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'H NMR (CDCl3) § 1.00 (d, 3H, J = 6.6 Hz), 1.57-1.67 (m, 1H), 1.73-1.83 (m,
1H), 2.12-2.28 (m, 4H), 2.31 (s, 6H), 2.60-2.68 (m, 2H), 2.84-2.97 (m, 3H), 3.42-3.50 (m, 1H),
3.69-3.79 (m, 1H), 6.98 (d, 2H, J = 7.5 Hz), 7.11 (t, 1H, J = 7.5 Hz), 7.20 (br s, 1H)
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0[3-(1,4-0 000 -8-00-000 [4.5]0 0 -8-00)-00 0 1-0 0 0 (3.11mg0 8.95mmo
DOODDDOO1800DD0DO0OOO0ODDOOODDONaOH (0D O15%)0 000000 pH7O 80 O
Ooo0o00oggao CH2C|2D gooooObOOONa,SO,00000000000O0ooobDOaO0
Oo0o0Do0oo0oooouooooognoao (CH2C|2D 0 10% MeOH; 2.5% NH4OH)D Ooo0ooOogao
02,4-000 0 -N-[B-4-0ODO00O0DDOOOO-1-00)-000O0]-1-000-00D0DO0OO
0 (533mgl 24%)0 0 0 O



(104) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) § 0.96-1.05 (m, 2H), 1.04 (d, 3H,
J= 6.6 Hz), 1.50-1.97 (m, 3H), 2.31 (s, 3H), 2.33 (m, 3H), 2.32-2.50 (m, 2H), 2.63-2.75 (m, 2H),
2.85-3.05 (m, 2H), 3.58 (q, 2H, J= 5.7 Hz), 6.89 (d, 1H, J= 6.6 Hz), 7.85 (d, 1H, J= 6.6 Hz),

8.51-8.53 (m, 1H)

goooO00o0oo
R-3-[1-G-00O0-1-000-000O0)-000O00-4-007-4-0000-000000
0O-2-000

O0D0DO0OO0OADDOOOROOODOOOOOOO ((2.8590 0.02mol)0 O O (R,S)-[3-(4-
00000000 0-1-00)000]1-0000C00tertd 0000000 (5.0900.0185
mDND 000000 0D0D0D0D0OO0O0O00000(-6g095%I0 000000000000
00000000000

OooooQ0O

ODMF (50mI)0 0 0000 (7.6g00.019mol)0 000 01,1"-00000000C0000
00 (3.46g0 0.0194mol)0 0000000 COD0D0160000000000000003
500 00 000001,1"-00000000000000 (5.2900.029mol)0 00000
0000050 00000000000000NaHCO,0 00000000 0EtoAc] 00O
0000O00OmgSO,0 00 0000000000000 000000000000a0O0(R,S)
-3-[1-(3-000-1-000-0000)-00000-4-00]14-0000-0000000 -
2-000-1-00000 tert-00 0 0000 (5.4590 65%)0 0 O O

DoooQoO

000D00COD0O000000(.0g00.012mol)0 0 0000000000000 000
0000000000 00KCo,00000000000000000000000000
0000000 (R,S)-3-[1-(3-000-1-000-0000)-00000-4-00 ]-4-0 0
00-0000000-2-000 (1.6g0 42%)0 0 0 O

"H NMR (CDCls) § 0.90 (d, 3H), 0.90-1.0 (m, 1H), 1.31-1.91 (m, 8H), 2.03-2.05 (n1,.1H),

2.61-2.75 (m, 6H), 4.32- 4.36 (m, 2H), 4.94-4.98 (m, 1H), 5.29 (d, 1H), 7.25-7.42 (m, 5H)

DoooQoO
2,6-0000-4-000 -N-(QR)-3-{4-[(00000-3-00000)0007]-00000 -
1-003-000)-0000000

s

HN ~_Cl
H |
N\‘/\/N N
O <l
0 THF (om0 O ((R-3-4-[(C000DO-83-0000O0)Y-D0O0])J-0ODOO0O0O-1-00 3%
000)-000000tert0 00 0O00O00ODO (3.01g08.19mmol)d 00 OC O6 N HCI (10ml
Ybooooooosoobo20000000010000000000O000O00ODODAOCHSCI, (5

OmI)O O O 10N NaOH (10mDHO O DO OO O OCHLCI, (Bx 25mH) 0000 O00O0O0DOODO
OOoO0O0O00O00Wa,soHp00o0o0o0ooooob0@.s8gisew)l 0 ooooooonoan
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(105) JP 2008-543858 A 2008.12.4

ooo
ooocooao

OCDODOO0OOEODODDO:=CHCI, (25mDHOODOCDO0COOD0ODO (1.88g0 7.03mmol)O0 OO O
02,6-0000-4-000-00000 (1.5927g0 7.73mmol)0O HOBt (1.055g0 7.81mmol)0O
DIPEA (1.3mlO 7.48mmol)0 O O EDCI (1.5371g0 8.02mmoO 00 OO O0OOODOOODO
oooooooOo0ooobDOoooOoobO0oOoDbDoobob0O0oo0O0oO0oDbDO0ODb0DbDOD (CHC1,/MeOH/NH,OH
096:4:00 0 0 9:1:00 0 0 88:10:2) 00 DDDOO0OOOODDODDOD (-42g0 20000
Oes)0 00 0O0O0D0OOODOODOO

H

NMR (CDCl3) & 0.78-0.95 (m, 1H), 0.97-1.05 (m, 1H), 0.98 (d, 3H, J = 6.6 Hz), 1.51-1.58 (m,
1H), 1.79-1.83 (m, 3H), 2.11-2.14 (m, 1H), 2.35 (s, 3H), 2.43-2.49 (m, 2H), 2.70-2.88 (m, 3H),
3.33-3.42 (m, 1H), 3.71 (s, 2H), 3.73-3.78 (m, 1H), 7.00 (d, 1H, J=4.8 Hz), 7.09 (d, 1H, J=3
Hz), 7.12 (s, 1H), 7.26 (dd, 1H, J = 4.8, 3 Hz), 8.85 (br s, 1H)

10

goooooaon
0000103700 0000000000000000O00ORMO0O0ODDOODODDOO
O0O0DO0OO0OOR?COOHO DO ODODODOODOOOOO
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oooao
E i R°COOH
1% (4, 4-C I NFusy m~F ) -Eilg
2% 3-vruAFIA-Tubrt g
3 - Y DN F A B
4% 1-RV 7T F o IR o
5% 3-FF 7 = il
6* (Y Pr-2-4 VAT 7 =)L) Bl
7* (5-RAFN-[1,3,4]1F 77 S —N-2-4 VAL T 7 =)V) il
8* (A=A FN-1H-A IF T —N-2-A VALT 7 =) -Fil
o* B-AFN-[1,3, 8] F T oT S —N-2-f VAL T 7 = V) -EEl
10 2-(2-2 FE v bR V)R
11 3= A FN-5-A VA ¥V — LB
12 ENRY 44 N-FEilE
13 VY Pr-2-4 A-BHREREIE
14 v Pr-3-41 -
15 v Ur-4-A L -EigERE
16 3-A FFTFubF g
17 F kT —-1-A LB
18 @-FxY-v¥ul Jr-1-A ) -Eig
19 SR
20 A IFS —N-1-4 VBl
21 XN B
22 NN-DAFAT Y
23 A H 2 AR = LB
24 @-FF%V-FXY VY Pr-3-4 ) -Kilg
25 77 YN
26 N-TEFNA-B-T 5=V
27 1,2,4- F U 7 — 1Bl
28 1-v¥'u U ¥ UEEg
29 3, 3-URAFNT 7 VNG
30 2-F% V-1-v'nr U D UEE
31 1H-5 k5 Y —n-1-Filg
32 T ) B
33 (2-FFV-FXY Y Dr-3-4 V) -Eilg (LAW24% B H)
34 A MV A 2B .
(Graf, H. et al. Eur. Pat. Appl. (1983) EP 0088325)
35 1-¥7 -y ruarFaXs IR mg
36 @-FXI-AIFTY Dr-1-1 V) -Bilg
37 7 n 7 u LR
*0 0000
oooooao
ooo1
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ocoH)oooojooooo-3-gooooopDoooy»pOOoooDo-1-cO)-0D0O0O0]-0C0CO
gooooooao

'H NMR (CDCl3) mixture of rotomers: 8 0.77-1.48 (m, 9H), 1.49-2.45

(m, 13H), 2.48-2.59 (m, 6H), 2.63-2.93 (m, 3H), 3.24-3.46 (m, 1H), 3.73-4.09 (m, 3H), 4.39-
4.56 (m, 1H), 6.96 (m, 2H), 7.31-7.38 (m, 1H), 7.86-7.94 and 8.59-8.75 (m, 1H), 8.89-8.95 (m,
1H); "C'NMR (CDCl;) § 13.8, 22.4, 29.2, 29.3, 29.6, 30.1, 30.9, 31.7, 33.2, 33.5, 33.8, 34.1,
39.8,40.8, 43.0, 43.8, 44.2, 51.6, 52.2, 56.1, 60.1, 60.8, 121.0, 121.6, 123.8, 125.9, 126.2, 127.3,
127.8, 140.0, 157.9, 158.2, 163.5, 172.6; ES-MS m/z 562 (M+H). Anal. Calcd. for
CasHa1NsF20,8-0.5C4H10:0.1CH,Cly: C, 61.51; H, 7.67; N, 11.53. Found: C, 61.44; H, 7.58; N,
11.56

goooogao
ooo2z

(Qs
O

obodz2:-4,6-0000-00000-5-00000@G-{4-[-00D0O0D0DODO0-0DODOO
o)-oooobo-3-00DbO0O0-0D00DO]jJ-000U00-1-003}-000)-000O
goooogao

'H NMR (CDClL) § 0.70-1.30 (m, 12H), 1.31-2.80 (m, 12H), 2.05-2.80

(m, 13H), 3.20-4.55 (m, 5H), 6.86-7.30(m, 3H), 7.95 (br s, 0.25H), 8.74 (s, 0.75H), 8.87 (s,
0.75H), 8.90 (s, 0.25H); *C NMR (CDCl) § 13.81, 22.30, 26.60, 26.90, 30.89, 31.39, 31.57,
31.79, 32.22, 33.20, 37.70, 39.89, 40.51, 40.65, 43.01, 43.74, 44.34, 51.50, 52.16, 56.25, 59.87,
60.75, 120.85, 121.54, 125.64, 126.24, 127.00, 127.81, 131.07, 131.34, 140.40, 140.75, 157.87,
158.09, 163.49, 166.62, 166.86, 173.41, 174.51; ES-MS m/z 540 (M+H). Anal. Calcd. for
C30HasNs0,8:1.3CH,Cly: C, 65.15; H, 8.22; N, 12.58; S, 5.76. Found: C, 65.40; H, 8.26; N,
12.48, 8, 5.71

gooooad
ooos

oob3:-4,6-0000-000D0D0-5-00D0D00@@G-UA{[2(0000-4-00000OCC
co)oooojooooo-3-oo0ooooD-0DOoO0)H)Y-OODOOoOD-1-00)H)-00071-00
O
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'H NMR (CDCl;) § 0.76-1.80 (m, 11H), 1.99-2.25 (m, 3H), 2.40-2.80 (m, 11H),

3.25-4.50 (m, 8H), 6.75-7.50 (m, 5H), 7.78 (br s, .2H), 7.25-7.49 (m, 2H), 8.52 (br 5, 0.8H), 8.83
(s, 0.8H), 8.90 (br s, 0.2H); *C NMR (CDCls) & 13.84, 22.32, 29.87, 30.72, 31.13, 31.37, 32.11,
34.48, 34.84, 39.73, 40.33, 41.26, 43.48, 43.74, 44.30, 51.95, 52.68, 57.48, 59.63, 60.50, 121.37,
121.50, 121.85, 126.12, 127.50, 127.92, 131.28, 139.21, 148.08, 149.66, 149.84, 157.88, 158.08,
163.48, 166.66, 168.34; ES-MS m/z 553 (M+H). Anal. Caled. for CygHseNs025,0.2CH;Cly: C,

59.45; H, 6.44; N, 14.75. Found: C, 59.34; H, 6.57; N, 14.71
Ooooooao
ooo4a

SgiSWee

0004: 4,6-0000-00000-5-00000 3-{4-[(0 000 [4.2.0]00 O -1(6),
2,4-0000-7-00000)-00000-3-00000-0007-00000-1-00 30
00)-000
OooooO0O0o

'"H NMR (CDCls) mixture of rotomers: 8 0.80-1.37 (m, 8H), 1.38-3.00

(m, 8H), 2.53 and 2.55 (s, 6H), 3.01-4.48 (m, 6H), 6.83- 7.47 (m, 7H), 7.80 and 8.72 (s, 1H),
8.84-8.93 (s, 1H); *C NMR (CDCl3) § 13.8, 22.4,29.8, 30.9, 31.7, 31.9, 32.5, 34.1, 34.2, 34.5,
34.7, 40.0, 40.5, 41.0, 43.0, 43.8, 44.2, 45.8, 46.1, 52.2, 55.9, 60.0, 60.1, 60.8, 122.6, 123.8,
125.4,126.4, 127.3, 127.5, 128.4, 128.6, 140.2, 143.9, 144.5, 158.0, 158.2, 163.6, 172.7; ES-MS
m/z 532 (M-+H). Anal. Calcd. for C30H37N50,S-0.4CH,Cl,-0.5C4H,00: C, 64.56; H, 7.16; N,

11.62. Found: C, 64.94; H, 7.01; N, 11.58
Oooo0oo

ggoobs
Ao
N
S YV 1

ooods5:-4,6-0000-00000-5-00000 @B-{4-[2-0D0DODO0-83-00-00D00
oH)-ooooo-3-ogoooo-b0o0oj-0ooooobo-1-00)H)-000)-0000
ooooooao
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'H NMR (CDCls) § 0.75-1.10 (m, 4H), 1.25-2.79 (m, 15H), 3.25-4.50

(m, 6H), 6.93-7.45 (m, 6H), 7.97 (br s, 0.25H), 8.59 (br s, 0.75H), 8.80 (s, 0.75H), 8.89 (s,
0.25H); *C NMR (CDCls) § 11.99, 20.50, 28.02, 28.91, 29.20, 29.39, 29.87, 30.23, 31.08,
34.49, 35.21, 36.70, 38.08, 38.58, 39.03, 41.50, 41.92, 42.47, 43.24, 50.14, 50.26, 55.08, 58.04,
58.78,119.22, 119.91, 120.52, 123.94, 124.38, 124.62, 124.83, 125.48, 125.98, 126.56, 126.75,
129.44, 133.22, 133.50, 138.28, 138.43, 156.06, 156.27, 161.63, 164.85, 165.00, 168.89, 169.89;
ES-MS m/z 526 (M+H). Anal. Calcd. for Cp7H35N5S,0,-0.3CH40: C, 59.49; H, 6.51; N, 12.71.
Found: C, 59.43; H, 6.49; N, 12.82

goooooaon
ooQoe

p
Ol
e 44

0006: 4,6-0000-00000-5-00000 [(3-@-{[2-(0000-2-000000
0Do0)-0000]1-00000-3-00000-000300000-1-00)-0007-00
O

OCHsCN (22mIDO002-0 00000000 (484mgd 4.35mmol)0 0000000 O (0.45m
10 4.8mmol)0 O O EtoN (0.79mI0 5.7mmol)0 0 0 0 0000200000000 0000
0000000000000 (@OO0D-2-00000000)-000000000000
0000 (752mgd 94%)0 0 0 0O O

ooooo

MeOH (50mI)J O O IN NaOH (om0 0000000 0 O O (751mg0 4.10mmol)d O O O
0004500000000 0000000C@O00-2-00000000)-00 (655mg
95%)0 O O O

ooooo

00060000000 (@ODDOD0D02:10000)I0000000O0

'H NMR

(CDCls) & 0.87-1.93 (m, 19H), 2.09-2.29 (m, 2H), 2.51-2.79 (m, 19H), 3.30 (m, 2H), 3.69-4.22
(m, 11H), 4.44 (m, 1H), 6.92-7.12 (m, 6H), 7.17-7.28 (m, 3H), 7.34 (dd, 1H, J= 4.8, 3.0 Hz),
7.43-7.53 (m, 2H), 8.05 (br s, 1H), 8.35 (d, 1H, J= 4.5 Hz), 8.39 (d, 1H, J=4.5 Hz), 8.73 (m,
1H), 8.88 (s, 1H), 8.93 (s, 1H); *C NMR (CDCls) & 13.32, 13.44, 21.95, 29.34, 30.28, 30.52,
30.91,31.21, 31.78, 32.00, 32.98, 39.65, 40.13, 40.78, 43.09, 43.29, 43 .41, 51.52, 51.72, 52.05,
56.01, 59.65, 60.36, 119.68, 119.97, 120.86, 121.17, 121.96, 122.40, 125.34, 126.01, 126.73,
127.25, 130.71, 130.95, 136.00, 136.42, 139.60, 139.73, 149.07, 156.99, 157.55, 157.72, 163.12,
166.28, 166.43, 168.86, 169.63; ES-MS m/z 553 (M+H). Anal. Calcd. for
CsH36N6S20,-0.5CH,0: C, 60.18; H, 6.73; N, 14.78; S, 11.27. Found: C, 60.24; H, 6.44; N,

14.54; S, 11.10
goooooaon
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agoov

s
N>>ji\ r/[:? N
\N/‘ S/\\ﬂ,N\I::j H\;jjﬁ;ﬂ
) N N N
T

0o0o7:4,6-0000-00000-5-000003-@{[2-G-000-[1,3,4]10000
ooo-2-000000DOO)-00O0ODO0O]-0o0oO0DoDO0-3-00000-000300000 -
1-00)-0007-000 10
0000000 @ooooboo2:10000)H0

'H NMR (CDCl3) & 0.90-1.80 (m, 18H),

2.14 (m, 2H), 2.53 (m, 14H), 2.67-2.82 (m, 12H), 3.34 (m, 2H), 3.64-3.85 (m, 3H), 4.02-4.26
(m, 6H), 4.39 (mn, 3H), 6.94 (d, 1H, J = 4.8 Hz), 7.02 (m, 2H), 7.11 (m, 1H), 7.21 (dd, 1H, J =
5.0, 3.2 Hz), 7.36 (dd, 1H, J= 4.8, 3.0 Hz), 7.89 (br s, 1H), 8.48 (br s, 1H), 8.87 (s, 1H), 8.93 (s,
1H); *C NMR (CDCls) 8 13.83, 13.92, 15.96, 22.30, 29.84, 30.68, 31.23, 31.84, 32.08, 37.95,
39.75, 40.18, 41,32, 43.71, 43.83, 44.11, 51.62, 51.89, 53.05, 57.01, 59.63, 60.26, 121.45,
122.07, 125.96, 126.23, 127.56, 127.68, 131.07, 131.18, 139.17, 139.46, 157.90, 158.00, 163.41,
164.88, 165.14, 165.60, 165.71, 166.72, 166.84, 166.94, 167.85; ES-MS m/z 574 (M+H). Anal.
Caled. for CasH3sN7830,:0.2CH,Cly: C, 53.27; H, 6.04; N, 16.60; S, 16.28. Found: C, 53.34; H,
6.15;N, 16.57; S, 16.17

/s Y S 30
o
= N N
N ST H
O
ooos8: 4,6-0000-00000-5-0000¢0 [B-@H{[2-1-0DO00O-1H-ODOOODODO
-2-00o0oooob)-0c0o0bo]j-0c0c0bobo0D-3-0000D0-0003OOODODDDO-1-00

-0O0O]1-000
0000000 @OO00002:10000)0
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"H NMR (CDCls) 6 0.81-1.35 (m, 10H),

1.48-1.80 (m, 8H), 2.11 (m, 2H), 2.47 (m, 14H), 2.64-2.79 (m, 6H), 3.31 (m, 2H), 3.56-3.83 (m,

11H), 3.94-4.19 (m, 6H), 4.35 (m, 1H), 6.90 (m, 3H), 6.99 (m, 5H), 7.19 (dd, 1H, J=5.1, 3.0

Hz), 7.32 (dd, 1H, J = 5.0, 3.2 Hz), 8.02 (br s, 1H), 8.53 (m, 1H), 8.88 (s, 1H), 8.91 (s, 1H); Bc

NMR (CDCl;) & 13.82, 13.90, 22.30, 29.74, 30.62, 31.11, 31.33, 31.66, 32.12, 33.73, 33.79,
37.54,37.72,39.89, 40.27, 41.15, 43.42, 43.76, 43.92, 51.62, 51.92, 52.52, 56.71, 59.84, 60.39,
121.13,121.97, 122.99, 123.06, 125.76, 126.23, 127.30, 127.74, 129.61, 129.74, 131.11, 131.21, 10
139.64, 140.57, 140.91, 157.93, 158.01, 163.40, 166.70, 166.80, 168.22, 169.05; ES-MS m/z

556 (M+H). Anal. Calcd. for Cp7H37N7S,0,-0.2CH,Cly: C, 57.04; H, 6.58; N, 17.12; S, 11.20.

Found: C, 56.77; H, 6.65; N, 16.97; S, 11.10

goooooaon
oooo

20

ocobod9:-4,6-0000-0D0000-5-00000[EB-@AH{[2-(bO0DbDO-3-0000DO
oo)-ooooj-ooooo-3-oooo-oo3yoDbDDbOO-1-0DO)H)Y-0O0O7]1-0C
g

ocoooooo(@oobooooooo)o

'H NMR (CDCl;) & 0.85-1.80 (m, 9H), 2.10 (m,

1H), 2.30-2.80 (m, OH), 3.25-4.45 (m, 8H), 3.34 (m, 2H), 6.94 —8.95 (m, 9H); *C NMR 30
(CDCls) § 13.81, 22.34, 29.82, 30.70, 31.01, 31.37, 31.83, 32.16, 37.27, 37.80, 39.88, 40.42,

41.08, 43.30, 43.65, 44.19, 51.98, 52.35, 57.33, 59.84, 60.62, 121.46, 121.99, 124.09, 124.30,

125.91, 126.08, 127.72, 131.28, 132.24, 138‘.47, 139.05, 139.39, 148.62, 151.15, 151.79, 157.92,
158.11, 163.49, 166.65, 168.82; ES-MS m/z 554.0 (M+2). Anal. Calcd. for

CasH36N6S,0,:0.6CH,Cly: C, 56.90; H, 6.21; N, 13.92. Found: C, 57.00; H, 6.41; N, 13.88
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'TH NMR (CDCl;) (mixture of rotamers) & 0.97 (d+m, 4H), 1.24 (m, 1H), 1.41-1.76

(m, SH), 2.14 (m, 1H), 2.35 (s+m, 4H), 2.53 (br t, 1H), 2.74-2.84 (m, 3H), 3.35 (s+m, 4H), 3.53
(s, 2H), 3.65 (s, 3H), 3.76 (m, 1H), 4.03-4.08 (m, 3H), 4.23-4.35 (m, 1H), 6.97 (d, 1H, /= 3.0
Hz), 7.02 (s, 1H), 7.11 (s, 1H), 7.20 (s) and 7.32 (s) (total 1H), 8.24 (br s) and 8.72 (br s) (total
1H); ES-MS m/z 571 (M+H)

gooooao
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\l/\/ o dl

00011: 2,6-0 000 -4-0 00 -N-[(R)-3-(4-{[2-(3-0 0 0-0000000O-5-0
o)-ooooj-ooooo-3-0oo0O0O0-0O00OOODOOD-1-O0O0)-000O0]1-000O0
oodao
'H NMR (CDCls) (mixture of rotamers) & 0.97 (d+m, 4H), 1.24 (m, 1H), 1.50-1.76

(m, 5H), 2.12 (br t, 1H), 2.28 (s, 3H), 2.36 (s, 3H), 2.49 (br t, 1H), 2.71-2.85 (m, 3H), 3.32 (m,
1H), 3.68 (s, 2H), 3.85 (m, 2H), 4.08 (m, 2H), 4.12 (m) and 4.39 (m) (total 1H), 6.01 (s) and
6.10 (s) (total 1H), 6.95 (m) and 7.01 (m) (total 1H), 7.02 (s) and 7.06 (s) (total 1H), 7.13 (s,
1H), 7.22 (m) and 7.37 (m) (total 1H), 8.07 (br s) and 8.55 (br s) (total 1H); ES-MS m/z 578
(M+H)

ooocooao
oooi2

2
I

S WOYV;Q

~_Cl
N
o d
00012: 2,6-0000-4-00 0 -N-(R)-3-{4-[(2-0 0000 -4-00-0000)-00
00O0-3-00000-000]1-00000-1-003000)-0000000
0 1:1 5N NaOH/THF (1omDOON-0 0000000 OO (0.85g0 5.3mmol)0 O O O O 500
D10 0000O0006NHCIOPpH 3000000000000 O0000O00O01:1 MeOH/CH
JCl, (25MD0 000000000 DD0D0O0O0O0O0ONODODONONONOOOODO0O000000
00000000 -4-00-00 (695mg0 90%)0 00000000000
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(113) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) § 0.96-1.84 (m, 8H), 2.00-2.27 (m, 1H), 2.31-2.57 (m, 7H), 2.68-2.99 and
3.29-3.41 (m, 3H), 3.06 and 3.20 (s, 2H), 3.48 (s, 2H), 3.65-3.92 (m, 6H), 3.95-4.51 (m, 3H),
6.97-7.01 (m, 2H), 7.13 (s, 1H), 7.18-7.21 and 7.32-7.35 (m, 1H), 8.15 and 8.77 (br s, 1H);

