-2.26 (2H, m,
[ CHy), 5.27-5.33 (1H, m, CH-OAc), 5.44-5.49 (1H, m, CH-O,CCFy), 5.92 (1H, ddd, CH=), 6.03
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" 'H-NMR (300 MHz, DMSO-dy): 8 1.36-1.55 (2H, m, CHy), 198 (3H, 5, OCOCH;), 1.87-2
, £ 5 1.36-1. . m, CHy), 1, s, , 1.87-2.06 (2H,
[ m, CHy), 4.03-4.09 (1H, m, CH-OH), 4.88 (1H, d, OH), 5.14-19 (1H, m CH-OAc), 5.56-5.61 (1H,
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[ 'H-NMR (300 MHz, DMSO-dg): & 1.80-2.15 (4H, m, CH,), 2.10 (3H, bs, OCOCH3), 5.14-5.19
[ (1H, m, CH-OAg), 5.90-6.10 (1H, m, CH-N), 6.18 (1, m, CH=), 6.50-6.59 (1H, m, CH=), 6.97-
709 (H, myr> ¥ —1Hs), 7.17-7.24 (1H, myr> ¥ —Hs), 7.33-7.45 (2H, myr > ¥ —1Hs), 7.54-7.59 (1H,

my1 > k- uHs), 8.08 (1H, myr> k—nH-2), 11.06 (1H, bs, « = kNH), 11.90 (1H, bs; > k- aNH). MS
: (ESI) m/z 500 [M+H]",
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[ 'H-NMR (300 MHz, DMSO-dj): § 2.06-2.17 (2H, m, CHj), 2.16 (3H, s, OCOCH;), 2.33-2.45 (2H,

[ m, CHp), 5.39 (1H, bs, CH-OAc), 6.10-6.14 (1H, m, CH-N), 6.27 (1H, bd, CH=), 6.42 (1H, bd, CH)

[ 7.35-7-40 (2H, m,r >~ ¥—nHs), 7.57 2H, g1 > #—nHs), 7.77 (1H, d;r >~ ¥—nH-7), 7.90 (1H, dj > r—n

[_Ii;'_/), 9.13 (1H, dyr > r—nH-4), 9.22 (1H, d,r > k—nH-4), 11.07 (1H, bs, « = ¥ NH), 12.09 (1H, bs,

[4 > F—nNH). MS (ESI} m/z 464 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-d5 T=83°C): § 2.04-2.30 (3H, m, CHy), 2.59-2.72 (1H, m_CHy), 4.41

0 (1H, bs, CH-OH), 5.98 (1H, m, CH-N), 6.11 (1H, bd, CH=), 6.29 (1H, m, CH=), 7.36 (2H, g, > F—n
[ Hg), 7.56 (2H, t,1 > r—nHs), 7.75 (1H, d;r» r—nH-7), 8.04 (1H, d,7> r—nH-7), 9.15 (1H, d;r > F—n

. B-4),9.25 (M, dar >k
;422 [M+H]".
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vH-4), 10.75 (1H, bs, « = ¥ NH), 11.53 (1H, bsyr > k—nNH). MS (ESI) m/z

[ 'H-NMR (300 MHz, CDCl;): 5 1.85-2.00 (4H, m, CHy), 2.20 (6H, s, CHs), 5.20 (2H, dt, ClI-OAc),
[5.85 (2H, s, CH=). MS (ESI) m/z 199 [M+H]".
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[ 'H-NMR (300 MHz, CDCly): & 1.82-2.07 (4H, m, CHy-CHy), 2.18 (3H, s, CHj), 4.28-4.34 (1H, m,

[ CH-OH), 5.31 (1H, dt, CH-OAc), 5.93 (1H, ddd, CH=CH-CH-OAc), 6.09 (1H, ddd, CH=CH-CH-
[ OAc). MS (ESI) m/z 157 [M+H]".
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[ '"H-NMR (306 MHz, DMSO-dg): 8 1.76-1.91 (¢H, m, CH,-CH,), 2.08 (3H, 5, CHa), 2.13-2.28 (4H,
[ m, CHz-CHy), 5.56 (1H, bt, CH-OAc), 5.95 (1H, bm, CH-N), 6.20 (1H, t, CH=CH-CH-0OAC), 6.55
¢ (IH, dt, CH=CH-CH-0Ac), 6.95-7.15 (3H, myr > ¥—nHs), 7.22 (1H, t,1 > ¥—nHs), 7.30-7.65 (4H,
[ mAY F—nHs), 8.12 (1H, d,r > F—nH-2), 11.08 (1H, s, +=r NH), 11.92 (1H, d1> F—-NH). MS
: (ESD m/z 500 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-ds): § 2.14 (3H, 5, CHy), 2.20-2.43 (4H, m, CH,-CHy), 5.72 (1H, bt,

[ CH-0), 6.09 (1H, d, CH=CH-CH-OAc), 6.17-6.30 (2H, m, CH-N + CH=CH-CH-OAc), 7.38 (2H, 1,

[ 4> ¥—ufs), 7.51-7.63 (2H, m, >~ r—nrHs), 7.79 (1H, d,7 > F-rH-7), 7.83 (1H, d,r> ¥—nH-7), 9.13
r (IH, dir >r—aH-4), 9.22 (1H, d,r > r—nH-4), 11.08 (1H, bs, 1 = ¢ NH), 12.08 (1H, bs,r > r—a NH).
 MS (ESI) m/z 464 [M-+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): 3 2.02-2.40 (4H, m, CH,-CHy), 4.55 (1H, bs, CH-OH), 521 (1H,
[ bs, OH), 6.02 (1H, d, CH=CH-CH-OH), 6.10-6.21 (2H, m, CH-N + CH=CH-CH-OH), 7.37 (2H, t,
(4>~ ¥=nHs), 7.55 (2H, dt,« > ¥—nHs), 7.78-7.86 (2H, m,« > ¥—nH-7), 9.14 (1H, d.r > r—nH-4), 9.23
' (14, d,+»r‘/|~‘—n—&1), 11.07 (1H, bs, « =¥ NH), 12.11 (1H, bs, 1> F—nNH). MS (ESI) m/z 422
[M=+HT".
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[ 'H-NMR (300 MHz, CDCI5): 8 1.32-1.41 (1H, m, CHy), 1.54-1.63 (1H, m, CHy), 2.18-2.35 (2H, m,
0 CIb), 4.43 (1H, m, CH-0), 4.70 (1H, 1H, CH-N), 6.14 (1H, ddd, CH=), 6.58 (1H, ddd, CH=), 6.92
( 1H, 47 ==V H4), 7.01 (1H, d,7 = = L H2,H-6), 7.18-7.26 (2H, m,7 = =)L H-3.H-5). MS (ESD
- ™z 188 [M+H]".

a

ogoooodd

gooaoad

[ 28b)

[

[ H

l &N’Ph Zn, ACOH, R D'EE/

[ \ ——m

: 0 O°C~Z=iR

[ NHPh

a
gooooooobooooo0oobo0ooooooo0ooooooDboooooOooan
I 1 I I 1 I 1 I 6 A 6 O B R B A R W R
N I I e e A 1 0 A 0 O N O N A M A A
gooo0ooooobd0od0xddoobooooooboooooooooooooao
1 1 I I I I A I 6 R B O M R R
N I I 1 e A I 0 O 0 O O MV A R M A
1 1 I 1 I 1 I 6 6 O A B A A B R O O B R R A R N
N I I 1 e 0 O 0 A B O B B R B A B O B O N A R W AR A
I I I e I A A I I B A 0 I N A B A R W A
oooaoao

[ '"H-NMR (300 MHz, DMSO-d;): 5 1.58-1.7
( EH-NH), 4.79 (1H, d, OH), 5.54 (1H, bd,
[ (1H, t, 7==nH-4), 660 2H, d,Z7x=n

- [M#HT"

4 (4H, m, CHy), 3.831(1H, bd, CH-OH), 4.01 (1H, bm,
NH), 5.68 (1H, ddd, CH=), 5.77 (1¥, ddd, CH=), 6.50
H-2,H-6), 7.05 (2H, dt, H-3E-5). MS (ESD m/z 190
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[ "H-NMR (300 MHz, DMSO-ds): § 2.36 (1H, m, CHy), § 2.40-2.65 (3H, m, CH,) 4.77 (1EL bs. CH-
[ N), 6.26 (1H, d, CH=), 6.48 (2H, d, CH=+ CH-NH), 7.32 (2H, m, ( SEi "ﬁ_f)) 7.49-(7.?7’ (44, m,
[ ¥EEHS), 7.64-7.74 (3H,m, #&hk Hs), 8.03(1H,d, #&#k Hs)B12(IH d, #5% Hs),
[ 9.58 (1H, dy > r—nH-4), 9.66 (1H, dr > F—nH-4), 1141 (1H, s, 43¢ NH), 12.58 (1H, bs;f~F—n
- NH). MS (ESD m/z 397 [M+H]".
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[ 'H—NMR (300 MHz, DMSO-dy): & 1.60-1.71 (1H, m, CHy), 1.76-2.24 (4H, m, CH,), 2.66-2.78 (1H,
[ m, CHy), 4.21 (1H, bs, OH), 4.36 (1H, bd, OH), 5.33-5.62 (3H, m, CH-N + CH-OH), 7.38 (2H, t,
(1~ F—IHs), 7.52-7.63 (ZH, m,r> k- 1Hs), 7.79 (14, d;r > r—1H-7), 8.04 (1H, d;1 > k—1H-7), 9.11
[ (1H, d;r > k—1H-4), 9.20 (1H, d; > F—vH=4), 11.06 (1H, bs, r = £ NH), 11.18 (1H, bs;1 > k—uNH).

- MS (ESI) m/z 440 [M+H]'.
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[ 'H-NMR (300 MHz, DMSO-dy): 5 1.86 (1H, bs, CHy), 2.06 (1H, m, CH-), 2,25 (3H, s, 0COCH}),
[ 2.35 (1H, , CH)), 2.88 (1H, dq, CHy), 4.02-4.06 (1H, m, CH-OH), 4.514.58 (1H, m, CH-CH), 5.07
 (1H, d, CH-OAc), 5.26 (1H, d, OH) 5.38 (1H, dt, CH-N), 5.96 (1H, d, OH), 7.38 (2}, q,+ >~ r—nHs),
[ 7.60 ZH, t,r > F—nHs), 7.78 (1H, dyr > F—nH-7), 7.87 (1K, dr > F—nH-7), 9.11 (1H, d,7 > F—nH-4),

9.23 (1H, 4,4~ r—aH-4), 11.04 (1H, bs, = F NH), 11,29 (1H, bs,« > F—aNH). MS (ESI) m/z 498
" M+H],
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[ 'H-NMR (300 MHz, DMSO-dg): § 1.75-1.90 (1H, m, CHy), 2.00-2.40 (2H, m, CHy), 3.21-3.32 (iH,
[ m, CHp) 4.25 (1H, m, CH-OH), 4.60-4.67 (1H, m, CH-OH), 4.90 (1H, d, OH), 5.05-5.22 (3H, m,
[ CH-OH + QH), 5.60 (1H, bs, OH) 7.15-7.39 (2H, my > k—nHs), 7.59-7.65 (2H, my > k—nHs), 7.79
- (IH, myf » ¥—nHs), 7.90 (1H, dsr > ¥—nHs), 9.08-9.26 (21, my » k—nH-4), 11.26 (1H, bs.1 = ¥

- NH), 12.20 (1H, bsy > k—1NH). MS (ESD) m/z 456 [V+H]".
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[ 'H-NMR (300 MHz, DMSO-ds): 8 1.79-1.85 {1H, m, CHy), 2.00-2.04 (1H, m, ClL), 2.10 (3H, s,
[ OCOCHj), 2.16-2.31 (1H, m, CH,), 2.73-2.88 (1H, m, CHy), 4.25 (1H, bs, CH-OH), 4.46 (1H, m,
. CH-OH), 5.08-5.13 (1H, m, CH-OAc), 5.34-5.41 (1H, m, CH-N), 5.80-6.00 (2H, bs, OH), 7.37
. (2H, t > F—nHs), 7.50 (1H, dts > ¥—nHs), 7.60 (1H, dty > k—aHs), 7.75 (1H, d > F—nH-T), 8.12

(1H, do > F—naH-7), 9.10 (1H, dsf > F—nH-4), 9.18 (1H, dyf > F—aH4), 11.05 (1H, bs, 1= ¥ NH)

2

. 11.17 (1H, bsi > F—aNH), MS (EST) m/z 498 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dy): & 1.70-2.20 (6H, m, CH,), 2.40-2.80 (2H, m, CHy), 4.31 (1H, b,

. CH-OH), 5.32 (1H, m, CH-N), 6.74 (1H, bs,

OH), 7.38 (2H, ti > F—aHs), 7.54-7.63 (2H, mg > F—n

- Hs), 7.69 (1H, my » r—aHs), 8.01 (1H, bdyr > F—nHs), 9.16 (1H, dgr > F—aH-4), 9.26 (1H, dof > F—n
 He4), 11.08 (1H, s, = ¥ NH), 12.59 (1H, b > k—ANH). MS(ESI) m/z 424 [M-+H]".
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»& Hs), 7.30 (2H, d, #F% Hs), 7.35(2H,d, % &% Hs), 7.89 (2H, sy v k- 1H-2), 11.70
[ (2H, bsy v £ —INH). MS (EST) m/z 448 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dy): § 3.70 (3H, s, OCHy), 4.65 (2H, s, CHy-N), 6,35 (2H, d, 7« — 1L
[ Hs), 6.50-6.60 (2H, m, 7 = — )L Hy), 6.90-7.20 (4H, m;r > k—1Hs), 7.30-7.40 (4H, dsr > £ 1Hs), 8.10
[ (1H, s> F—uH-2), 11.90 (1M, bsyr >~ k—aNH) 12.45 (1H, bs;r > F—uNH). MS (ESI) m/z 526
 [IM+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): § 1.72-1.90 (2H, m, CHy), 1.99 (3H, s, OCOCH3), 2.00-2.20 (2H,
r m, CHy), 3.70 3H, s, OCHy), 4.65 (2H, s, CHy-N), 5.30 (1H, m, CH-OA), 5.55 (1H, m, CH-N),
[ 3-80 (1H, m, CH=), 5.95 (1H, m, CH=), 6.25 (IH, d, %&i% Hs), 6.45-6.55 (IH, m, %3 Hs),

6.90-7.10 (SH, m,

&k Hs), 7.15-720 2H, m, %3k Hs), 727-7.55 2H, m, #%% Hs),

765 (IH,m, %%k Hs), 8.15 (1H, 31> k—nH:2), 11.90 (1K, by > ¥—aNED. MS (ESD) m/z 663
{M+H]".
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[ '"H-NMR (300 MHz, DMSO-dy): 8 2.00 (3H, s, OCOCHj), 2.10-2.30 (3H, m, CHj), 2.40-2.50 (1H,
[ m, CHy), 3.65 (3H, 5, OCHY), 4.75 (2H, s, CH-NCO), 5.60-5.80 (1H, bs, CH-OH), 6.15 (1H, d,
. CH=), 6.22 (1H, bs, CH-N), 630 (1H, d, CH=), 6.70 (2H, d, %#& Hs), 7.35-7.40 (4H, m,
. FEKHS), 745760 2H, m, %%k He), 7.75 2H, m, %%k Hs), 9.10 (1H, df > F—nli-4),
- 920 (1H, dy » ¥—nH4), 11.95 (1H, bsy > k—aNH). MS (ESD) m/z 584 [M+H]'.
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[(2H,d, #&K Hs), 726 2H,d, %%k Hs), 7.56-7.72 (4H, m, %54 Hs), 9.08 (1H, sf > F—n

goodaao

[ 'H-NMR (300 MHz, DMSO-ds): 3 2.13 (3H, 5, OCOCH:), 2.17-2.48 (4H, m, CHy), 3.68 (3H, s,
[ OCHy), 4.53 (2H, s, CH-N), 5.69 (1H, m, CH-OAc), 6.10 (2H, d, CH=), 6.22 (111, d, CH-N), 6.87

(69)
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r H-4), 9.15 (1H, df > F—nH-4), 12.19 (1H, bsy > k—aNH). MS (ESI) m/z 740 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): §2.01-2.19 (3H, m, CH,), 2.26-2.34 (1H, m, CHy), 3.69 (3H, s,
[ OCHy),.4.52 (1H, bs, QH), 4.76 (2H, s, CH,-NCO), 5.19 (1H, d, CH-N), 5.99 (1H, d, CH-OH), 6.11
 (2H, d, CH=), 6.89 (2H, d, #&% Hs), 7.32-7.36 (4H, m, %FHk Hs), 7.54 2H, dt, ZE%
 Hs), 778 2H, t, %K Hs), 9.09 (1H, dr > k—nH4), 9.17 (1H, dir » ¥—1H-4), 12.09 (1H, bs,
A F—aANH)MS (ESI) m/z 698 [M+H]".
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'H-NMR (300 MHz, DMSO-dg): § 3.92 (3H, s, CHz-0), 7.35 (1H, dd, > k—rE-5), 7.50 (1H, s,
[ 4 F—nH-7), 8.05 (11, bd > F—nH-4), 13.60 (1H, bs, NH). MS (APCI) m/z 272 [M+H]",
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[ "H-NMR (300 MHz, DMSO-dq): 5 0.14 (3H, 5, CHy-8i), 0.21 (3H, s, CH;-Si), 0.95 (9H, tBu), 1.60
[ (1H, dt, CHy), 3.05 (1H, m, CH,), 5.15 (1H, bt, CH-0), 6.30 (2H, m, CH=CH), 6.40 (1H, bt, CH-
[ N), 7.38 (4H, my > ¥—aHarom), 7.75 (1H, d > F—nH-7), 8.05 (1H, d > F—nH-7), 9.13 (1H, d,
1> F—nki-4), 9.23 (1H, d;r » F—nH-4), 11.10 (1H, bs, =¥ NH), 12.10 (1H, bss# = F—aNH). MS

E (ESD m/z 556 [M+H]"
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[ "H-NMR (300 MHz, DMSO-ds): § 0.14 (3H, s, CHy-8i), 0.21 (3H, s, CHy-5i), 0.95 (9H, {Bu), 2.20
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[ (IH, dt, CHy), 3.30 (1H, m, CHy), 4.90 (1H, by, CH-0), 6.10-6.20 (2H, m, CH=CH), 6.40 (1H, bt,
r CH-N), 6.6C (1H, m, Harom), 7.05 (2H, m, Harom), 7.40 (2H, m,« > k—pHarom), 7.75 (1H, 4,
4> F—nH:7), 8.05 (1H, s, Harom), 11.10 (1K, bs, = ¥ NH), 12.35 (1H, bsy > k—aNH). MS (ESD)
. m/z 592 [M+H]".

gooood

gooaoad

[ 37d)

NMMO, 0s0Q,, THF

—— e
*. £ER. 5H

{
L
C
C
L
C
L
L
{
L

ooooooooooooobobobooooooooooooooooooobbobODbODOao
goooobooobooboooobooboobooboobooboobooboobao
uobobooboobooboobooboobooboobooboobooboobad
ooooooooooooobbbooooooooooooooooooboboDbODbODOao
ooooooboooobooobooooboooboobooboobooboobooboobao
ooooooooooooobobobooooobooooooao

gooogao

[ "H-NMR (300 MHz, DMSO-d5): 8 0.25 (6H, 5, CH3-Si), 1.05 (SH, tBu), 2.45 (1H, dt, CHa). 3.10
r (IH, m, CHy), 3.40 (2H, m, 2-CH-OH + 3-CH-OH), 3.80 (1H, d, OH), 4.35 (1H, d, OH), 5.05 (1H,
. bt, CH-08i), 5.65 (1H, bt, CH-N), 7.55 (3H, m, Harom), 7.85 (1H, d,f > F—aH-7), 8.45 (1H, 4,
A F—aH-T7), 9.15 (1H, dyr > k—aH-4), 9.25 (1H, dsr > F—aH-4), 11.10 (1H, bs, « = ¢ NI, 11.80
[ (1H, bsy > F—aNH). MS (ESI) m/z 590 [M+H]".
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[ '"H-NMR (300 MHz, DMSO-dg): § 2.45 (1H, dv, CHy), 3.10 (1H, m, CH,), 3.95 (1H, d, OH), 4.20
r (1H, d, OB, 5.05 (4-CH-OH), 5.15 (1H, m, 2-CH-OH), 5.25 (2H, m, 3-CH-OH), 5.65 (1H, bt, CH-
 N), 7.45 (2H, m, Harom), 7.65 (IH, dsf > ¥—aHarom), 7.75 (1H, bss > F—nHarom), 8,20 (1K, m,
 Harom), 9.15 (1H, dir > F—nH-4), 9.25 (1H, dsr > F—nH-4), 11.15 (1H, bs, « 3 ¢ NH), 11.80 (IH,
: b > F—INH). MS (ESI) mv/z 476 [M+H]".
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[ '"H-NMR (300 MHz, DMSO-d): § 2.20 (1H, dt, CHy), 3.25 (1H, m, CHy), 5.05 (1H, bt, CH-0),

[ 5.55 (1H, d, OH), 6.30 (2H, m, CH=CH), 6.40 (1H, bt, CH-N), 7.45 (3H, m, Harom), 7.75 (1H, d,

(7 »F—nH-7), 8.05 (1H, d, > r—nH.7), 9.15 (1H, d,r> r—nH-4), 9.25 (14, d > F—aH-4), 11,15 (1H,

. 8 42 F NH), 12,10 (1, s, > k—nNH). MS (ESI) my/z 442 [M-+HJ".
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[ 'H-NMR (300 MHz, DMSO-ds): 5 0.21 (6H, s, CHy-Si), 0.95 (9H, Bu), 2.55 (2H, m, CH,), 5.50

[ (1H, bt, CH-0), 6.30 (2H, m, CH=CH), 6.80 (1H, bt, CH-N), 7.40 (2H, m,1 > F—nIlarom), 7.55

r (2H, m, Harom), 7.75 (1H, d,r »¥—wH-7), 9.13 (1H, d,7 >~ ¥—nH-4), 9.23 (1H, d > F—nH-4), 11.10

. (1H, bs, 43 ¥ NH), 12.30 (1H, bs; > ¥—nNH). MS (ESI) m/z 556 [M+H]".
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[ "H-NMR (300 MHz, DMSO-d): § 2.55 (2H, m, CHy), 5.30 (1H, bt, CH-0), 6.30 (2H, m, CH=CH),

[ 6.80 (1H, bt, CH-N), 7.40 (2H, m« > F—aHarom), 7.55 (2H, m, Harom), 7.75 (1H, dyt > F—nH.7)
[ 913 (1H, dit > k—nH-4), 9.23 (1H, dy >~ F—nf=4), 11.10 (1H, bs, « = ¢ NH), 12,30 (1H, bs, k1

. NH). MS (ESI) m/z 442 [M+H]".
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[ "H-NMR (300 Miiz, DMSO-ds): § 2.14 (3H, 5, CH3-COO), 2.25 (1H, m, CH,), 2,65 (3H, s, CHa-
[ CON), 3.40 (1H, m, CHy), 5.85 (1H, bt, CH-OAc), 6.40 (1H, dt, CH=), 6.50 (1H, bt, CH-N), 6.60
. (1H, bd, CH=), 7.45 (4H, m,r > F—nHarom), 7.80 (1H, dir > k—nH-7), 7.85 (1H; df > F—1H-7),

9.15 (1H, dsf ¥ F—nH-4), 9.25 (1H, dir > F—nH-4), 12.20 (1H, bs;f > F—uNH). MS (ESI) m/z 492
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[ 'H-NMR (300 MHz, DMSO-d;): & 1.35 (3H, s, N-CH;), 2.15 (3H, s, CH;-COO), 2.25 (1H, m,
 CHy), 2,68 (3H, 5, CH;-CON), 3.15 (1H, m, CHy), 5.75 (1H, bt, CH-OAc), 6.15 (1H, dt, CH=), 6.30
r 2H, m, CH-N + CH=), 7.45 (1H, m,«> r—aHarom), 7.55 (1H, d,« » r—aHarom), 7.85 (4H, md,
[ 1> F—aHarom), 9.15 (2H, dd« » r—aH-4). MS (ESI) m/z 506 [M+H]'".
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[ "H-ANMER (300 MHz, DMS0O-dg): & 1.25 (3H, 5, N-CHj), 230 (1H, dt, CHy), 5.05 (1H, m, CHy),
 4.85 (1H, bg, _C__H-OH), 5.538 (1H, s, QH}, 6.30 (2H, s, CH=CH), 6.41 (1H, bt, CH-N), 7.39 (2H, dt,
(1 F—nHs), 7.33 (1H, dta »¥—nHs), 7.60 (1 H, dt,r > ¥—aHs), 7.79 (1H, d;r »¥—nH-7), 8.04 (1H, d,
1Y F—nH-T7), 9.14 (1H, d;r » F—nH-4), 923 (1H, d; > ¥—nH-4), 11.10 (1H, bs, « = ¥ NH). MS (ESD)
: m/z 422 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-): § 2.80 (2H, dt, CH;), 4.05 (1H, m, CH-CH), 4.70 (2H, m, CH-
[ OH), 4.85 (1H, d, OH), 5.00 (1H, 4, OH), 5.25 (1H, d, OH), 5.75 (1H, bt, CH-N), 7.45 (2H, m,
. Harom), 7.65 (2H, m, Harom), 7.75 (1H, d,<>F—nH-7), 7.85 (1H, d,4> k- H-7), 9.15 (1H, d,
o > F=nE-4), 9.25 (1H, d;e> r—nH-4), 11,15 (1H, bs, « = ¥ NH), 11.65 (1H, bs, 1> r—aNH). MS
- (ESD) m/z 442 [M+HT"
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. '"H-NMR (300 MHz, DM8O-dy): & 2.15 (3K, s, NCOCHy), 2.20 (1H, dt, CH;), 2.35 (34, s,
r OCOCHs), 3.25 (1H, m, CHy), 5.90 (1H, m, CH-O). 6.15 (JH, m, CH-N), 6.45 (1H, bd, CH=), 6.60

(1H, bd, CH=), 7.45 (1H, m, Harom), 7.75 (1H, m, Harom), 7.95 (1H, m, Harom), 8.25 {IH, m,
: Harom), 8.75 (1H, d, Harom), 9.25 (1H, d, Harom), 12.50 (1H, s,r > r—nNH). MS (ESD) :
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[ 'H-NMR (300 MHz, DMSO-dy): 3 2.30 (1H, dt, CHy), 3.25 (1H, m, CHy), 5.05 (1H, bt, CH-0),
[ 5.55 (1H, d, OH), 6.30 (3H, m, CH=CH + CH-N), 7.45 (3H, m, Harom), 7.75 (1H, d;r v r—1H-7),
[ 8.05 (1H, dyr v k—1H-7), 8.50 (1H, d;r > k—1H-4), 8.85 (1H, d;r> k- nH4), 11.05 (1H, 5,1 = &
[ NH), 12.10 (1H, sy~ k—uNH). MS (ESI) 498 [M+H]".

0

[

L
C
C
L
C
L
L
{

0O0oao

Ooad

0O0oaod
431)

[

T e T e T e T e T e T e T e B e B e

L OO O DOOOOO
Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod

&
Z
5
o
N

-

oggdad
ooano
ood
oono
ooano

ogodad
gooooooaoaano
ood

[ Ry |

O0Ooo0oo0ooao
O o
O0Ooo0oo0ooao

O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao

oooooooooooao
oooooboooooaoan
oooooooooooao
gooooboooboooan
goooobooooaoan

10
SnCLH,0, THF
=R, 6
20
Oo0ooooooo0oooooooooboobooooooan
Oooooooooooooooooooooooooao
0 e - O 0 O O W O
Of00ooo0oooO0ood0xOoOooooooooobooono
goooooooooooooooooooooooao
Ooo0o0oao
30
LIOM.H,0, THF/H,0 H,N
=R, 2 EfiE
40

oooad oooooooooooooobbboDooao
ogooad oooooboooboobooboobodd
ooty 0oooooboboDbbOxOOOOOOOoooao
goooobooboobooboobooboobao
goooobooooadd

[ |



(79) JP 2005-518379 A 2005.6.23

0oooaoao

[ 'H-NMR (300 MHz, DMSO-dg): § 2.25 (1H, dt, CHy), 3.20 (1H, m, CHp), 5.05 (SH, m, CH-O +
[ NHy), 5.55 (1H, d, OH), 6.30 (3H, m, CH=CH + CH-N), 6.90 (2H, m, Harom)7.45 (1H, d, Harom),
[ 7.65 (14, d;7> F—nH-7), 8.35 (1H, ds > = 1H-7), 8.50 (11, s> t—n1H-4), 8.85 (1H, s;r~ r—1H-
(D, 10.75(1H, s, « = F NH), 11.5 (1H, s > £ —iNH). MS (ESI) 438 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): § 1.15 (3H, 5, OC(CHy)y), 1.50 (3H, s, OC(CHy)y), 2.15 (3H, s,
[ COCHy), 2.85 (1H, dt, CH,), 3.15 (1H, m, CHy), 5.15 (1H, m, CH-0C), 5.35 (1H, m, CH-0C), 5.55
 (1H, m, CH-OAc), 5.75 (1H, m, CH-N), 7.45 (2H, m,« > ¥—nHarom), 7.55 {(2H, m, Harom), 7.85

(2H, m, Harom), 9.15 {1H, d, 1k -1 H-4), 925 (1H, dr > ¢—nH-4), 11,10 (AH, s, 15 F NH), 12.20
: (1H, bs;1 > F—nNH). MS (ESI) 524 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dy): 8 1.25 (3H, s, OC(CH)2), 1.50 (3H, s OC(CH5)

e ER ] y S | ,2)! 2‘90(2Hsms
[ CHy), 4.50 (1H, m, CH-OH), 4.85 (11, m, CH-0C), 5.25 (1H, m, CH-OC), 5.65 (2H, m, CH-N +
r QHD, 7.45 (2H, myr > —1Harom), 7.55 (2H, m, Harom), 7.85 (2H, m, Harom), 9.15 (1H, dyr~ —1
[ %ﬁi{?‘:ﬁ (YH,.dir > k-1 H-4), 11.05 (1H, s, 1 = £ NH), 12.20 (1H, bs,r > k-1 NH). MS (ESI) 482
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[ 'H-NMR (300 MHz, DMSO-ds): § 1.25 (3H, s, OC(CHy)), 1.55 (3H, s, OC(CHj)), 2.95 (1H, 4,
[ CHy), 3.20 (1H, m, CHy), 4.50 (1H, m, CH-OC), 4.65 (1H, m, CH-OC), 5.45 (1H, bt, CH-N), 7.45
[ (2H, myr > r—nHarom), 7.55 (2H, m, Harom), 7.85 (2H, m, Harom), 9.15 (1H, 4,1 > r—nH-4), 9.25
( (1H, dyr > —nH-4), 11.10 (1H, s, = ¥ NH). MS (APCY) 480 [M+H]".
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&, Harom), 9.15 (1H, d, > ¥—nH.4), 9.25 (1H, d,« > k—nH-4), 11.15 (1H, bs, +3 ¢ NH), 11.8 (1H,.
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[ "H-NMR (300 MHz, DMSO-dg): & 2.45 (1H, dt, CHy), 3.10 (1H, m, CHy), 4.15 (IH, m, 2-CH-OH),

[ 4.20 (1H, bt, CH-N) 5.35 (1H, dd, 3-CH-OH), 5.55 (1H, d, OH), 5.75 (1H, d, OH), 7.45 (2H, m,
( Harom), 7.55 (1H, bt,f > k—nHarom), 7.65 (1H, bt > r—nHarom), 7.85 (1H, d, Harom), 8.40 (1H,

. bs,r > k—nNH). MS (ESI) m/z 476 [M+H]".
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r m, CHy), 5.20 (1H, m, CH-OC), 5.30 (1H, m, CH-OC), 5.53 (1H, m, CH-CN), 5.80 (1H, m, CH-N),
[ 7.45 (2H, my7> k—aHarom), 7.55 (2H, m, Harom), 7.85 (2H, m, Harom), 9.15 (1H, d;7 > £~ LH=4),
9.25 (1M, ;1> k—1H4), 11.05 (1H, s, - = ¥ NH), 12.20 (1H, bs;r > F—1NH). MS (EST) 464 [M+1-

" HONT.
L

oooooad
gooooobooooaoano

OoOoo0oooQgodg

OooOoooooQgodg

Oooo0oooogodg

OooOoooooOodg

10

20

30

40



[ 47)

L
L
{
L
C
C
L
C

ugoodaoan

O

O0Ooo0oooao
OooOoo0oood
Ooo0o0ooood

O

O0Ooo0oooao
OOoo0oooao

O

O

O
g
a
O
a
u

O

(82) JP 2005-518379 A 2005.6.23

PAICHIEE, B,

EIOHTHF, =&, 1 6 K]

ooooooooooooooboboooboooooboooooooooooao
gooooobooooboooboobooboobooboobooboonob
goobooobooobooobooobooobooboobooboobooodnn
ooooooooooobooboboobooboooooboooooooooooao
goooooboooboooboobooboobooboobooboonnb