13C NMR (CDCls) 6 13.67, 19.59, 29.25, 29.93, 30.95, 31.39, 31.99, 39.91, 40.62, 42.57, 44.01,
44.49, 52.00, 52.26, 53.84, 54.15, 55.96, 59.96, 60.47, 61.61, 62.46, 67.19, 120.85, 122.28,
124.79,125.66, 126.23, 127.21, 128.02, 140.19, 147.01, 150.23, 151.31, 164.70, 169.26, 169.98;

ES-MS m/z 582 (M+H)

goooogao
0oo0ooai1s

Js!
N N A
J o N\‘/\/N N
o dl
00013: 2,6-0 000 -4-00 0 -N-(R)-3-{4-[(2-0 000 -2-00-0000 )-000O

oo-3-ooooo-googoj-cooopo-1-0OyOO0O)H)-OOOODDO
ocoOooo0ooOoo@obooooooOoo)o

'H NMR (CDCl3) 8 0.91-1.85 (m,

9H), 2.35 and 2.37 (s, 3H), 2.39-3.02 (m, 4H), 3.23-3.46 (m, 1H), 3.68-3.81 (m, 3H), 3.97-4.53
(m, 4H), 6.97 and 7.01 (d, 1H, J = 4.8 Hz), 7.07-7.25 (m, 4H), 7.28-7.39 (m, 1H), 7.59-7.69 (m,
1H), 8.51 (d, 1H, J= 4.8 Hz), 8.24 and 8.67 (br s, 1H); *C NMR (CDCl3) § 13.40, 13.51, 19.28,
29.07,29.79, 30.70, 30.99, 31.39, 39.56, 40.48, 43.17, 43.81, 43.98, 44.73, 51.60, 51.71, 53.56,
55.97, 59.72, 60.08, 120.91, 121.69, 121.95, 122.19, 123.76, 124.49, 124.59, 125.30, 126.04,
126.85, 127.55, 132.52, 136.63, 136.92, 139.79, 149.32, 149.48, 150.00, 150.93, 155.83, 164.44,
169.87, 171.11; ES-MS m/z 574 (M+H)

gooooaad
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(114) JP 2008-543858 A 2008.12.4

'H NMR (CDCl3) § 0.91-1.90 (m, 9H),

1.98-2.24 (m, 1H), 2.34 and 2.37 (s, 3H), 2.48-2.62 (m, 1H), 2.64-2.82 (m, 3H), 3.22-3.43 (m,
1H), 3.56 (s, 2H), 3.72-3.91 (m, 1H), 3.95-4.19 (m, 2H), 4.32-4.51 (m, 1H), 6.93-7.13 (m, 3H),
7.21-7.26 (m, 1H), 7.38-7.40 (m, 1H), 7.52 and 7.65 (d, 1H, J = 7.8 Hz), 8.02 and 8.29 (s, 11I),
8.48-8.52 (m, 1H), 8.73 (br s, 1H); °C NMR (CDCls) & 13.47, 19.25, 29.53, 30.29, 30.61,

31.18, 31.81, 38.03, 38.37, 29.61, 40.00, 40.53, 43.01, 43.51, 44.00, 51.72, 52.07, 56.65, 59.45,
60.22, 120.92, 121.90, 123.43, 123.67, 124.48, 125.50, 125.83, 127.29, 127.59, 130.86, 132.66,
136.64, 136.86, 139.56, 146.70, 148.30, 148.52, 149.95, 150.12, 151.08, 164.20, 170.75; ES-MS

m/z 574 (M+H)
ooooon

00015
KQ"
N
P \r\/

_~_Cl
>N

O d
00015: 2,6-0 000 -4-00 0 -N-(R)-3-{4-[(2-0 000 -4-00-0000)-0001
00-3-00000-000]1-00000-1-003000)-0000000
000000000 @OO0O00O0O0O0O0)O

' NMR (CDCls) & 0.93-1.78 (m,

9H), 2.07-2.26 (m, 1H), 2.34 and 2.38 (s, 3H), 2.50-2.69 (m, 1H), 2.70-2.96 (m, 3H), 3.24-3.54
(m, 1H), 3.56 (s, 2H), 3.71-3.92 (m, 1H), 3.97-4.18 (m, 2H), 4.33-4.52 (m, 1H), 6.95-7.21 (m,
6H), 7.37-7.39 (m, 1H), 8.50-8.56 (m, 1H), 7.95 and 8.70 (br s, 1H); *C NMR (CDCl) & 13.46,
19.31, 29.35, 30.09, 30.66, 31.22, 31.74, 39.91, 40.39, 40.85, 43.09, 43.57, 44.03, 51.78, 56,73,
59.53, 60.29, 120.98, 122.06, 124.18, 124.40, 124.50, 125.57, 125.84, 127.35, 127.65, 132.64,
139.47, 144.08, 146.72, 149.96, 150.21, 151.11, 164.28, 170.24; ES-MS m/z 574 (M+H)
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(115) JP 2008-543858 A 2008.12.4

'H NMR (CDCl3) mixture of rotamers (~3:1) 6 0.90-0.96 (m, 4H), 1.08-2.12 (m,

TH), 2.03-2.19 (m, 1H), 2.34-2.82 (m, 8H), 3.28-3.35 (m, 4H), 3.61-3.85 (m, 3H), 4.02-4.48 (i,
2H), 6.93-7.01 (m, 2H), 7.12-7.18 (m, 1H), 7.30-7.32 (m, 1H), 8.25 (br s) and 8.80 (br s) (total
1H); ES-MS m/z 563 (M+Na)

gboooon
unoadaiv
i
S
N\ Cl
2 4o N ¢

O dl
00017: 2,6-0 000 -4-00 0 -N-(R)-3-{4-[(2-0 00000 -2-00-000 0 )-0
0000-3-00000-000]1-00000-1-003000)-0000000
0000000 (@OO0000000)0

'H NMR (CDCl3) & 0.97-0.99 (m, 3H),

1.05-1.18 (m, 1H), 1.20-1.39 (m, 1H), 1.59 (s, 3H), 1.61-1.84 (br m, 4H), 2.14-2.21 (m, 1H),
2.36 (s, 3H), 2.51-2.67 (m 1H), 2.73-2.93 (m, 3H), 3.27-3.42 (m, 1H), 3.77-3.89 (m, 1H) 4.20 (s,
2H), 4.25-4.46 (m, 1H), 5.12 (s, 2H), 6.98-7.04 (m, 1H), 7.13 (br s, 2H), 7.45 (br s, 1H), 8.52 (br
s, 1H), 8.78 (s, 1H); ES-MS m/z 565 (M+H)

gooodad
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@/\IJN\Q] \‘/\/H mm
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00D018: 2,6-0 000 -4-00 O -N-[(R)-3-(4-{[2-(2-0 00 -00000-1-00)-0
00O0]-00000-3-00000-000300000-1-00)-000]1-000000
0
ON-O00D0OO0DO0DO00 (0-031mI0 0.22mmol)0 1:1 10N NaOH/THF (2ml)O O O O O 500 O
10000000000 O06NHIIOPpH 40 0000000000000 00000001:1
MeOH/CH,CI, (25mDO 00000 0000000000000 0O0O0O0O0000000
01:1 MeOH/CH,ClL,LO 00O O0O0D0O000@-000-00000-1-00)-0000000
000000000000 00O0O000O0O0000O000O0
0Doo0Oooo
0000180 0000000000000 (@O0OO0O00D0O0O)O
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(116) JP 2008-543858 A 2008.12.4

'H NMR (CDCl3) & 0.97-0.99 (d, 3H, J = 6 Hz), 1.05-1.19 (m, 1H), 1.20-1.32 (m, 1H),

1.48-1.72 (m, 3H), 1.73-1.87 (m, 1H), 1.93-2.23 (m, 4H), 2.34 (s, 3H), 2.47-2.54 (m, 1H),
2.69-2.93 (m, 3H), 3.24-3.58 (m, 3H), 3.68-3.83 (m, 1H), 3.97 (s, 2H), 3.99-4.20 (m, 2H),
4.29-4.43 (m, 1H), 7.01-7.02 (d, 1H, J=3 Hz), 7.10 (s, 1H), 7.19 (s, 1H), 7.34-7.35 (d, 1H,

J=3 Hz), 8.21 (br s, 1H), 8.63 (brs, 1H); *C NMR (CDCls) § 13.38, 18.14, 19.30, 27.36, 29.27,
29.98, 30.49, 30.70, 30.91, 31.58, 39.84, 40.57, 42.28, 43.58, 43.81, 44.87, 48.18, 51.73,

52.22, 55.26, 59.68, 60.12, 120.10,121,03, 122.04, 124.62, 125.63, 125.92, 126.63, 127.19,

127.58, 131.22, 132.62, 139.,05,146.73, 150.01, 151.09, 164.35, 168.21, 175.99;
ES-MS m/z 580 (M-+H)

oooooao
0oooai9
N/ﬁ]/N y
H H
@) N\l/\/N N
o dl

00019: N-(R)-3-{4-[(2-0 0 000000-0000)-00000-3-00000-0
00]-00000-1-003000)-2,6-0000-4-000-0000000
000000 (@OO0O00000O0)o

'H NMR (CDCl3) & 0.99-1.01 (m, 3H),

1.18-1.27 (m, 1H), 1.32-1.91 (m, 5H), 2.12-2.26 (m, 1H), 2.35 and 2.38 (s, 3H), 2.49-2.66 (m,
1H), 2.73-3.00 (m, 3H), 3.26-3.87 (m, 3H), 4.10-4.30 (m, 4H), 6.96-7.00 (m, 1H), 7.05-7.08 (m,
1H), 7.12 (d, 1H, J = 4.5 Hz), 7.21-7.25 (m, 1H), 7.35-7.45 (m, 3H), 7.80-7.84 (m, 2H), 8.12-
8.15 (m, 1H), 8.52-8.60 (m, 1H); C NMR (CDCly) & 13.42, 19.32, 29.30, 29.83, 30.81, 31.10,
39.74, 40.86, 42.22, 42.41, 42.65, 43.65, 51.48, 51.80, 53.23, 54.86, 59.78, 60.19, 121.17,
122.08, 124.57, 124.67, 125.89, 126.38, 127.20, 127.36, 127.44, 128.69, 128.86, 131.77, 131.90,
132.81, 138.33, 139.14, 151.07, 164.41; ES-MS m/z 616 (M+H)
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(117) JP 2008-543858 A 2008.12.4

"H NMR (CDCl3) § 0.98 (d, 3H, J =

6 Hz), 1.01-1.15 and 1.23-1.34 (m, 1H), 1.44-1.82 (m, 5H), 2.07-2.23 (m, 1H), 2.35 (s, 3H),
2.48-2.59 (m, 1H), 2.68-2.93 (m, 3H), 3.26-3.40 (m, 1H), 3.72-3.88 (m, 1H), 3.82 (s, 2H), 4.27-
4.46 (m, 1H), 4.58 (s, 2H), 6.83-6.84 (m, 1H), 7.02-7.11 (m, 4H), 7.31-7.43 (m, 2H), 8.66 (br s,
1H); C NMR (CDCl3) & 13.52, 19.31, 29.37, 30.04, 30.75, 39.82, 41.10, 42.55, 43.61, 48.35,
51.57, 52.65, 53.64, 60.13, 120.23, 121.13, 122.61, 124.58, 125.67, 127.94, 129.28, 132.69,
138.07, 146.64, 149.85, 151.20, 164.26, 167.03; ES-MS m/z 563 (M+H)

ooooon
oooOoz21
S
JO]\ l/@
cl
HN" N N = |
H o N\‘/\/N N

O dl
00021: 2,6-0000-4-000 -N-(QR)-3-{4-[0 0000-3-00000-(2-00001
-0000)-000]1-00000-1-003¥000)-0000000

"H NMR (CDCls) (mixture of rotamers) & 0.99 (m, 3H), 1.08-1.33 (m, 2H), 1.41-1.72

(m, 5SH), 2.13 (m, 1H), 2.37 (s+s, 3H), 2.51 (br t, 1H), 2.74-2.83 (m, 3H), 3.32 (m, 1H), 3.48 (m)
and 4.25 (m) (total 1H), 3.80 (m, 1H), 3.96 (m, 1H), 4.07-4.25 (m, 3H), 5.73 (br s) and 6.09 (br
s) (total 1H), 6.93 (m, 1H), 6.99 (s) and 7.04 (s) (total 1H), 7.15 (s, 1H), 7.23 (m) and 7.33 (m)
(total 1H), 8.17 (br s) and 8.56 (br s) (total 1H); ES-MS m/z 555 (M+H)

gooodad
ooao22
=

S
Mo
N
N H |
o dl
00022: 2,6-0000-N-(R)-3-{4-[(2-0000000-0000)-00000 -3-0

cooo-0oojooobob-1-003Y0OO0OO0O)4-0DO0O0-0O0O0D0O0O0OO
oooooboooao

'H NMR (CDCL3) § 0.96-0.98 (m, 4H), 1.15-1.22 (m, 2H), 1.48-1.49

(m, 1H), 1.70-1.75 (m, 1H), 2.11-2.27 (m, 8H), 2.35-2.39 (m, 4H), 2.53-2.57 (m, 111), 2.68-2.82
(m, 3H), 2.98-3.11 (m, 2H), 3.29-3.34 (m, 111), 3.80-3.86 (m, 1H), 4.13-4.37 (m, 2H), 6.91-7.03
(m, 2H), 7.12 (m, 1H), 7.32-7.34 (m, 1H), 8.72 (br s, 1H); ES-MS m/z 562 (M+Na)
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(118) JP 2008-543858 A 2008.12.4

S
o
O
1 N Cl
\T/A\V/ X

o d

00023: 2,6-0000-N-(R)-3-{4-[(2-00000000-0000)-00000-3-
00000-000]1-00000-1-003000)-4-0000000
oooo0oo0o0oo

'H NMR (CDCl;) 8 0.96-0.99 (m, 3H), 1.01-1.45 (m, 2H), 1.60-1.77

(m, 5H), 2.14 (m, 1H), 2.35-2.37 (m, 3H), 2.52-2.53 (m, 1H), 2.72-2.85 (m, 3H), 3.11-3.14 (m,
3H), 3.30 (m, 1H), 3.76-3.81 (m, 1H), 3.90 (s, 1H), 4.12 (m, 1H), 4.22-4.31 (m, 2H), 7.00-7.04
(m, 2H), 7.05 (s, 1H), 7.38 (m, 1H), 8.38 (br s, 1H); ES-MS m/z 597 (M+Na)

Ooo00o0ooOoao

000?224
==
=
T~
N 2
S oWU DS
1/\/O Cl

0do0024: 2,6-0000-4-00 0 -N-[(RA-3-UHA{[2-(2-OD0O0-000000O00O0O-=-3-00)
-oooo]-0co0obo-3-0000Db0-0003}YO0OOODDODO-1-00)-000]J-00D0003
OO

ooooo@Eombhoo3--00000-000)-0000000-2-00 (0.575g0 4.38mm
oHOODDODO1%W O 0D DoDOoDOoo0oODDoDOoDo0@Q22hooooboDoooboooobDboDooad
O0o00O0O0D0OD0ODO0O (30C 2003, 68, 4999-5001)0 0 00D OO O (0.090g0 0.88mmol)O O O
TEMPO (0.014gO0 O0O.09mmoD)0 DO D OO OODOOOOI00O0O0O0O0ODOOOOODODOOOO
000000 (2.-03g0 8.76mmol)0 40 O O O 500000000000000000O25

O
oooobDboO0OO0oO0o120000b0Db0O0O0DO0OooooooDbDDbOo-OoOobD0boO0o0 @mMbo o
OOO0Q00O0400000000000D000D0O0O0C0O0O0Celite (OO0 OODO
O
O

Cl

ooocooObOooDoooooooobooooo goocoobobooooooooooooao
@GomHO OO0 O0O0D0O0DODAN HCIO O pH 20 ooODOoo0oo0ooo0ooDbDOoo0oo0OoDb0 @10
mhDhOleOD DO oODO0O0OODODOO0DO0oDODUO0ooDOooOoooOoooDUoooDOoooooooDoDOoo
OCoo0oo00oE@-oOO0o0-000b0000-3-00)-00@.445g0 70000 0000O0O0OO
goooao

gooooao

oooboboz200000000O0OD0DD0ODO0OO0O00

'H NMR (CDCl3) (mixture of

rotamers) 6 0.97 (d+m, 4H), 1.22 (m, 1H), 1.51-1.75 (m, 4H), 2.10 (br t, 1H), 2.36 (s, 3H), 2.49
(brt, 1H), 2.72-2.82 (m, 3H), 3.32 (m, 1H), 3.64-3.84 (m, 3H), 3.94 (s, 2H), 4.05-4.11 (s+m,
3H), 4.35 (m, 3H), 6.95-7.09 (m, 2H), 7.15 (s, 1H), 7.21 (m) and 7.36 (m) (total 1H), 8.12 (br s)
and 8.64 (br s) (total 1H); ES-MS m/z 582 (M+H)
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(119) JP 2008-543858 A 2008.12.4

N
= =
O

00025: N-{(R)-3-[4-(000000-00000-3-00000-000)-00000-1
-00]-00032,6-0000-4-000-0000000

'H NMR (CDCls) (mixture of rotamers) & 0.98 (d+m, 4H), 1.23 (m, 1H), 1.50-1.76
(m, 4H), 2.16 (brt, 1H), 2.37 (s, 3H), 2.54 (br t, 1H), 2.70-2.81 (m, 3H), 3.27 (m, 1H), 3.81 (m,
1H), 4.08 (m, 2H), 4.45 (m, 1H), 5.63 (m, 1H), 6.37 (m, 2H), 6.99 (s+d, 2H), 7.14 (s, 1H), 7.19

(m) and 7.33 (m) (total 1H), 8.09 (br s) and 8.81 (br s) (total 1H); ES-MS m/z 509 (M+H)

goooooaon
O0D026

\ng\/\g/N\O\, \(\/}j gi(\IN(CI

o dl

00026: N-(R)-3-{4-[(3-0 0 00000-000000)00000-3-00000 -
000]-00000-1-003000)-2,6-0000-4-000-0000000C
0000000000 (@2:1)0

'H NMR (CDCl3) § 0.81-1.37 (m, 5H), 1.47-

1.85 (m, 4H), 1.94 (s, 3H), 2.01-2.20 (m, 1H), 2.35-2.58 (m, 5H), 2.71-2.84 (m, 3H), 3.25-3.31
(m, 1H), 3.42-3.50 (m, 4H), 3.74-3.84 (m, 1H), 4.01-4.39 (m, 2H), 6.37-6.41 (m, 1H), 6.93 (d,
1H, J = 5.1 Hz), 6.96-6.99 (m, 1H), 7.11-7.16 (m, 1H), 7.23 (dd, J = 4.8, 3 Hz) and 7.35 (dd, J
= 4.8, 3 Hz) (total 1H), 8.21 (br s) and 8.64 (br s) (total 1H); *C NMR (CDCl3) & 13.77, 19.56,
23.77, 30.03, 30.89, 31.30, 32.01, 33.56, 33.89, 35.51, 40.13, 40.46, 40.66, 43.25, 43.85, 44.09,
51.99, 52.14, 52.59, 55.98, 60.04, 60.57, 121.05, 121.76, 124.80, 124.87, 125.92, 126.10,
127.33, 127.60, 132.75, 132.95, 139.49, 140.17, 147.01, 150.24, 150.57, 151.35, 164.48, 164.59,
170.27, 170.57, 171.76, 172.96; ES-MS m/z 590 (M+Na). Anal. Calcd. for
C26H35N503SCly-0.8CH,Cly-0.4H,0: C, 50.01; H, 5.86; N, 10.88. Found: C, 49.79; H, 5.82; N,

10.88
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(120) JP 2008-543858 A 2008.12.4

00027: 2,6-0000-4-000 -N-(R)-3-{4-[0 0000 -3-00000-(2-[1,2,4]
00O0O000-1-00-0000)-000]1-00000-1-003000)-0000000

'H NMR (CDCls) § 0.96 (d, 3H, J= 6 Hz), 0.96-1.02 (m, 1H), 1.04-1.13 (m, 1H),

1.59-1.86 (m, 3H), 2.07-2.18 (m, 1H), 2.36 (s, 3H), 2.37-2.42 (m, 1H), 2.48-2.57 (m, 1H), 2.71-
2.86 (m, 4H), 3.26-3.41 (m, 1H), 3.74-3.84 (m, 1H), 4.16 (s, 2H), 4.27-4.35 (m, 1H), 4.86 (s,
2H), 7.04-7.08 (m, 1H), 7.13 (s, 1H), 7.42 (br s, 1H), 7.93 (s, 1H), 8.15 (s, 1H), 8.59 (br s, 1H);
ES-MS m/z 586 (M+Na)

goooogao
Oo0o28

o ¢
00028: 2,6-0000-4-000 -N-(QR)-3-{4-[(2-00000-1-00-0000 )-00
0o00-3-00000-00071-00000-1-003000-0000000

'H NMR (CDCl) 8 0.87-1.02 (m, 4H), 1.08-1.13 (m, 1H), 1.59-1.67 (m, 2H), 1.76-
1.84 (m, 4H), 2.11-2.18 (m, 1H), 2.35 (s, 31), 2.49-2.58 (m, 4H), 2.76-2.89 (m, 2H), 3.18 (br s,
2H), 3.27-3.41 (m, 3H), 3.47-3.53 (m, 1H), 3.76-3.87 (m, 2H), 4.17 (4, 1H, J = 12 Hz), 4.28-

4.42 (m, 1H), 6.95-7.02 (m, 3H), 7.12 (s, 1H), 7.30-7.34 (m, 1H), 8.24 and 8.79 (br s, 1H); ES-

MS m/z 566 (M-+H)

ooocooao
ooo29

00029: 2,6-0000-4-000 -N-(R)-3-{4-[(3-000-00-2-0000)-00001
0-3-00000-000]1-00000-1-003}000)-0000000

Cl

'H NMR (CDCls) (mixture of rotamers) § 0.97 (d+m, 4H), 1.13 (m, 1H), 1.49-1.60
(m, 4H), 1.75 (s) and 1.86 (s) (total 3H), 1.91 (s) and 1.97 (s) (total 3H), 2.17 (brt, 1H), 2.37 (s,
3H), 2.56 (br t, 1H), 2.68-2.80 (m, 3H), 3.30 (m, 1H), 3.81 (m, 1H), 4.03 (m, 2H), 4.39 (m, 1H),
5.73 (s) and 5.79 (s) (total 1H), 6.98 (m, 2H), 7.15 (s, 1H), 7.20 (m) and 7.31 (m) (total 1H),
8.21 (br s) and 8.85 (br s) (total 1H); ES-MS m/z 537 (M+H) '
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(121) JP 2008-543858 A 2008.12.