[ 'H-NMR (300 MHz, DMSO-d): § 1.75 (2H, m, CHy), 2.30 (1H, m, CH,), 2.45 (1H, m, CH,), 2.70

[ (1H, m, CHy), 2.95 (1H, dt, CHy), 5.70 (1H, m, CH-N), 7.40 (2H, m, Harom), 7.55 (2H, m, Harom),

 7.85 (1H, d, Harom), 8.40 (1H, dd, Harom), 9.15 (1H, d,«>¥—nH4), 9.25 (1H, d, <> F—nH-4),

c 1L12(1H, bs, = ¥ NH). MS (ESI) m/z 408 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): § 2.20 (1H, m, CHy), 2.35 (1H, m, CHp), 2.50 (1H, m, CHy), 2.80
¢ (1H, m, CITz}, 3.00 (1K, dt, CHy), 3.30 (1H, dt, CHy), 6.10 (1H, bt, CH-N), 7.30 (2H, m, Harom),
[ 7.55 (2H, m, Harom), 7.70 (1H, d, Harom), 8.35 (1H, m, Harom), 9.10 (1H, d, > r—nH=4), 925
. (H, dyr > ¥—nH-4). MS (APCI) m/z 434 [M+H]",
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MR (300 MHz, DMSO-dy): & 3.55 (2H, s, CH;-CO), 3.74 (3H, s, OCHz), 6.72 (1H, dd,« > F—n
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[ 'H-NMR (300 MHz, DMSO-dg): 5 0.14 (3H, s, CH3-S), 0.21 (3H, s, CH3-Si), 0.95 (9H, tBu), 1.55
[ (1H, dt, CBy), 2.85 (11, dt, CHy), 3.40 (2H, s, CO-CHy), 3.75 (3H, s, OCH;), 4.90 (1H, m, CH-0),
[ 5.40 (1H, bt, CH-N), 5.90 (1H, dt, CH=), 6.10 (1H, dt, CH=), 6.70 (1H, dd,« > r—nH-6), 7.00 (1K,
o v F—nET), 7.10 (UH, 8¢ > k—nH:2), 7.4 (1H, dy > F—nH-4). MS (APCI) m/z 401 [M+H]",
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[ '"H-NMR (300 MHz, DMSO-d,): § 0.14 (3H, 5, CH;-S0), 0.21 (3H, 5, CH3-Si), 0.95 (SH, {Bu), 1.85
[ (IH, m, CHy), 2.85 (1H, m, CHy), 3.20 (3H, s, OCHy), 4.80 (1H, m, CH-O), 5.80 (1H, d, CH=),
[ 6.10 (ZH, m, CH=+ CH-N), 6.40 (1H, d, Harom), 6.90 (1H, m, Harom), 7.05 (1H, m, Harom), 7.25
c (2H, myr >~ ¥—nHarom), 7.45 (2H, d,r > ¥—nHarom), 8.05 (1H, s,r > k—nH-2), 11.10 (1H, bs,r = ¢

. NH), 12.35(1H, bs,r = F—nNH). M8 (APCI) m/z 588 [M+H]+.
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[ 'E-NMR (300 MHz, DMSO-d5): § 0.15 (6H, s, Si(CH 2), 0.85 (SH, s, tBu), 2.05 (1H, m, CHy),
r 3.25 (1H, m, CHy), 3.95 (3H, 5, OCHy), 5.05 (1H; bt, CH-0), 6.30 (3H, m, CH=CH + CH-N), 7.05
[ (1H, m, Harom), 7.35 (1H, m,s> k—nHarom), 7.55 (1H, dt, Harom), 7.75 (1H, dt, Harom), 7.95
: (1H, 4,1 > ¥—aHarom), 8.80 (1H, d, Harom), 9.15 (1H, d,r > F—nHarom), 11.15 (18, s, 1z ¥ NH),
: 12.10 (1H, s,r » F—nNH). MS (ESI) m/z 552 [M+H]",
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[ 'H-NMR (300 MHz, DMSO-d;):  0.15 (6H, s, Si{CH3);), 0.85 (SH, s, 1Bu), 2.25 (1H, m, CH),
r 3.05 (1H, m, CH;), 3.85 (1H, d, OHD, 3.95 (3H, s, OCHjy), 4.25 (1H, d, OH), 4.90 (1H, m, CH-O),

530 (2H, m, CH-0), 5.60 (1H, m, CH-N), 7.05 (1H, m, Harom), 7.35 (1H, dt, Hagom), 7.55 (11,
dt, Harom), 7.75 (1H, d,+> r—rHarom), 8.30 (1H, d, Harom), 8.80 (1H, d, Harom), 9.15 (1H, d,

"¢ r—nHarom), 1115 (1K, 5, « 5 NH), 12.10 (1H, s, » F—aNH). MS (APCI) m/z 586 [M+HT".
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[ "H-NMR (300 MHz, DMSO-ds): § 2.30 (1H, m, CHy), 2.95 (1H, m, CHy), 3.85 (1H, 4, OE), 3.95
[ (3H, s, OCHy), 4.20 (2H, m, OH), 4.90 (1H, m, CH-0), 5.15 (2H, m, CH-0), 5.55 (1H, m, CH-N),
r 7.20 (1H, m, Harom), 7.35 (1H, dt, Harom), 7.55 (1H, dt, Harom), 7.75 (1H, d;r > k—aHarom), 8.20

(1H, m, Harom), 8.80 (1H, d, Harom), 9.15 (1R, d; ~ ¥—nHarom), 11.15 (1H, s, -« = ¥ NH), 12.10
: (1H, bs; > r—nNH). MS (APCI) m/z 472 [M+H]",
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[ 'H-NMR (300 MHz, DMSO-dg): 6 2.20 (1H, dt, CHy), 3.25 (1H, m, CHy), 3.95 (3H, s, OCHz), 5.05
. (1H, bt, CH-0), 5.55 (1H, d, OH), 6.30 (3H, m, CH=CH + CH-N), 7.20 (1H, m, Harom), 7.35 (1H,
¢ 4 > ¥—nH-7), 7.55 (1H, dt, Harom), 7.75 (1H, dt, Harom), 7.95 (1H, d, > r—nH-7), 8.80 (1H, s,
ke F—nH-4), 9.15 (1H, dgr > r—nH-4), 11.15 (1H, 5, « = ¢ NH), 12.10 (18, s;r > r—nNH). MS (ESD)
: m/z 438 [M+H]".
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[ "H-NMR (300 MHz, DMSO-ds): § 2.35 (1H, m, CHy), 3.00 (1H, m, CHy), 3.60 (2H, m, CH-0),

[ 3.90 (1H, d, OH), 4.20 (2H, m, OH), 4.90 ({H, m, CH-0), 5.55 (1H, dt, CH-N), 7.10 (1H, dd.

¢ Harom), 7.40 (1H, dt, Harom), 7.60 (1H, dt, Harom), 7.75 (1H, bd, > ¥—rHarom), 8.00 (1H, s,

[ 1> ¥—nQH), 8.10 (1H, m, Harom), 8.75 (1H, d, Harom), .15 (1H, d,r > r—nHarom), 11.05 (1H, s,
1 3 FNH), 12.00 (1H, bs,r > k—uNH). MS (APCD) m/z 458 [M-+H]".
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NCOCH;), 3.25 (1H, m, Ciy), 3.90 (3H, 5, OCHa), 5.80 (1H, m, CH-0), 6.40 (1H, m, CH=), 6.55

(1H, d, 1> k—nH=7), 915 (1H, d, v r—nH-4), 12.20 (1H, 5,4 r—aNH). MS (APCI) m/z 522

[M+HJ".
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[ 'H-NMR (300 MHz, DMS80-dy): 8 2.05 (3H, s, OCOCH;), 2.15 (IH, m, CHy), 2.70 (3H, s,
[ NCOCHy), 3.25 (1H, m, CHy), 3.90 (3H, s, OCH3), 5.80 (1H, m, CH-0), 6.40 (1H, m, CH=), 6.53
r (2H, m, CH=+ CH-N), 7.40 (1H, dt, Harom), 7.65 (2H, m, Harom), 7.85 (1H, d,r > F—nH-7), 8.10
[ (1, dyr v F—nH:7), 9.15 (1H, dyr > ¥—nH-4), 12.20 (1H, 5,0 > F—aNH). MS (APCI) m/z 525 [M+H-
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[ "H-NMR (300 MHz, DMSO-dg): 5 2.10 (1H, m, CHy), 3.25 (1H, m, CHy), 3.95 (3H, s, OCHy), 5.00
[ (14, m, CH-0), 5.60 (1H, d, OID), 6.25 (2H, m, CH=CH), 6.40 (1H, m, CH-N), 740 (1H, dt,
( Harom), 7.60 (2H, m, Harom), 7.80 {iH, d,«> F—nH-7), 8.35 (13, d,7>r—nH-T), 9.15 (18, 4,
(1> F—nH-4), 1095 (1H, s, « = ¥ NHD, 12.20 (1H, 0 > r—nNH). MS (APCI) m/z 483 [M+KT".
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[ 'H-NMR (300 MHz, DMSO0-ds): § 3.92 (3H, s, CHy-0), 745 (2H, m,« > k—nH-6 + H-7), 8.19 (1H,
[ 84 >¥—nH-4),13.70 (LH, bs, NH). MS (APCI) m/z 316 [M+HJ".
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[ "H-NMR (300 MHz, DMSO-dy):  0.14 (6H, d, CH,-Si), 0.95 (9H, tBu), 1.55 (1H, m, CHy), 2.85
 (IH, m, CHy), 4.75 (1H, bt, CH-0), 5.55 (1H, bt, CH-N) 6.05 (1H, dd, CH=), 6.15 (1H, dd, CH=),
[ 6.40 (111, m,r > r—nHarom), 6.50 (1H, t,r > k—nHarom), 6.90 (1H, t,1 > r—nHarom), 7.20 (2H, m,

1 v ¥—nHarom), 7.45 (1H, m,r > r—nHarom), 7.55 (iH, d,r ~ ¢—nHarom), 7.80 (1H, s> k—nH-2)

E 10.80 (1H, s, + = ¥ NH), 12,30 (1H, bs,r~ k-—nNH). MS (APCI) m/z 636 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-d): 8 0.15 (6H, 5, CH5-8i), 0.95 (94, 1Bu), 2.20 (TH, m, CH,), 3.30
[ (IH, m, CHy), 5.10 (1H, bt, CH-0), 6.20 (2H, m, CH=CH), 6.40 (1H, bt, CH-N), 7.40 (2H, m,
[ 1~ F—nHarom), 7.65 (2H, d,f >~ r—nHarom), 8.05 (1H, d, Harom), 9.15 (1H, d,r > F—nHarom), 9.25
[ (1H, s,7 > F—nHarom),11.10 (1H, bs, « 2 ¥ NH), 12.35 (IH, bs,r~ k—nNH). MS {APCI) nv/z 600
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[ 'H-NMR (300 MHz, DMSO-ds): § 0.15 (6H, s, CH,-8i), 0.95 (5H, tBu), 2.40 (1H, m, CH,), 3.15
t (IH, m, CHy), 3.65 (1H, dt, CH-OH), 3.85 (1H, d, OH), 4.10 (1H, dt, CH-OH), 430 (14, d, OH),
. 5.00 (1H, m, CH-OSi), 5.65 (1H, mt, CH-N), 7.40 (2H, m. 1~ F—nHarom), 7.65 (2H, m > F—1
: Harom), 8.40 (1H, d, Harom), 9.15 (1H, d;r > ¥—nHarom), 9.20 (1H, s,r > k—nHarom), 11.10 (1H,
: bs, = ¥ NH). MS (APCI) m/z 634 [M+H]".
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[ "H-NMR (300 MHz, DMSO-ds): 62.35 (1H, m, CHy), 3.05 (1H, m, CHy), 4.05 (1H, bs, OH), 4.35
r (tH, m, CH-OH), 5.05 (2H, m, CH-OHK), 5.20 (1H, m, CH-OH), 5.30 (1H, d, OH), 5.65 (1E, mt,
[ CH-N), 7.55 (1H, m;f »¥—nHarom), 7.70 (1H, m,r >~ ¥—nHarom), 7.75 (2H, m, Harom), 8.40 (1H,
: d, Harom), 9.35 (1H, d » ¢—aHarom), 5.40 (1H, s, ~F—nHarom), 11.10 (1H, s, ¢ = ¢ NH), 12.10
L(1 H, bsy > F—nNH). MS (APCI) m/z 520 [M+H]".
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¥ Z Rt fh 54 "H-NMR (300 MHz, CDClL): 5 1.33 (3H, s, C(CHy)y), 1.34 (3H, 5,-C(CHa)y), 1.65
(1H, m, CHy), 2.45 (1H, m, CHy), 4.40 (3H, m, CH-OH + CH-OC), 5.65 (1H, d, CH=), 5.85 (1H,
dd, CH=). (MS (ESI) mv/z 171 [M=H].
k52 R RHEMRSD: H-NMR (300 MHz, CDCLy): 8 134 (3H, s, C(CHy)), 1.44 (3H, s, C(CHa)),
2.0 (1H, m, CHy), 2.30 (1H, m, CHy), 4.05 (}H, d, CH-OH), 4.40 (2H, bt, CH-0C), 570 (11 d.
CH=), 6.0 (1H, dd, CH=). MS (ESI) m/z 171 [M+H].

[ 'H-NMR (300 MHz, DMSO-dy): 8 1.25-1.35 (6H, bs, C(CH3);), 2.25-2.45 (2H, m, CHy), 4.47 (1H,
[ m, CH-0), 4.71 (1H, m, CH-0) 5.15 (1H, m, CH-N), 6.13 {1H, m, CH=), 6.57 (1H, m, CH=), 7.00-
. 720 (3H, m, Harom), 7.35-7.55 (3H, m, Harom), 8.11 (1H, bt,r> r—nH-2), 11.07 (1H, bs, 1 3

- NH), 11.92 (1H, bss > ~—uNH). MS (APCI) m/z 514 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): & 1.36 (3H, s, C(CHy)), 1.56 (3H, s, C(CH:)), 2.29 (1H, m,
[ CHy), 2.43 (1H, m, CHy), 4.53 (1H, m, CH-0), 4.85 (1H, m, CH-0), 6.06 (2H, m, CH= + CH-N),
[ 6.45 (1H, m, CH=), 7.38 (2H, m,r > ¢¥—nHarom), 7.54 (1H, t,« > r—nHarom), 7.59 (1H, dt, Harom),
[ 1.75 (1B, dyr ¥ ¥—nH-7), 7.77 (1H, d > k—nH-7), 9.11 (1Y, dyr > —nH-4), 9.20 (1H, dyr > k—nH-
D, 1110 (1H, bs, « = ¥ NH), 12.10 (1H, bsyr > F—nNH). MS (APC) m/z 478 [M-+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): § 2.25 (2H, m, CHy), 4.56 (1H, bs, CH-OH), 4.88 (1H, bs, CH-

( OH), 4.97 (2H, bs, OH), 6.00 (IH, d, CH=), 6.19 (2H, m, CH= + CII-N), 7.37 (2H, L~ F—n
Harom), 7.53 (1H, t,r » ¥—nHarom), 7.58 (1H, dt, Harom), 7.78 (1H, d,« > r—aH-7), 7.83 (1H, d,
1 v F=nH-7), 9.12 (1H, d, 1vr—1 H-4), 9.20 (1B, dyr > r—nH4), 11.08 (1H, bs, « = ¢ NH), 11.95

L (1H, bsg > k—aNH). MS (APCI) m/z 438 [M-+H]".
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[ "H-NMR (300 MHz, DMSO-dg): 81.41 (3H, 5, C(CH3)), 1.45 (3H, s, C(CHj)), 2.28 (2H, m,
r CHy), 4.75 (2H, m, CH-0), 6.11 {(1H, m, CH=), 6.33 (1H, d, CH-N), 6.47 (1H, m, CH=), 7.3% (2H,
c M ¥—nHarom), 7.53 (2H, m; > r—nHarom), 7.75 (1H, d,7 > ¥—nH-7), 7.78 (1H, d,r > r—nH-7),
' 9.13 (1H, d,r > r—nH-4), 9.23 (1H, d;r > r—nH-4), 11.10 (1H, bs, 1 = ¥ NH), 12.06 (I1H, bsg> rk—n
L.“N‘H:)' MS (APCI) m/z 478 [M+H]".
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[ '"H-NMR (300 MHz, DMSO-ds, T = 80 °C): § 2.27 (1H, m, CHy), 2.64 (1H, m, CH,), 4.13 (1H, bs,

[ CH-OH), 4.34 (14, bs, CH-OH), 6.06 (1H, m, CH= + CH-N), 6.27 (1H, m, CH=), 7.37 (2H, q,

[ 4>¥—nHarom), 7.56 (2H, dt,1 > r—nHarom), 7.76 (1H, d,« > ¥—nH-7), 8.05 (1H, d 1 v F—nH-7),

[ 215 (1H, dyr > F—nHA), 9.25 (1H, d;1 >~ F—aH-4), 10.76 (1H, bs, = ¥ NH), 11.60 (1H, bs,r> F—n
¢ NH). MS (APCI) m/z 438 [M-+H]".

Ooooooo -
O 0Ooooo
OOoo0oooao
O 0Ooo0ooo

0

Doo0o0ao

00000000000

000000

[ 58)

[

[

[

[ 0s0,, NMMO,7 = | ¢ H,0
E TR, 2 2B/
[

[

[

0

goboooboooboooboooboocoboooboooan
ooooooooooooooooboboboDbooO0ooano ooooooooooooooao
oobooobooboooboooboooboobooan goboooboobooboonb
uoboooboobooboouoboobooboobp0bO0ob0bOO0ob0ObOoOO0ObOOO0Od
ooooooooooooobbbooooooooooooooooooboboDbODbODOao

uooboobooobooobaooan

[ I R |

10

20

30

40

50



(96) JP 2005-518379 A 2005.6.23

ooooooooooooooboboooococooooooooooooooboboOoDboDOao
ooooooooooooobbbooooooooooooooooooboboDbODbODOao

ooooobooobooobooooooooaoan

Dooooo |

[ 'H-NMR (300 MIlz, DMSO-d; ): § 1.38 (3H, 5, C(CHy)), 1.66 (3H, s, C(CHy)y), 2.54 (1H, m,

[ CHy), 2.76 (1H, m, CHy), 4.28 (1H, bs, CH-OH), 4.36 (1H, bs, CH-OH), 4.58 (1H, m, CH-OC),

[ 4.70 (1H, m, CH-OC), 5.45 (2H, m, OH + CH-N), 6.27 (1H, m, OH), 7.38 (2H, q« ~ ¥—» Harom),

. 7-59 (2H, dt~¥—nllarom), 7.73 (1H, da v ¥—nH:7), 7.97 (1M, d > k—nH:T), 9.10 (1H, d > k—n
H-4), 9.22 (1H, dr > ¥—nH=4), 11.06 (1H, bs, 1 = ¥ NH), 11.40 (1H, bs,r > ¥—aNH). MS (APCI)

L m/z 512 [M+HT".
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[ "H-NMR (300 MHz, DMSO-ds Y 62.10-2.20 (2H, m, CHy) 3.96 (1H, d, CH-OH), 4.06-4.15 (1H,
[ m, CH-OH), 4.28-4.40 (1H, m, CH-OH), 4.87 (1H, d, CH-OH), 5.05 (1H, m, OH), 5.08-5.21 (1H,
( m, OH), 5.23-5.33 (1H, m, OH), 5.43 (1H, m, QH), 7.38 (2H, q,r = ¥—aHarom), 7.59 (2H, dt;r >~ F—n
Harom), 7.75 (1H, d,r >~ ¥—nH-T7), 7.97 (1H, d,7 > ¥—nH-7), 9.10 (1H, d,1 > r—aH-4), 9.22 (1H, d,
1 F—nH-4), 11.06 (1H, bs, - = ¢ NH), 11.40 (1H, bs;r > r—nNH). MS (APCI} m/z 472 [M+H]".
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[ '"H-NMR (300 MHz, DMSO-d,): § 2.14 (3H, 5, CH;), 2.30 (4H, m, CH3-CH3), 5.72 (1H, m, CH-0),
[ 6.00 (1H, d, CH=), 6.16 (1H, m, CH-N), 6.29 (1H, d, CH=), 7.37 (1H, t,r>r—nHs), 7.56 (1H, t,
o1 »F—nHs), 7.83 (1H, dg » ¥—nH-7), 7.84 (1H, djr » ¥—nH-7), 9.13 (1H, dy > ¥—nH-4), 9.22 (1L, d,
[4yF—;u]_{:5), 0.88 (1M, d, H-6), 11.17 (1H, bs, -+ = ¥ NH), 12.62 (1H, bs,r » F—aNH). MS (APCI):
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[ '"H-NMR (300 MHz, DMSO-dy): 8 6.37 (1H, d, Hargm), 6.55 (1H, bt, Harom), 7.00 (2H, m,
[ Harom),7.29 (1H, d, Harom), 7.39 (2H, m,r > r—nHarom ), 8.01 (1H, d;r > r—nHarom), 11.06 (1H,
[ S, 42 F NH), 12.23 (1H, bsy > F—nNH). MS (APCI) m/z 396 [M+H]".
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[ '"H-NMR (300 MHz, DMSQO-d,): & 0.11 (6H, s, CH;-5i), 0.89 (9H, s, tBu), 2.05 (1H, m, CH;), 2.20
[ (1H, m, CHy), 5.20 (1H, bdd, CE-N), 5.95 (2H, m, CH= + CH-0} 6.15 (2H, m, Harom + CH=),
Harom) 7.05 (2H, m, Harom), 7.40 (2H, m, Harom), 7.55 (1H, dd, Harom), 8.08 (1H,
dd,f >~ F—n Harom), 11.05 (1H, s, 13 F NH), 11.85 (1K, bs,1 > ¢—nNH), MS (APCI) m/z 592

- 6.60 (1H, bg,

: [M+H]",
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[ '"H-NMR (300 MHz, DMSO-dg): & 0.15 (6H, s, CB;-Si), 0.93 (SH, Bu), 2.50 (2H, m, CH,), 5.42

r (1H, m, CH-0), 6.34-6.39 (2H, m, CH=CH), 6.78 (1H, bt, CH-N), 7.34 (11, dt, Harom), 7.38 (1H,

r dd, Harom), 7.52 (1H, d,7 >~ ¥—nHarom), 7.56 (1H, dtr ~ ¥—nHarom), 7.76 (141, &, ~ F—nHarom),

[ 9.07 (1H, dg ~ ¥—nH-4), 9.14 (1H, d;r > ¥—nH-4), 11,08 (1H, bs, « = ¥ NH), 12.20 (1H, bs,r > F—n.

: NH). MS (APCI) mvz 556 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): § 2.47 (2H, m, CH,), 5.22 (1H, m, CH-0), 5.26 (1H, bs, QH),
[ 6.36 (2H, m, CH=CH), 6.79 (1H, bt, CH-N), 7.35 (1H, dt, Harom), 7.39 (1H, d, Harom), 7.55 (1H,
¢ 4, Harom), 7.57 (1H, dt, Harom), 7.78 (1H, d, Harom), 9.09 (1H, d,r > r—nH-4), 9.16 (1H, d1 > F—n
- He4), 1110 (1H, bs, « = ¥ NH), 1230 (1H, bst > K—iNEH). MS (APCI) m/z 442 [M+HT".
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[ "H-NMR (300 MHz, DMSO-dy): d 0.03 (6H, s, Si(CH,),), 0.82 (9H, s, tBu), 1.95 (4H, m,
[ OCOCH; + CHy), 2.15 (1H, m, CHy), 5.00 (1H, m, CH-OAc), 5.60 (1H, m, CH-0Si), 5.85
[ (1H, dd, CH=), 6.10 (1H, dd, CH=). MS (APCI) m/z 257 [M+H]".
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[ '"H-NMR (300 MHz, DMSO-dg): d 0.03 (6H, s, Si(CHa)y), 0.82 (9H, s, tBu), 1.85 (2H, m,
[ CHy), 4.75 (2H, m, CH-OH), 4.90 (1H, m, CH-0Si), 5.75 (1H, dd, CH=), 5.85 (1H, dd,
[ CH=). MS (APCI) m/z 215 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dg): 5 0.11 (6H, d, CH;-Si), 0.89 (9H, d, (Bu), 1.75-1.85 (1H, dm,

[ CHy), 2.80-3.00 (1H, dm, CHy), 4.905£U5.45 (1H, dm, CH-N), 5.85506.10 (3H, dm, CH=CH +

[ CH-O), 6.555416.65 (11, ba, Hatom) 7.05 (2H, m, Harom), 7.40 (2H, m, Harom), 7.80 (1H, dd,
[Harom), 8.08 (1H, dd,r > r—nHarom), 11.05 (1H, s, « =¥ NH), 11.85 (1H, bs,r > r—nNJI). MS

[(APCD m/z 592 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-ds): § 0.14 (3H, s, CH,-8i), 0.21 (3H, s, CH;-8i), 0.93 (94,5, tBu),
[ 2.13 (11, dt, CHy), 3.32 (1H, m, CHy), 5.11 (1H, m, CH-0), 6.30 (2H, m, CH=CH), 6.40 (11, mt,
r CH-N), 7.34 (1H, dt, Harom), 7.38 (1H, m, Harom), 7.58 {1H, t, Harom), 7.76 (1H, d, Harom), 8.05°

(1H, d, Harom), 9.10 (1H, d. > k—nH-4), 9.16 (1H, dx > k—aH4), 11.13 (1H, bs, « = K NH), 12.12
- (1H, bs« > ¥—nNH). MS (APCI) m/z 556 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dg): 5 2.09 (1H, m, CHy), 3.22 (IH, m, CH
.52 , m, CHy), 3. , m, CHy), 4.97 (1H, m, CH-
[ 5.64 (1H, d, OH), 6.30 (2H, m, CH=CH), 6.37 (1H, m, CH-N), )
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r Harom), 7.59 (1H, dt;r » F—nHarom), 7.77 (1H, d,r > F—n-Harom), 8.09 (1H, d,r > ¥—nHarom), 9.11

[ (1H, dir » ¥—nH-4), 9.17 (1H, dyt > F—nH~4), 11.13 (1H, bs, <= ¥ NH), 12.10 (1H, bs,r > F—aNH)
: MS (APCT) mvz 442 [M-+H]".
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[ "H-NMR (300 MHz, DMSO-dy): § 0.25 (6H, s, Si(CHL;)), 1.01 (9H, 5, tBu), 2.37 (1H, dd, CHy)
[ 3.12 (1H, dd, CH,), 3.85 (1H, d, OFI), 4.29 (1H. b, ’
[ OH), 5.63 (1H, q, _(E_I-i-N), 7.37 (1H, dt, Harom), 7.45 (1H, dd, Harom), 7.60 (1H, dt, Harom ), 7.81
: (1H, d, Harom), 8.33 (1H, bd, Harom), 9.10 (1H, d, 1> F—nH-4), 9.22 (1H, d,7 > r—nH-4), 11.13
: (1H, bs, = ¥ NH), 11.72 (1H, bsy > r—aNH). MS (APCI) m/z 590 [M+H]".
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'H-NMR (300 MHz, DMSO-d;): & 2.28 (1H, m, CHy), 3.05 (IH, m, CHy), 3.94 (1H. bs. OH). 4.23
(1H, d, OH, 4.94 (1H, m, CH-OH), 5,17 (1H, bs, OH), 5.23 (2H, m, E%JOH), 5.(58 (IH, E,‘E:)EJ-N)
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bs, Harom), 9.11 (1H, d,r> F—nHo4), 9.21 (1H, d,r > ¥—nH-4), 11.14 (IH, bs, 1= & NH), 12.10
(1H, bs;0 > F—aNH). MS (APCI) m/z 476 [M+H]" ’
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[ 'H-NMR (300 MHz, CDCL;): § 1.35 (1H, m, CH,), 1.40 (91, s, C(CH 1), 2.35 (3H, m, CHy), 4.70

[ (2H, m, CH-N + CH-0), 6.14 (1H, ddd, CH=), 6.55 (1H, ddd, CH=). MS (ESI) m/z 212 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dy): & 1.35 (9H, s, tBu), 1.65 (2H, m, CHy), 2.25 (2H, m, CH,), 4.25
[ (1H, bs, NH-Boc), 5.15 (1H, bs, CH-N), 5.65-5.85 (2H, bm, CH-N-Boc + CH=), 6.20 (1H, t, CH=),
¢ 6.55 (1H, m, Hatom), 7.15 (4H, m, Harom), 7.25 (2H, m, Harom), 7.60 (1H, m, Harom), 8.12 (1H,
p 4 ¥ ¥—nH:2), 1105 (1H, s, = ¥ NH), 11.85 (1H, s« > ¥—nNH). MS (APCI) m/z 557 [M+H]".
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[ '‘H-NMR (300 MHz, DMSO-dg): 8 1.93 (1H, m, Cliy), 2.19 (2H, m, CHy), 2.35 (1H, m, CH,), 3.72

[ (H, m, CH-NHy), 5.97 (1H, d, CH=), 6.06 (1H, d, CH=), 6.13 (1H, 4, CH-N), 7.36 (1H, t, Harom),

[ 7.52 (2H, dt, Harom), 7.58 (1H, dt, Harom), 7.7¢ (1H, d# > F—nH-7), 7.84 (1H, dyr > k—nH-7), 9.13

[(]H, d;‘f‘zF—H‘M), 9.21 (1K, d,«>r—nH-4), 12.10 (1H, bs,«> r—aNH). MS (APCI) m/z 421
[M+H]".
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[ 'H-NMR (300 MHz, DMSO-ds): § 1.35 (3H, s, CHs-CO

. 181, » 5, CH3-CON), 2.24 (3H, s, CH;-C0OO0), 2.25 (1H, m,
[ CHy), 3.10 (1M, m, CH,), 4.07 (14, bs, OH), 4.8 (1H, m, CH-OAc), 545 (2H, m, E:H-O}(I), 5.80
¢ (1A, b, CH-N), 7.40 (2H, m, Harom), 7.60 (2H, m, Harom), 7.80 (1H, d,«> ¥—nH-7), 7.85 (1. d,
: 1 »F=nH-7}, 9.10 (1H, +d,4> F—nH-4), 9.28 (1H, d,r v F—nH-4), 11.80 (1H, bs, > F—nNH). MS
: (APCI) m/z 525 [M+H]".
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C "H-NMR (300 MHz, DMSO-ds): § 1.35 (3H, s, CH3-COO0), 2.15 (3H, 5, CH,-COO), 2.2¢ (3H, s,

[ CHy-COQ), 2.65 (3H, s, CH;-CON), 2.75 (1H, m, CHy), 3.10 (1H, m, CHy), 5.71 (2H, m, CH.