00030: 6-000-2,4-0000-N-[(R)-3-(U-{[2-(2-000-00000 -1-0 0 )-0

cooj-ooooo-3-0Dooo0o0o-oo0O0¥yOOoCoo-1-0O0)-0DOC0C]J-00O0O0DO
u

'H NMR (CDCl3) mixture of rotational isomers & 0.79-086 (m, 1H), 0.95 (d, 3H, J =

6 Hz), 0.98-1.09 (m, 1H), 1.48-1.68 (m, 2H), 1.72-1.78 (m, 1H), 1.98-2.16 (m, 4H), 2.29 (s, 3H),
2.33-2.41 (m, 2H), 2.47-2.54 (m, 4H), 2.67-2.86 (m, 3H), 3.22-3.29 (m, 1H), 3.42 (t, 2H, J =6
Hz), 3.47-3.53 (m, 1H), 3.73-3.83 (m, 1H), 3.89-3.99 (m, 2H), 4.12 (br s, 1H), 4.25-4.41 (m,

1H), 7.00-7.11 (m, 2H), 7.11 (s, 1H), 7.32-7.37 (m, 1H), 7.98 and 8.65 (br s, 1H); ES-MS m/z
582 (M+Na)

ooocooao
oogoa31
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s
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00O031: 6-000-2,4-000 0 -N-(R)-3-{4-[(2-0 00000 -2-00-0000)-0
00O00-3-00000-000]1-00000-1-003000)-0000000

"H NMR (CDCl3) & 0.90-0.95 (m, 1H), 0.97 (d, 3H, J = 6 Hz), 1.06-1.16 (m, 1H),

1.51-1.57 (m, 1H), 1.63-1.81 (m, 3H), 2.05-2.16 (m, 1H), 2.30 (s, 3H), 2.50 (s, 3H), 2.50-2.57
(m, 1H), 2.69-2.84 (m, 3H), 3.23-3.27 (m, 1H), 3.78-3.91 (m, 1H), 4.07 (d, 2H, J= 9 Hz), 4.29-
4.42 (m, 1H), 5.12 (s, 2H), 7.02 (s, 1H), 7.09 (d, 1H, J = 3 Hz), 7.16 (s, 1H), 7.42-7.47 (m, 1H),
8.55 (brs, 1H), 8.75 (s, 1H); ES-MS m/z 567 (M+Na)

gooooaad
ooaoas2

N c
Z X \O Hj;:?f |
0 N\r/\\/N N
o

00032: 6-000-N-(R)-3-{4-[(2-000-0000)-00000-3-00000-00
0]-00000-1-003000-2,4-0000-0000000
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(122) JP 2008-543858 A 2008.12.4

'H NMR (CDCl5) mixture of rotamers (~4:1) 8 0.90-1.15 (m, 5H), 1.53-1.73 (m,

4H), 2.15 (t, 1H, J= 12 Hz), 2.28-2.31 (m, 3H), 2.47-2.52 (m, 4H), 2.68-2.83 (m, 3H), 3.25-3.53
(m, 3H), 3.85-4.43 (m, 4H), 6.99-7.05 (m, 3H), 7.25 (br s) and 7.40 (dd, J =7, 4 Hz) (total 1H),
7.71 (br s) and 8.54 (br s) (total 1H); *C NMR (CDCl;) mixture of rotamers (~4:1) § 13.5, 18.7,
22.1,25.7,29.4,30.3,30.6,40.1,42.8, 43.1, 51.6, 52.5, 60.6, 113.8, 121.1, 122.1, 122.6, 125.5,
127.9,137.9, 147.7, 150.1, 155.4, 162.6, 166.9; ES-MS m/z 524 (M+Na). Anal Calcd. for
Cy5H32N50,8C1-0.2H,0: C, 59.38; H, 6.46; N, 13.85. Found: C, 59.36; H, 6.39; N, 13.73

goooooaon
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00033: 6-000-2,4-0000-N-[(R)-3-(U-{[2-(2-000-0000000-3-00)
-0000]-00000-3-00000-0003¥00000-1-00)-000-00000
00

'H NMR (CDCl3) (mixture of rotamers) 8 0.98 (d+m, 5H), 1.51-1.75 (m, 4H), 2.12

(br t, 1H), 2.30 (s, 3H), 2.49 (s+br t, 4H), 2.70-2.79 (m, 3H), 3.29 (m, 1H), 3.66-3.83 (m, 3H),
3.93 (s+m, 4H), 4.36 (m, 3H), 6.95-7.10 (m, 3H), 7.36 (s, 1H), 7.93 (br s) and 8.64 (br s) (total
1H). ES-MS m/z 562 [M+H]". Anal Calcd. for C27H36NsO4SCl: C, 55.80; H, 6.28; N, 11.92.
Found: C, 55.64; H, 6.39; N, 11.83 '

gooodaad
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00034: 6-000 -N-(R)-3-{4-[(2-0000000-0000)-00000-3-000
00-000]-00000-1-003}000)-2,4-0000-0000000

'"H NMR (CDCls) mixture of rotamers (~2:1) § 0.91-1.76 (m, 9H), 2.02-2.23 (m,
1H), 2.30-2.33 (m, 3H), 2.41-2.56 (m, 4H), 2.66-2.84 (m, 3H), 3.25-3.41 (m, 1H), 3.78-4.48 (m,
7H), 7.01-7.05 (m, 3H), 7.24 (br s) and 7.33 (dd, J= 6, 6 Hz) (total 1H), 7.60 () and 7.71 (s)

(total 1H), 7.99 (br s) and 8.61 (br s) (total 1H); ES-MS m/z 542 (M-+Na)
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(123) JP 2008-543858 A 2008.12.4
Js!
N Cl
N%r@ e
0 N\l/\/N N
’ 0

00035: 6-000-N-(R)-3-{4-[(1-000-000000000000)00000-3
-00000-000]1-00000-1-003000-2,4-0000-0000000

'H NMR (CDCl;) § 0.82-0.99 (m, 1H), 1.00 (d, 3H, /=7 Hz), 1.15-1.58 (m, 7H),

1.72-1.77 (m, 3H), 2.20 (1, 1H, J= 12 Hz), 1.77 (s, 3H), 2.52-2.56 (m, 4H), 2.75-2.88 (m, 3H),
3.26-3.37 (m, 1H), 3.79-3.84 (m, 1H), 3.98-4.28 (m, 3H), 6.95 (d, 1H, J= 6 Hz), 6.97 (s, 1H),
7.05 (br s, 1H), 8.06 (br s, 1H); ES-MS m/z 550 (M-+Na)

OO0o0oognoaod
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00036: 6-000-2,4-0000-N-[(R)-3-(U-{[2-(2-000-0000000-1-00)
-0000]-00000-3-00000-000300000-1-00)-0007-00000
00O

00000 (@omDIOD1-(2-00000-000)-0000000-2-00 (1.00g0 7.68mmo

10

DOODDODO1%A0 00000000 D0OD DO ODO0O0DDLODDODOO0OODoDOoDOoOODODDoDOOOd

0Do0 00000 (JOC 2003, 68, 4999-5001)0 0 0 0 0 O O O (0.16g0 1.54mmo)0 0O T

EMPO (0.024g0 O0.15mmoD)0 0 00000 DOOOOO10000O00DOOOOOOOOOO

000 (@@.57g015.4mmoD0 400 0005000000000 0000000025000 30
0o0o00D00fd1200000000000DODOD0ODO0OO0ODDD-DOO0O0O00 EOGmMHOODOOO
000450 0000000000 00000000Celite (ODOOD)OOOODODODOO
0o0o0o0Do0o0oooDoDOo00oo0ooDoOO0oo0oo0oobODoDOoO0o0o0DoDOoOoo0bOoDOoOOoOOoo0oo0DoagGonD
00000000 04NHCIOpHO 20O OO ODODODOOODDOOOODOO@I120mb)O O

50 000001600000 00000O0OO0DO0OODODODODODODODODODODODODODODODOOO
0o0ooooo0oooDo-000-0000000-1-00)-00 ((0.53090 48%)0 0 0O 0O O
ooooooon

gooooao

gooo3s00oDooDooDooooooonn

'H NMR (CDCls) (mixture of 40

rotamers) 0 0.98 (d+m, SH), 1.53-1.70 (m, 4H), 2.11 (br t, 1H), 2.30 (s+br t, 4H), 2.37 (s+m,
4H), 2.66 (m, 1H), 2.79 (m, 2H), 3.24 (m, 2H), 3.44-3.61 (m, 3H), 3.83-3.98 (m, 4H), 4.36 (ﬁ,
2H), 6.97-7.10 (m, 3H), 7.21 (m) and 7.35 (m) (total 1H), 8.04 (br s) and 8.69 (br s) (total 1H);
ES-MS m/z 561 (M+H)
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(124) JP 2008-543858 A 2008.12.4

00037: 6-000-N-(R)-3-{4-[(2-0000000-0000)-00000-3-000
00-000]1-00000-1-003}000)-2,4-0000-0000000

'H NMR (CDCl5) mixture of rotational isomers: 6 0.08-0.12 (m, 2H), 0.49 (d, 2H, J

= 6 Hz), 0.54-0.63 (m, 1H), 0.69-0.81 (m, 1H), 0.99 (d, 3H, J= 6 Hz), 0.99-1.05 (m, 1H), 1.52-
1.64 (m, 3H), 1.74-1.82 (m, 2H), 2.16-2.22 (m, 3H), 2.29-2.32 (m, 3H), 2.50-2.53 (m, 3H), 2.59-
2.82 (m, 3H), 3.21-3.28 (m, 1H), 3.76-3.99 (m, 3H), 4.43-4.55 (m, 1H), 6.94-7.02 (m, 3H), 7.29-
7.35 (m, 1H), 8.80 (br s, 1H); ES-MS m/z 539 (M+Na)
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48 @-FXV-FXH VD 6-TNFnu-2,4-FAF)-=aF UipEgE
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3-ANV)-Kele (EMB24% | (EHapl191% B R)
ZH)
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(125) JP 2008-543858 A 2008.12.

O0noa38

00038: N-GB-{4-[(00000-3-00000)-2-(000000-000-4-00)-00

co-ooojooooobo-1-003y0oO0OOD)6-000-2,4-0000-0000000
gooooooao

'H NMR (CDCl3) 8 0.73-0.90 (m, 1H), 0.96 (d, 3H, J = 6.0 Hz), 1.09-
3.95 (m, 25H), 2.28 (s, 3H), 2.49 (s, 3H), 4.36-4.56 (1, 1H), 6.86-7.14 (m, 3H), 7.31-7.45 (m,

1H), 8.80 (br s, 1H); *C NMR (CDCl3) 8 13.79, 19.16, 22.45, 28.86, 29.89, 30.82, 31.36, 31.71,

32.24,32.52, 33.26, 33.58, 39.97, 40.59, 40.82, 42.66, 43.63, 44.20, 51.60, 52.22, 53.82, 56.13,
60.12, 61.04, 68.25, 120.92, 121.65, 122.86, 123.01, 125.71, 126.19, 127.12, 127.8!1, 133.33,

140.31, 148.06, 150.44, 155.81, 167.35, 172.65; ES-MS m/z 561 (M+1)

ooocooao
oogoa39

00 039: 6-000-N-((R)-3-{4-[2-0000-0000)-00000-3-00000-0
00]-00000-1-003}000)-2,4-0000-0000000
0Doo0o0oooOo

'H NMR (CDsOD) & 1.03 (d, 3H, J= 6.6 Hz), 1.55-1.87 (m, 6H), 2.06-

2.29 (m, 4H), 2.43-2.49 (m, 4H), 2.74-2.87 (m, 3H), 3.06-3.63 (in, 7H), 4.07 (s, 1H), 4.26 (s,
1H), 4.33-4.49 (d, 2H, J = 8.7 Hz), 7.00 (d, 1H, J= 4.8 Hz), 7.16-7.21 (m, 2H), 7.29-7.43 (s,
1H); 3C NMR (CD;0OD) & 13.84, 19.13, 22.42, 29.70, 30.63, 30.98, 40.36, 40.58, 41.80, 43.68,
51.94, 59.55, 60.70, 71.51,120.94, 122.88, 126.17, 127.23, 133.24, 139.74, 148.03, 150.37,
155.69, 167.37, 171.71. Anal. Caled. for CosHssN4038-0.12CH,Cl: C, 58.33; H, 6.87; N, 10.83.
Found: C, 57.97; I, 6.90; N, 10.83
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(126) JP 2008-543858 A 2008.12.4

O0O0D0)-00000-3-00000-00071-00000-1-003%-000)-000
'H NMR (CDCl3) mixture of rotational isomers: & 0.89-1.21 (m, 1H), 0.99 (d, 3H, J

=6 Hz), 1.49-1.92 (m, 4H), 2.06-2.22 (m, 1H), 2.37 (s, 3H), 2.58 (s, 3H), 2.68-2.86 (m, 4H),
3.31 (s, 2H), 3.34-3.51 (m, 6H), 3.79 (s, 2H), 3.82-3.96 (m, 1H), 4.01-4.13 (m, 1H), 4.31-4.52
(m, 1H), 6.72-6.85 (m, 2H), 7.32 (s, 1H), 7.69 (s, 1H), 8.52 (br s, 1H); ES-MS m/z 512 (M+H)
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00041: N-{(R)-3-[4-(0000-00000-3-00000-000)-00000-1-0
0]-00036-0000-2,4-0000-0000000
Oooooo00OoO

'"H NMR (CDCl3) mixture of rotational isomers & 0.86 (m, 1H), 0.98

20
(m+d, 4H), 1.52-1.61 (m, 4H), 1.73 (m, 1H), 1.97 (s, 3H), 2.12 (br t, 1H), 2.32 and 2.36 (s and s,
total 3H), 2.46 and 2.49 (s and s, total 3H), 2.65 (m, 1H), 2.77-2.81 (m, 3H), 3.27 (m, 1H), 3.80
(m, 1H), 3.88 and 3.95 (d and d, total 2H), 4.45 (m, 1H), 6.53 and 6.57 (s and s, total 1H), 6.97
(m, 1H), 7.18 and 7.34 (m and m, total 1H), 7.76 and 8.68 (m and m, total 1H); ES-MS m/z 461
(M+H). Anal. Calcd. for C,4H33N40,SF-0.7H,0: C, 60.92; H, 7.33; N, 11.84. Found: C, 60.89;
H, 7.04; N, 11.60
000000
00042 30
o~
N CN
YO XY
\l/\/ I
00042: 4-000 -N-(R)-3-{4-[-0000-0000)-00000-3-00000-0
00]1-00000-1-003}000)-2,6-0000-000000
DooDOoooao
40

'H NMR (CDCls) § 0.75-1.04 (m, 4H), 1.25-1.87 (m, 7H), 2.05-2.25

(m, 1H), 2.32, 2.36 (s, 3H), 2.50-2.58 (m, 1H), 2.64-2.92 (m, 4H), 3.34 (s, 2H), 3.34-3.41 (m,
1H), 3.49 (s, 3H), 3.87 (m, 2H), 4.04-4.16 (m, 1H), 4.32-4.53 (m, 1H), 6.92 (d, 1H, J= 4.8 Hz),
6.98-7.00 (m, 1H), 7.24-7.26 (m, 2H), 7.35-7.39 (m, 1H), 8.45 (br s, 1H); ES-MS m/z 497
(M-+H)
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(127) JP 2008-543858 A 2008.12.4

S
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O Ci
00043: 2,6-0000-N-(R)-3-{4-[(2-000-0000)00000-3-00000 -

ocooj-ooooo-1-003y-000)H)4-000-0000000
gogooooaoano

'H NMR (CDCls) § 0.97-0.99 (d, 3H, J = 6.6 Hz), 0.99-1.10 (m, 1H),

1.25-1.31 (m, 1H), 1.51 (n, 1H), 1.66-1.76 (m, 3H), 2.11-2.19 (t, 1H, J= 12 Hz), 2.36 (s, 3H),
2.50-2.58 (t, 1H, J= 12 Hz), 2.73-2.96 (ni, 3H), 3.31-3.34 (m, 3H), 3.79-3.86 (m, 1H), 4.05 (s,
2H), 4.29-4.33 (m, 1H), 6.98-7.00 (d, 111, J = 5.1 Hz), 7.06 (s, 1H), 7.13-7.15 (m, 1H), 7.40-7.42
(m, 1H), 8.58 (br s , 1H); ES-MS m/z 544 (M+Na)

Cl
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00O044: 2,6-0000-4-000 -N-(R)-3-{4-[0 0000-3-00000-(3,3,3-00
00O00-000000)-000]-00000-1-003}000)-0000000
DooooooQ0

'H NMR (CDCls) § 0.96-1.00 (m, 4H), 1.21 (m, 1H), 1.50 (m, 1H),
1.62-1.76 (m, 3H), 2.10-2.14 (m, 1H), 2.36 (s, 3H), 2.53 (m, 1H), 2.71-2.84 (m, 3H), 3.03-3.13
(m, 2H), 3.26-3.29 (m, 1H), 3.79-3.86 (m, 1H), 4.04 (s, 2H), 4.38-4.46 (m, 1H), 7.00-7.04 (m,

2H), 7.14 (s, 1H), 7.38-7.39 (m, 1H), 8.66 (br s, 1H); ES-MS m/z 587 (M+Na)
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00 045: N-(R)-3-{4-[(2-000-0000)-00000-3-00000-0007-00
00O0-1-003}000)-6-0000-2,4-0000-0000000
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(128) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) (mixture of rotamers) & 0.99 (d+m, 4H), 1.14 (m, 1H), 1.58 (m,

1H), 1.69 (m, 3H), 2.17 (br t, 1H), 2.32 (s) and 2.36 (s) (total 3H), 2.46 (s) and 2.50 (s) (total
3H), 2.54 (br t, 1H), 2.70-2.82 (m, 3H), 3.31 (s+m, 3H), 3.76 (m, 1H), 3.92 (s, 2H), 4.43 (m,
1H), 6.50 (s) and 6.58 (s) (total 1H), 6.96 (d, /= 6.0 Hz, 1H), 7.03 (s, 1H), 7.41 (m, 1H), 8.46
(br s, 1H); ES-MS m/z 486 (M+H). Anal Calcd. for C5H3,NsO,SF: C, 61.15; H, 6.59; N, 14.26;
F, 3.87; S, 6.53. Found: C, 61.15; H, 6.59; N, 14.37; F, 3.95; S, 6.47

goooogao
00046

00046: 6-00 0 -N-(R)-3-{4-[(2-000-0000)-00000-3-00000-00
0]-00000-1-003000)-2,4-0000-0000000

'H NMR (CDCl) (mixture of rotamers) 8 0.99 (d+m, 4H), 1.22 (m, 1H), 1.56 (m,

1H), 1.67 (m, 3H), 2.16 (br t, 1H), 2.35 (s) and 2.37 (s) (total 3H), 2.55 (s+br t, 4H), 2.71-2.88
(m, 3H), 3.34 (s+m, 3H), 3.78 (m, 1H), 4.00 (s, 2H), 4.33 (m, 1H), 6.97 (d, 1H, J= 6.0 Hz), 7.06
(s, 1H), 7.35 (s, 1H), 7.43 (m, 1H), 8.39 (br s, 1H); ES-MS m/z 493 (M+H)
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00D047: 6-000-2,4-000 0 -N-[(R)-3-(4-{[2-(2-000-0000000-3-00)
-0000]-00000-3-00000-0003-00000-1-00)-00071-00000
00

'H NMR (CDCls) (mixture of rotamers) § 0.94 (d+m, 4H), 1.10 (m, 1H), 1.61-1.76
(m, 4H), 2.13 (brt, 1H), 2.36 (s, 3H), 2.49 (br t, 1H), 2.56 (s, 3H), 2.69 (m, 1H), 2.81 (m, 1H),
3.34 (m, 1H), 3.66-3.79 (m, 3H), 3.91-3.98 (s+s+m, 4H), 4.36 (m, 3H), 7.02 (m, 1H), 7.10 (m,

1H), 7.35 (s, 1H), 7.39 (m, 1H), 8.49 (br s, 1H); BES-MS m/z 553 (M-+H)
gooO0O0ono
00 0O 48
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(129) JP 2008-543858 A 2008.12.4

00D048: 6-0 000 -2,4-00 00 -N-[(R)-3-(U-{[2-(2-000-0000000-3-0
0D)-0000]-00000-3-00000-000300000-1-00)-00073-000
0oo0O

'H NMR (CDCl) (mixture of rotamers) § 0.98 (d+m, 4H), 1.12 (m, 1H), 1.55-1.77

(m, 4H), 2.14 (br t, 1H), 2.33 (s, 3H), 2.53 (s, 1H), 2.57 (br t, 3H), 2.72 (m, 1H), 2.81 (m, 1H),
3.30 (m, 1H), 3.63-3.79 (m, 3H), 3.90-3.98 (s+s+m, 4H), 4.35 (m, 3H), 6.56 (s, 1H), 6.96 (m,
1H), 7.06 (s, 1H), 7.22 (m) and 7.36 (m) (total 1H), 7.72 (br s) and 8.49 (br s) (total 1H); ES-MS
m/z 546 (M+H)

goooooaon
00049

IS
(3&\ cl
N
N H ¥ .
o /\c”)/ \Q\I\(\/NNO
o0 Cl
00049: 2,6-0 00 0 -4-0 0 0 -N-[(R)-3-(4~{[2-(2-0 00 -0 000000 -3-00)

-oobooj-oooob0--oooobo-ooo3yooDbDDbObO-1-0ODO)H)-OOO]J-OOOOO
ogod-N-000ad

'"H NMR (CDCl3) (mixture of rotamers) § 0.97 (m, 1H), 1.08 (d+m, 4H), 1.66-1.75

(m, 4H), 1.95 (br t, 1H), 2.34 (s+br t, 4H), 2.60 (m, 1H), 2.85 (m, 1H), 2.97 (m, 2H), 3.46 (m,
1H), 3.66-3.73 (m, 3H), 3.97 (s, 2H), 4.11 (s, 1H), 4.35 (m, 3H), 6.98 (d, 1H, J=3.0 Hz), 7.10
(s, 1H), 7.26 (m) and 7.34 (m) (total 1H), 8.19 (br s) and 8.56 (br s) (total 1H); ES-MS m/z 598
(M+H)

gooodaad
0 oaobso

LIy
X OWNH%&

0050: 4,6-0000-00000-5-00000 GB-{4-[(2-0000000-2-000
-0000)-00000-3-00000-0007-00000-1-003%-000)-000
D000 @MDOO02-0000000000000 (200mgd 0.92mmol)0 000000
000 .67mI0O9mmol)0 0 000000000000 D020000000000000
0000000000000 0000000000000GM)IOO0O00O0{4,6-00
0-00000-5-00000@E-{M-[(00000-3-00000-00071-00000 -1
-003-000)-000 (49mgd 0.122mmol)0 O O Na,CO5 (96mgD 0.9mmol)0 0 0 0 0 O O
0000100000000 00CHCE, (5m)0 00000000 @5m)00000 (Na
,80,)0 0 0000000000000 0000000000N0N0NO0O0O00000000
00 (1:90 MeOH/CH,CIL) D0 0 00 O0OO0O0OO0OOOO50000000 (44mgd 60%)0 0 0 O O
O
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(130) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) & 0.49-2.25 (m, 22H), 2.30-2.80 (m, 10H), 3.00-4.5 (m, SH), 7.75-7.30

(m, 9H), 8.00-8.95 (m, 1H); *C NMR (CDCl;) § 14.05, 22.62, 26.87, 27.09, 27.26, 30.35,
31.24,31.32, 31.56, 31.92, 33.43, 40.46, 42.77, 42.84, 43.06, 44.11, 44.24, 52.17, 52.34, 52.50,
56.73, 56.78, 60.28, 60.87, 60.77, 121.37, 121.75, 121.79, 125.84, 126.71, 127.38, 127.62,
127.89, 129.11,129.92, 129.31, 131.43, 139.14, 139.45, 140.87, 158.11, 158.40, 163.62, 163.66,
167.07, 167.16, 174.67; ES-MS m/z 602 (M+H). Anal. Calcd. for C34H37N58,0,0.8CH,Cl:

C, 64.20; H, 7.31; N, 10.46. Found: C, 64.48; H, 7.24; N, 10.29

goooooaon
0000510540 000000000000000000RYC=0)CIDDO0O0ODDOO
uaogao

KQS K@S
R1C(=0)Cl

HN Cl 1
a0 —%FIE G S A~
N N NN T 0 N 'ﬁ x }\l
\r/\\/ \r/\\/
o dl O <l
000000
0oo0oa0o
EHa R'(C=0)Cl

51 Fuvt=Asal K

52 AFNA-Zun-4-Fx%Y7F 57—t

53 AVTFINIY R

54 FntureFrral R
000000
00051

S
L/

N _~_Cl
N H |
o) N\l/\/N SN
o Cl
0dooski: 2,6-0000 -4-000-N-{(RA-3-4-0 00000 -00000-3-00000

-0oobo)-ooooob-1-00])-0003}0OOO0DOODOO
oooooboooao

'H NMR (CDCls) § 0.91-1.25 (m, 10H), 1.43 (m, 1H), 1.59 (m, 1H),

2.14-2.27 (m, 3H), 2.35-2.39 (m, 3H), 2.53 (m, 1H), 2.69-2.80(m, 3H), 3.25-3.32 (m, 1H), 3.80-
3.84 (m, 1H), 3.99-4.00 (m, 2H), 4.38-4.42 (m, 1H), 6.91-6.98 (m, 2H), 7.12-7.21 (m, 1H), 7.27-
7.34 (m, 1H), 8.83 (br s, 1H); ES-MS m/z 533 (M+Na)
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Cl
|

N

Cl

JP 2008-543858 A 2008.12.4

00052: N-(A-{(R)-3-[(2,6-0 0 00-4-000-0000-3-00000)-000]-1-
000-0000300000-4-00)-N-00000-3-00000-000000000

ooocooao
ooooobooogod

'H NMR (CDCly) & 1.06 (d, 3H, J= 6.6 Hz), 1.41-
1.64 (m, SH), 1.83-2.00 (m, 1H), 2.25-2.38 (m) and 2.45 (s) (total SH), 2.60-2.70 (m, 4H), 2.84-
3.04 (m, 3H), 3.31-3.43 (m, 1H), 3.66-3.73 (m, 4H), 4.20-4.28 (m, 2H), 4.45-4.56 (m, 1H), 6.92
(d,J= 4.8 Hz) and 7.02 (d, J = 4.8 Hz) (total 1H), 7.14 (br s, 2H), 7.18 (dd, J= 4.8, 3 Hz) and

7.33 (dd, J = 4.8, 3 Hz) (total 1H), 8.12 (br s) and 8.55 (br s) (total 1H); ES-MS m/z 569 (M-+H)

ooocooao
0odos3

o Ci

Cl

0D00O053: 2,6-0000-N{(R)-3-[4-(0C00000-00000-3-00000-000)

-0ooobo0oo-1-00]1-0003}4-000-0000000D0

gooooooaon

'H NMR (CDCl3) (mixture of rotamers) 8 1.03 (m, 8H), 1.17 (m, 3H),

1.55-1.67 (m, 4H), 2.12 (br t, 1H), 2.36 (s) and 2.38 (s) (total 3H), 2.57 (m+br t, 2H), 2.67-2.80
(m, 4H), 3.30 (m, 1H), 3.83 (m, 1H), 4.02 (m, 2H), 3.56 (m) and 4.42 (m) (total 1H), 6.91-6.99
(m, 2H), 7.14 (s, 1H), 7.19 (m) and 7.34 () (total 1H), 8.19 (br s) and 8.84 (br s) (total 1H);

ES-MS m/z 525 (M+H)

gooooad
ooobs4

00054: 6-00 0 -N-(R)-3-{4-[(2-0000-0000)-00000-3-00000 -0
00]-00000-1-003}000)-2,4-0000-0000000
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(132) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) mixture of rotamers (~3:1) § 0.86-1.10 (m, 5H), 1.47-1.75 (m,
4H), 2.04-2.19 (m, 1H), 2.29 (s, 3H), 2.43-2.49 (m, 4H), 2.70-2.82 (m, 3H), 3.21-3.30 (m, 1H),
3.80-4.22 (m, 3H), 4.35-5.08 (m, 3H), 6.99 (br s, 2H), 7.04 (br s, 1H), 7.24 (br s) and 7.35 (br s)