¢ OAc), 6.05 (2H, m, CH-OAc + CH-N), 7.40 (2H, m, Harom), 7.65 (2H, m, Harom), 7.85 (11, d,

72 FonbeD), 8.05 (1H, die > ¥-nH-7), 9.12 (1H, dir > ¥—nH-4), 9.23 (1H, d.> F—nH4), 12.30 (1,

- b« ¥—uNH). MS (APCI) m/z 610 M+H]".
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[ "H-NMR (300 MHz, DMSO-ds): § 1.35 (3H, s, CHy-C

, £ 8 1. » 8, CH3-COO), .15 (3H, s, CH3-CO0), 2.24 (3H, s,
[ CH3-CO0), 2.75 (1H, m, CHy), 3.10 (1H, m, CHy), 5.70 (2H, m, CH-OAc), 5.95 (2H, m, CH-OAc
( +CH-N), 7.95 (1H, m, Harom), 8.15 (2H, m, Harom), 8.27 (1H, d« > ¥—nH-7), 9.56 (1H, d1 » F—n.
[
[

H-4), 9.69 (1H, d,« > r—nf-4), 1019 (2H, 4, CHO), 11.35 (1H, 5, 15 ¥ NH), 12.69 (1H, bsr » F—n
NH). MS (APCD) m/z 624 [M+11]",
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[ 'H-NMR (300 MHz, DMSO-ds): § 2,27 (1H, m, CHy), 2.90 (1H, m, CHy), 3.92 (2H, bs, OH). 4.17
[ (1H, d, OH), 4.89 (1H, m, CH-OH), 5.10 (2, m, CH-OH), .49 (Tﬁg,)q, Qﬁ(-N): 7.6&“(3)&, m,
¢ Harom), 7.50 (1H, d, Harom), 7.98 (1H, bs, Harom), 8.51 (1H, d, Harom), 8.64 (1H, d, Harom),
- 9.23 (IH, bs, 7=/ OH), 9.23 (1H, bs, =/t OH), 10.91 (1H, bs, 4 =¥ NH), 11.53 (1H; bs,
2 F-nNH). MS (ES) m/z 472 [M-HT.
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[ 'H-NMR (300 MHz, CDCl3): § 0.03 (6H, s, Si(CH;),), 0.81 (9H, s, tBu), 1.50 (1H, bs, OH), 1.97
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[ 'H-NMR (300 MHz, DMSO-dy): 5 0.10 (6H, s, CHy-8), 0.90 (9H, tBu), 1.90 (I1H, m, CH,), 2.80
[ (1H, m, CH,), 495658545 (1H, bt, CH-N), 5.805£¢ 6.05 (1H, bt, CH-0), 6.10 (2H, dm,
r CH=CH), 6.455£U6.55 (1H, bt, Harom), 7.10 (3H, m, Harom), 7.38 (3H, m, Harom), 7.75 (1H, dd,
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[ "H-NMR (300 MHz, DMSO-dg): 5 0.13 (3H, 5, CHy-S), 0.20 (3H, 5, CHy-81), 0.93 (S, tBu), 2.18
[ (IH, dt, CHy), 3.28 (1H, m, CHy), 5.12 (1H, bt, CH-0), 6.28 (21, q, CH=CH), 6.42 (1H, bt, CH-N),
. 7.34 (2H, 1, Harom), 7.45 (1H, dt, Harom), 7.58 (1H, dt, Harem), 7.77 (1H, d,«> r—nH-T), 8.03

: (1H, d,1 v F—nH-7), 912 (1H, dr > ¥—nH-4), 9.21 (1H, d,r > r—nH-4), 11.07 (1H, bs, 1 3 ¥ NH)
 12.06 (1H, bs;r > <—aNH). MS (ESI) m/z 522 [M+H]",
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[ 'H-NMR (300 MHz, DMSO-dj): 5 0.22 (6H, s, (CH3),-Si), 1.02 (9K, 1Bu), 2.45 (1H, m, CH)), 3.06
[ (14, m, CHyp), 3.87 (1H, m, CH-OH), 4.30 (1H, m, CH-OH), 5.00 (1H, m, CH-08i), 5.25 (1H, d,
 OH), 5.35 (2H, d, OH), 5.65 (1H, q, CH-N), 7.40 (3H, m, Harom), 7.59 (1H, dt, Harom), 7.81 (1H,
[ dyr > #—nH-7), 841 (1B, dyr > r—nH-7), 9.12 (1H, d,1 > F—nH-4), 925 (1H, dd,r » r—nH-4), 11.07
: (1H, bs, « = NH), 11.64 (1H, bs;r » r—aNH). MS (APCI) m/z 556 [M+H]*".
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(111) JP 2005-518379 A 2005.6.23

DMSO-dg): § 2.34 (1H, m, CHy), 3.01 (1H, m, CHy), 3.94 (14, m, CH-OH),

[4.24 (TH, m, CH-OH), 4.98 (1H, m, CH-OH), 5.12 (1H, d, OH), 5.21 (2H, m, OH), 5.62 (1H, m,
r CH-N), 7.38 (2H, q, Harom), 7.58 (2H, t, Harom), 7.73 (1H, d,« > ¥—nH-7), 8.21 (1H, d, > F—nH-
(D, 9.13 (IH, d;f » F—nH-4), 9.25 (1H, dd,« > F—nH-4), 11.08 (1H, bs, « = ¥ NH). MS (EST) m/z

[442[M+H]*.

Oo0o0ooaoao

Ooo0ooooooOoonoano

Oo0oo0ooogao

[ 67)

[

[

[

[

[ TBAF, THF, N,
[ BR~ZE 2BE
[

[

[

0

OOoo0oo0oo0ooao
OOoo0oo0oo0ooao
OoOoo0oo0oo0ooao
OoOoo0ooo0ooao

ooooooooooooooboboooococooooooooooooooboboOoDboDOao
ooooooooooooobbbooooooooooooooooooboboDbODbODOao

10

20

30

40

50



Oo0oo0ooood
O 0Ooo0oooao
O Ooo0oooao
O x OoOooo
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oo0ooao
O0Ooo0oooao
O 0Ooo0oo0ooao
O 0Ooo0oooao
Oo0Ooo0oo0ooao
O 0Ooo0oo0ooOoao
O0Ooo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao

O

O

O

O

O

(112) JP 2005-518379 A 2005.6.23

uoboobooboobooboad
oooooooooooooooao
oobobooboooboobooboad
oooooooooooooooano
oooboooboobooboobao

O
O
O

I [ I
O O
O O
I [ |
I |

u
O
a
O
g
g

* 'H-NMR (300 MHz, DMSO-dy): 5 2.15 (1H, dt, CHy), 3.18 (IH, dt, CHy), 4.97 (1H, bq, CH-OH),
[ 5.56 (1H, s, OH), 6.28 (2H, 5, CH=CIY), 6.41 (1H, bt, CH-N), 7.37 (2H, dt, Harom), 7.50 (1K, dt.
 Harom), 7.58 (iH, dt, Harom), 7.77 (1H, d,7 > F—nH-7), 8.02 (1H, d, 1> ¥—nH-7), 9.12 (IH, d

1> ¥=nH-4), 9.21 (1H, d, 1> F—nH:4), 11.06 (15, bs, 4= ¥ NH), 12.04 (1H, bs,¢ > #—n NH). MS

[(ESI) m/z 408 [M+I-I]+.
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" 'H-NMR (300 MHz, CDCl5): 8 0.03 (6H, s, Si(CHy);) 0.81 (9H, s tBu), 1.60 (1H, m, CHj), 1.80
[ (1H, bs, OH), 2.65 (1H, m, CHyp), 4.55 (1H, bt, CH-OH), 4.65 (1H, bt, CH-OSi), 5.85 (24, dq,
[ CH=CH). MS (ESI) mv/z 215 {M+H]'". ee > 98 %,
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* 'HNMR (300 MHz, CDCLs): 5 0.03 (6H, s, Si(CHy),, 0.81 (9H, s, tBu), 1.5 (1H, d, OHD, 2.05 (21,
 m, CHy), 4.95 (1H, m, CH-OH), 5.02 (1H, m, CH-08), 5.90 (2H, dg, CH=CH). MS (ESD) m/z 213
c IM+H]". ee 2 98 %.
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[ "H-NMR (300 MHz, DMSO-dg): 8 0.10 (6H, s, CHy-Si), 0.9 (9H, s, tBu), 1.80-1.90 (1, m, CHy)
[ 2.75-2.90 (1H, m, CHy), 4.95-545 (iH, bt, CH-N), 5.80-6.05 (1H, bt, CH-O), 6.10 (2H_ dm.

r CH=CH), 6.45-6.55 (1H, bt, Harom), 7.10 (3H, m, Harom), 7.38 (3H, m, Harom), 7.75 (1H, dd,
. Harom), 8.15 (1H, 5,7 > ¢—nH-2) 11.05 (1H, s, « 3 ¥ NH), 11.85 (1H, bs,r > F—nNH). MS (ESD)
_ Wz558 [M+H]",
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[ "H-NMR (300 MHz, DMSO-dy); § 0.12 (3H, 5, CHy-S0), 0.20 (3H. 5. CHxS0). 0.93

£ 217 (IH, dt, CHy), 3.26 (1H, m, CHy), 5.12 (14, br. .CL)I.-O), 68 (2H, g, CH);QH), 7 (51’}%3’
r LH-N), 7.36 (2H, 1, Harom), 7.45 (1H, dt, Harom), 7.58 (1H, t, Harom), 7.76 (1H, d,r F—af.7),
 8.03 (IH, do>¥—nH-7), 912 (IH, dr ¥~ H-4), 920 (1H, dyr » ¥—nHed), 11,07 (1H, bsA = F
- NED, 12.05 (1H, bsr > ¥—nNH). MS (ESI) m/z 522 [M+H]", '
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[ 'H-NMR (300 MHz, DMSO-dy): § 2.15 (IH, m, CHy), 3. -

| 5.55 (1H, s, OH), 6.28 (2H, 5, é_H=gﬂ),(6.3§ (1}?,—1)%3 iﬁ%”fs’?(%ﬁ?;ﬁ) 5’3%? Pcﬁ,
 Harom), 7.58 (1H, dt, Harom), 7.77 (1H, d,«>¥—nH-7), 8.02 (1H, d, 1> k—nH.7), 9.12 (IH, d,

(12 F—add), 921 (1H, dyr> k-nH4), 11.06 (1H, bs, = ¥ NH), 12.04 (1H, bsx >~ NH). MS

L(1-:31) m/z 408 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dq): & 3.04 (3H, 5, N-CHy), 6.40 (2H, dd, Harom), 6.86 (2H, dt1> r—n

[ H-6), 7.40 (2H, dd, Harom), 7.86 (2H, s, > r—nH-2), 11.64 (2H, 5,7 > F—nNH). MS (APCD mv/z

r 378 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): 83.11 (3H, s, N-CH3), 4.90 (2H, s, CH-CHD, 6.75 (2H, dt,
[ Harom), 7.10 (4H, m, Harom), 7.20 (2H, dd, Harom), 10.80 (2H, s, > F—nNH). MS (APC]) m/z
r 380 {M+H]".
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[ 'H-NMR (300 MHz, DMSO-dy): § 2.81 (3H, 5, N-CH,), 4.17 H, m, «> ¥+ H-2), 4.29 (1H, dd,
[ 1>Fu>H-3),4.75 (1H, dd, 1> ¥v> NH-CH-CH-CH), 4.75 (IH, d.r > ¥—nNH-CH=CH-CH), 5.85
¢ (IH, s, <> ¥y NH), 6.50 (1H, dd, Harom), 6,72 (1H, dt, Harom), 6,92 (1H, dt, Harom), 7.20 (2H,
. ™, Harom), 7.32 (1H, dd, Harom), 7.45 (1H, dd, Harom), 11.10 (1H, s, > F—nNH). MS (ESD) m/z

380 [M+H]".
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[ "TH-NMR (300 MHz, DMSO-dy): 8 2.10 (1H, dt, CH,),3.05 (3H, s, NCHy), 3.18 (1H, dt, CH,), 4.97
[ (1H, bq, CH-OH), 5.58 (1H, s, OH), 6.28 (2H, m, CH=CH), 6.4]1 (1H, bt, CH-N), 7.37 (1H, dt,
r Harom), 7.50 (1H, dt, Harom), 7.55 (1H, dt, Harom), 8.00 (1H, dd, > ¥—nH-7), 8,71 (1H, dd,
(1 v F—nH-4), 8.85 (1H, dd,r > F—nH-4), 12,04 (1H, bs,r > r—nNH). MS (ESI) m/z 458 [M+H]",
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[ 'H-NMR (300 MHz, DMSO-d¢): 3 2.10 (1H, dt, CH), 2.18 (3H, s, OCOCH), 2.96 (3H, s, NCHy),
r 3-30 (1H, dt, CHy), 5.85 (1H, s, CH-OAc), 6.37 (2H, m, CH=CH), 6.56 (1H, bt, CH-N), 7.39 (2H,
c dt, Hargm), 7.70 (2H, m, Harom), 8.61 (1H, dd. > F—nfl-4), 8.75 (1H, dd,« > r—nH-4), 12.04 (1H,
: bsyr » F—aNH). MS (APCD) m/z 500 [M+H]".
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" 'H-NMR (300 MHz, DMSO-dg):  2.35 (1H, m, Cly), 2.25 (3H, s, OCOCHL),
[ 3.25 (IH, m, CHy), 4.10 (1H, m, CH-OH), 4.82 (1H, m, CH-OH), 5.19 (iH,
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3.20 (3H, s, NCH3),
, CH-OAc), 5.32 (1H,

d, OH), 5.44 (1H, d, OH), 5.60 (1H, bt, CH-N), 7.45 (24, dt, H ) )
[ , , , bt, CH-N), 7. , dt, Harom), 7.82 (1H, dd, Harom), 7.98
[ (IH, dd, Harom), 8.79 (1H, dd,« > ¥—nH-4), 8.95 (1H, dd,r > k-—nH-4 ), 11.50 (11, bs,r » F—aNH).

- MS (APCI) m/z 534 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dq): § 2.35 (1H, m CHy), 3.15 2)

\ ~ds): 8 2. , m, CHy), 3.15 (1H, m, CHy), 3.95 (1H, m, CH-OH),
[ 420 (1H, d, QH), 4.85 (2H, m, OH), 5.15 (2H, m, CH-OH), 5.60 (1H, bt, CH-N), 7.45 (2H, dt.
[ Harom), 7.75 (1H, m, Harom), 8.25 (1H, m, Harom), 8.50 (1H, dd,r>r—nH-4), 8.65 (1H, dd,
L1 v F—nH4), 11.90 (1H, bs, > r—aNH). MS (APCI) m/z 479 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): 8 2.30 (1H, m, CH;), 3.08 (1H, m, CHa), 3.96 (2H, bs, OH), 4.22
[ (1, d, Of), 495 (1H, m, CH-OH), 5.15 (2H, m, CH-OH), 5.50 (1H, bt, CH-N), 7.4§_(QH, 1,
 Harom), 7.71 (1H, m, Harom), 8.29 (1H, m, Harom), 8.80 (1H, dd,r>r—nH-4), 8.95 (1H, dd,
> #—nd-4), 11.05 (1H, s, =3 FNH), 11.95 (1H, bs;r > F—nNH). MS (APCI) m/z 478 [M+H]",
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" 'H-NMR (300 MHz, DMSO-ds): 8 6.35 (1H, d, Harom), 6.58 (1H, bt, Harom), 7.02 (1H, bt,
[ Harom), 7.20 (2H, bq, Harom), 7.39 (1H, d, Harom), 7.52 (1H, s, > k—nH-4), 8.01 (1, d, Harom),
[ 11.03 (1H, s, = FNH), 11.86 (1H, s, » F—aNH), 12.41 (1H, bs,r > F—nNE). MS (APCI) m/z 440
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[ "H-NMR (300 MHz, DMSO-dg): § 0.11 (6K, s, CH;-Si), 0.89 (9H, s, tBu), 1.75-1.85 (1H, dm
© CHy), 2.75-2.95 (1H, dm, CHy), 4.91-5.46 (1H, dm, CH-N), 5.85 (1H, m, CH-0), 6.10 (2L, m,
[ CH=CH), 6.55-6.65 (1H, dt, Harom) 7.05-7.25 (?H, m, Harom), 7.40 (TH, m, Harom), 7.35 (14, s,
1 F—nH-4), 7.75 (1H, dd, Harom), 8.10 (1H, d, Harom), 11.06 (1H, s, = ¢ NH), 11.93 (1H, bs
4> ¥—nNED. MS (APCD) m/z 636 [M+H]. ’
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[ 'H-NMR (300 MHz, DMSO-dy): § 0.1 i '

s -dg): 8 0.14 (3H, 5, CH3-8i), 0.21 (3H, s, CH;-Si), 0.93 (9H, s, tBu),
[ 2.14 (1], m, CHy), 3.32 (1H, m, CHy), 5.10 (1H, m, CH-0), 6.30 (2H, m, CH=CH), 6.38 (1H, mt,
" CHN), 7.34 (1H, bt, Harom), 7.50 (1H, m, Harom), 7.77 (1H, bt, Harom), 7.98 (1H, d, Harom),
[8.05 (1H, d, Harom), 9.10 (1H, dyr » r—nH4), 9.35 (1H, d, > ¥—nH=4), 11.12 (1H, bs, 3 ¢ NH),
[ 12.10 (1H, bs;r > ¥—nNH). MS (APCI) m/z 600 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dg): § 0.25 (6H, s, Si(CH,)), 1.01 (9H, s, tBw), 2.37 (1H, dd, CHy),
[ 3.10 (1H, dd, CH,), 3.85 (1H, d, OH), 4.29 (1H, bs, OH), 4.90 (1H, m, CH-OS), 5.32 (2H, m, CH-
: OH), 5.63 (1H, m, CH-N), 7.38 (1H, bt, Harom), 7.55 (1H, dd, Harom), 7.60 (1H, bt, Harom), 7.8

(1H, d, Harom), 8.38 (1H, bd, Harem), 9.11 (1H, d, > ¥—rf-4), 9.41 (1H, d,1> F—nH4), 11.13
(1H, bs, 3 ¥ NH), 11.75 (13, bs.t > #—nNH). MS (APCI) miz 634 [M+H]".
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[ "H-NMR (300 MHz, DMSO-dq): & 2.31 (1H, m, CHy), 3.05 (1H, m, CH), 3.94 (1

[ (1H, d, OH), 4.94 (1H, m, CH-OH), 5.1t§ (1H, bsz)z)I;D, 5.23( CH, mfg_:om, (5?0 }(JIS'H(_,){% gfzi
¢ N), 737 (1H, dt, Harom), 7.59 (1H, dt, Harom), 7.73 (2H, m, Harom), 8.44 (1H, bs, Harom), 9.12
r (1H, da>F—nH4), 9.40 (1H, d,v > F—nH4), 11.14 (1H, bs, 15 F NH), 12.1 (1H, bs,r > k—uNH),
- MS (APCI) m/z 520 [M+H]"
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[ TH.-NMR (300 MHz, DMSO-4d,): 8 2,75 (3H, 5, OCHj), 5.79 (1H, d, Harom), 6.55 (111, dd, Harom ),
[ 7.00 (1H, dt, Harom), 7.15 (1H, dt, Harom), 7.25 (1H, d, Harom), 7.32 (1H, d, Harom), 7.39 (1H, d,
[ Harom), 8.01 (1H, ss > r—nH-4), 10.99 (1H, s, 3 ¥ NH), 11.73 (1H, s, > F—aNHD, 12.17 (1H, bs,
[ 2-Clt » F—uNH). MS (APCI) m/z 392 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-dg): § 0.11 (6H i

‘ : 180, . 4, CH3-Si), 0.89 (9H, d, tBw), 1.75-1.90 (1H, dm,
[ CHy), 2.65-2.70 (3H, 5, OCH;), 2.65-2.95 (1H, dm, Cl,). 4.91-5.46 (1H, dm, CH-N), 5.65 (1H, m,
r €H-0), 5.98 (1H, bd, CH-), 6,10 (1H, bd, CH=), 6.60 (1H, dt, Harom) 7.12 (ZH, m, Harom), 7.25
[ (1H, dd, Harom), 7.50 (2H, m, Harom), 7.70 (1H, m, Harom), 8.10 (1H, d, Harom), 11.02 (1, s,
RS k¥ NH), 11.78 (11, bs,0 = ¥—aNH). MS (APCI) m/z 588 [M-+H]".
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[ 'H-NMR (300 MHz, DMSO-d): 5 0.14 (3H, s, CH;-Si), 0.21 (3H, s, CHy-Si), 0.93 (9H, s, tBu),
[ 219 (1H, m, CHy), 3.20 (111, m, CHy), 3.90 (3H, s, OCHy), 5.10 (1H, m, CH-0), 6.30 (2H, m,
¢ CH=CH), 6.40 (LH, mt, CH-N), 7.25 (1H, dd, Harom), 7.40 (2H, m, Harom), 7.69 (1H, d, Harom),
[ 8.03 (1H, d, Harom), 8.71 (1H, d;f > ¥—1H-4), 9.18 (1H, ds > F—nH-4), 11.05 (1H, bs, « 3 ¥ NH),
- 11.90 (1H, bsg > k—nNH). MS (APCI) m/z 552 [M+H]"
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[ 'H-NMR (300 MHz, DMSO-dg): 6 0.21 (64, s, Si(CHz)»), 1.01 (9H, s, tBu), 2.

[ 3.10 (1H, m, CHy), 3.85 (1H, d, OH), 3.90 (3H, s, ogjg,zuo (1151, d @ﬁbsﬁé}ﬁ’, %‘i}%%
¢ $25 (I, m, CH-OH), 5.32 (1H, m, CH-OH), 5.63 (1H, m, CH-N), 7.25 (1, dd, Harom), 7.45
 (2H, m, Harom), 7.70 (1H, d, Harom), 8.40 (1H, d, Harom), 8.70 (1H, d,¢ > k—nH-4), 9.24 (1H, d,
¥ F=nHA), 11,03 (1K, bs, 2 ¥ NED, 11.47 (1H, bs,« > ¥~ NH). MS (APCI) m/z 553 [M+H]"
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[ 'H-NMR (300 MHz, DMSO-dg): & 2.30 (1H, m, CHy), 3.05 (1H, m, CHy), 3.90 (3H. 5. OCHx}. 3.94
 (1H, bs, OH), 4.22 (1H, d, QH), 4.95 (1H, m, CH-OH), 5.15 (18, s,“é’z)g), 5.23( eH, ’dd,?gfom,
¢ 5.60 (1H, bq, CH-N), 7.25 (1H, dd, Harom), 7.40 (2H, 1, Harom), 7.59 (1H, t, Harom), 7.63 (IH, d
. Harom), 8.72 (1H, d;« > k—nH-4), 9.25 (IH, dyr > K—nF-d), 11.05 (1H, bs, £ = 1 NH), 11,90 (1H,
 bsst ~ F—nNHD). MS (APCY) vz 472 [M+H]".
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[ 'TH-NMR (300 MHz, DMSO-dg): 8 2.10 (1H, dd, CHy), 3.15 (1H, m, CHy), 3.90 (3H, s OCHy)

[ 490 (1H, m, CH-OH), 5.55 (1H, bs, QH), 6.35 (3H, m, CH-N + CH=CH), 7.25 (1H, dd, Harom):

C 7.50 (2H, m, Harom), 7.70 (11, d, Harom), 8.00 (1H, d, Harom), 8.71 (1H, d,7 > F—nH-4), 9.20

[(lH, d,f »rF—nH-4), 11.03 (1H, bs, «= ¥ NH), 11.95 (1H, bs,f » F—nNH). MS (APCI) m/z 438
[M+H]'.
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[ 'H-NMR (300 MHz, DMSO-dj): 5 2.30 (1H, m, CHy), 3.05 (1H, m, CHy), 3.94 (1H, bs, OHD), 4.22
[ (14, d, OH), 5.15 (1H, 5, OH), 5.23 (2K, dd, CH-OH), 5.37 (1H, m, CH-OH), 5.60 (1H, bq, CH-N),
[ 7.08 (1H, dd, Harom), 7.37 (2H, t, Harom), 7.59 (1H, m, Harom), 7.63 (14, m, Harom), 8.53 (14,
st > F-nH4), 925 (1H, d,« > r—nH-4), 11.05 (1H, bs, « 3 ¥ NH), 11.90 (1H, bs, > #—aANH). MS
 (APC) /2 472 [M+HT".
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['H-NMR (300 MHz, DMSO-dq): 5 2.80 (3H, 5, OCHy), 6.50 (1H, dd, Harom), 7.30 (2H, d, Harom),
[7.60 (1H, s, Harom), 7.39 (1H, d, Harom), 8.01 (1H, 8,4 > r—nH-2), 10.909 (1H, 5, « = ¢ NH)
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[ 11.73 (1H, ssr > k—nNEH), 12.25 (1H, bs, 2-Ckr » ¥—aNH). MS (APCI) n/z 470 [M+HJ".
O
Oooao
ooo

[ 74b)

L
L
{
L
C
C
L
C

L

[ 'H-NMR (300 MHz, DMSO-dy): & 0.11 (6H, s, CH;-Si), 0.89 (9H, s, tBu), 1.75 (1H, m, CH;), 2.75
[ (3H, s, OCHj), 2.65-2.95 (1H, dm, CHj), 4.85 (1H, m, CH-0), 5.45 (1H, dm, CH-N), 5.6C (1H, dd,
r CH=), 6.10 (1H, dd, CH=), 6.60 (1H, m, Harom) 7.25 (2H, m, Harom), 7.70 (2H, m, Harom), 8.10
C (1Y, d,7 »F—nHarom), 10.95 (1H, 5, 1 = ¥ NH), 11,75 (1H, bs,> F—aNH), MS (APCI} m/z 666
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[ '"H-NMR (300 MHz, DMSO-dg): & 0.14 (3H, s, CH;-8i), 0.21 (3H, s, CH;-Si), 0.93 (9H, s, tBu),
[2.15 (14, m, CHy), 3.25 (1H, m, CHy), 3.90 (3H, s, OCHy), 5.10 (1H, m, CH-0), 6.35 (3H, m,
 CH=CH + CH-N), 7.20 (1H, dd, Harom), 7.50 (1H, dd, Harom), 7.70 (1H, d, Harom), 7.95 (1H, d,
 Harom), 8.60 (LEL s> ¥—nH4), 9.30 (1K, 5,1 > k—nH-4), 11.05 (1H, bs, = ¥ NH), 11.90 (1H,
Lbs,f v F—nNH). MS (APCI) m/z 630 [M+H]".
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[ '"H-.NMR (300 MHz, DMSO-ds): & 2.05 (1H, dd, CHy), 3.15 (1H, m, CH,), 3.90 (3H, s, OCHs),

[ 490 (IH, m, CH-OH), 5.55 (1H, bs, OH), 6.35 (3H, m, CH-N + CH=CH), 7.20 (1H, dd, Harom),

¢ 7.60 (2H, m, Harom), 7.70 (1H, d, Barom), 7.95 (1H, d, Harom), 8.65 (1H, s, ~F—nH-4), 9.30

: SIII-I,I;{-JF—;»L{_-&), 11.05 (JH, bs, = ¢ NH), 11.90 (18, bs,1> r—aNH). MS (APCI) m/z 516
+H]".
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[ 1.60 (1H, m, CHy), 3.0 (1H, m, CH), 4.90 (1H, bs, CH-OSi), 6.10 (1H, d, CH=), 6.25 (1H, d,
- CH=), 6.40 (1H, bt, CH-N), 6.65 (1H, t, Harom), 7.00 (2H, t, Harom), 7.25 (3H, m, Harom), 7.70
(1H, d, Harom), 8.10 (1H, s, Harom), 11.05 (1H, s, 3 ¥ NH), 12,40 (1H, bs,> F—»NH). MS

" (APCI) 636 [M+H]".
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T "H-NMR (300 MHz, DMSO-ds): 5 0.14 (3H, 5, Si(CHy),), 021 (3H, s, Si(CH;)
> . - t ] ? ’ 3 =9 2)! 0'90 (9H9 3, .,t_B,E)}
[ 2.20 (1H, m, CHy), 3.25 (11, m, CHy), 5.15 (1H, bs, CH-0Si), 6.30 (2H, bt, CH=CH), 6.40 (1H, bt,

 CH-N), 7.40 (2H, m, Harom), 7.80 (2H, m, Harom ), 8.10

(1H, d, Harom), 9.15 (1H, dy > k-—nH-4),

(930 (15, 5,¢> ¥—nH4) 11.05 (1H, 5, = ¢ NH), 12,30 (IH, bs,« > ¥~ NH). MS (APCI) 600
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[ H-NMR (300 MHz, DMSO-dy): 3 0.21 (6H, s, Si(CHa),), 0.90 (9H, s, tBu), 245 (1H, m, CH,)
 3.15 (1H, m, CHy), 3.65 (IH, dd, CH-OH), 3.85 (1H, d, OH), 4.10 (1H, bt, CH-OH), 4.35 (1H, d,
( OH), 4.95 (1H, m, CH-OS), 5,65 (1H, bt, CH-N), 7.40 (2H, m, Harom), 7.70 (1H, d, Harom), 7 80

10

20

30

: 2131;1,[::1 E};ﬂ;g-m), 8.40 (1H, d, Harom), 9.25 (2H, m, Harom) 11.05 (1H, bs, s ¥ NH). MS (APCI)
L

ooooogad

Oo0Doo0ao
[ 75d)

DMP, pTsOH

—

THF, & . 1 6 ] z

{
L
C
C
L
C
L
L
{
L

ooooooooooooobobobooooooooooooooooooobbobODbODOao
goooobooobooboooobooboobooboobooboobooboobao
uobobooboobooboobooboobooboobooboobooboobad
ooooooooooooobbboboooobooboooooooooggOoboDbDbODODOOOn



(131) JP 2005-518379 A 2005.6.23

uobobooboobooboobooboobooboobooboobooboobad

ooooooooooooobbboboooboooooodo
ooooogoo

[ "H-NMR (300 MHz, DMSO-ds): § 0.2 (6H, d, Si(CH

, 18 0. . d, Si(CHy),), 0.90 (SH, s, tBu), 1.20 GH, s, C(CHy),
[1.50 3H, 5, C(CHy)), 2.75 (1H, m, CHy), 3.05 (1H, m, CHy), 4.50 (1H, bt, CH-OSi), 4.80 (1H, 33
r €H-0), 5.20 (1H, m, CH-0), 5,65 (1H, bt, CH-N), 7.40 (1H, t, Harom), 7.55 (1H, t, Harom), 7.70
 (1H, d, Harom), 7.80 (2H, dd, Harom), 9.25 (2H, m, Harom), 11.05 (1H, s, < = ¥ NI, 12,10 (1H,
: s > F—nNH). MS (APCT) 674 [M+H]

oooood
ooooogad

[ 75) NAD 460

[

[

[

E TBAF, THF

: =g 2B

[

[

[

[

[

O
Oooooooooooooooooooooooooooooooooooaoao
0 e e e e e e 0 O R
gfdoooooo0oooo0ooo0oooooobo0boo0o0ooooooooo0ooooooOonn
goooooobdooboboobuouobgobboobooboobobgygoboo
goo0oooooooooo0oooooooobo0obooboooooooooooooonn
0000000000000 oDx oo oo oo oDoooDoooogao
0 e e e R R O R R R R R
O

O00oo0ooao

. 'H-NMR (300 MHz, DMSO-dg): 8 1.20 (3H, s, C(CHy)), 1.50 (3H, 5, C(CHy)), 2.7

[ 3.25 (1H, m, CHy), 4.50 (1H, bt, CH-OH), 480 (IH, m,) Q_H_-O)(, 5.25 (1H, m,{;_ﬂ-g)flsfiésn?z%ﬁ:
. CH-N + OH), 7.5 (1H, t, Herom), 7.70 (H, t, Harom), 7.85 (2H, m, Harom), 8,00 (LH, 4, Harom)
- 9.25 (2H, m, Harom), 11.05 (1H, s, = ¥ NH), 12,35 (1H, s, ¥-iNH), MS (APCI) 560 [M+H]"
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[ 'H-NMR (300 MHz, DBMSO-dy): 6 2.70 (1H, m, CHy), 3.60 (1H, m, CH,), 3.95 (3H, s, COOMe),
[ 6.10 (1H, bd, CH-Nind), 6.60 (1H, bd, CH-Ntriaz), 6.80 (2H, d, CH=CH), 7.40 (2H, m, Harom),
r 7.65 (2H, m, Harom), 7.85 (1H, d, Harom), 8.05 (1H, d, Harom), 9.10 (1H, stu7v—1CH), 9.15
[ (1H, di > F—nH-4), 9.25 (1H, d;r > ¥—nH4) 11.05 (1H, s, 3 ¥ NH), 12,25 (1H, bs,r » F—NH).
: MS (APCI) 517 [M+H]".
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[ 'HNMR (300 MHz, DMSO-dg): §3.05 (2H, m, CHy), 3.95 (3H, 5, COOMe), 6.45 (1H, bd, CH-
[ Nind), 6.55 (1H, d, CH=), 6.30 (1H, d, CH=), 7.00 (1H, bd, CH-Ntriaz), 7.40 (2H, m, Harom), 7.60
[
[

(2H, m, Harom), 7.75 (1H, d, Harom), 7.85 (1H, d, Harom), 9.00 (1H, sp»7 v—1CH), 9.15 (1. 4,
> F=nH-4), 9.25 (IH, dr> ¥—nH4), 11.05 (1H, s, = ¥ NE), 12,30 (1H, bs, > F~nNH), MS
) (APCI) 517 [M+H]".
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[ 'H-NMR (300 MHz, DMSO-ds): 53.20 (2H, m, CHy), 3.85 (3H, s, COOMe), 4.30 (1H, d, OH),

[ 5.00 (1H, m, CH-OH), 5.55 (1H, m, CH-OH), 5.65 (1H, d, OH), 5.90 (1H, m, CH-Nind), 6.10 (1H,

[ CH-Ntriaz), 7.40 (2H, m, Harom), 7.60 (2H, m, Harom), 7.85 (1H, d, Harom), 7,95 (1H, d, Harom),

: 9.10 (1H, s;tv7v—nCH), 9.15 (1H, d; > r—nH-4), 925 (1H, d,1 > ¥—nH-4), 11.05 (1H, s, 72 F
NH), 12.30 (1H, bs, > k—nNH). MS (APCI) 549 [M+H]".
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hmu) (A=t ERK2 PKA PKC  |GSK3p
NADOQ3 NA® NA 52,22INA

NADO06 84,22 18,84 45,48 83.44
NADO18 NA NA 52,77INA

NAD040 97,85 98,02 81,34 69,76
INADO043 45,46 78,43 65,89NA ‘
NADOSO 71,28 36,29 60,42 79,11
INADOSS 57,19 4343 41,98 52,17
NAD10] 77,80 98,03 62,16 27,61
NAD102 44,11 74,99 87,55(NA

NAD106 53,38 17,15 52,00 25,41
NADI16 24,31]NA 67,47 18,37
NAD117 59,95INA 68,74 24,97

AD119 18,89[NA 73,20[NA

NAD130 NA A 85,20INA

INAD131 NA 19,30 71,37 22,93
NAD132 INA 17,16 105,57 24,98
NAD133 NA NA 102,77INA
INADI135 43,17 17,27 84,32 60,75
NAD136 NA NA 93,58|NA
INAD137 NA NA 88,57 15,76
NAD148 41,61 " 26,47 111,91 54,09
INAD149 93,33 35,19 . 55,37 94,14
INAD154 NA NA 58,82 15,90
INAD157 NA INA 55,37 20,23
NADI160 23,27INA 72,37 30,18
ADI61 NA NA 85,69 20,33
NAD162 37,37 19,86 58,82 61,20
10 uM EE ;P NA=EHETIEGL
Ooo0oooooooao
ooooao
oo0o0o0oooo0ooboo0oooo0oo0ooboDoooooooooooonodn
oodooooooooooooooboobooooodao
gooooooboobopobouobobgg g b0y o ODOODOOO
Ooo0oooooooooo0oo0oooooooobooboooooooaodad
godooooooboooooooooao
gooooDogp OO0 000000 000000DO0D0ODODO0OO
goooobooobuoobyp0bbb0bbpbbboboDbboboboono
godoooooboooouooooooboooooooogaodd
Oo0o0ooooooboooooad

[m]

O

=]

[

O

10

20

30

40

50



I s e e e s I [ A A
I s e e e s I [ A A
I e e e ey s A A
I s e e e s A A
I e e e s A
I s e e s e

OO0 o0 ooDoooo oo oDooooQgoooo
OO0 oo ooooo oo oDooooQgoooo
OO0 o0 ooDoooo oo oDooooQgooooo
OO0 o0ooooooo oo oDooooQgoooo
OO0 oo ooooo oo oDooooQgoooo
OO0 oo ooooo oo oDooooQgoooo
OO0 o0ooooooo oo oDooooQgooooo
OO0 o0ooooooo oo oDooooQgoooo
OO0 o0 oo ooo oo o oDooooQgoooo
OO0 o oo oooo oo oDooooQgoooo
OO0 o0ooooooo oo oooooQgoooo

I [ Iy |
I [y |

Ooooooooooooood

Ooooooogo?.