(total 1H), 7.82 (br s) and 8.68 (br s) (total 1H); ES-MS m/z 517 (M+Na)

goooogao
o gobss

'/[i:s
H\C”;N\O\,\r\/ﬂﬁ,\[m

00055: 6-000-N-{(R)-3-[4-(0000-00000-3-00000-000)-000
00-1-00]-0003-2,4-0000-0000000

0000000000000 (J. Org. Chem., 1988, 53, 2365)0 0 000000 0O O
0000000 (2500 L)OO OO O00CHLCL, (6m)0 0 ((R)-3-{4-[(0 0 0 00O -3-0
0000)-000]-00000-1-003}000)-000000tert-000000O00 (372
mgD 1.01mmol)0 0 000000 O0O0O0D0D0O000O0O0O0OODDOOCH,CL, (20mI)0 00O

ODINNaOH (35mDHO 00O OD0OOODONa,So,0000000DO0O00CDODODOOODODOO
oooooDDbOoOoOoooooao

oooooao

OOOO0O0OcCcOO0D0O:Boc-OOODOODOCHLCI, (8mDHOODOOTFA (A.5mL) 00 D0O0OCO
OD0D0200000000000000000000CHCIL,OO0O0DOOINNaOHO O OO O
OO0O0O0O00O0000ONa,sSo,0 00000000 (288mgd 9% 20000000000
gooooooao

gooocooao

oooo0oDbDEeOO0OOD:DMF GB5MHOODODODODODODOODDODODODOOOOGB-0D00D0 -2,4

-000D000O000@20mgd 0.54mmol)O HOBt (99mgd 0.73mmol)O DIPEA (ImlO 5.7mmol
)OO OEDCI (41mgd 0.73mmoDO 0 0000 D0DO0OCOODOODODDOODOODODODODOD
000000000000 000MeOH/CHLCIL,O2%))O0 OO0 000000055 (109mgdd
480 0 0 0000 @Uooooooo)ooooao

'H NMR (CDCl3) & 0.95-0.98 (m, 3H), 1.01-1.47 (m, 3H), 1.52-1.81 (m,

4H), 2.03-2.17 (m, 1H), 2.08 (s, 3H), 2.12-2.24 (m, 1H), 2.32 (s, 3H), 2.67-2.81 (m, 3H), 3.16-
3.42 (m, 1H), 3.68-4.55 (m, 6H), 6.94-6.99 (m, 1H), 7.06 (s, 1H), 7.21-7.24 and 7.31-7.34 (m,
1H), 7.76 and 8.48 (br s, 1), 8.13 (m, 1H); ES-MS m/z 463 (M+H)

gooooao
00056

FE (@S
F
F N

\¥;y;ﬂ/ H ¥
F O N\r\,N N

o Jdl
00056: 2,6-0000-4-00 0 -N-((R)-3-{4-[(2,2,3,3,3-0000000-0000
00)-00000-3-00000-00071-00000-1-003}000)-0000000
0000000 @m)002,6-0000-4-000-N-GB-{4-[(00000-3-00000)-
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(133) JP 2008-543858 A 2008.12.4

00O0]1-00000-1-003000)-0000000(0.085g0 0.19mmol)0 0 0000
0000000000 00000 (740 LOO.38mmol)0 000000 O0O0DO00O25006
000000000000 000000000000000O0000000000000
0000000000000 (Et,0:MeOH:zNH,0HO 94:5:10 v/v/v)O O 000000000
56 (0.045g0 40%)0 0 000000000000

'H NMR (CDCl3) (mixture of rotamers) &

0.95 (d, J= 6.0 Hz) and 0.9 (d, J= 6.0 Hz) (total 3H), 1.39 (m, 1H), 1.55 (m, 3H), 1.69 (m,
3H), 2.13 (brt, 1H), 2.45 (s, 3H), 2.52 (br t, 1H), 2.82-2.91 (m, 3H), 3.36 (m, 1H), 3.73-3.84 (m,
2H), 4.11-4.42 (m, 3H), 6.95 (m, 1H), 7.08 (s, 1H), 7.14 (s) and 7.18 (s) (total 1H), 7.24 (m) and
7.31 (m) (total 1H), 7.93 (br s) and 8.19 (br s) (total 1H); ES-MS m/z 601 (M+H)

00000
Of0o0oooooooooooooo0ooo0oboooooo0oooooooooooooOoodg
ooos70000o0ooooogon
0
O

oooao
g 57

o
gasee)

00057: 6-000 -N-(R)-3-{4-[(2,2-00000-0000)-00000-3-0000
0-000]-00000-1-003}000)-2,4-0000-0000000

'H NMR (CDCl;) mixture of rotamers (~1:1) § 0.96 (d, J=7 Hz) and 0.99 (d, /=7

Hz) (total 3H), 1.12-1.77 (m, 6H), 2.08 (t, 1H, J = 12 Hz), 2.30 (s) and 2.32 (s) (total 3H), 2.50-
2.53 (m, 4H), 2.71-2.82 (m, 3H), 3.21-3.29 (m, 1H), 3.79-3.83 (m, 1H), 3.98-4.25 (m, 3H), 6.04
(g, Jr-y = 60 Hz), 6.95-7.04 (m, 3H), 7.24 (dd, J = 6, 3 Hz) and 7.35 (dd, J = 6, 3 Hz) (total 1H),
7.95 (br s) and 8.28 (br s) (total 1H); ES-MS m/z 513 (M+H)

O 0OooOgoo

goooogad
00os8

C} g:
Ty
Oy

00058: 4,6-0000-00000-5-00000 [3-U-{[2-@4-000-00000001
0D0O0)-00O00]1-00000-3-00000-000300000-1-00)-0007]-0
00

OCH,Cl, (3MDO04,6-0 00 0-00000-5-00000 @-{4-[(00000-3-00
000-000]1-00000-1-003000)-000 (85mgd 0.21mmol)d O O NaHCO, (27
mgd 0.31mmo)0 0 0000000000000 O(26.3mgd 0.23mmol)0 000000 O
000200000000000CHCIl, (10mI)0 0 0 0 0 NaHCO,0 O O (A5m)0 0 0 O O
000000000000 O0CHCE, (2x 1m0 0000000000000 (NayS0,)
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(134) JP 2008-543858 A 2008.12.4

00000000000 00000000000000000000000000
000000

OCHCI, 2mDO004-00000000000 (23mgd 0.16mmol)0 O O NEtg (0.03mi0 0.2
4ammoDI 00000 COCOO OO (SOmgD 0.dmmoDO OO OO OO ODO60001500000
00D0O00DOCHLCI, (om0 000 ONaHCO,0 OO0 (5mD0 D 00000000000
OOCHCl, (2 1omDO 0000000000000 000 (Na,S0,) 000000000
0000000000000 0000000000000000000000O0 (9:10CH
Cl,/MeOH) 0 0 00D O0O0O0OO0DO0DO580 00000 (36mgd 60%)0 00000

'H NMR (CDCls) § 0.75-1.04 (m, SH), 1.05-1.45 (m, 1H), 2.25-2.80 (m, 12H), 3.25-3.45

(m, 1H), 3.58 (s, 2H), 3.76 (s, 6H), 3.80-4.70 (m, 3H), 6.70-7.33 (m, 7H), 7.85 (br s, 0.3H),

8.61 (br s, 0.7H), 8.88 (s, 0.7H), 8.92 (s, 0.3H); '*C NMR (CDCl;) § 13.80, 22.33, 29.78, 30.08,
30.66, 31.01, 31.32, 31.77, 32.12, 3ES-MS m/z 587 (M+H)0, 41.02, 43.28, 43.67, 44.14,

51.99, 52.26, 57.20, 59.87, 60.61, 121.14, 121.89, 125.80, 126.12, 127.61, 129.50, 129.66,
131.27, 132.00, 132.47, 133.57, 139.52, 157.92, 158.10, 163.49, 166.67, 166.84, 168.50, 169.10;

ES-MS m/z 587 (M+H)
Oo00o0OooOoao
OO0 059

-
Sy O

00059: 4,6-0000-00000-5-00000([B3-@{[2-@4-0000-000000
0000)-0000]1-00000-3-00000-000300000-1-00)-0001]-
000

OCHCI, (2mID004-000000000000 (33mgd 0.23mmol)0 O O NEtgy (0.03mld O
24mmol)0 0 0004,6-0000-00000-5-00000 GB-{4-[(2-000-0000)
-00000-3-00000-00071-00000-1-003¥000)-000 (0005800
0O0D000) (55mgd 0.11mmol)0 0 0 0000006100150 000000000 0 CH,C
I, (om0 OO0 O0O0NaHCO,O OO0 (A5mD0 0000000000000 0CHL.CE, (2x 10
mDOOODOOOODODOO0O00O0O0O0O0O0O000Way,S0,)0 0000000000000
0000000000000 00000000000000(9:10 CHy,CI,/MeOH)D 0 0 O
0000000590 00000 (42mgl 65%)0 0 0 0 O O

'H NMR (CDCl3) § 0.76-2.25 (m, 12H), 2.25-

2.80 (m, 12H), 3.25-3.45 (m, 1H), 3.58 (s, 2H), 3.76 (s, 6H), 3.80-4.70 (m, 3H), 6.70-7.33 (m,

7H), 7.99 (br s, 0.3H), 8.56 (br s, 0.7H), 8.85 (s, 0.7H), 8.91 (s, 0.3H); *C NMR (CDCls) &
13.80, 22.32, 29.79, 30.66, 31.00, 31.29, 31.69, 32.10, 38.98, 39.49, 39.94, 40.37, 40.90, 43.14,
43.71,44.13, 46.26, 51.98, 55.73, 57.03, 59.91, 60.56, 115.01, 115.16, 121.01, 121.96, 124.82,
125.63, 126.15, 127.37, 127.84, 131.07, 131.25, 134.38, 135.11, 139.78, 157.93, 158.09, 160.11,
163.45, 166.70, 166.84, 169.09, 169.69; ES-MS m/z 582.6 (M-+H). Anal. Calcd. for
C30H3sN5035,-0.3CH,Cly: C, 59.93; H, 6.57; N, 11.53. Found: C, 60.10; H, 6.85; N, 11.30
Ooo00o0ooOoao
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(135) JP 2008-543858 A 2008.12.4

00 0O e0
5o
1) QQ
T

00060: 4,6-0000-00000-5-00000 [3-GU-{[2-(3-0000-000000¢01
00O0O0)-0000]-00000-3-00000-000300000-1-00)-000 ]-
000

OCHCI, (2mIDO0O03-000000000000 (33mgd 0.23mmol)0 O O NEty (0.03mI0 O
24ammoDN0 00 004,6-0000-00000-5-00000 @-{4-[(2-000-0000)
-0000D0-3-00000-000]1-00000-1-003000)-000 (0 005800
00000 ) (65mgd 0.11mmo)0 000 000006100150 000000000 0CHC
I, (Aom)0 00O 0ONaHCO,O0 0 O (1m0 0000 0000000000000 CHLCL,
Cx 10MDOODO0OO00DD0O00000000000Ma,S0,)0 0000000000000
00000000000 0000000000000000(9:10 CH,CI,/MeOH)D O O O
00000006000 0000 (40mgld 63%)0 00 0 00O

'H NMR (CDCl;) § 0.75-2.20 (m, 12H), 2.25-2.80 (m, 12H), 3.25-

3.45 (m, 1H), 3.58 (s, 2H), 3.76 (s, 6H), 4.70-3.80 (m, 3H), 6.70-7.33 (m, 7H), 7.99 (br s, 0.3H),
8.56 (br's, 0.7H), 8.85 (s, 0.7H), 8.91 (s, 0.3H); *C NMR (CDCl3) 8 13.82, 22.33, 29.84, 30.73,
31.27,31.66, 32.10, 36.46, 37.27, 37.86, 40.00, 40.45, 41.06, 43.22, 43.67, 44.04, 52.02, 52.20,
55.69, 57.09, 60.00, 60.65, 113.25, 115.53, 116.03, 121.11, 121.62, 122.35, 122.86, 125.77,
126.17, 127.49, 127.57, 130.18, 130.36, 131.27, 136.51, 139.64, 157.93, 158.11, 160.15, 163.46,
166.67, 168.78, 169.37; ES-MS m/z 582.4 (M+H). Anal. Calcd. for C30H30N503S,:0.6CH,Cly: C,
58.09; H, 6.40; N, 11.07. Found: C, 58.00; H, 6.50; N, 10.87

gooodaad
oooel

Do0O06l: 4,6-0000-00000-5-00000 [B-U-{[2-(-0000-00000-4
-00)-0000]1-00000-3-00000-000300000-1-00)-0007-00
O

OO0O0OOOEDOOD: CH,Cl, @m0 04,6-0000-00000-5-00000 @-{4-[
(00D0O00-3-00000)-000]1-00000-1-003%000)-000 (41mgd 0-1mmo
NDO04-00000000-00000-1-00000tert-00000 00 (50mgd 0-22mmol
)0 EDCI (39mgd 0.20mmol)0 HOBT (27mgd 0.20mmol)0 O O DIPEA (0.05mi0 0.3mmol)O O
00000000000 000000000000000000000 (CH,CI,/MeOHD 9:
DOODO0O00D0004-{[A-{3-[(4.6-0000-00000-5-00000)-0007-1-0
00-0000300000-4-00)-00000-3-00000-0000007-000 }-
00O000-1-00000tert-00000 00 (50mgd 80%)0 0 OO

ODooooo
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(136) JP 2008-543858 A 2008.12.4

OO0O0O0oO0ocoO0O0OO0O0O0OO0OO0OoOO0O0oO0OO0OO0O0O0OCHCI, (mMDHDOOTFA (mDHOOOODOO
OO0O0O0O00O000O00O0CHSCI, 2mlDOOODODOCODO OO NaHCO5; (13mgd 0.15mmol)O
OoODOoo0oo0oo00ooDOoob00O0(.2ng 0.09mmoD)OODO0ODOOOOOOOSODO0OO
OOOINNaOH B3x 4amDO 000 O0O0ODODOG1L (domgU 100%)J D 00O O0O0(@ODOOO
OoOoo0H)oooooo

'H NMR (CDCls) 8 0.75-4.60 (m, 39H), 6.91-6.95 (m, 2.8H), 7.18-7.33 (m, 1H), 7.91 (s, 0.1H),
8.68 (s, 0.3H), 8.88 (dd, 0.8H); *C NMR (CDCl3) § 13.79, 21.83, 22.32, 29.87, 30.80, 30.98,
31.85, 32.08, 32.39, 32.92, 33.23, 33.41, 39.81, 40.03, 40.29, 40.83, 42.04, 43.01, 43.82, 44.28,
46.93, 51.67, 52.08, 56.13, 59.80, 60.92, 120.92, 121.67, 125.83, 126.14, 127.27, 127.76,
131.31, 140.03, 140.56, 157.86, 158.07, 163.51, 166.65, 169.10, 171.19, 172.34; ES-MS m/z
591 (M+Na)

goooogao
00062

S

—
S

@W
= N H;ﬁ‘?
N N
O\Q\IW/\/O

00062: 4,6-0000-00000-5-00000 @-{4-[(3-0000-4-00-00001
00)-00000-3-00000-00071-00000-1-003000)-000
O00D0O0OADODOO0O004-000 -1-Boc-0 0 O O O (481mgd 2.40mmol)0 O O 3-0 O O
00000000000 (228mgd 2.03mmo0 0 04-[(00000-3-00000)-000
1-00000-1-00000tert-0 0000000000000 0 (425mgd 1.43mmol0 71
w)I OOOOO

I'H NMR (CDCls) § 1.22-1.36 (m, 3H), 1.45 (s, 9H), 1.80-1.90 (m, 2H), 2.67 (t, 1H,
J=10.1, 3.9 Hz), 2.74-2.86 (m, 2H), 3.85 (s, 2H), 3.95-4.10 (m, 2H), 7.04 (dd, 1H,
J=438,1.5Hz), 7.11- 7.14 (m, 1H), 7.29 (dd, 1H, J= 5.0, 2.9 Hz)

DoooQoO
00000 (.om)I04-0000000000000(333mgd 3.11mmo)0 0 O (0 O O
0000-0000)I0000000000 (1.19g0 3.42mmol)0 00 0 0900 00 OO
0030000000000 00000000000000000041M HCl (25m)0 O
000000 OEt,0 (25mix 2)0 000000000 IM NaOHO 00 0 O O O CH,Cl, (25m
Ix2)00O00D00000000000000WNay,S0,)0 0000000000000 (E)
3-0000-4-00-000000000000000000 (238mg0 1.34mmold 43%)0
ooooo

'H NMR (CDCL) & 1.35 (t, 3H, J = 7.2 Hz), 4.29 (q, 2H, J= 7.2 Hz), 6.59 (d, 1H, J =
16.2 Hz), 7.37 (d, 2H, J= 6.1 Hz), 7.60 (d, 1H, J = 16.2 Hz), 8.66 (d, 2H, J = 6.1 Hz)

0Ooo0o00oo
0 EtOAc (A0mID 00000000 (235mg0 1.33mmol)0 O O 10% Pd/C (H,00 50%0 O O 1
75mgd 0.08mmo)0 0 OO OOH, (A00)IJ01.500000000000Celite (000
O)IOODODODODODODOOODODOECACD 000000000 ODONDODONDODNONODOO
00000000 0000000000(CHCI,/Et,004:1)000000003-0000
-4-00-000000000000000000000 (179mgd 1.00mmold 75%)0 O O O
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oo

'HNMR (CDCLy) 8§ 1.23 (t, 3H, J = 7.2 Hz), 2.64 (¢,

2H, J=17.6 Hz), 2.95 (t, 2H, J = 7.6 Hz), 4.13 (q, 2H, J= 7.2 Hz), 7.13 (d, 2H, J = 6.2 Hz), 8.50
(d, 2H, J= 6.2 Hz)

Oooooao

0OMeOH (6-OomDHI 0O OO OOODO (179mgd 1.00mmol)d O O 10M NaOH (2.0mld 20mmol)
Ooooso0017000000000DO0OO0COpHOBO0O0DOODOOOOODOOOGO
O0o0oo0ooouwooooooDoDoooDoooooOMeOHODODOOOQOODODODODDOO 10
OO0D0DDDODO0OO0O0O0OOdNaCI (30omg)U 00 0o oooooao

Ooooao
0OO0O0O00DEBEODO0DDODOQODOOODODDODUO4-[OOOD0-3-000D000)-000]1-0D000O
0-1-0 0000 tert-0 000000 I12ngd O.72mmoD0 000 0D0ODOOOOOODO (21

4mgO 0.50mmol0 70%)0 O O O O O

OoDoooo

ooooDcCcOOoDOoOoODDtert-0000000O00O0O (214mgd O.50mmol)0 0 O N-O DO O O
0-4-00-3-0000-4-00-N-0D0000-3-00000-000000000CDODOOO

0 (62.3mg0 0.19mmolD 38%)0 0 O O O O

Oo0ooao 20
O00oDDBOODODODODDDODOOOOO (62-3mgd 0-19mmol)0O 0O 0O 2-(3-00 0 -0 0 O )-0O
0o0ooo0-1,3-000 @o8mgd 0.50mmo)0 0 0 000D O0DDOOOOODODOODOOO
(47.5mg0 0.090mmol0 47%)0 O O O O O

Oooooao
OoooOobDDO0Do0o0DDO0O0O0DO0O0D0DO0D0DON-[I-B-000-1-000-0000)-00
ocoo-4-001-3-0000-4-00-N-0D000CDO0-3-00000-00000000D00T
O0O0O00O0000 (@31.3mgd 0.078mmol0 87%)0 O O O OO
O
O
O

O Oooo

O Oooo

OO0ooao

DMF (0.50mID)0 00 0000 DO (31.3mgd 0.078mmol)0 4,6-0 0 0 000 00O0O-5-00

O O (15mgd 0.099mmol)0O EDCI (21mgO O.1lmmol)O HOBT (19mgO O.14mmol)Od O O NMM ( 30
200 LOO.18mmo) D 0000 O0DO0DO017.50000000000000NaHCOz0 OO (20mD)
OOO0OOOCHLCI, (I5mix 3D 000 U0O0DO0CO0DDODDODODDODODODOODD (NaSO )OO ODOO
OoooOooOoUooo0oooUoooUooOO0ooooooOooOoO0oogO (CHCI,/MeOH/NH,0HO
19:1:0.13)0 0 000000000620 0 00 0O0ODO (22.1mgd 0.041mmold 53%)0 O O O
00

'H NMR (CDCl3) & 0.76-1.04 (m, 2H), 0.96 (d, 3H, J = 6.6 Hz), 1.15-1.79

(m, 6H), 1.99-3.01 (m, 7H), 2.48 (s, 6H), 3.23-4.46 (m, 5H), 6.81-6.85 and 6.93-6.96 (m, 1H),
6.88 and 7.04 (d, 1H, J = 5.3 Hz), 7.00 and 7.13 (d, 2H, J = 5.7 Hz), 7.149 and 7.31 (dd, 1H, J =
5.0,3.2 Hz), 7.92 and 8.73 (br. s, 1H), 8.42 and 8.47 (d, 2H, J = 5.7 Hz), 8.87 and 8.91 (s, 1H).
13C NMR (CDCls) § 13.37, 21.88, 29.47, 30.35, 30.43, 30.44, 34.03, 40.11, 42.54, 43.19, 51.38,
51.67, 60.38, 120.45, 123.91, 125.65, 126.90, 130.93, 139.42, 149.68, 150.13, 157.45, 163.08,
166.15, 171.80. ESI-MS m/z 535 (MH)". Anal. Caled. for CpsH3sNg028:0.3CH,Cly: C, 62.82;
H, 6.94; N, 15.00. Found: C, 63.06; H, 7.24; N, 14.74

40
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0oo0e63: 4,6-0 00 0-00000--00000 B3-@G{[2-(CODD-4-000DOO0
oo)-ooooooj-oooooO-3-U0o0oDDOD-0DO0O03¥OOOOoOo-1-00)H)-00017-

ooo

OOO0OD00ODECOODOOOCHSCI, GO OD4-[(DO0O0DCO0-8-00000)-0D00O0]1-00 10
O00-1-00000tert-0 000000 (00mgO 0.68mmoD0 0 04-00000000C(C
230mgd 1.3é6mmoDO0 0 0 4-{[2-(00 0O -4-00000O0O0CO)-00O00]-0D0O00O-3
-00000-0003}-00000-1-00000¢tert-0 0000000 0OO000OD0ODO (29

mgd 95%)0 O O O O O

Oooooo

OCo0O0Oo0O0DFOODODODOOOO GO O4-{[2-(0000-4-00000000)-0O
ooo]-00bo0o00-3-00000-0003FO0000D0-1-0000C0tert-0000O0OO0

0 (290mg0 0.65mmol)0 O O LawssonO 0O (171mgd 0.42mmol)0 O O 4-{[2-(C0 O O O -4-0O
oooooo)y-oooooo]l]-0boooODOo0-83-000D00-0D0DO03YOOODO-1-00
O0tert-0 00 000D0OOO0O0ODOODO (145mgl 48%)0 000 0O 0O 20
Ooooao
oooocobooooo4{[2-(00D0D-4-0000D000DO)-0O000O00O0]-000
0-3-00000-0003}00000-1-00000¢tert-0 000000 (145mg0 0.31
mmoDOODDODODODOOOOODOD

Ooooooo

Oo0DO0Q0O0BOODODODODOODODODODODODDOD @40mgd O 0ODHO O ON-[1-B-00 0O -
i1-00do-00o0o0)-0DoODooo-4-00]2-(CO0OD0-4-00D000DO0O0O)-N-ODODOO
0-3-00000-0000000DD0DD0000doo(eomgd 3000 0000A45%)0 00

ooo

ooDoooo 30
O000ODDECDOOOODON-[I-B-000-1-000-0000)-00000 -4-00 7-2-(
0000 -4-00000000)-N-000D0O0-3-00000-00000000 (60mgd 0.
138mmol)0 00 4,6-0 000 -00000-5-00000((32mgd 0.20mmol)0 0 0O 0O O O 63
000000 (eoOmgd 77%)0 0 0 OO 0O

'"H NMR (CDCls) mixture of rotamers: § 0.75-1.24 (m, 5H), 1.25-

2.85 (m, 20H), 3.25-5.50 (m, 6H), 6.80-7.40 (m, 5H), 7.65 (br s, 0.25H), 7.30-7.50 (m, 2H), 8.88
(brs, 0.7H), 8.95 (s, 0.3H); '*C NMR (CDCl5) § 13.93, 22.37, 28.97, 29.84, 31.13, 31.79, 31.94,
39.75, 40.37, 43.57, 43.68, 44.12, 46.93, 48.17, 51.76, 59.70, 60.00, 60.56, 62.02, 121.57,
122.05, 122.18, 125.86, 126.04, 127.07, 128.16, 131.29, 136.70, 137.25, 149.81, 150.00, 157.95,
158.16, 163.55, 166.62, 199.0; ES-MS m/z 569.5 (M+H). Anal. Calcd. for
CosH36N083:0.6CH,Cly: C, 55.43; H, 6.05; N, 13.56. Found: C, 55.25; H, 6.12; N, 13.46

gooooao
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—
\O/\H/NO H\;@/Cl
S N\(\/N N

O (i

00064: 2,6-0 000 -N-(R)-3-{4-[(2-0000-000000)-00000-3-00
000-000]-00000-1-003-000)-4-000-0000000

ooooo0 Gmi)IO2,6-0000-N-(R)-3-{4-[(2-0000-0000)-00000-3
-00000-000]1-00000-1-003000)4-000-0000000(00039)

(257mg0 0.49mmo)0 0 0 0000000 DO (128mgd 0.32mmol)0 0 000 0 O O O 1250
0250000000000000000000000TLC (00000 3%MeOHD 1%NH,0H)
0000000200000 (OO0-00000-00000)10000000-0000
000064 (84mg0 0 032%)0 00 00CCOD0D0O0O0O00DNONONOODOOOODOO