I o

I i

Ooooooooooooood
Ooooooooooooood

Ooooooog?n.

I o

I o

Oooooooooooooodg

OoooooooQgogo?®

O

I o

Ooooooooooooood
Ooooooooooooood

Ooooooog?ov
OOoo0oood
OOoo0o0oood
Ooooooogo?ov
Iy A
OoOoo0oood
Ooo0Ooo0o0oood
OoOoo0oood

O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O o0Oooo

Ooo® ooogov
OoOoo0oood

I |

O

(]
(]

Ooooooooooooood
Ooooooooooooood
Oooooooooooooodg
Oooooooooooooodg
Ooooooooooooood
Ooooooooooooood
Ooooooooooooood
Ooooooooooooood
Ooooooooooooood
Ooooooooooooood
Ooooooooooooood
Ooooooooooooood
Ooooooooooooood
Oo0oooooooooooood

OoOoo0oood
Iy A
I A

I o
OoOoo0ooood
OoOoo0oood

O
(]

(=

(137)

O
O
O
O
O
O

O
O

O
(]
(]
O

JP 2005-518379 A 2005.6.

O O O
O O O
O O O
O O O
Iy | O O O
O O O
O O O
O O O
O O O
O O O
O O O

I [y |
I [y |
O
O
O
O
O

O
O
O
(]
O
O
O
O

O 0Ooo0oo0oo0oao
O 0ooo

10

20

30



H

i b
R“
\pfc%ﬂ‘.)"
R or

W ’
ps, EH R, .
R JeR A Rl CReRul
13"/
Flrs kR, 19 B R Ry
agooad
=
0 o]
a) IRTAE R —R
R, OH b En 2, N
Rs RN e} Fakik Rs )
N H
1% xvi
godoad
®6
0 N fhe
Oj-fo R OagMz0
cl - Cl A jzzé
cr cl
[Xviy Xvia)
[
NH. |10
HOOG  COOH Re™ 7 oMo
Br Br 8 —
Br Br
(Xvhn OXVib)

JP 2005-518379 A 2005.6.23

(138)
0o ooad
® 2
jo)
RH
R A
yas
OH b
oy A\‘ o
R o l:df?_%m e =
P Ry | W - ﬂ# P (CR, Ry
W " be BeU xramE M
i / B
Fe mﬁfg/ﬁ‘ [EY:E
R\!
villy
0o ooad
=]
CN
R on e 2R Ry
R PR B)N- 71»4‘—;b{i:.R Y
N
) X1}
0o ooad
=4
R, a) (COC,
@ 5) MeONa/MeOH
R; —_—
N
N A
(xiin
R, a) (CoX),
Rmo _Diteow | X=cL8e
5 N s
H
XV (Xiib,c)
ogodaoad
= 7
Ru EEE g R
Re N n [Les)
O
R, N—Ry FEIEE
ey, M vy
R —_—
£y
H
]

®BH (XX, ¢)
- ii&'ltﬁ‘]

R, HuF
WAl

—
Ry & CR,,Rin
” . XXlzcy
N R oP
©.

i1

CRRyin

L



(139) JP 2005-518379 A 2005.6.23

0ooo nooo
EUR] 9
R
1 Edga
Ry O M0 THE
- oo
Ry i X
K 2eq. 1eq.
- [y {XVia,b}
v, 7
m
! i O Q . . O — TR O
N ) H i H R . H
b : (XXNb,E) " CR_R,n a0 1 §CRGRn R [p.o.4%] H
A R.n i RIS
b) ] {CRGR,y 3 314
. £5" D AN
4 or 8 : gl \ g‘"’
gooaoad ogooaga
" E I

o Q R 0 eagar
/\El’f‘J{b R, R, p LN o 0 "_’l’_I./
R, _XClLBi R R Ry . Ry
g ———— \ 3 H X
N™ X7 TN 1eq. 1aq.
H H e (XVia,b} -
N-Ehcik
[ FEE )
RID

EtMgBr R,

g ¥ gt R, Y B e
— TR N N {XXVlla,b)
N NH EEL V) i . - Ny
R N N ¥ ; il
(Sda} MU CRR I N poon H \ el o R R
R R
Eits

Ry gp | HER

o

Ry (Z\V ER"RM)H
g (Y3
F'{"ﬁu/ R' Ry 9




(140) JP 2005-518379 A 2005.6.23

naF ik
X=C), Br, 1

(CR R0

{xXla)
R, op Ry

(CRR,gin
XXlb,c,d}
oF

ARy
N7 L

i g EE (V)

Rimg s (CR,,R )0
X \ TR
R

f e
é‘ Ry fie) R oP

(la)
N
i.H
Rn
{S-ta} i {CR,,R 0
Ry oP

N N
RRu," iH R, RR"‘- SN F{,
Ig!113»1‘ ) (CRWRmJn ﬁ“"( (CRRy '_1‘?“( CRyRwn
R H
: . CR R R, 3
Rias Ry, (s e i R (s PRE R (su

RS
18 R!E R

W (Sc)
HT‘ﬂ
T ( (7
£
b NN E%ECRWRH)" ﬁ‘,,ﬁ‘).ﬂ((cnnn,,)n
M & Ry :
R > 4 g R &
Kadf) S(CR,Rn Wb SRR YR R e R Ru i)

“R{ Ry o) TR R ol
15 il L}

N
Y iH
1 Ry,
on ’Em.‘. {CR R )0
P

il Rﬁ; R'6



JP 2005-518379 A 2005.6.23

(141)

ugoooaoboad

goodaao

P
gt

SYZOwN |

Ead

TIT
EE

£pIG
H

PPZOVN

LATH

gII
o)

QrEavN

£ARG

T

o

QII:I:

Blxix|—

NEANEE

BEZOY
VzavI

-

i<
<,

|

LA
H

S22V

AT

[FEARET

&
&

LAY

izfEic|T|x|ET

Tix|T|ETrlz|T

FLIOYN

ZIZavN

ot
OO

=(x| TIZix(Tiz

|
o

1IZAYN

=|x|x|x g§

:g: TiL|L|zjx

OLZOVN

_.1_1-
Eabead gk

ARG

Y0NS

S0TUYN

[+
n

ARG

£ AT

T|zlzfTiT

¥DZOVN

Ed

X
=]

LATHY

FeyEd

2 iz

I

£0ZAYN

0020%N

B861L0YN

8640y

b

5610

_-_-;‘I
[ |t b |

TiT|x|T|T

0610

e

L\X(T|Tl®xI I I|FIT(=|x Iﬁ

5|=

i

8813

[

$8L0

4]
/r_h‘L
o
=|z|z|x|z x|x|x
O |

£HL]

-

2810

-

1810

Tlx(T)

o810

T x| |xlz2zlxl®
IOIIQ¢D°°06§ kS ng

2|
=|

gLIngI:rr‘r( x|

210

E R RS R R

|
J

4
=
[y

9410

z,

o
=
3

741

and

EIES

7410

LIOYN

= T T | |Z )L
T E Tz |zl =56

F
5|z |ElT

= floufea|en

ALl

EAE 20 g

| IjxirxixirTirizixiziTir(zzrirl T, I TT|T IIIﬁéII:

I I|T|X|TiT|xiT|{IjxiriT

el xle
x| Ig**Tauoc

ks

| £ AR

k=

0l ocoociololoodioicioeios] O SO QORIoIBICID

OTOOODODDGODOOOOUOO Q) ojocoe oL oleeoion

| ziz|z|z|z|xzjE|xTT

Q41OWN

"%ﬂrﬁ

[

3
HEEH

5
)
HEE!

£

Tz x|z|

2R
b4y
=

&l riz|xiz|E

&
B

{2

!

» )
il et ad et e

b
Slzl=|x

aWd

T |T/E|T[= ||| [T )T ||

| e

ald

kg

gl

E:d
Er

ad

]

Elolalaialale
ala|olgiamn|g

| zloix|x|z| x|z | sl 2z = x|z iz

i
4
44
iy

35k

[E{s]ele]

510

ko

z

13092

s o o o b o b e ] g e e ] e e

it

t|x|xiT|z | |zlx |z ||z x| = x|zl x|z 1= (x

I|T|T|z

9L1d

kg

(=]

kb

E L

gt Lot g L Vo | g e e e Lo G o Lo . s ot

=|xlzlz|s

z|zlz|x(z|z{zi=| iz |z | (§| x| = 55 &8 1= |l xl= ]

5
2129[2(3212(2/9)218219|2

g
olaig

157

GRO!

2

r|z|x|x|T|

E-i2

[ R I D (D T W

d__1_+

iy ey g 1 1
o

5 ]

xiz|x|x|T

< | || L

|

[alle]le]e][o] o] (v e]le)lallalle](s o] o] (a]{a]ls])le]lo]la] a]{a][a]la]la] [a]e] o] (w]

(elieflalialle il [s]leilel o] (ellol s]lello]lwlte [olial le{le) o]la) o le (o] (o] o] ol (o}

XIT(T|x|x Tz |x/T

I\ ||z e s s | x| == x|z s T = x| = =) T

= |ziT|z|T

sEREE

>

N

hy

Sy

45

Lol

[

SHPY

2
2
®

B LR

91E

ooooooan

ooooood

] [ W | H H BWAEL0 | HO H "D H C I ] R [ SW0 [ H [ozrdvN
5
w W H H H HO HO H HO H H 1T o i) H | ®WO'} H |6leavN
-5
w [ == | ® | H | sWa§10 H H [eaR#] H Jed%d] H (L[| O 3] H [ 9w | H | oLvGvN
5
w ®_ | H|H H HO H O |AARE] H [£#R® H 1| O ] H |9AG | H |SIPOVN
&
E] ®- | K [ H H SWGELO | H (£rB%| W (EABH| H |1] © ] H [®W0 [ H [wivdwN
5
W W B |H ND H 8% H 100y H H 1] © ] H H H_| S0pOVN |
[ — i HlH H HO B OLEADD W leRBH) H [ O [PHN-GITHNS] H_| zopavN
3 ® H | H H HO HO H HO H H [ F [ © Q| HOS | HOS | H | Orgv,
[ 4 ) HO ] H R H H H [1] O ] H H_{ H | oorOwN]
£ E] H | H H HO H H H H H Ll o =) H H | H | 6bravn
(3 ] H | 'H ¥ B H H H H H |[Fr[ o[ @& H H__[ H [96EQVN |
W H | | H SRG0D | HO H HO H H [z| o [*) H H_ 1 H [ 560w
™ w H|H ¥ SWO910 | HO A HO H H LT o 0 H H H |
PLEQYN
™ w W |'n R HO HG H HO H H |T]| © a H WO H (D
£LEAYN
" & H | R & WO NO H 0 H H [T © G |[OHD | OHD [ H | HEQWN
< -5
w W H | H 3] HO HO W HO H H [+ O 5] H H [ H EED
0LEQYN
w | E- [ H | H H WO H |[EA3H| H (2884 H J1| 0 9 H H | H [T
BIEAYN
#® | BE= | H| H H HO H |eaad| W [R&3E] H [H]| 0 ] H H [ H =0
SICOVN
W | @ | A | H H SWOBLO | H |AABEZ| H [erBE| H |+] O Q H H [ H 8-
9BEQYN
E] " W H SNGE10 | HO H HE H H || © 0 H A [ H B,
i SIEQYM
E] ®E= | A | H H SWIELD | H [EAE&| W [&Amg] H [v] © 5] H H | H .
: L YOEQYN
I3 & [T T ) 0= HO H_ | RO 1] H_ |+] o [+ H H | H_|Zsedwn
L3 W H [ H Y [« H H | R’ H H 1l 6 Q [ [*) H_ | GPEQYN
1 H | H ] 5] H ™y 1 H WY | H JI] O 5] H H_] brEdvN
W H H | £ams = Ty H [ 1557 H ] [+ Q H H | ERaYN
W H | H H HO H |£38#| B |[faBB| H [+] [+] H H_| OVEQVN |
I b H i SROBLO | HO H HO H H 4] ] H H [ &£eqvN |
H H M H HO 5] H HO H H 0 (] H H_| gceavl
W F H H swawio 1 W Jeamgl W leamh W o 0 H H_| ZEECYN
p: H H THN H H |eand| H_|fa® [T 0 [3) H H_ | OEeavN
L] H H aEAHN H H [eRBH] H_ |eah H 3] [0) H 1] H |€ZEOVN
] H H H HO HO H HG H H [) G | 46 | 48 | H |&Leaw
£l H_ [ H H QG HO ] HO H B [« G 1 35 |49 | W 1}
. H H | H H HO vl H W H H [+) [5) H H H | S0COYN |
§ | H | H H ET2s) 3| H EZECs H H [<] [+ H H | £0rav
1 ] H ) H H HO'HD | "Ho H HG ] H_[Z] © [5) H H | H |0eown |
g | #_ { H I H H WO, H_[EaRB] H_|E#AZH A [+ O_| 4% | 5 | H_|oosavi]
| m— | U | H | spapy O= W [ eAdH] N LEABE W || O O 174% [ 3% | W | aszavN |
w & H|H H s HO H HG H H (2] © 5] H W 1 H |9ezdvn
L WOg10?HD
[ = | H | H H HO H | EadE H_ | ep9R| H _[1]| O [+ S7ONG | H_| #eegun
[ E= | H | H H HO H_|£83 H |éas#y H 11| O O | &9 [ 36 [ H |€6zdwN
= | H | HO H HO H_ [fe28] H REH| B (| O 5] H H H_| Z62QvN
[ — [ Hd [0 H HQ H_ L7 H [L#%H] aa_ (V] 0o O | 49 [ 458 ) H ! veeawN
] = H H HCPHD A |éaFH[ A [EATH H [Z! O 0 M H H | Z820W¥N
[ = % 7] SWOEL0 H H | fa3E]| H |EaATH] H 3 [e] Q H 158 | H | 9We0YN
H & H | HO H HO HO H HO H n |t © [+] H H | H | ¥8z0vH
W | - | H | H H s H Tesmgg| W [Eamg| H [T © [ H H | H | 6LIIWN
NOQELC'HD
w | ®_ | H ) H HOFHD H H k88| H BgH H (] © o H H_| _H_|8lzadvN
w | m- | H [ H B H HOLERER| W ER¥E| H |Z]| O (5] M H | H | LZeawN
WOHL0'HO
W — | HH HG H H_|EABE| d _léaud| H _[1]| O © [ 1381 H_| W |shegun
B o H [ H H HO H HO H HO I N ) [<] H H | H | vGzavn
[ E=| H | A H HO H OLERTH| B |£ARE aw 1| O Q" [ eW0 | W0 | B | ehzawN
b %
o w_ H H H HO H (pagyl H (EATDE] 2w |1 O a H H o | BPZOVN
W | ®— | H | A H HO H [ea8ag] # [Eaid B L] O 5] H H_ 1 oW | veQvi
3 #_] W] oW H SAQEIC | HO | H | HO H H |it]| © O 18] W | H |gveawn