'H NMR (CDCls) § 0.97-0.99 (d, 3H, J = 6 Hz),

1.17-1.45 (m, 1H), 1.50-1.65 (m, 2H), 1.65-1.81 (m, 2H), 2.10-2.25 (m, 1H), 2.36 and 2.38 (s,
total 3H), 2.47-2.57 (m, 1H), 2.70-2.90 (m, 3H), 3.24-3.37 l(m, 1H), 3.38 and 3.46 (s, total 3H),
3.73-3.86 (m, 1H), 4.30 and 4.44 (s, total 2H), 4.44 and 4.49 (s, total 2H), 4.68-4.98 (m, 1H), -
5.31-5.48 (m, 1H), 6.96-7.00 (m, 1H), 7.15 (m, 1H), 7.15-7.16 (m, 1H), 7.33-7.36 (m, 1H), 7.97
and 8.56 (br s, total 1H); ES-MS m/z 543 (M+H)

ooocooao
o odoes

HO/\H/N@ H\Kj(a

0 N\(\/N N

o dl

00 065: 2,6-00 00 -N-(R)-3-{4-[(2-00000-0000)-00000-3-000
00-000]-00000-1-003}000)4-000-0000000
01,2-0000000 Gn)I02,6-0000-4-00 0 -N-((R)-3-{4-[(0 0000 -3-0
0000)-000]1-00000-1-003000)-0000000 (177mgd 0-39mmol)0 O
00 ODIPEA (0.35mI02.0lmmoD0 0000000000000 0000(0.1mI0 0-93mm
oD0DD00D00G003 000000000000 000NaHCO,0 OO (25m)0 O
OO0DCHCl, (3x 15mDO 0000000000000 O00D00O0 (NaySo,)D 00000
0000000000000 000000000000 0 (CHyCI,/MeOH/NH,OHD 96:4:00
0088:10:2) 00 000000000000 (@8Mgl41%)00000000000000M
eOH (MO0 D0O00DD0O00 D00 (80mgD 0.14mmol)0 O O O O K,CO5 (67mgl 0.49mmol
YW OOOOODODOOODOOODODOOODOODOOODOCH,Cl, (25mI)0 O O O O NaHCO
00O0@EOMDIODOOO0ODOO0ODOCHCI, (2x 1omD00 000000000000 000
0Na,S0,)0 0000000000000 0D00000000000000D0O0O0 (CHCH
L/MeOHD 96:40 0 9:1)0 0 000D D0 00 D065 (48mgl 59%)0 0 000D O0 00000
200000000000000000
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"H NMR (CDCls) 8 0.94-0.99 (m, 3H), 1.19-1.43 (m, 2H), 1.50-1.73 (m, 5H), 2.09-2.14 (m,
1H), 2.35 and 2.38 (s, total 3H), 2.51-2.57 (m, 1H), 2.70-2.85 (m, 3H), 3.19-3.40 (m, 1H), 3.75-
3.82 (m, 1H), 3.98-4.28 (m, 5H), 6.93-6.95 (m, 1H), 7.02-7.05 (m, 1H), 7.12-7.15 (m, 1H), 7.23-
7.35 (m, 1H), 7.86-7.88 and 8.57-8.60 (m, total 1H); ES-MS m/z 513 (M+H). Anal. Calcd. for
Cy3H3oN403SClLy0.3H,0: C, 53.24; H, 5.94; N, 10.80. Found: C, 53.27; H, 5.88; N, 10.54

gooooao
00066

~ N Cl
NTY Ho T ]
0 N\l/\/N N
O (i

D0O066: 2,6-0000-4-000 -N-(R)-3-{4-[(2-000000-0000)-0000
0-3-00000-000]1-00000-1-003000)-0000000
O0O0OO0ODOEDODODO:DMF (BmI)DO02,6-0 000 -4-00 0 -N-(R)-3-{4-[(C 000 O
-3-00000)-000]1-00000-1-003000)-000000 0 (62mgd 0.137mmol
Yl (tert-0 00000000 -000-000)-00 (28mgd 0.159mmol)0 HOBt (24mgd O.
177mmol)0 O O DIPEA (59u LO 0.34mmol)D 0 O 0 O O O O O EDCI (34mgd 0.177mmol)0
000000000000 0N0000000000000000000 (88mg)0 00
Doooooooao

0Ooo0o00oo

D0O0O0O0COO0O00: 0000OBoc-00000 (88mg)0 0 00066 (49mgl 68%)0 O
00

'H NMR (CDCls) § 0.97-0.99 (m, 4H), 1.92-1.25
(m, 2H), 1.49-1.54 (m, 2H), 1.64-1.76 (m, 2H), 2.15 (m, 1H), 2.35-2.39 (m, 6H), 2.45-2.54 (m,
1H), 2.71-2.84 (m, 3H), 3.25-3.41 (m, 3H), 3.81-3.81 (m, 1H), 3.99-4.00 (m, 2H), 4.37 (m, 1H),

6.97-7.03 (m, 2H), 7.13 (s, 1H), 7.33-7.35 (m, 1H), 8.78 (br s, 1H); ES-MS m/z 526 (M-+H)
ooooOooao
0Oo0oe7

—

O
N N Cl
N Y Y H T 1
N-NH O N\l/\/N N
O

O00067: 6-000-2,4-000 0 -N-(R)-3-{4-[(2-1H-0 00 000-5-00-0000)
-00000-3-00000-000]1-00000-1-003000)-0000000

6-0 00 -N-(3-{4-[(2-0 00 -0000)-00000-3-00000-0007-0000
-1-003¥000)-2,4-0000-0000000 (0.080g0 0.16mmol)0 00 -00 00
0 @GmOOOODODO 6ml) (Demke and Sharpless, JOC 2001, 66, 7945-50)0 0 O O
00000000 ZnBr, (0.036g0 0.16mmol)0 O O NaN (0.011g0 0.18mmol)0 O O O
000000010000 000000000000000000000000000
0000000000 (MeCN/MeOH/NH,OHO 7:2:10 v/v/v)O0 000000000067 (0

O 0Ooo0oooao
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.039g0 45%)0 00000000000
'H NMR (CD;OD) (mixture of rotamers) 3

1.22 (m, 3H), 1.46 (m, 1H), 1.70-1.94 (m, 5H), 2.36 (s, 3H), 2.50 (s, 3H), 2.54-2.75 (m, 2H),
2.98 (m, 2H), 3.05 (m, 1H), 3.50 (m, 2H), 4.00 (s) and 4.17 (s) (fotal 2H), 4.06 (m) and 4.41 (m)
(total 1H), 4.55 (s) and 4.69 (s) (total 2H), 7.07 (m, 1H), 7.23 (s) and 7.34 (s) (total 1H), 7.28 (s,
1H), 7.33 (m) and 7.50 (m) (total 1H); ES-MS m/z 589 (M+2Na) |

goooogao

00068
N=\

s

O&N/\ﬂ’h% H T 1 “

0 N NW\:QN(
T

00068: 6-000-2,4-0000-N-[(R)-3-(U-{[2-(2-000-0000000-3-00)
-0000]-00000-4-00000-000300000-1-00)-0007-00000
00

000000 D000(.77090 11.9mmoDO ON,N-0 000000000 (A5mI)0 O 4-0
00000-00000(.229g09.17mmoD0 00 0000000000000 COS000
160 00 0000000000000 000C00O0000000000000000000
000 @omOO00D0D0I10% Pd/C (0.409)0 000010 0H,00120 00000000
OCelite (00D0D0)I0O0O0O0OOOOOMOHD D0 D0O0000O0OOOOOODOOOO
0000000000000 00000000000000000 (CHyCl,/MeOH/NH,0HD
86:12:20w/v/V)0 OO ODODODOD4-000000-00000 (0.540g0 52%)0 00 0 O
0Ooo00O0O0O000

'H NMR (CDCls) 8 1.96 (s, 2H), 4.04 (s, 2H), 7.14 (s, 1H), 8.78 (s, 1H)

ODooooo
00000ADODDODOOOODOOOOODGOMDOO[B-@-000-00000-1-00)-0
00]-000000tert-000 0000 (0.780g0 2.88mmol)0 4-0 0 0000 -000 O
0 (0.328g0 2.88mmol)0J 0 0000000 O0O0O0O0O0OOOOO (1.22g0 5.76mmol)0 O
OO0 (@.2niI000)00250016000000000000000000000000

00000
0000COO0OOO0O0O[1I-(83-000-1-000-0000)-00000-4-007-000
0-4-00000-000(.54g070%; 200)000000000000000
00000

DO0O0DO0OEODOOO :DMF Gml)DO[1-(3-000-1-000-0000)-00000 -4-
0]1-00000-4-00000-000 (0.320g0 1.19mmol)0 EDCI (0.252g0 1.31mmol)
00 O HOBt (0.177¢g0 1.31mmo)0 00000000 6-000-2,4-0000-00000 (
0.243g0 1.31mmol)0 O O O O DIPEA (343 LO 1.78mmo)0 00 C O O OO0 0000 250
0160 0000000000000 000000000000000000 (CH,CI,/MeOH
/NH,OHD 93:5:2)0 0 00 000006-000-2,4-0000 -N-B-{4-[(0 0000 -4-0
0000)-000]-00000-1-003000)-0000000 (0.4290 81%)0 0 O O
0000000000

000000

O0O0OO0ODOEDOOD:DMF (BmI)0O06-000-2,4-0000 -N-GB-{4-[(0 0000 -4-

OoooooQgogoao
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0O000)-000]-00000-1-003¥000)-0000000 (0-094g0 0.22mmol)
EDCI (0.045g0 0.24mmol)0 O O HOBt (0.032g0 0.24mmol)0 0 00000 O O (2-0 O
-0000000-3-00)-00(@Q00240000000) (0.034g0 0.42mmol)0 O O
O DIPEA (62p LO 0.32mmo)0 0 00000000 COO250 0160000000000
0000000000000 0000000O00 (Et,0/MeOH/NH,0HO 83:15:2)0 0 0 O O
00000 D068 (0.067g0 55%)0 0 000 00O OOO0O00O

'H NMR (CDCl;) (mixture of
rotamers) 6 0.94 (d+m, 4H), 1.08 (m, 1H), 1.51-1.75 (m, 4H), 2.11 (br t, 1H), 2.33 (s, 3H), 2.49

(brt, 1H), 2.52 (s, 3H), 2.65 (m, 1H), 2.78 (m, 2H), 3.27 (m, 1H), 3.71-3.83 (m, 3H), 4.08-4.19
(m, 4H), 4.37 (m, 3H), 6.92 (s) and 7.10 (s) (total 1H), 7.31 (s) and 7.38 (s) (total 1H), 8.03 (br

s) and 8.50 (br s) (total 1H), 8.65 (s) and 8.75 (s) (total 1H); ES-MS m/z 563 (M+H)

OoOoo0oooo

goooogao
00069

YOS
S N\(\/N _N
: 0
00069: 4,6-0000-00000-5-00000@-{4-[0000--0000000 -
000000)-000]1-00000-1-003000)-000
O000OO0OEDDDODOOD4-0000000-00000-1-00000¢tert-000000

0 (300mg0 1.03mmol)0 000000000 OO (161mgd 1.13mmol)0 O O 4-[0 0 O O -(2
-0000000-0000)-000]-00000-1-00000¢tert-000000000

0000 (360mgd 85%)0 0 0 00 O

oooooo

O00D00OFOOOO0O000000@mDOOOO0O0O0O0@42mgd 0.34mmol)0 00 0 O O
O000O00D (9omgd 0.22mmo)0 0 04-[0 000 -(2-0000000-000000 )-0
00]1-00000-1-00000tert-00 00000 (119mgd 82%)0 0 O O

oooooo

00000 (119mgd 0.28mmol)J 000 00C0CCOCOD0O00O000O0O0OOOOOOOO 2-

(3-000-000)-0000000-1,3-00 0 (120mgd 0.55mmol)0 00 00 O O O BO
00000000 00DDODOOON-[I-(83-000-1-000-0000)-00000 -4-
00]-N-00O00-2-0000000-00000000 @5mgd30000041%)0 000
0Ooo0o00oo

O00D0OC0OEDDODODO0O0O0O0DO0DOO(@45mg00.11mmol)D 0 04,6-0 00000000 -5-
00000 (19mgd 0.12mmol)0 0 0000690 0 0 O O O (50mgd 85%)0 0 0 0 O O

"H NMR (CDCl3) mixture of rotomers: 8 0.75-1.40 (m, 9H), 1.41-

2.96 (m, 18H), 2.51 (s, 6H), 3.25-3.43 (m, 1H), 3.62-3.87 (m, 1H), 4.20-4.88 and 4.80-5.13 (m,
2H), 5.56-5.67 (m, 1H), 7.11 (d, 1H, J= 7.2 Hz), 7.17-7.40 (m, 3H), 8.34-8.43 (m, 1H), 8.95 (s,
1H); PC NMR (CDCl3) 8 13.9, 22.4, 26.6, 29.2, 30.1, 31.1, 32.1, 33.3, 33.8, 39.7, 40.2, 40.4,
43.6, 44.3,49.8, 51.2, 51.9, 52.0, 59.6, 60.6, 60.8, 126.0, 126.3, 126.7, 127.1, 128.0, 128.7,
129.3,131.3, 136.8, 158.0, 158.2, 163.6, 166.7; ES-MS m/z 536 (M+H). Anal. Calcd. for
C31HsNs0S-0.2CH,Cly: C, 67.79; H, 8.28; N, 12.67. Found: C, 67.74; H, 8.27; N, 12.52
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goooogag
ooovo

00D070: 4,6-0000-00000-5-00000 @{4-[(2-0000000-0000)
(3-000-0000)000]-00000-1-003}000)-000
00O0O0D0ADODDOODOO3-0000000000 (30p LO 0.23mmol)0 00 4,6-00 0 O
00000-5-00000([3-(4-000-00000-1-00)-0007]-000 (66mgd 0.22
mmoDO O 04,6-0000-00000-5-0000043-[4-(3-000-000000010)-
00O000-1-0071-000 3000 (65mgd 72%)0 0 O O

0Doo0Oooo

O0O0DO0OD0OEDODOOOODDOOOON(65mgd 0.16mmol)0 00000000000 (25mg0
0.17mmol)0 00O DO 70000000 (27mgd 32%)0 0 00 O O

'H NMR (CDCl3) mixture of rotomers: & 0.74-1.40 (m, 9H), 1.47-1.96 (m, 11H), 2.00-

2.95 (m, 7H), 2.35 (s, 3H), 2.50 (s, 6H), 3.24-3.42 (m, 1H), 3.60-4.12 (m, 3H), 4.36-4.52 (m,
1H), 6.80-6.98 (m, 2H), 7.06 (d, 1H, J= 7.2 Hz), 7.22 (t, 1H, J= 7.8 Hz), 8.53-8.68 (m, 1H),
8.94 (s, 1H); >C NMR (CDCls) & 13.8, 21.8, 22.3, 26.6, 26.7, 30.0, 31.0, 31.4, 31.8, 32.3, 33.6,
34.0,35.5, 39.9, 40.4, 41.6, 43.8, 44.3, 44.8, 46.3, 51.8, 52.2, 56.3, 59.9, 60.7, 123.1, 123.9,
126.7, 127.6, 128.2, 128.5, 128.9, 138.7, 158.0, 163.5, 166.7, 173.8; ES-MS m/z 535 (M+H-+1).
Anal. Caled. for C3,Hy7N50,:0.2CH,Cly: C, 70.22; H, 8.67; N, 12.72. Found: C, 70.58; H, 8.90;
N, 12.51

gooodaad
ooo7i

0O071: 4,6-0000-00000-5-00000 @-{4-[(3-0000000)-(2-00
000O000-4-00-000000)-000]1-00000-1-003000)-000
DO0O00ADDOODO0DOO3-0000000000 (198u LO 1.58mmol)0 O O 1-Boc-4-0
000 (300mgd 1.51mmol)0 0 04-(3-0000000000)-00000-1-0000
tert-0 0000000000000 (375mgd 82%)0 0 0000

ooooo

DO0DEDDDOCOODD4-(B-0000000000)-00000-1-00000 tert-0
000 (865mgd 1.2mmol)0 00 (00000000 -4-00 )-00 (173mgd 1.2mmo
04-[(3-0000000)(2-000000000-4-00-0000)-0007-0
0-1-000C00tert-0 0000000000000 (217mg0 42%)00 000 O
000
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DO00D0OFOOOO0O0O0O0O0O00EGnMDIOODODD0DCO (217mgd 0.5mmol)0 000000
0 (132mg0 0.32mmol)0 0 0 4-[(3-0 000000 )-(2-0 00000000 -4-00 -0
0000)-000]-00000-1-00000 tert-00 00000 (164mgd 74%)0 O O

00000
0000 (164mg0 0.37mmol) 0 0 000 00COCO 000000000 OOOOOOO2-
3-000-000)0000000-1,3-000 (160mgl 0.73mmol)0 O O O 0 OO O BO
000000000 O0DDDDODOOON-[1-(3-000-1-0000000)-00000 -4-
O00]-N-(3-0000000)2(000000-000-4-00)-0000000C0 (121mg

A OODODOoog

030000079%)0000 10
0oooooo

O00O0ODDEDODOOOON-[1-(B3-000-1-0000000)-00000-4-00 ]-N-(C3-
0000000)2-(000000-000-4-00)-00000000 (40mgd 0-10mmol)
0004,6-0000-00000-5-00000 @6mgdo.1ammo)0 00000710000

00 (40mgl 75%)0 0 0 0O O O

'"H NMR (CDCl3) mixture of rotomers: & 0.80-1.29 (m, 4H), 0.97 (d, 3H, J= 6.6
Hz), 1.38-2.07 (m, 7H), 2.11-2.84 (m, 7H), 2.35 (s, 3H), 2.50 (s, 6H), 3.24-3.48 (m, 3H), 3.71-
3.84 (m, 1H), 3.89 (d, 2H, J= 11.4 Hz), 4.15-4.37 (m, 2H), 5.52-5.67 (m, 1H), 6.85-6.94 (m,

20
2H),7.08 (d, 1H, J = 7.5 Hz), 7.23 (¢, 1H, J = 8.5 Hz), 8.33-8.45 (m, 1H), 8.94 (s, 1H); °C
NMR (CDCl3) § 11.9, 19.9, 20.4, 27.1, 28.0, 29.2, 30.0, 30.2, 30.9, 31.4, 34.8, 37.6, 38.3, 41.7,
42.3,47.8,47.9,49.8, 50.1, 57.5, 57.7, 58.1, 58.5, 58.8, 66.3, 120.9, 121.6, 124.5, 125.3, 125.9,
126.6, 126.8, 127.2, 129.3, 134.5, 134.7, 136.4, 137.2, 156.0, 156.2, 161.5, 164.7; ES-MS m/z
552 (M+H). Anal. Caled. for C3;HysN50,8-0.2CH,Cly: C, 65.89; H, 8.05; N, 12.31. Found: C,
65.56; H, 8.00; N, 12.19
Ooo0o0o0Oooao
0200000000000 03-0000000ODODO0O0O0O0Oo0oDobDOooooonObdn 30
O720 000070000 000000O0O00OO
oooooao
Ooonov2
|
Or
N N
o
\r\/ I 20

0O0O072: 4,6-0000-00000-5-00000 @{4-[(2-0000000-0000)
-(2-0000-0000)-000]1-00000-1-003000)-000
00000000000
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'H NMR (CDCL) § 0.77-1.26 (m, 9H), 1.52-1.99 (m, 13H),

2.10-3.83 (m, 5H), 2.48 (s, 6H,), 3.26-3.44 (m, 1H), 3.74-3.93 (m, 111), 3.94 (s, 3H), 4.13-4.18
(m, 2H), 4.36-4.52 (m, 1H), 6.80-7.00 (m, 3H), 7.19-7.22 (m, 1H), 7.75-7.77 (m, 1H), 8.85 (m,
1H); 13C NMR (CDCl3) § 13.8, 22.3, 26.6, 29.9, 30.5, 31.2, 31.9, 32.9, 33.6, 34.0, 35.5, 39.7,
40.1,41.5,42.1,443,44.6, 51.9, 52.1, 55.6, 56.4, 58.6, 59.7, 110.2, 120.6, 126.6, 126.8, 127.6,
128.4, 130.9, 156.6, 157.9, 163.3, 167.0, 174.1; ES-MS m/z 550 (M+H). Anal. Caled. for

C32H47N503:0.3CHLCly: C, 67.44; H, 8.34; N, 12.17. Found: C, 67.12; H, 8.54; N, 12.03
gboooon

0Oo0ov73

7

N

N Cl
T H T |

00 O073: 6-000-N-(R)-3-{4-[(3,3-0000-0000)-4-000-0000-3-0
00O00)-000]1-00000-1-003}000)-2,4-0000-0000000
0000000 @nDOOtert-00000 (63 LO 0.50mmol)d O ODMF (30)0 000 O
00000000 @156p LO1.32mo)0 000000000000 02500300000
000000000000 000O0000O000000000000GmIDO0OD00EE-
{4-[(4-000-0000-3-00000)-000]1-00000-1-003¥000)-0000
OO0 tert-0 00000 O (0.125g0 0.33mmol)0 00 00000000 (115u LO 0.83mmol
Y IOOODOODOODODOOOODODO0OO0OO0O0O0OO0OO0O0O0DO0OO0000s500120000000
0 000000000000 000D00000O0000O00D0DO0O0ONOoDOoDOooooaO
0 (CH,CI,/MeOH/NH,OHO 93:5:20 w/v/v)O 00000 0 0 (3-{4-[(3,3-0 000 -
0)-4-000-0000-3-00000)-00071-00000-1-003000)-0
ODOO0tert-0 000000 (0.095g0 60%)0 0 00000000 O0O00O0O

000
DoocooO0O00@G-{4-[(3.,3-0000-0000)-4-000-0000-3-000
0)-000]-00000-1-003000)-000000tert-0000 00O (0.095g
0.20mmol)J 000000 CO0O0OCOOEDCDOOD :DMF (5m)0 00 00O OEDCI (0.0
4290 0.22mmol)0 O O HOBt (0.030gd 0.22mmol)0 000 OO0 0O O6-00 0 -2,4-000
0-00000 (0.044g0 0.22mmol)0 O O O O DIPEA (192p LO 1.10mmol)0 00 OO0 O O
00000200160 000000000000000000000000000000O
0 (Et,0/MeOH/NH,OHO 88:10:2)0 0 000000 00O 73 (0.082g0 78%)0 0 00000
0Doo0oooo

'H NMR (CDCls) (mixture of rotamers) 8 0.95-1.16 (m,

14H), 1.51-1.75 (m, 3H), 2.02 (m, 1H), 2.13 (m, 1H), 2.29 (s+m, 5H), 2.49 (s, 3H), 2.72-2.79
(m, 3H), 3.25-3.42 (m, 1H), 3.56-3.75 (m, 2H), 4.07-4.28 (m, 2H), 4.55 (m, 1H), 6.89-7.11 (m)
and 7.76 (br s) (total 3H), 8.11-8.46 (m, 2H); ES-MS m/z 542 (M+H)
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I X
=N

Cl

H |
N

o) \G\l\l/\/N

=

N
0
0074: 6-00 0 -2,4-0000 -N-(R)-3-{4-[(4-0 00 -0000-3-00000)(
00O0O00-000-4-00000)-000]-00000-1-003000)-00000
O
4A-0 0000000 (2.50g0 14_4mmol)0 EDCI (4.14mg0 21_.6mmol)0 O O HOBt (2.92mg
21.6mmol)0 O DMF (AmIDO OO CH,Cl, (75mDO0 0000000000000 O0000
000000000000 (2.31g0 43.2mmol)0 O O O O DIPEA (12.5mI0 72_0mmol)O
0000000000 0001600000000000000000000NaHco;0 0
(50m1)0 O O CH,Cl, (50mI)0 000000000 D 10N NaOHO pHO 140 00 00 0 O (
basicified)J 0 00O OOOODOCHLCI, (5x 50mI)J 000000000 COO0D0O00
000(Nay,S0,)0 00 0000000000000 00000000000000000
00000000 (94:5:10 CH,CIL/MeOH/NH,0H)0 0 0 00 0004-000-000000
000000000000 (0.959048%)0 0000000

'"H-NMR (CDCl3) § 2.53 (s, 3H), 7.20 (d, 1H, J = 4 Hz), 8.53 (d, 1H, J = 4 Hz), 8.69 (s, 1H)

O o0ooooogdg

ooocooao
OTHF (czoomhO0 0 4-00 00000000 (0.93g0 6.84mmo)0 0 000 THFO O OO O
(o 20 5mid 20.5mmoD) 0 0000006000720 00000000 O0O0ODO0OODDODOO
oCoOoocOooooMHI (6mDHO0O0O0O0CDOOCODODOOOe6SOO02.50000000000
O0ODO00O0O00O00DOO0OD0OO0D0ODb0ODO0O0ODODOONaHCOgO DO O (aoomi)0 0000 O O O 10N
NaOHO pHO 130 0 0000 OO0 OCHL I, (x5omDHO O ODDOOOODOOOODOOODOD
OCoOdNa,SOH)00ODoooobooooooogoooooooobooooobtoopoDooo
ODO0O0DO00OD0DO 44:5:10 CH,CI/MeOH/NH OO OO OD OO ODO0cCc-@-0o0o-0o000 -
3-00)-00000D0DO0OO0000O0OC.-329g038%)y 0 0 00oo0OO

'H-NMR (CDCl3) 8 1.67 (s, 2H), 2.37, (s, 3H), 3.90 (s, 2H), 7.08 (d, 1H, J = 3 Hz),

8.38 (d, 1H, J=3 Hz), 8.48 (s, 1H)