JP 2005-518379 A 2005.6.23

(142)

ugoooaoboad

ugoooaood

w | ®=- | H K S H H [£azH] W [&FBE A [t] © | 0 [185 [ w0 | W | L0eawN]
] <
™ w | H [ H H HO i | A B | H H [v] © [ 0 [18s [awe | W | vo5awN
5
W e H H H HO HO H HO™H H H 1! o [5] H H H | £050WN
OFHOH
NODC
- | H | R A SWAEIO | HO A HO H K [T 0 | & | A5 |90 | R | osdvi
8
™ W | A | % | SWOBIo K [{5] H HO H W [t © | O [ 8% | &0 | W | rosovn
b -
_|
w Bz M H | SWO3L0o H H [eazg| H E£aRB] H ] O | 8BS [ oND [ H | 00SavN
5
w &= B | A H HO H [4AztE] W gams| H (L[ O | © |%&s | W0 | H | Seraval
<
w | ®— | W | A H SWOSLO |TH [fRBR| H [fABB| H || O | O[S |ewo | H | vorove
S
™ W | A | A | anoid H HO H RO 3] H |t] 0 [ O H RG]
“LTHNOD Y vavN
A OHHIG " W eand| 0 EFER w® |[v] 8 | O | W I 7w [ W oo
W W H H H HO H HO H H ] Q Q H H H | SrOvN
BNOOD-¥ N
W w H | R H s s | HO 3 HD H H [t] o o H H | B | veravi
BHNOD
nd
W W W | A H HO HO H RO H H 13T 6 1 0 jacs| s | W | oarown
W |@= | H | H [ i H H Twwt H [£3BE 0 |+ © | O H H [ W | Ziran
-L-HOQD P,
W L] H H H HC HO H HO H H I o Gl E G B
-5
w ® | H | H H SWAELO | HO A HG ] H [1| O | © [9WO |85 | H | SrQvN
1
W W H H |neandt H HO H HO H H 3 Q [«] H H M FLYOYN
SWHNODY
k| [ H H [IRN}Y H HO H HO H H I [+] Q H H H | e£pdvN
~WCOD ¥
T | ®= | A | H [iesnak H W Jfamh| H [EAZE| W [t] © 5] Gl H | H | ZravN
BWHNOD
& — = ] H H HO H (sa3&| A Jtamd| H 1| 0O 0 [ aW0 | s | B | tirdv
5
w [ E= [ WA i aRaale | A [ezmal W (iagal A (| © | @ w0 | 8T [ H | o
. )
El Ed H | H 2] ] HG H HO H H [ 6 [¢] H W [ H [ vavavN
W = H [l (T H H |sazd| H (ER3HE H ) ) H H H | E9¥QWN
~WOC Y
w | &= | A | H H irn#| A lieme| A 1| 01 4 H R H | covdvN
£ i H H Wy | H W v © | O Lws | H | v |0ovowN
W ® | H | H H H B | H H Jr[ 0 1 0 Tes | H | nTiskawn
Ed T (K | W H H HO, H H 170 7o [Ges | w T H | osrav]
w | = | A [ H H ERwE| H J£REZ| H Jbf O | O H | 9NO | H | GYPOVN
5
fON
¥
" F | H|HA Bl ) [ W | H H |[f| @ | O H | OWo | H | CPHQVN
-
B Wy H [ SWOALD | HD H () H H [<] O |85 [ W | H | tway
®- | H | H H SWOBI0 | B | EARH] H [EApe O 1 0 1185 | H | H 11kkQy
W o I A I HO HO H RO H H O | O |HO®| H | H_|Geray
[ ] H ] H H HO HO H HO H H [#] ] H_] 18§ | A | BEpaYN |
[ w | | H H HO HO H HO A R-TY| O | © JanO| H | H _lun..u<z
'} 1
ERRE H H SWOBLO | HO H RO H [T I ) H_| 86 | H_| Lergvn
B B= H SWOR1I0 H S AT H £ A BH] H 3 a Q H A5-5 H QEPQYN
L i H H HO HO H HG H H_ TONG ITONG| H | 1EVdVN
E] 1 H NI THN ] H H H H |I| 0 | O H W | H [ ZpOvN
W = H H ELled H SRTBE H ERIE H 13 [} [s] H msn_u.o H | 9ZPGYN
w m H HG A HO H HO H H [1] © E] H | WO | H | EZFOVN
5
£l £l H H HC HO H HO H [ S ) H_ | HOG [ H_[eZpdwN
_! w = H H HO H £0HE H £RHE H 3 [+] o] H RO H | erawh
s

ooooood

A=HE 4L oy

Al Gt s d4e-d T

El WA :lﬁ H | HO HO z._fox H H G H H | H N_.mnzzf
NDOO |

H H | H HO HO H | HO | W H 0 G 355 | HOrG | M | 605avN

w% JW H Inr HO H HO H _’xo_ H H [5] RN wﬁo H | 800N




(143) JP 2005-518379 A 2005.6.23

ugoooaoodadd

—m —m —m @ @ @ @ @ @ @ @ ™@ @ @ ™@ @ ™@ o™&@ & & & & & /& /& /s /&, /&, M/, /s o/, /&, /e /. /e /. /e /e /e o/ /e e e e e

O

INTERNAT!ONAL SEARCH REPORT

‘ Internatl Application No
' PCT/EF 02/13753

A. CLASSIFICATION OF SUBJECT MATTI

A
IPC 7 C07D487/14 AEEK31/404 A61P3/10 A61P35/00 A61P25/28

According 1o International Patent Classification (IPC) or 1o both nalional classification anc IPC

B. FIELDS SEARCHED

Minimum documentation seerchad (classification system followed by classiflcation symbols)

IPC 7 CO7D

Documentation searched other than minimum documentation to the exient that such docurents are included n the figlds searched

Elecironic data base consulied during ihe international search (name of data base and, where praclical, search lerms used)

EPO-Internal, WPI Data, PAJ

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory © | Giration of document, wih indication, where apprepniale, of the relevant passages Relevant 10 claim No.

Y US 5 438 D50 A (KLEINSCHROTH ET. AL.) 1-12
1 August 1995 (1995-08-01)

column 15, line 12 -~ 1ine 35; claims;
exampies

Y US 5 883 114 A (KLEINSCHROTH ET. AL.) 1-12
16 March 1999 (1999-03-16)

column i1, line 44 -column 14, line 49,
claims; examples

Y WO 99 33836 A (CEPHALON INC.) 1-12
8 July 1999 (1999-07-08}
claims; examples

Y WO 00 01699 A (BAYER) 1-12
13 January 2000 (2000-01-13)

cited in the application

page 6, line 15 - 1ine 20; examples 1,2

-— "

m Furthet documeanis are lisied In the conlinuation o1 box C. E Patent famlly members are listed in annex

* Spacial catagories ol cited documnants -

P o "T" tater documenl published after Ihe international filing dale
or prioriy date and nol in conllict with the application bul
cited Yo understand the principle or theory underlying the
invention

"A' documeni defining the general state of the art which isnot
considerad fo ba of particular elovanca

"E' earlier document but published on or afler the international
filing date

"L* document which may throw doubls on priorily ciaimis) or
which is ciled te establish the publication date of another
cilalion or olher special reason (as specified)

"0 documemn referring lo dn gral discdlosure, uss, exhibilion or
olher means

*P* document published pricr to the inkernational filing date but
laterthan the priorty date claimed

"X* cocument of padicular relevance; the claimed invention
cannat be considered nevel or cannot be considered to
involve an inventive step when the decument is taken alene

*Y* documenl of particular retgvance, the claimed invention
cahnot be congiderad 1o involve an invenlive siep when the
docurnent is combined with one or more olher such docu-~
mants, such combination being obvious to a person skilled

*&" document member of ihe sama patant family

Diate of 1he actual completion of the international search

24 February 2003

Date of malling of the intematicnal search repon

05/03/2003

Name and mailing address of the ISA
Eurepean Patent Office, P.B. 5818 Palentlzan 2
NL ~ 2280 HY Rljswik
Tel. (+31-70) 340-2040. Tx. 31 €51 epo al,
Fax: (+31-7() 340-3016

Authorized officer

Helps, 1

Form FCTASA/210 (second sheet) (uly 1582)



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

(144)

INTEWATIONAL SEARCH REPORT

JP 2005-518379 A 2005.6.23

Internati

PCT/E

phlication No

02/13753

C.{Continuation} BOCUMENTS CONSIDERED T0O BE RELEVANT

Category *

Gitation of document, wilh indfcation. where appropriate, of the reievant passages

Relavani to claim Ng

Y

S. W. MCCOMBIE ET. AL. :
"Indolocarbazoles. I. Total Synthesis and
Protien Kinase Inhibiting Characteristics
af Compounds Related to K-252¢. "
BIOORGANIC AND MEDICINAL CHEMISTRY
LETTERS,

vol. 3, no. 8, 1993, pages 1537-42,
XP008003693

whole article

1-12

Forn PCT/184/218 (sontinuation of second shest) {(July 1092)



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

(145) JP 2005-518379 A 2005.6.23

Inte’:nal application No.
INTERNATIONAL SEARCH REPORT CT/EP 02/13753

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

This Internaticnal Search Report has not been established in respect of certain claims under Article 17(2)(a) for the follewing reasons:

1. m Claims Nos.:

because they reate to subject matter not required to be searched by this Authority, namely:

Although claims 10 and 12 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2, D Claims Nos.:

bacause they ralate t¢ parts of the International Application that do hot comply with the prescribad raquirements to such
an extent thal no meaningful International Search can ba carried out, specifically:

3. D Claims Nos.:

because they are dependent £laims and are not drafted in accordance with the secand 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 International Searching Autherity found multinle invantions in this international applicaticn, as follows:

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

2. I:‘ As all searchable claims could oe searched without effort justifying an additional fge, this Authority did not invite payment
of any additional fee.

3. As only some of the required additional search fees were fimely paid by the appiicant, this Intemational Search Report
covers only those claims for which fees were paid, specifically claims Nos.:

4. D No requirad additiona! search feas were timely paic by the applicant. Gonseguently, this International Search Repartis
rastricted to the invention first mantioned in the claims; it is covered by claims Noa.:

Remark on Protest D The additional search fees were accompanied by the applicant's protest.

I:l No pratast accompanied the payment of additional search fees.

Form PCT/ISA/210 {continuation of first sheat {1)) (July 1998)




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

INTERNATIONAL SEARCH REPQRT

(146)

JP 2005-518379 A 2005.6.23

Imternet| Appitcation No
Ini atlon on patent famlly members FCT/E 02/1 3753
Patent document Pubiication Patent family Fublication

cited In search report date member{s) date

Us 5438050 A 01-08-1995 DE 3803620 Al 17-08-1989
DE 3835842 Al 26-04-1990
AT 117304 T 15-02-1995
AU 2960789 A 10-08-1989
CA 1337767 Al 19-12-1995
CN 1035667 A 20-09-1989
[0} 283394 Ab 10-10-1990
DE 58908892 D1 02-03~1995
DK 51489 A 07-08-1989
EP 0328000 A2 16-08-1989
ES 2066798 T3 16-03-1995
GR 3015194 T3 31-05-1995
HU 203758 B 30-09-1991
IE 65256 Bl 18-10-1995
JP 2149520 A 08-06-1990
JP 2866096 B2 08-03-1999
PT 89623 A ,B 04-10-198%
ZA 8900861 A 29-11-1989
AT 70839 T 15-01-1992
Ot 58900636 D1 06-02-1992
£p 0370236 Al 30-05-1990
ES 2038813 T3 01-08-1993
GR 3003452 13 17-02-1993
JP 2174778 A 06-07-1990
Jf 2983231 B2 29-11-1999

Us 5883114 A 16-03-1999 DL 4217964 Al 02-12-1993
AT 195315 T 15-08-2000
Al 687350 B2 26-02-1998
Al 4319493 A 30-12-1993
CA 2135768 Al 01-12-1993
CZ 9402953 A3 15-03-1995
bL 59310085 bl 14-09-2000
DK 642513 T3 02-01-2001
WO 9324491 Al 09-12-1993
EP 0642513 Al 15-03-1995
£s 2152252 13 01-02-2001
I 945625 A 29-11-1994
HU 71102 A2 28-11-1995
JP 7508268 T 14-09-1995
NO 944564 A 30-01-1995
NZ 253090 A 24-02-1997
RU 2126007 Cl 10-02-1999
SK 146394 A3 09-08-1995
us 5945440 A 31-08-1999

WO 9933836 A 08-07-1999 AU 1947499 A 19-07-1999
BR 9814543 A 10-10-2000
CA 2315953 Al 08-07-1999
CN 1285836 T 28-02-2001
EP 1044203 Al 18-10-2000
JP 2001527079 T 25-12-2001
NO 20003397 A 31-08-2000
Wo 9933836 Al 08-07-1999
Us 6093713 A 25-07-2000
us 6451786 Bl 17-09-2002

W0 0001699 A 13-01-2600 US 6013646 A 11-01-2000

Form PCTASA/Z10 (pater family annex] {July 1952)



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

INTEBNATIONAL SEARCH REPORT

(147)

Ini ation on petent famlly members

JP 2005-518379 A 2005.6.23

Patent document
cited in asarch report

Publication
date

Wo 0001699 A

AU
AU
CA
Wo
EP
Jp

internati ppllcation No
FCT/EP 02/13753
Patent family Publication
mamber(s) date
754399 B2 14-11-2002
4776699 A 24-01-2000
2336419 Al 13-01-2000
0001699 Al 13-01-2000
1091962 Al 18-04-2001
2002519425 ¥ 02-07-2002

Form PGTASA210 (patent family ennex) (July 1992)



(148) JP 2005-518379 A 2005.6.23

gobogooaon

GLInt.cl.’ 0o oooooooooO0
0oooo 35/00 oooo 35/00 OOOO0 ooooo
0000 43/00 0000 43/00 OOO0O ooooo
0000 487/14 0ooOo 487/14 0OOO ooooo

// 0000  7:00 oooo  7:00 0OOO ooooo

@éGnooooooo  AP(GH,GM,KE,LS,Mw,Mz,SD,SL,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ ,BY ,KG,KZ ,MD,RU, TJ, TM) ,EP (AT,
BE,BG,CH,CY,CZ,DE,DK, EE,ES,FI ,FR,GB,GR, IE, IT,LU,MC,NL,PT,SE,SI,SK, TR) ,0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,
GW,ML,MR,NE,SN,TD, TG) ,AE,AG,AL,AM,AT,AU,AZ,BA,BB,BG,BR,BY,BZ,CA,CH,CN, CO,CR,CU,CZ,DE,DK,DM,DZ,EC, EE,
ES,FI,GB,GD,GE,GH,GM,HR,HU, ID, IL, IN, IS, JP,KE,KG,KP,KR,KZ,LC, LK, LR,LS,LT,LU,LV,MA,MD,MG, MK, MN , MW, MX , M
Z,NO,NZ,0M,PH,PL,PT,RO,RU,SC,SD, SE, SG, SK,SL,TJ, TM, TN, TR, TT, TZ,UA,UG,US,UZ,VC,VN, YU, ZA,ZM,ZW

(7000 00000000000000000
000000000000000000000000000000000000000

(72000 00000000
000000000000000000000000000000000000000

(72000 000000000000
0000000000000000000000000000000000

(72000 0000000000000000
0000000000000000000000000000000000000000000

(7000 0000000000000
0000000000000000000000000000000000000000000

(7000 0000000000
00000000000000000000000000000000000

(72000 0000000000000
0000000000000000000000000000000000000000000

(72000 00000000
0000000000000000000000000000000000

(72000 000000000
000000000000000000000000000000000

(72000 00000000
00000000000000000000000000000000000000

0000 (D0) 4C050 AAOL AAO8 BBO4 CCO4 DDO1 EEO3 FFOL GGO2 GGO3 GGO4

oooo 0o HHO2 HHO4

0000 OO 4C086 AAOL AAO2 AAO3 CBO3 MAOL MAO4 NAL4 ZAO1 ZA16 ZA36

oooo 0o 7B26 7C20 ZC35



	bibliographic-data
	abstract
	claims
	description
	drawings
	search-report
	overflow