Oooooo

OO0O0O0O0ADODODO:CHCI, (5mDHO0C-4-000-0000-3-00)-000000C(
0.78g0 6.36mMmoH) I DD D00 OO0 M®-[3-UG-00O0-00000-=-1-00)-0007]-0
O0Q0O0Dtert-0 000000 (1-85g0 7-00mmol)O O AcOH (0-36mlId 6.36mmol)0 O O N
aBH(OAc); (1.89g0 8.9ommoH)0 D 0 0O ODOOOOODOOO1600000000000
Oo0o0oO0o0o0ooo0o0oO0oooO0oooo0ooO0ooDoOOn0Ee4:5:10 Et,0/MeOH/NH,OH)O
ooooooo R-GB-4-[@G-00DD0D-0O0D0D-8-000DO0)-000]J-0O0O0DODO-1-
OD0}Y»O0OOO)-0ODODDDOtert-0 00000000 OOD0OOODOOODO(1-81g0 76%)
ooDoooooao

'"H-NMR (CDCls) 8 0.94 (d, 3H, J= 6 Hz), 1.20 (d, 1H, J= 6 Hz), 1.39 (s + m, 13H),
1.63 (m, 7H), 1.94 (d, 2H, J= 9 Hz), 2.11 (t, 1H, J= 11 Hz), 2.43 (s, 3H), 2.48 (m, 2H),
2.72 (m, 3H), 3.14 (m, 1H), 3.38 (m, 1H), 3.49 (s, 3H), 3.79 (s, 2H), 6.1 (br s, 1H),
7.07 (d, 1H, J = 6 Hz), 8.36 (d, 2H, J= 6 Hz), 8.43 (s, 1H)

0Ooo0o0oo
OCH,Cl, GMIDO0 0000000 -000-4-00000 (55.4mg0 0.43mmol)0 0 0000
OO0DOODMF (20)000000O0000O000(0.10mI01.06mmo)D 00000000
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ooooDD1.500000000000000000000O0ODODODDODO40000000
Oo0DO0o00o0o00o00DO0OO0THF GMDO O [B-@-0 000000 -0000D0-1-00)-0
OO0]-C00000tert-0 000000 (0.10g00.2mmoD)D 000 O0ODOODODOO(O-1
omliD 0o.e6mmo)D 00D D D000 OOOOS000160 000000000000 O0OODOGO
OO0O0OCHCI, (3ombHO OO0 O00ONaHCO;O O O 1omID OO OO O O0O0DODOOODOODOCH,
Cl, bx3omDO 000 OO0OO0OO0ODOOO0OOWa,SoH)00ooooooooooooooao
Oo0o0oo0oo0ooo0oo0oo0o00oo0O0oOoo0o0oo0O00DbOOn 96:3:10 CH,CI,/MeOH/NH,OH)O
ocoooooo@®-G-U-[@-000 00D -8-0ooDoUo)Y-(OoO0ODO0D0-000 -4
-00oo0o)-ooo0]-0c0O000-1-000OO0OO0)-DODDUODO0ODDtert-00000O0ODO
Oo0o0oDDDO0O0O(@.10gOOoODOoOO0OOng

Oo0oooao

oooocoboood RA-BG-U-I@G-uoo-0o0pDo0-3-0o0ooo)-(oDbooog-
00-4-0000C0)-000]-00D000-1-003-000)-000000tert-000O
Oo00(@.1o0g9)0 00000000000 o0DD0DO0DECODDO:DMF (mID)O00O O OO O EDC
1 (66.2mg0 0.29mmol)O O O HOBt (39.6mgl O0.29mmo)0 O OO0 OO ODOO®6-000-2,4-
0000000000000 ((65.0mgd 0.29mmol)d O O O O DIPEA (255.0p LO 1.46mmol)0O
OO0o0o00o0o0o0oo0o0o00o010000000D000OO00O0OD0DTLC (91:8:10 CH,CI
>/MeOH/NH, OO O 000000000740 000000 (29.8mgd 20%)0 0 0 00O O

'H NMR (CDCl;) 3 0.98 (m, 3H), 1.61 (m,

5H), 2.02 (m, 2H), 2.32 (m, 6H), 2.48 (s, 3H), 2.84 (m, 2H), 3.22 (t, 1H, J = 12 Hz), 3.46 (m,
2H), 3.66 (m, 1H), 3.94 (m, 1H), 4.28 (m, 1H), 6.98-7.14 (m, 2H), 7.71-8.42 (m, 2H); ES-MS
m/z 556 (M), 578 (M+Na)

O Ooooo

ogooooao
oogogv7s
0
N ' Cl
H |
0 N\r\,N X
0

O00d75: N-((R-3-{4-[0U000-@G-0D0O0-0D0O0O0DO0-000-4-00000)-00
olj-oocooo0-1-003y000)-6-000-2,4-0000-00000000
OO0O0OD0O0ADODODO:CHCI, (ccombDhO0 00 OO0DOO0O0O(0-38mI0O 3.43mmo)0 O O0OO
oooo RA-[-@¢G-i-00duoo0-1-00)-0o0o0]-O00000Ctert-0 0000
OO0 (1.00g0 3.77mmol)0O O AcOH (0.20mlI0O 3.43mmol)O O O NaBH(OAc)5 (1.02g0 4.80mmo
NDOODO0OO0DO0D0OD0ODOoODODOOoOO0DOOD100000000DO0DD0ODDODDODDODDODODODODDODOO
OO0O0O000O0000000((94:5:10 CH,CI,/MeOH/NH,OH)O O OO0 OO0 0 O (R)-[3-(4-
ooooo0ooD-000D00-1-00)-000]-000000tere-00000000DOO0
O0ODO0000D0@-30g0 10090 00000

'H-NMR (CDCl3) § 0.92 (d, 3H, J = 8 Hz),
1.39 (m, 2H), 1.44 (s, 9H), 1.67 (m, 3H), 1.93 (d, 2H, J= 13 Hz), 2.09 (t, 3H, J = 11 Hz), 2.46

(m, 2H), 2.74 (m, 3H), 3.06 (m, 1H), 3.31 (m, 1H), 3.81 (s, 2H), 6.02 (br s, 1H), 7.24 (m, 1H),
7.31 (m, 4H)
goooO00o0oo

0 CH,Cl, (om0 0 (4-000-000000-000-4-00 )-00 (140.0mgd 0.89mmol
&I OOOOOOOOODMF (40)000000O0000O0O0 (0.26mI0 2.95mmol)0 O O
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oooDoDoo0o0oools50000dooooDoDoDooooooooooooood
AS0 0000000000000 THF om0 (RA-[B3-@-0 000000 -00
-1-00)-000]-000000tert-000000O0DO (262.8mgd 0-74mmo)0 O O
OOo0D0DD0O@.26mi01.85mmoD)0 0 0000 00O0ODODOSB000160 0000000
O000O0O000D000CHL I, (3omDHO O OO ONaHCOO OO 10mID O OO O0ODO
OO0OO0OOCH I, (x3omDHDO D IDDOO0OODOO0OOODDONagSoO )OO Oooooao
Oo0o0oo0oooOoooooo0oo0ooo0oobO0ooODo0o0ooOoo0oo0o0O0o0ODO000O00 97:2:10 CH,
Cl,/NeOH/NH OH)O OO O DO OO R-B-@G-{0C0U0-[2-@¢4-C0O0-0D0b0O0DOO-0O
ooD-4-00)-0000C]J-00O03OODODDO-1-00)-000]1-000000 tert-00
0o0o0o0DDDoDO0D00Oo0o0ooo@ls.omgooooood

OoDoooo
ocopooocoooooo@®-E-@-{0o0o00-[2-@-000D-D0C0O000O-000-4-0
o)-oooo]l-oooDy»ooOooOO0-1-00)-000]-00000C0tert-000D00O0OO
GBlis5.omg 0000000000 O0OD0DDODECDODDO ::DMF (BmDHO O OO DO (85-0mg)d ED
Cl (94.7mg00 0.23mmol)O O O HOBt (31.5mgd 0.23mmo)0 OO0 O OO DOOOe6-000-2,4
-0 00000000000 G1.7mgd 0.23mmol)0 O O O O DIPEA (185.0p LO 1.06mmol)
Oo0oo0oo0o0o0oo0oo0ooO0o0o0i1e00000000000000D00OTLC (91:8:10 CH,
Cl./MeOH/NH,OH)O O OO OO0 OO0O0O0O0OYs0O0O00000(0.6mgd 59%)0 0 00 OO

'H NMR (CDCls) § 0.77 (m, 1H), 0.96 (m,

3H), 1.10 (s, 3H), 1.47 (m, 2H), 1.68 (m, 2H), 2.15 (m, 2H), 2.30 (s, 3H), 2.52 (s, 3H), 2.62 (m,
1H), 2.78 (m, 2H), 3.25 (m, 1H), 3.62 (m, 4H), 3.72 (m, 1H), 3.84 (m, 1H), 4.02 (m, 2H), 4.48
(m, 1H), 7.02 (s, 1H), 7.20 (m, 2H), 7.35 (m, 3H), 8.75 (m, 1H); ES-MS m/z 569 (M+H), 591
(M+Na)

OOoooooaog
OO0Oo0oooog
Oo0Ooo0oooo

ooocooao
000076080 0RINCOODOOOONOONOONORMOIOONONONONONONDONDONDONDOOOOOOOO
ooocooDboooogoo

NI i) RINCO, —i%FIIig H [

H
i) —#¥FIE C _N._N
Nj/\/NHBOC iiiy RRCOOH, — & FIIE E - \C[’r \Q\‘ Hj( Re
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0oooao
ES ) R'NCO
76% v~ ITTF—k
ki vIa~nRYURAFNAL T TF— b
78% WA AFLUIVAXR Y T2V )T F—F
79% Yra~FFAL T F— b
80 64T F 1,4 RSV Y
1% ANV T 2= AT F—F
82* 3-INFu-FJxz= AL I TF—F
83%* -2 " F-T 2= VT — 1
84* -INFu-F = )T F—h
85* 2-AMXU-T 2= VT F—F
86 3,4-UINFun-Tx= A T F—Fh
87 4-AFNVANT 72 -T 2= I TF—F
88 4-3F ) T == A I T F—F
*OoOooood
oooooao
ooogv7e

JP 2008-543858 A 2008.12.4

oogdv7e: N-{3-4-1-0DO0CO0-3-00O0CDO0OO0-DO0O0DO0)-DODOODOO0-12-0D07]-0OO
0oy6-000-2,4-0000-00000000
gooooooaon

'"H NMR (CDCL;) 8 0.80-0.87 (m, 3H), 0.98 (d, 3H, J = 6.6 Hz), 1.03-

1.07 (m, 1H), 1.18-1.30 (1, 2H), 1.44-1.54 (m, 4H), 1.67-1.76 (m, 6H), 2.13-2.20 (m, 1H), 2.26
(s, 3H), 2.49 (s, 3H), 2.57-2.60 (m, 1H), 2.67-2.70 (m, 1H), 2.79-2.83 (m, 2H), 3.20-3.30 (m,
1H), 3.49-3.55 (m, 1H), 3.75 (m, 2H), 3.82-3.87 (m, 1H), 4.00 (d, 1H, J= 7.8 Hz), 4.30 (m, 1H),
6.93 (s, 1H), 7.28-7.29 (m, 3H), 7.34-7.39 (m, 2H), 8.00 (br s, 1H); ES-MS m/z 554 (M+H)

gooooad

ooo7v77

ooo77: N-{3-4-Q1-0D0O00-3-0D00000000CODOD-00O0O)-ODDOOOO-12-00O
1-0oco3y6-000-24-0000-000000O0
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'H NMR (CDCls) § 0.57-0.69 (m, 2H), 0.79-0.83 (m, 1H), 0.99 (d, 3H,

J=6.6 Hz), 1.03-1.07 (m, 3H), 1.12-1.22 (m, 2H), 1.34-1.38 (m, 2H), 1.48-1.57 (m, 4H), 1.69-
1.78 (m, 3H), 2.13-2.21 (m, 1H), 2.26 (s, 3H), 2.49 (s, 3H), 2.54-2.61 (m, 1H), 2.68-2.71 (m,
1H), 2.79-2.83 (m, 2H), 2.89-2.96 (m, 2H), 3.21-3.29 (m, 1H), 3.76 (s, 2H), 3.83-3.89 (m, 1H),

4.14-4.17 (m, 1H), 4.32 (m, 1H), 6.92 (s, 1H), 7.28-7.31 (m, 3H), 7.37-7.40 (m, 2H), 8.84 (br s,
1H); ES-MS m/z 568 (M-+H)

oo0oo0ogad
Oo0aQov7s8
y /Ej .
o N.__N cl
{ hig H T
o 0] N\r/\\/N >N
O

000 78: N-{3-[4-(3-0 00 [1,3]000000-5-00-1-0000-0000)-000
00-1-00]-00036-000-2,4-0000-0000000
ooooo0o0OooO

' NMR (CDCls) & 0.88-0.93 (m, 1H), 0.99 (d, 3H, J= 6.6 Hz), 1.05-

1.10 (m, 1H), 1.50-1.56 (s, 2H), 1.75-1.78 (m, 3H), 2.16-2.24 (m, 1H), 2.28 (s, 3H), 2.50 (s,
3H), 2.60-2.64 (m, 1H), 2.71-2.74 (m, 1H), 2.83-2.85 (m, 2H), 2.84-2.91 (m, 3H), 3.27-3.31 (m,
1H), 3.84-3.91 (m, 3H), 5.88 (s, 2H), 5.97 (s, 1H), 6.28-6.31 (m, 1), 6.59-6.62 (d, 1H, J = 8.1
Hz), 6.84 (d, 1H, J= 1.8 Hz), 6.95 (s, 1H), 7.34-7.45 (m, 5H), 8.75 (br s, 1H); ES-MS m/z 592
(M-+H)

gooodad
ogoov79

oogd79: N-3-4-1-0DO0CO0-3-00O00C0DO0OO0-DODO0O0DO0)-ODODODOO-12-0D07]-0OO
0oy6-000-2,4-0000-00000006
oooooboooao

'H NMR (CDCl;) § 0.78-0.83 (m, 1H), 0.97-1.03 (m, 1H), 0.99 (d, 3H,

J=6.6 Hz), 1.16-1.22 (m, 2H), 1.33-1.34 (m, 6H), 1.44-1.54 (m, 3H), 1.57 (s, 1H), 1.64-1.78
(m, 5H), 2.13-2.20 (m, 1H), 2.26 (s, 3H), 2.49 (s, 3H), 2.53-2.60 (m, 1H), 2.67-2.71 (m, 1H),
2.79-2.82 (m, 2H), 3.22-3.29 (m, 1H), 3.72-3.77 (m, 3H), 3.84-3.88 (m, 1H), 4.04-4.06 (d, 1H, J

= 7.5 Hz), 4.30-4.34 (m, 1H), 6.93 (s, 1H), 7.28-7.29 (m, 2H), 7.37-7.39 (m, 2H), 8.84 (br s,
1H); ES-MS m/z 566 (M-+H)
Ooo00o0ooOoao
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(151) JP 2008-543858 A 2008.12.4

0O00oso

O0080: N-GB-4-1-0bD000-3-,3-00D0DO0-000MI,41000DDO-6-00)-0O00O
coj-coooo-1-0O03y»oOOO)6-0D0O-2,4-0000-0000000
oooooboooao

' NMR (CDCl5) & 0.84-0.94 (m, 1H), 0.98 (d, 3H, J = 6.6 Hz), 1.00-

1.08 (m, 1H), 1.50 (m, 1H), 1.68-1.78 (m, 3H), 2.16-2.24 (m, 1), 2.28 (s, 3H), 2.50 (s, 3H),
2.57-2.64 (m, 1H), 2.71-2.74 (m, 1H), 2.83-2.85 (m, 2H), 3.23-3.31 (m, 1H), 3.86-3.91 (m, 3H),
4.16-4.18 (m, 4H), 4.34 (m, 1H), 5.92 (s, 1H), 6.48-6.52 (m, 1H), 6.66-6.69 (m, 21), 6.95 (s,
1H), 7.33-7.42 (m, 5H), 8.78 (br s, 1H); ES-MS m/z 628 (M+Na)

ooocooao
oogos1

00081: N-(B-{4-[1-0000-3-(3-0000-0000)-00007]-00000-1-0
0}000)-6-000-2,4-0000-0000000
ooooo0O0Ooo

'H NMR (CDCl3) § 0.93 (m, 1H), 0.99 (d, 3H, J=4.5 Hz), 1.11 (m,

1H), 1.50 (m, 1H), 1.77-1.79 (m, 3H), 2.22-2.25 (m, 1H), 2.29 (s, 3H), 2.50 (s, 3H), 2.62 (m,
1H), 2.71 (m, 1H), 2.83 (m, 2H), 3.29 (m, 1H), 3.74 (s, 3H), 3.87-3.93 (m, 3H), 4.36 (m, 1H),
6.14 (s, 1H), 6.48-6.54 (m, 2H), 6.94 (d, 2H, J = 1.8 Hz), 7.03-7.09 (m, 1H), 7.34-7.43 (m, 5H),
8.74 (br s, 1H); ES-MS m/z 578 (M+I)

gooooao
ooaos2

Ooo0oQ0s2: N-GB-é-1-b0o0o0-3-B-0ooo-oooo)H)Y-O0OooojJj-oboobDO-1-0
oy-ooco)-e6-0o0D0-24-0000-000000¢0
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(152) JP 2008-543858 A 2008.12.4

oooooodoao

"H NMR (CDCl3) § 0.91 (m, 1H), 0.96 (d, 3H, J = 6.6 Hz), 1.01 (m,

1H), 1.50 (m, 1H), 1.77 (m, 3H), 2.28 (m, 1H), 2.29 (s, 3H), 2.50 (s, 3H), 2.63 (m, 1H), 2.75 (m,
1H), 2.86 (m, 2H), 3.30 (m, 1H), 3.85-3.95 (m, 3H), 4.35 (m, 1H), 6.19 (s, 1H), 6.62-6.68 (m,
2H), 6.95 (s, 2H), 7.06-7.13 (m, 2H), 7.35-7.47 (m, 6H); ES-MS m/z 566 (M+H)

gooooao
0oooass3

MeO : o

00083: N-(B-{4-[1-0000-3-(4-0000-0000)-00007]-00000 -1-0
0y000)6-000-2,4-0000-0000000
Oooooo0o0Q0ooO

'H NMR (CDCL) & 0.87-0.92 (m, 1H), 0.98 (d, 3H, J = 6.6 Hz), 1.05-

1.23 (m, 1H), 1.49-1.55 (m, 1H), 1.68-1.78 (m, 3H), 2.16-2.23 (m, 1H), 2.28 (s, 3H), 2.50 (s,
3H), 2.56-2.63 (m, 1H), 2.70-2.74 (m, 1H), 2.83-2.85 (m, 2H), 3.23-3.31 (m, 1H), 3.73 (s, 3H),
3.85-3.99 (m, 3H), 4.35 (m, 1H), 5.97 (s, 1H), 6.72-6.77 (m, 2H), 6.95-7.02 (m, 3H), 7.31-7.45
(m, 5H), 8.77 (br s, 1H); ES-MS m/z 578 (M+H)

ZT

=<

z

)
2:1:
7 N\
=

@)

gooodaad
oooas4

00 084: N-(3-{4-[1-0000-3-(2-0000-0000)-0000]-00000-1-0
0D3}-000)6-000-2,4-0000-0000000
DooooooO

'H NMR (CDCl3) § 0.93-1.15 (m, 5H), 1.55 (m, 1H), 1.78-1.82 (m,
3H), 2.23 (m, 1H), 2.28 (s, 3H), 2.50 (s, 3H), 2.62-2.66 (m, 1H), 2.74 (m, 1H), 2.85 (m, 2H),
3.27-3.30 (m, 1H), 3.85-4.00 (m, 3H), 4.35 (m, 1H), 6.42 (m, 1H), 6.88-6.93 (m, 3H), 7.01-7.06

(m, 1H), 7.31-7.44 (m, 5H), 7.98-8.04 (m, 1H), 8.65 (br s, 1H); ES-MS m/z 566 (M+H)
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oo0oQ0ss: N-GB-4-1-bO0O00-3-2-0c0oDb-0O0O0DO)H)Y-0O0O0O0]1J-00ODODO-1-0O
oy-ooco)-e6-0O0D0-24-0000-000000¢0
oooooboo0oao

'H NMR (CDCls) & 0.91-0.95 (m, 1H), 0.99 (d, 3H, J= 6.3 Hz), 1.09-

1.12 (m, 1H), 1.57 (m, 1H), 1.78-1.82 (m, 3H), 2.23 (m, 1H), 2.27 (s, 3H), 2.50 (s, 3H), 2.63 (m,
1H), 2.67-2.72 (m, 1H), 2.84 (m, 2H), 3.29-3.32 (m, 1H), 3.47 (s, 3H), 3.84-3.86 (m, 1H), 3.89
(s, 2H), 4.38 (m, 1H), 6.67-6.71 (m, 1H), 6.85-6.93 (m, 4H), 7.28-7.43 (m, 5H), 8.04-8.07 (m,
1H), 8.73 (br s, 1H); ES-MS m/z 576 (M+H)

ooocooao
0odose

00 086: N-((R)-3-{4-[1-0 000 -3-(3,.4-00000-0000)-0000]-0000
0-1-003-000)-6-0000-2,4-0000-0000000
DoooooOoO

'H NMR (CDCls) & 0.92-0.96 (m, 1H), 0.99 (d, 3H, J = 6.6 Hz), 1.08-

1.14 (m, 1H), 1.51 (m, 1H), 1.71-1.79 (m, 3H), 2.18-2.26 (m, 1H), 2.31 (s, 3H), 2.47 (s, 3H),
2.58-2.66 (m, 1H), 2.73-2.77 (m, 1H), 2.85-2.88 (m, 2H), 3.25-3.32 (m, 1H), 3.84-3.91 (m, 3H),
434 (m, 1H), 6.05 (s, LH), 6.43 (s, 1H), 6.50-6.53 (m, 1H), 6.88-6.97 (m, 1H), 7.16-7.23 (m,
1H), 7.30-7.33 (d, 2H, J = 7.2 Hz), 7.37-7.39 (d, 111, J = 6.9 Hz), 7.42-7.47 (m, 2H), 8.72 (br s,
1H); ES-MS m/z 568 (M+H)

gooooao
ooos7

00087: N-((R)-3-{4-[1-0 000 -3-(4-000000000-0000)-0000]-0
0000-1-003000)-6-000-2,4-0000-0000000
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(154) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) 8 1.38 (d, 3H, J= 6.6 Hz), 1.94-2.05 (m, 4H), 2.19-2.32 (m, 4H),
223 (s, 3H), 2.41 (s, 3H), 2.44 (s, 3H), 2.87-2.95 (m, 1H), 3.04-3.12 (m, 1H), 3.30-3.40 (m,
1H), 3.46-3.56 (m, 2H), 4.50 (s, 2H), 4.69-4.80 (m, 1H), 6.30 (s, 1H), 6.93 (s, 1H), 7.05 (d, 2H,

J=9Hz),7.15 (d, 2H, J = 9 Hz), 7.26-7.41 (m, SH), 7.74 (br s, 1H); ES-MS m/z 594 (M-+H)
Ooo0o00ooao
000 88

Ve

000 88: N-((R)-3-{4-[1-0 000 -3-(4-000-0000)-0000]-00000 -1-
O0}y000)6-000-2,4-0000-0000000

'H NMR (CDCl3) § 0.95-0.99 (m, 1H), 1.01 (d, 3H, J= 6 Hz), 1.11-1.19 (m, 1H),

1.49-1.56 (m, 1H), 1.76-1.84 (m, 2H), 2.22-2.27 (m, 1H), 2.28 (s, 3H), 2.50 (s, 3H), 2.64-2.69
(m, 1H), 2.72-2.85 (m, 3H), 3.22-3.28 (m, 1H). 3.81-3.92 (m, 1H), 3.95 (s, 2H), 4.26-4.32 (m,
1H), 6.34 (s, 1H), 6.94 (s, 1H), 7.17 (d, 2H, J = 9 Hz), 7.34-7.49 (m, 7H), 8.69 (br s, 1H); ES-
MS m/z 573 (M+H)

oooooao

000080 009OORNH,O0O0DOODODOO0O0O00O000OROIOOONONOOOOOOO
ooooooboooooooooboooDoao
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(155) JP 2008-543858 A 2008.12.4

O0089: N-{3-4-(3-1,3-0 0o poooobo-5-0o0o0bobo-1-0co0bDb0-000D0)-0O
coooc-1-00j-0oooy6e-000-24-0000-000000O

'H NMR (CDCls) § 0.77-1.09 (m, 2H), 0.97 (d, 3H, J = 6.6 Hz), 1.47-1.56 (m, 1H),

1.66-1.78 (m, 3H), 2.17 (br t, 1H, J = 11.4 Hz), 2.27 (s, 3H), 2.49 (s, 3H), 2.52-2.61 (m, 1H),
2.65-2.84 (m, 3H), 3.20-3.31 (m, 1H), 3.79-3.90 (m, 3H), 4.18 (d, 2H, J = 5.4 Hz), 4.26-4.37 (m,
1H), 4.44 (t, 1H, J= 5.7 Hz), 5.90 (s, 2H), 6.46-6.50 (m, 2H), 6.64 (d, 1H, J = 7.8 Hz), 6.94 (s,
1H), 7.24-7.37 (m, 5H), 8.76 (d, 1H, J = 6.0 Hz); ES-MS m/z 606 (M-+H)

gooocooao

OO0 90
H N C!
ahi H T
N~ O NT\/N N
O

00 090: N-{(R)-3-[4-(1-0000-3-0000-4-00-0000)-00000-1-00 ]
-0003}6-000-2,4-0000-0000000

'H NMR (CDCls) & 0.96-0.98 (m, 1H), 1.01 (d, 3H, J = 6 Hz), 1.12-1.21 (m, 1H),

1.48-1.53 (m, 1H), 1.74-1.81 (m, 3H), 2.21-2.25 (m, 1H), 2.28 (s, 3H), 2.50 (s, 3H), 2.64-2.71
(m, 1H), 2.75-2.92 (m, 3H), 3.22-3.30 (m, 1H), 3.87-3.93 (m, 1H), 3.96 (s, 2H), 4.27-4.35 (m,
1H), 6.30 (s, 1H), 6.94 (s, 1H), 7.01-7.05 (m, 2H), 7.34-7.49 (n, SH), 8.30-8.34 (m, 2H), 8.63
(br s, 1TH); ES-MS m/z 550 (M-+H)

gooooao
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Oo0oao
EHa R!CNO
91 AV FuNL T F— b
92 vraARvAALITTF—k
oo0oo0ogad
0001

S

~

H

N
\[/N\IOrN\O\J Hp\:c‘
T

00091: 6-00 0 -N-(R)-3-{4-[3-000000-1-(4-000-0000-3-00000
)-0000]1-00000-1-003000)-2,4-0000-0000000
oooooooo

'H NMR (CDCLs) § 0.95-1.03 (m, 10H), 1.09 (m, 1H), 1.59 (m, 1H),

1.75 (m, 4H), 2.20 (m, 1H), 2.29 (s, 3H), 2.36 (s, 3H), 2.49 (s, 3H), 2.51 (m, 1H), 2.63-2.78 (m,
3H), 3.34 (m, 1H), 3.68-3.94 (m, 3H), 4.02 (s, 2H), 4.17 (b t, 1H), 6.97 (s, 1H), 7.10 (d, 1H, J =
4.5 Hz), 7.68 (br t, 1H), 8.33 (s, 1H), 8.39 (d, 1H, J= 4.5 Hz); ES-MS m/z 529 (M+H)

000000
00092
l X
N
NN
g H T 1
O NT\/N N
o dcl

00092: 2-000-N-(R)-3-{4-[3-0000000-1-(4-000-0000-3-0000
0)-0000]-00000-1-003}000)4-000-0000000
DooooooO

'H NMR (CDCl3) & 0.85-0.95 (m, 2H), 0.96-1.07 (d+m, 5H), 1.29 (m,

3H), 1.50 (m, 3H), 1.72 (br m, 5H), 2.22 (br t, 1H), 2.34 (s, 3H), 2.39 (s, 3H), 2.58 (br t, 1H),
2.70-2.81 (m, 3H), 3.34 (m, 1H), 3.56 (m, 1H), 3.75-3.86 (m, 2H), 3.97 (s, 2H), 4.20 (br t, 1H),
6.91 (d, 1H, J= 4.5 Hz), 7.12 (d, 1H, J = 4.5 Hz), 7.87 (d, 1H, J = 4.5 Hz), 8.20 (br s, 1H), 8.29
(s, 1H), 8.41 (d, 1H, J=4.5 Hz); ES-MS m/z 555 (M-+H)
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(157) JP 2008-543858 A 2008.12.4

| AN
y N” CN
~_N._N cl
g \[::j H
0 N\r\/N SN

o dl

00093: 2,6-0000-N-(R)-3-{4-[1-(6-000-0000-2-00000)-3-000 -
0o0o00]-00000-1-003000)-4-000-0000000

000000000 (0.280g0 4.32mmol)0 ODMF (12mi)0 0 6-0 00000 -00 0 O -2-
O000O0O0D0D (0.610g0 2.88mmo)0 0 0000000000000 O00O0OOO 1600
0000000000000 000000000000000000(0.501g)00 000
0000OMeOH (15m1)0 0 0 0 O 10% Pd/C (0.050g)0 0 O O O 40psi H,0 O 0 O O (Par
000003000000 (00:0000030000000000000000000
0000000000000 00)I0000OCelite (0000)I000000OO0D0DO00O
OMeOHO D000 D0O0O0O0D0O0O0ODOOOOOOO0O0O000000O0O0O0OO0OOOOOO00
000000000 (CHyCl,/MeOH/NH,OHO 83:15:20 v/v/v)O0 000000 06-0000

00-0000-2-0000000@.178g046%)0 0000000 ODODODOOODODADO
"H NMR (CDCl3) & 1.96 (br

s, 2H), 4.02 (s, 2H), 7.53 (d, 1H, J=9.0 Hz), 7.59 (d, 1H, /= 9.0 Hz), 7.80 (t, 1H, /= 9.0 Hz)
oooooo

O0O0O0O0ADOODODOOCHCE, (5GmDO0 0 [3-(4-000-00000-1-00)-0007]-
000000 tert-0 000000 (0.361g0 1.34mmol)J 6-0 0 0000 -00 0 0 -2-0
000000 (0.178g0 1.34mmo)0 0000000000000 00000 (0.42590 2.
Olmmol)J 0000 (.2niI000)I 0000160 000000000000000000
0000000000000 0O00000 (CHyCl,/MeOH/NH,O0HO 86:12:20 v/v/v)O O O
00000 @-{-[6-0100-0000-2-00000)-00071-00000 -1-00 }-0
00)-000000tert-0000000(0.400g077%)0 0000000000000

'"H NMR (CDCL) § 0.93 (d, 3H, J = 6.0 Hz), 1.40 (s+m, 13H), 1.65 (m, 1H),
1.92 (m, 2H), 2.13 (br t, 1H, J=9.0 Hz), 2.45 (m, 2H), 2.69-2.81 (m, 3H), 3.07 (m, 1H), 3.30
(m, 1H), 3.97 (s, 2H), 5.95 (br s, 1H), 7.56 (d, 1H, J = 9.0 Hz), 7.59 (d, 1H, J = 9.0 Hz), 7.77 (t,

1H,J=17.5 Hz)

0Doo0o0oo
0@-{4-[(-000-0000-2-00000)-000]-00000-1-003-000)-0
DO0O0O0O0tert-0000000 (0.067g00.17mmol) 0 000000000000 (20u L
00.25mmol)0 01,2-0 000000 GmDHIODOODOIODODODODODDDDONSS0016000
000000000000 00000000000000000000000O00 (CHLCH

>:MeOH:NH,OHO 93:6:10 wvw/V)O O D OODDODOD0 G-{4-[1-(6-000-0000-2-000
oo0)-3-0oOo0-0oODoD]-00000-1-003}000)-ODO0O0O00O0O¢tert-0000O0
00 @.075g0 95%)0 OO0 000000000

'HNMR (CDCls) § 0.93 (d, 3H, J = 6.0 Hz), 1.12 (t, 3H, J= 7.5 Hz), 1.40 (s+m, 13H),
1.65 (m, 1H), 1.92 (m, 2H), 2.18 (br t, 1H, J= 9.0 Hz), 2.52 (m, 2H), 2.69-2.85 (m, 3H), 3.09
(m, 1H), 3.21-3.33 (m, 3H), 4.12 (m, 1H), 4.44 (s, 2H), 5.33 (br s, 1H), 5.95 (br s, 1H), 7.57 (d,

1H, J=9.0 Hz), 7.61 (d, 1H, J= 9.0 Hz), 7.83 (t, 1H, J=7.5 Hz)
Ooo00o0ooOoao
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(158) JP 2008-543858 A 2008.12.4

0@-{4-[1-(6-000-0000-2-00000)-3-000-0000]-00000-1-00

}-000)-000000 tert-00 00000 (0.07590 0.16mmol)0 O CH,CI,0 TFAD 3:1
000000000000 000D010000000000000000000000O0
000000000 (@OO0D0)I2000000000000000000EDCI (0.035

gd 0.18mmol)0 O O HOBt (0.024g0 0.18mmol)J ODMF (5mI)0 000 D000 O0O0O0COOO
000000O00002,6-0000-4-000-00000(@QO00000000 WO 03/02
71120 0 00000 O0) (0.037g0 0.18mmol)0 0 0 O O O O DIPEA (188u LO 1.08mmol)O
0000000000 02001600000000000EDODODOOODODOOOOOO
0000000000000 0000000000000000000 (Et,0/MeOH/NH,OH
090:8:20 v/v/V)O OO ODDOODOODDDOO93 (0.048g0 54%)0 0 00000000000 10
O

'"H NMR (CDCl5) 6 0.98 (m+d,

4H), 1.12 (t, 3H, J=7.5 Hz), 1.23 (m, 1H), 1.61 (m, 3H), 1.75 (m, 1H), 2.15 (br t, 1H), 2.42 (s,
3H), 2.54 (br t, 1H), 2.73 (m, 1H), 2.83-2.88 (m, 2H), 3.23 (m, 2H), 3.33 (m, 1H), 3.87 (m, 1H),
3.89 (dd, 2H, J=15.0, 4.5 Hz), 5.65 (br t, 1H), 7.20 (s, 1H), 7.59 (d, 1H, J=9.0 Hz), 7.62 (d,
1H, /= 9.0 Hz), 7.88 (t, 1H, J= 9.0 Hz), 8.96 (br d, 1H); ES-MS m/z 546 (M+H). Anal. Calcd.
for Cy6H33N70,Cl,-0.3CH40-0.5H,0: C, 55.90; H, 6.28; N, 17.35. Found: C, 55.83; H, 6.19; N,

20
17.27
ooocooao
Ooobbo4d O 0O 950 O RlNHZD O000D0D0DO0O0D0DD0DO0ORP0DD00000000DO0O
goobooooooooooooooao
= =z .
L 9
N” "CN i) RINH,, —A&FIE | H N~ CN
HN@ ii) —#2FIE C N RVNTN\O ’
N\r\/NHB"C if) RRCOOH, — 2 IE E O N\r\/Nj( R¢
0] 30
gooodaad
aggoano
il R'NH,
94 7hIERFR-EFV A AT I EFuIRYF
95 AFATIveRrZBY R
gooooaad
oooo4d

\
- 40
g H T ]
O N\I/A\V/N N
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&y

00094: 2,6-0 000 -N-(R)-3-{4-[1-(6-000-0000-2-00000)-3-(0001
000-000-4-00)-0000]1-00000-1-003000)4-000-000000
O

Oo0o0D0O0O0O0O0



(159)

JP 2008-543858 A 2008.12.4

"H NMR (CDCl;) § 1.00 (d+m, 4H), 1.13 (m, 1H), 1.33-1.62 (m, 3H),
1.78 (m, 2H), 1.90 (m, 2H), 2.13 (br t, 1H), 2.43 (s, 3H), 2.53 (br t, 1H), 2.75-2.89 (m, 3H),

3.39-3.48 (m, 3H), 3.82-3.99 (m, 6H), 6.00 (br s, 1H), 7.20 (s, 1H), 7.63 (d+d, 2H, J= 6.0 Hz),

7.90 (t, 1H, J = 6.0 Hz), 8.99 (br s, 1H); ES-MS m/z 602 (M+H)

goooogao
O0oos

00095: 2,6-0000-N-(R)-3-{4-[1-(6-000-0000-2-00000)-3-000 -

N _~_Cl

o d«l

ocoooj-ooooobD-1-00y»-000)4-000-00000DOO
gooooagao

'"H NMR (CDCl3) & 0.92-1.26 (m, 2H), 0.98 (d, 3H, J = 6 Hz), 1.49-

1.87 (m, 5H), 2.11-2.18 (m, 1H), 2.42 (s, 2H), 2.50-2.57 (m, 11), 2.73-2.89 (m, 6H), 3.25-3.38
(m, 1H), 3.77-4.02 (m, 4H), 5.43 (br s, 1H), 7.20 (s, 1H), 7.58-7.63 (m, 2H), 7.83-7.89 (m, 1H),

8.87 (br s, 1H); ES-MS m/z 554 (M+Na)

ooocooao

0000901070 ORNH, OO DOR2CNODO 00000000000 O0ORDOO00000O0O

goobooooobobooooboooobboao

1
i) RINH,, —#&FIIE A H ?
O@ iiy RECNO, —H&FIE H R Rz/N\n/N\O !
N\r/\\,NHBOC i) —iZEIE C o O N\r/\\/N7r4R3
iv) R’COOH, —#&FIiE E | o)
oooooao
oooao
£#s | R'NH, R’CNO
96 n-TFNT IV TFNA T F— b
97 2-A MRV FALT IV 4-TIrFe-Txz= AL VT F—
08 2-AFNTFNT IV 4-INFa-T =L )T F— b
99 n—~FXUNNT IV TFNA T F— b
100 2-(=FNFF)FATIVE Fursuel K ITFNA I TFI—F
101 = =gy S 4-IAFu-Tz= AL )T F— b
102 AVTINTIV Tt u-Te=f YT F— b
103 TINT IV 4-InNFu-FZz= A ITTF—
104 S(AFNFF)-FrEAT IV +-TIAFAa-T 2= AL I TFH— 1
105 n—~¥IAT IV 4-Inta-Fz= A YT F—F
106 VI aRCFAFAT IV 4-INFa-F 2= T F— b
107 VIZu~FUNVAFAT IV 1-IFa-F =L I TF—h
oooooao
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(160) JP 2008-543858 A 2008.12.4

S

H
NN 7

c d
00096: N-{(R)-3-[4-(1-0 00 -3-000-0000)-00000-1-007]-000 }-2,

6-0 000 -4-000-0000000
gogooooaoano

'H NMR (CDCls) & 0.93-0.99 (m, 7H), 1.10-1.15 (m, 4I), 1.17-1.40

(m, 5H), 1.60 (m, 2H), 1.73-1.75 (m, 1H), 2.14-2.17 (m, 1H), 2.39 (s, 3H), 2.50-2.61 (m, 3H),
2.73-2.86 (m, 3H), 3.21-3.31 (m, 3H), 3.84-3.86 (m, 1H), 4.03 (m, 1H), 4.18 (m, 1H), 7.15 (s,
1H), 8.74 (br s, 1H); ES-MS m/z 508 (M+Na)

goooooaon
0oooor

Cl

~

0

e s

00097: 6-00 0 -N-(R)-3-{4-[3-(4-0 000 -0000)-1-(2-0000 -00 0 )-0
000]-00000-1-003}000)-2,4-0000-0000000

"H NMR (CDCls) & 0.69-0.89 (m, 1H), 0.92-0.97 (m, 1H), 1.00 (4, 3H, J = 6 Hz),

1.47-1.53 (m, 1H), 1.69-1.79 (m, 3H), 2.16-2.24 (m, 1H), 2.34 (s, 3H), 2.54 (s, 3H), 2.54-2.62
(m, 1H), 2.66-2.95 (m, 5H), 3.21-3.29 (m, 1H), 3.43 (br s, 2H), 3.49 (s, 3H), 3.82-3.91 (m, 1H),
3.99-4.13 (m, 1H), 6.90-697 (m, 2H), 7.06 (s, 1H), 7.21-7.25 (m, 2H), 8.55 (s, 1H), 9.10 (br s,
1H); ES-MS m/z 534 (M+H)

goooogad
0oaoos

e Cl

00 098: 6-00 0 -N-(R)-3-{4-[3-(4-0000-0000)-1-(2-000-000)-00
00]-00000-1-003-2,4-0000-0000000
Dooooood
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(161) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) & 0.92-0.98 (m, 9H), 1.00-1.27 (m, 2H), 1.28 (m,
1H), 1.48-1.49 (m, 2H), 1.69-1.78 (m, 3H), 2.13-2.20 (m, 2H), 2.33 (s, 3H), 2.51 (m, 1H), 2.54
(s, 3H), 2.58-2.63 (m, 1H), 2.71-2.81 (m, 4H), 3.33 (m, 1H), 3.83-3.87 (m, 1H), 3.98 (m, 1H),

6.21 (s, 1H), 6.98-7.02 (m, 3H), 7.26-7.29 (m, 2H), 8.08 (br s, 1H); ES-MS m/z 548 (M-H)
Ooo0o00ooao

0O00o9
H H)/
N.__N Cl
~~ \n/ H /I
o Cl

00099: 2,6-0000-N-{(R)-3-[4-(3-000-1-0000-0000)-00000-1-
00]J000}-4-000-0000000
Oooooo0o0Q0ooO

"H NMR (CDCl3) & 0.89-0.99 (m, 9H), 1.09-1.16 (m, 4H), 1.21-1.30

(m, 4H), 1.43 (s, 3H), 1.56-1.81 (m, 7H), 2.10 (t, 1H, J = 12 Hz), 2.38 (s, 3H), 2.52-2.57 (m,
3H), 2.69-2.82 (m, 3H), 2.91-3.03 (m, 1H), 3.21-3.33 (m, 3H), 3.81-3.89 (m, 1H), 3.94-4.07 (m,
1H), 4.18-4.25 (m, 1H), 7.13 (s, 1H), 8.74 (s, 1H); ES-MS m/z 514 (M-+H)

ooocooao
0 ooaioo

S

N NH _~_Cl

o d
00 0100: 2,6-0 000 -N-((R)-3-{4-[3-000-1-(2-000000000-000)-0
00O0]1-00000-1-003}000)4-000-0000000

'H NMR (CDCls) 8 0.99 (d, 3H, J = 6 Hz), 1.06-1.15 (m, 3H), 1.21-1.29 (m, 3H),

1.51-1.84 (m, 6H), 2.09-2.19 (m, 1H), 2.39 (s, 3H), 2.49-2.68 (m, 5H), 2.71-2.84 (m, 5H), 3.22-
3.37 (m, 3H), 3.77-3.91 (m, 2H), 5.10 (br s, 1H), 7.20 (s, 1H), 8.74 (br s, 1H); ES-MS m/z 540
(M+Na)

goooogao
Oooobio
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(162) JP 2008-543858 A 2008.12.4

00 0101: 6-00 0 -N-((R)-3-{4-[3-(4-0 000 -0000)-1-0000-00007-0
00O00-1-00)-2,4-0000-0000000
Doooooodg

'H NMR (CDCls) § 0.90-1.03 (m, 7H), 1.12-1.17 (m, 1H), 1.49-1.54

(m, 4H), 1.67-1.73 (m, 2H), 1.75-1.79 (m, 1H), 2.13-2.20 (m, 1H), 2.35 (s, 3H), 2.53 (br s, 1H),
2.55 (s, 3H), 2.60-2.86 (m, 5H), 3.27-3.34 (m, 1H), 3.86-3.91 (m, 1H), 4.10 (m, 1H), 6.15 (s,
1H), 6.95-7.01 (m, 2H), 7.05 (s, 1H), 7.29-7.32 (m, 1H), 8.57 (br d, 1H); ES-MS m/z 518
(M+H)

goooooaon
000102

v
ONTN\O Hpm
- o) NTVN I N

000 102: 6-0 00 -N-((R)-3-{4-[3-(4-0 000 -0000)-1-(3-000 -00 O )-0
000]-00000-1-003000)-2,4-0000-0000000
OooooO0O0Ooo

'H NMR (CDCls) § 0.95-1.02 (m, 10H), 1.19-1.24 (m, 1H), 1.36-1.44

(m, 2H), 1.55 (m, 1H), 1.59-1.80 (m, 4H), 2.14-2.21 (m, 1H), 2.33 (s, 3H), 2.52-2.59 (m, 1H),
2.54 (s, 3H), 2.72-2.85 (m, 5H), 3.29-3.37 (m, 1H), 3.83-3.89 (m, 1H), 4.04-4.12 (m, 1H), 6.16
(s, 1H), 6.95-7.03 (m, 3H), 7.29-7.33 (m, 2H), 8.18 (br s, 1H); ES-MS m/z 546 (M+H)

ooocooao
0ooaios

H
N\H/N H\%:Ii;:W/Cl
F/i:::]/ o \I::;L\r/\\/N I N

00 0103: 6-00 0 -N-(R)-3-{{4-[3-(4-0000-0000)-1-0000-0000]-
00O000-1-003-000)-2,4-0000-0000000

'H NMR (CDCls) & 0.95-1.08 (m, 7H), 1.12-1.23 (m, 1H), 1.28-1.42 (m, 41), 1.49-

1.58 (m, 3H), 1.65 (br s, 3H), 1.68-1.77 (m, 1H), 2.17-2.22 (m, 1H), 2.33 (s, 3H), 2.54 (s, 3H),
2.56-2.82 (m, 5H), 3.24-3.32 (m, 1H), 3.85-3.91 (m, 1H), 4.04-4.12 (m, 1H), 6.18 (s, 1H), 6.93-
7.02 (m, 3H), 7.25-7.32 (m, 1H), 8.4 (br s, 1H); ES-MS m/z 546 (M+H)

gooooao
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(163) JP 2008-543858 A 2008.12.4

|
S

L C.

000104: 6-0 00 -N-((R)-3-{4-[3-(4-0000-0000)-1-(3-000000000
-0000)-0000]1-00000-1-003000)-2,4-0000-0000000
10

Oo0oo0OoooOooano
"H NMR (CDCls) 6 0.88-0.93 (m, 1H), 0.99 (d, 3H, J = 6.6 Hz), 1.08-

1.14 (m, 1H), 1.5 (m, 1H), 1.69-1.79 (m, 5H), 2.13 (s, 3H), 2.17-2.21 (m, 1H), 2.34 (s, 3H),
2.55 (s, 3H), 2.55-2.66 (m, 3H), 2.73-2.87 (m, 5H), 3.29-3.33 (m, 1H), 3.87-3.91 (m, 1H), 4.17
(m, 1H), 6.93-6.99 (t, 2H, J = 8.7 Hz), 7.05 (s, 1H), 7.39-7.46 (m, 3H), 8.79 (br s, 1H); ES-MS

m/z 564 (M+H)
oooooao
0 0 0O 105 20
H
N._N Cl
7T 0O In
F
7/\/ I
00 0105: 6-0 00 -N-((R)-3-{4-[3-(4-0000-0000)-1-0000-00007-0
0o0o00-1-00Yy000)-2,4-0000-0000000 30
oooooooo
"H NMR (CDCl3) 6 0.92-1.01 (m, 7H), 1.13-1.18 (m, 1H), 1.34 (br s,
6H), 1.45-1.52 (m, 2H), 1.66-1.78 (m, 4H), 2.13-2.20 (t, 1H, J= 10.8 Hz), 2.34 (s, 3H), 2.54 (s,
3H), 2.59-2.85 (m, 6H), 3.31 (m, 1H), 3.84-3.91 (m, 1H), 4.09 (m, 1H), 6.16 (s, 1H), 6.95-7.03
(m, 2H), 7.03-7.30 (m, 2H), 8.45 (br s, 1H); ES-MS m/z 560 (M+H)
oooooad
00 0 106
40

VoO

000106: 6-00 0 -N-((R)-3-{4-[1-0000000000-3-(4-0000-0000)-

cooocjooooob-1-00yoO00O0)240000-000000O0O
oooooboo0oao



(164) JP 2008-543858 A 2008.12.4

'H NMR (CDCL) 5 0.98 (d, 3H, J= 12 Hz), 0.99-1.07 (m, 1H), 1.09-

1.18 (m, 3H), 1.51-1.92 (m, 11H), 1.94-2.01 (m, 1H), 2.15 (1, 1H, J= 12 Hz), 2.33 (s, 3H), 2.51-
2.57 (m, 1H), 2.53 (s, 3H), 2.71-2.86 (m, 4H), 3.32 (t, 11, J= 12 Hz), 3.86-3.92 (m, 1H), 3.97-
4.04 (m, 1H), 6.28 (s, 1H), 6.94-7.01 (m, 3H), 7.27-7.32 (m, 2H), 8.30 (br s, 1H); ES-MS m/z
558 (M+H)

gooooao
0o ooaiov

H g/[::] Cl

o dcl

00 0107: 2,6-000 0 -N-(R)-3-{4-[1-0000000000-3-4-0000-000
0)-00O0OO0]-00000-1-003000)4-000-0000000

OCH,Cl, (42mDO000O0O0O0O0D0O000000 (2.4mi0 20mmol)0 0 0 O O EtgN (3.0ml
O22moD00 00000000 @.7mi022mmol) 0000000000000 O0O00C0O
000000003000 0000CHCl, (20m1)0 0 0 0 0 AN NaOH (3x 60mI)0 0 0 0O O
Na,S0,0 0 0000000000000 000000000000000000(3.5090
87)0 00000000000 O0DDOOODODOOOODODOOO0

0Do0O0O00oo

ODMF (20mI)0 000000000 (3.5090 18.2mmol)0 0 O O O NaNg (1.8g0 27.3mmol)
00000000060 00000000000H0 @omD)IDODO001:1 000000
DO0O0O0Ex5mDOOO0O00O0O0O000O0O0000ONaCIOO (3x 25m)00 0000
OODMFO 00 O0OmgS0,0 0000000000000 000-0000000 (2.0690
oow)JODODDDO0DODODDODODODODODODNODONDODOODONDDOOODODO

0Doo0Oooo

0 MeOH (20mI)0 000000 (2.06g0 14.8mmol)0 O O O O Pd/C (0.515g0 25 wt¥%)D O

OCOoOOO0CO0O0OO0OSs0psiCD 0002000000000 0000CeNIte (OO0OODYODODO
O0DO0DO0DO0ODODODODOMMNMROOOTLC (2:1 0000000000)0020000000
ocooooo2o000b0O00O0O0DOD0O0ODODO0OOODO0ODODO0ODDODDODODDODODODDODODOD .83
gL 00ooooobDbboi0oooooao

gooooaad

ooocoioroobooobObOOoO0OOooooooooan

'H NMR (CDCls) 8 0.85-0.92

(m, 2H), 0.98-1.00 (d, 3H, J = 6 Hz), 1.18-1.21 (m, 2H), 1.24-1.83 (m, 13H), 2.08-2.13 (m, 1H),
2.39 (s, 3H), 2.49-2.62 (m, 1H), 2.62-2.77 (m, 2H), 2.77-2.88 (m, 2H), 3.28-3.42 (m, 1H), 3.49
(s, 2H), 3.77-3.98 (m, 1H), 6.21 (s, 1H), 6.97-7.03 (m, 2H), 7.13 (s, 1H), 7.27-7.29 (m, 2H),
8.37 (br s, 1H); ES-MS m/z 592 (M+H)

oooooao
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(165) JP 2008-543858 A 2008.12.4

R1
i) RICHO, —iEE A o
HzN\O ii) RRCNO, — - FIE H Rz/N\n/N\G ’
N\r\/NHBOC i) — 4RI C O N\l/\/N\[(R3
iv) R’COOH, — i3 FIIE E o
Ooo0o00ooao
Ooo0oano
£#is | R'CHO R’CNO
108 2,2-UAFA-FUEF LT AFE K 23 AFLLIFXRTT 2= I T F— K
109 TR FRTFU-2-AANRRTTATE Rl 4-TNFa-T 2= - )T F—F 10
oooooao
000 108
Q y %
O N. _N ~.-Cl
A H |
0 N\l/\/N N
o]
00 0108: N-((R)-3-{4-[3-1,3-0 0 0000000-4-00-1-(2,2-0000-0000 20

y-oooo]j-oooooD-1-00y-0D00)-6-000-2,4-0000-0000000
'H NMR (CD30D) 6 0.9-1.1 (m, 13H), 1.70-2.20 (m, 7H), 2.30 (s, 3H), 2.50-2.55
(m, 4H), 2.80-3.00 (m, 5H), 3.20-3.40 (m, 2H), 3.70-3.85 (m, 1H), 5.92, (s, 2H), 6.28 (s, 1H),
6.57 (dd, 1H, /=9, 3 Hz), 6.70 (d, 1H, J= 9 Hz), 6.98 (s, 1H), 7.04 (s, 1H), 7.70 (s, 1H); ES-
MS m/z 572 (M+1)

Ooooooao
000 109
(l:”> 30
0]

H

N N Cl
F

\l/\/ I

00d0109: 6-0 0 0 -N-((R-3-{4-[3-@G-0D0O0O0-0o0oDoD)H)Y-1-(oooDoDo-000 -
2-00000)-0oooD]-00U0U0o0-1-00}0O0OO0)-24-0000-0000000
'"H NMR (CDCl3) § 0.70-1.25 (m, 10H), 1.48-2.24 (m, 9H), 2.27 (s, 3H), 2.49-2.54
(m, 4H), 2.65-4.10 (m, 11H), 6.87-6.93 (m, 2H), 6.99 (s, 1H), 7.22-7.26 (m, 2H), 8.50 (s, 40
0.55H), 8.51 (s, 0.45H), 8.94 (s, 0.55H), 8.97 (s, 0.45H); ES-MS m/z 560 (M-+H)

goooogao
0001110



(166) JP 2008-543858 A 2008.12.4

MeOZC-4<;D\\/H r/r/

0O0O0110: 5-[3-0 00 -3-(1-{3-[(p-0D DO D0 -2,4-000D0-000D0-83-00000O)-0O
ocoj-i-0oo0o0-000O0Y»OOODDODOD-4-00)-0O00O0O0O0DO]-0DO0O000O-2-000
OoDooOooDoo 10
OCHCIL,LOOSG-000000-00000-2-000000000000 (Rueckle, T. et
al.; J. Med. Chem.; 47; 2004; 6921-6934) (65mgQ0 0.38mmol)O O O EtgN (106p LO 0.7
émmo)D D 0D 0D O0O0OODOO0OODODDOODOO (G2 LOO0.42nmo) I 00O D0OODODODODOO
goo0d10000D0D0O0D0OO0U0O0DDU0DO0DODUODOO0DO0ODODU0DDODDUODDODODOODOE9:10C
HCl/MeOH)O 0 OO0 OO0 O0O0O0O0O0OOOCODOOOOOOOODOO

Oooooo
0OoOo0oo0JooUoo0o0DO0o00o0oo0DU0o0DDO0Oo00DO0O00ON-[B-@-0D0D0D0DO0OD-0D000O
0-1-00)-000]-6-000-2,4-0000-0000000C@8OOO0O0O0O0O0ODODDO
OoOo0oo0ooo)YOoooooD1o0o0o0DoooDooDoooDoooDoooooao

"H NMR (CDCl) § 0.83-2.12 (m, 15H), 2.32 (s, 3H), 2.52 (s, 3H), 2.55-3.55 (m, 9H), 20
3.63-3.66 (m, 1H), 3.85 (s, 3H), 4.03-3.19 (m, 1H), 4.55-4.58 (m, 2H), 4.81 (m, 1H),

6.91 (d, 1H, J=3.9 Hz), 7.02 (s, 1H), 7.63 (d, 1H, J= 3.6 Hz), 8.26 (s, 1H);

ES-MS m/z 614 (M+Na)

ooocooao
I I e B e

HO Cﬂ/ K( 30

DX

00 0111: 5-[3-0 0 0 -3-(A-{3-[(6-0 00 -2,4-0000-0000-3-00000)-0
00]-1-000-00003}00000-4-00)-0000000]1-00000-2-000

0O

0 MeOH (Im)O O 5-[3-0 0 0 -3-(1-{3-[(6-0 00 -2,4-0000-0000-3-0000
0)-00O0]-1-000-00003}00000-4-00)-000000071-00000-2-
000000000000 O00110) (22mg0 0.04mmol)d O O O O NaOH [3.75M] (60u 40
LOO0.22nmo0 0 D00 000D D0OOOOOS0001000000000 @m0 o000
O0DODOCOOHCI [BN]JDOODODODDOOpH4D 500 0000000000000000000
0000000000000 000000000O000000(6.5mg028%)00 0000
oooo000O0oO0

'"H NMR (CDCls) 8 0.80-0.97 (m, 3H), 1.12-1.52 (m, 6H), 1.70-1.92 (m, 3H), 2.17-2.43 (m,

3H), 2.26 (s, 3H), 2.44 (s, 3H), 2.71-2.74 (m, 1H), 2.77- 3.17 (1, 5H), 3.46-3.68 (m, SH), 4.30-

4.34 (m, 1H), 4.46 (d, 1H, J=15.3 Hz), 4.55 (d, 1H, J=15.3 Hz), 4.72 (s, 1H), 6.85 (s, 1H),

6.95 (s, 1H), 7.05 (s, 1H), 8.56 (s, LH); ES-MS m/z 578 (M+H) 50
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ooooonoD
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(168) JP 2008-543858 A 2008.12.4

Ooooo
E#isl | R'NH,
112 2-T I ) RURAIF—
113 O-f Y 7FAE FuFiAF7IveRFuzul R
114 TATZIALT IV
115 2-[1-( "= —4-RANF =) -1H-A I F Y — N4 V]-ZF LT I
(Bridger et al., US 2004/209921 A1)
116 L1I-PAFLETF IV
117 1-A FFI-2-=FAT I
118 AFEFIATSOEAT IV
119 2-TI)AIFS—NALT 77—k
120 0-(2-A FF-TF)N)-k FuF L7V
121 2-¥a YLy Ir
122 FYLV U AFLTRAT )L Rarzrl K
123 3-AFN-5-T I )4V E XY —
124 3T I)-5-AFN-A IV FXY S —n
125 2~ (T I AFN-1,3-PFFYF )
126 57 I ) -3-AFNA IAFVY—
127 4+-73I7-1,2,4- YTV —
128 3-73I/-1,2,4 R NITY—1
129 4+TI)EARY v
130 3-7TI)-¥FV—n
131 1-2-7I ) x=FN)-2-4IFVY R~
132 2-AIFS—A-1- A N-ZF LTIV
(Bloomfield, G.C. et al., WO 2005/021519 A2)
133 5T )-3-AFN-LVFT/—AtFurul K
134 3-7I )5 RAFNL-EF/—
135 2-T7IJ)-NN-DAFA-TEFTIF
136 0-(2-A FF - F))-k FrF7Iv
(Kim. D.-K. et al., J. Med. Chem., vol. 40(15), 1997, 2363-2373)
137 C-U-AFN-IH-A I FY — N4 N)-AF LT I
138 O-tert-7F/NLEk FuxiA7IryseFrszul R
139 C-B-RAFN-3H-A I FY — N4 N)-AF LT I
140 3-73I)A4-¥F5S—AIAR= I
141 7I)7Er=bIAEFurzrly R
142 ey Pr-1-AAT7IyeERuszunl ¥
143 e RO F
144 e-T3I/)-y-FTFuiszrrekfrs7ni
145 L-7o=v-AFFvERrZel K
146 573 )3, 4D AF NV FXYS—
147 5-7 X /-3, 4-VAFNA I AFHYY —)1
148 yruruerrIy
149 -7 ))-ubF B F N AT
150 47 X/ BB F NV ATV
151 D/A=VA=00 %aavg
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(169) JP 2008-543858 A 2008.12.4

K~
N k} N Cl
N H T |
NH O N\r/\\/N N
0]

000 112: N-((R)-3-{4-[3-(IH-0 0000000 0-2-00)-1-00000-3-0000
0-0000]-00000-1-003}000)-6-000-2,4-0000-0000000

'H NMR (CDCL) & 1.20-1.26 (m, 4H), 1.68-1.75 (m, 3H), 2.20-2.28 (m, 1H), 2.29

(s, 3H), 2.49 (s, 3H), 2.49-2.56 (m, 1H), 2.78-2.86 (m, 1H), 2.93-3.20 (m, 4H), 3.44-3.64 (m,
3H), 4.39-4.47 (m, 2H), 6.96 (s, 1H), 7.01 (d, 1H, J= 6 Hz), 7.10-7.15 (m, 4H), 7.24-7.29 (m,
4H), 8.00 (br s, 1H); *C NMR (CDCl3) 6 13.24, 19.40, 22.66, 28.02, 29.07, 30.08, 31.89, 37.83,
42.30,45.38, 52.11, 54.01, 59.89, 111.14, 111.69, 118.97, 122.11, 122.90, 122.99, 124.90,
125.88, 126.69, 127.56, 130.69, 132.38, 140.33, 147.83, 150.62, 155.67, 168.53; ES-MS m/z
594 (M-+H). Anal. Calcd. for C30H36N;0,SC1'0.9CH,Cl,1.2H,0: C, 53.62; H, 5.85; N, 14.16.
Found: C, 53.84; H, 5.88; N, 14.20

ooocooao
0ooi11s

-
o
H
N

NN _~_Cl
\(\o IQWHN

00O0113: 2,6-0000-4-000000-N-{(RA-3-4-B3-0D00-1-0000D00-3-00O
ocobo-ooo0ogo)-oobooO-1-00]1-00D03-0OOOOODO

'H NMR (CDCls) § 0.88 (d, 6H, J = 6 Hz), 0.92-0.97 (m, 1H), 0.98 (d, 3H, J= 6 Hz),

1.14-1.26 (m, 1H), 1.47-1.53 (m, 1H), 1.70-1.74 (m, 3H), 1.79-1.86 (m, 1H), 2.09-2.24 (m, 1H),
2.33 (s, 3H), 2.52-2.62 (m, 1H), 2.72-2.84 (m, 3H), 3.25-3.36 (m, 1H), 3.53 (d, 21, J= 6 Hz),
3.76 (s, 2H), 3.77-3.86 (m, 1H), 4.14-4.26 (m, 1H), 6.95 (s, 1H), 7.00 (d, 1H, J =3 Hz), 7.04 (s,
1H), 7.11 (s, 1H), 7.35-7.41 (m, 1H), 8.83 (br s, 1H); ES-MS m/z 570 (M+H)

ooooonoD
0oooi1li4
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N _N cl
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0 N\‘/\,N SN
O Cl
000114: 2,6-00 00 -N-{(R)-3-[4-B-000-2-0 0000 -1-00000-3-000O
0oo0-0oooo)-oooooD-1-O0O0]-00034-000-0000000
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(170) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) & 0.92-0.96 (m, 1H), 0.98 (d, 3H, J= 6 Hz), 1.07-1.21 (m, 1H),

1.47-1.53 (m, 1H), 1.65-1.76 (m, 3H), 2.09-2.22 (m, 1H), 2.34 (s, 3H), 2.55-2.61 (m, 1H), 2.71-
2.84 (m, 3H), 3.25-3.37 (m, 1H), 3.81 (s, 2H), 3.82-3.91 (m, 1H), 4.21-4.29 (m, 1H), 4.31 (d,
2H, J= 6 Hz), 4.59-4.67 (m, 1H), 6.03 (br s, 1H), 6.26 (br s, 1H), 6.99 (d, 1H, J =3 Hz), 7.06 (s,
2H), 7.27 (s, 1H), 7.32-7.36 (m, 1H), 8.96 (br s, 1H); ES-MS m/z 579 (M+H)

—
NN
y | 7( H z |
<N O N\r/\\/N N
H O
000115: 2,6-0 0 0 0 -N-[(R)-3-(4-{3-[2-(AH-0 00000 -4-00)-00 O J-1-0
0000-3-00000-0000300000-1-00)-00071-4-000-000000

O
ooooOboOoooaod

"H NMR (CDCl;) § 0.92-0.99 (m, 1H), 0.98 (d, 3H, J = 6.6 Hz),

1.13-1.17 (m, 1H), 1.48-1.78 (m, 4H), 2.12-2.19 (m, 1H), 2.33 (s, 3H), 2.51-2.58 (m, 1H), 2.67-
2.85 (m, 5H), 3.25-3.33 (m, 1H), 3.44 (q, 2H, J = 6 Hz), 3.77-3.87 (m, 3H), 4.12-4.20 (m, 1H),
6.65 (s, 1H), 6.94 (d, 1H, J= 5.1 Hz), 6.98 (br s, 1H), 7.06 (s, 1H), 7.27-7:30 (m, 1H), 7.44 (s,
1H), 8.94 (br d, 1H); *C NMR (CDCL;) § 13.41, 19.10, 27.24, 30.16, 30.31, 30.99, 40.19, 41.61,
43.40, 51.78, 52.38, 60.25, 121.07, 124.32, 126.13, 126.70, 132.57, 134.61, 139.56, 146.61,
149.79, 150.85, 158.26, 164.07; ES-MS m/z 592 (M+H). Anal. Calcd. for

C27H35N70,8Cly 1.0CH,Cly-0.4H,0: C, 49.12; H, 5.56; N, 14.32. Found: C, 49.34; H, 5.58; N,

14.39
Dooooo
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(171) JP 2008-543858 A 2008.12.4

'H NMR (CDCL3) 8 0.91-1.01 (m, 4H), 1.04-1.21 (m, 1H), 1.51-1.89
(m, 6H), 2.14-2.21 (m, 1H), 2.34 (s, 3H), 2.40 (s, 6H), 2.51-2.59 (m, 1H), 2.68-2.94 (m, 3H),
3.25-3.41 (m, 3H), 3.75-3.88 (m, 3H), 4.20-4.41 (m, 1H), 5.00 (s, 1H), 7.01 (d, 1H, J= 3 Hz),

7.06 (s, 1H), 7.11 (s, 1H), 7.37 (m, 1H), 8.96 (br s, 1H); ES-MS m/z 541 (M-+H)
Ooo0o00ooao
Ooooiiv

—
L
NN cl
~ /\/
O hig H 1
o N\rVN SUN
0 Cl
000 117: 2,6-0 00 0 -N-((R)-3-{4-[3-(2-0 000 -000)-1-00000 -3-00 0

co-ooooj-0boooo0-1-003-000)4-000-0D000DOOC
gooooaoaoan

'H NMR (CDCl5) & 0.92-0.96 (m, 1H), 0.95 (d, 3H, J = 12 Hz), 1.06-

1.23 (m, 1H), 1.47-1.54 (m, 1H), 1.59-1.75 (m, 5H), 2.17 (t, 1H, J = 12 Hz), 2.33 (s, 3H), 2.57
(t, 1H, J= 12 Hz), 2.73-2.84 (m, 3H), 3.20 (s, 3H), 3.31 (s, 5H), 3.80-3.92 (m, 3H), 4.24 (m,
1H), 6.99 (d, 1H, J= 3 Hz), 7.01 (s, 3H), 7.11 (s, 1H), 7.34 (m, 1H), 8.96 (br s, 1H); ES-MS m/z
556 (M-+H)

ooocooao
0ooaiis

=
s
/O\/\/“ N | Z~C
hig H !
0 N\‘/\/N N
0o Cl

00 0118: 2,6-0 00 O -N-((R)-3-{4-[3-(3-0 00 0-0000)-1-00000-3-00
00O0-0000]1-00000-1-003-000)-4-000-0000000

'H NMR (CDCl3) & 0.82-0.94 (m, 1H), 0.98 (d, 3H, J= 6 Hz), 1.04-1.18 (m, 1H),

1.49-1.56 (m, 1H), 1.61-1.89 (m, 4H), 2.08-2.19 (m, 1H), 2.34 (s, 3H), 2.52-2.61 (m, 1H), 2.72-
2.86 (m, 3H), 3.12 (s, 3H), 3.21-3.32 (m, 5H), 3.46 (t, 1H, J= 6 Hz), 3.79 (s, 2H), 3.80-3.87 (m,
1H), 4.21-4.27 (m, 1H), 4.88 (br s, 1H), 7.02 (d, 1H, J = 6 Hz), 7.08 (s, 2H), 7.31-7.36 (m, 1H),
8.97 (br s, 1H); ES-MS m/z 592 (M+Na)
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(172) JP 2008-543858 A 2008.12.4

Js’
H

Ne NN ~Cl
O ¥ OY”W;Q
0 Cl

000119: 2,6-0 00 0 -N-((R)-3-{4-[3-(1H-0 00000 -2-00)-1-0000 O -3-
00000-0000]1-00000-1-003000)-4-000-0000000
ooooo0oooo

'H NMR (CDCl3) § 0.98 (d, 3H, J = 6.6 Hz), 1.08-1.12 (m, 1H), 1.26-

1.31 (m, 1H), 1.51-1.56 (m, 1H), 1.68-1.78 (m, 4H), 2.09-2.16 (m, 1H), 2.36 (s, 3H), 2.54-2.61
(m, 1H), 2.73-2.86 (m, 3H), 3.28-3.35 (m, 1H), 3.78-3.83 (m, 1H), 4.02-4.09 (m, 3H), 6.66 (s,
2H), 6.97 (d, 1H, J= 4.8 Hz), 7.10 (s, 2H), 7.33 (dd, 1H, J = 4.8, 3 H2), 8.62 (br d, 1H, /= 6
Hz); *C NMR (CDCls) & 13.81, 19.58, 30.52, 30.89, 31.32, 40.53, 42.15, 43.71, 52.04, 53.75,
60.54, 119.37, 121.67, 124.80, 126.57, 127.21, 132.89, 139.29, 144.43, 147.06, 150.43, 151.31,
156.02, 164.53; ES-MS m/z 564 (M+H). Anal. Calcd. for Co5H3N70,SCly-0.9CH,Cl,-0.2H,0:
C, 48.26; H, 5.19; N, 15.21. Found: C, 48.28; H, 5.13; N, 15.02

ooocooao
0ooil20

O dl

00 0120: 2,6-0 00 0 -N-{(R)-3-[4-(3-(2-0 00 00000)-1-00000-3-00
00O0-0000)-00000-1-00]1-0003-4-000-0000000

ODMF (15mI0ON-00000O000000 (4.60g0 28.2mmol)0 0 0 O O EtgN (8.0mi0
57.4mmol)0 000 D02-0000000000000 (4.0mi042.6mmo)0 0000000
2500000000000 EtoAc (5omI)0 D0 D000 (om0 O OO00OOOELOAC (
2x 15MDO0 0 0000000000000 00000 @x30mDO000000O00 (NaySO,
@I OOODODOOODODODODDOOODODOOO0O0OO0OO0O0D00OO (5.529088%)0 0 000 O MeOH
GMDHDOIODODOODO0O0O0(.13g09.64mmo)0 000000000000 O (0.4mi0 12.86
mmol)0 0 0000004000000 0000000000000O000O0O0O00OO0
O00O0O0O00Et,0 (30m)IIDO000EL,O0O0O0O0D00000O0EL0 (30m)0 OO0
O00Et,00 00 0000000000-(-0000-000)-000000000 (775mg
088%)0ODODOO0O0O00000000O0 NMR(CDCIZ)3 3.38 (s,3H), 3.55-3.58(m,2H),
3.81-3.84(m,2H), 4.25(br s,2H)O

0Dooooo
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(173) JP 2008-543858 A 2008.12.4

'H NMR (CDCl;) 8 0.98 (d, 3H,

J=6.6 Hz), 1.16-1.24 (m, 1H), 1.48-1.55 (m, 1H), 1.68-1.79 (m, 4H), 2.12-2.20 (m, 1H), 2.32
(s, 3H), 2.52-2.59 (m, 1H), 2.72-2.86 (m, 3H), 3.25-3.33 (m, 1H), 3.29 (s, 3H), 3.51-3.54 (m,
2H), 3.78-3.84 (m, 3H), 3.93-3.97 (m, 2H), 4.14-4.20 (m, 1H), 6.99 (d, 1H, J = 4.8 Hz), 7.04 (s,
1H), 7.08-7.10 (m, 1H), 7.29 (s, 1H), 7.35 (dd, 1H, J = 4.8, 3 Hz), 8.78 (br d, 1H, J = 6 Hz); °C
NMR (CDCl3) § 13.33, 19.00, 29.77, 30.40, 30.51, 39.91, 41.00, 43.27, 51.46, 52.50, 58.80,
59.92,70.74,74.71, 121.21, 124.20, 125.88, 127.22, 132.44, 138.65, 146.48, 149.67, 150.76,
158.90, 163.98; ES-MS m/z 594 (M+Na). Anal. Calcd. for CpsH3sNsO4SCl,'0.4H,0: C, 51.79;
H, 6.22; N, 12.08. Found: C, 51.89; H, 6.09; N, 12.46

goooogao
oo0bi12a

=
L
(j\/ -
| H
X N.__N Cl
N hig H T
O dl

Oob0121: 2,6-0000 -4-000 -N-{(RA-3-[4-B3-0000-2-00000-1-0DO0CO
o-3-0ogooo-ogooo)ooooo-1-0oO])-00O0yooOoOoODO

"H NMR (CDCl3) 8 0.91-0.95 (m, 1H), 0.98 (d, 3H, J = 6 Hz), 1.07-1.20 (m, 1H),

1.49-1.56 (m, 1H), 1.69-1.78 (m, 3H), 2.09-2.22 (m, 1H), 2.34 (s, 3H), 2.53-2.60 (m, 1H), 2.71-
2.83 (m, 3H), 3.24-3.35 (m, 1H), 3.80-3.89 (m, 1H), 3.89 (s, 2H), 4.21-4.27 (m, 1H), 4.44 (d,
2H, J=3 Hz), 5.57 (m, 1H), 7.01-7.05 (m, 2H), 7.09-7.18 (m, 3H), 7.30-7.36 (m, 1H), 7.56-7.61
(m, 1H), 8.41 (d, 1H, J = 6 Hz), 8.96 (br s, 1H); ES-MS m/z 590 (M+H)
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< ANN | ~_Cl

O (i
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(174) JP 2008-543858 A 2008.12.4

"H NMR (CDCL) § 0.95-0.98 (m, 1H), 0.98 (d, 3H, J = 6 Hz), 1.08-1.22 (m, 1H),

1.48-1.54 (m, 1H), 1.66-1.87 (m, 3H), 2.08-2.20 (m, 1H), 2.34 (s, 3H), 2.52-2.58 (m, 1H), 2.71-
2.82 (m, 3H), 3.23-3.34 (m, 1H), 3.70 (s; 3H), 3.78-3.96 (m, SH), 4.09-4.23 (m, 1H), 4.84-4.91
(m, 1H), 7.04-7.09 (m, 2H), 7.22 (s, 1H), 7.34-7.39 (m, 1H), 8.88 (br s, 1H); ES-MS m/z 570
(M-+HH) |

gooooao

000123
L
NN
O N H T 1
N-O 0O NT\/N N
O «l

000123: 2,6-0 000 -4-00 0 -N-((R)-3-{4-[3-(3-0 00 -000000 00O -5-0
0)-1-00000-3-00000-000071-00000-1-003000)-000000
O

"H NMR (CDCL) 8 1.00 (d+m, 4H), 1.25 (m, 1H), 1.56 (m, 1H), 1.76 (m, 3H), 2.20

(stbr t, 4H), 2.35 (s, 3H), 2.61 (br t, 1H), 2.77-2.90 (m, 3H), 3.32 (m, 1H), 3.80 (m, 1H), 3.99 (s,
2H), 4.23 (m, 1H), 7.04 (d, 1H, J = 6.0 Hz), 7.07 (s, 1H), 7.12 (s, 1H), 7.21 (s, 1H), 7.43 (m,
1H), 8.64 (br d, 1H); ES-MS m/z 579 (M+H)
gooooad

0oodogilz4a
s

NN
=
Yy H P
O-N © N\l/\/N N

o d

O00124: 2,6-0 000 -4-000 -N-((R)-3-{4-[3-(5-0 0 0-00000000O-3-0

oH)-i-ocoooo-8-0oooo-0o0ooo-]J-0co0o0b0-1-0coO)-0O0O0)-0O0DODOO
O

'H NMR (CDCls) 8 1.00 (d-+m, 4H), 1.24 (m, 1H), 1.56 (m, 1H), 1.76 (m, 3H), 2.17

(br t, 1H), 2.35 (s, 6H), 2.60 (br t, 1H), 2.75-2.88 (m, 3H), 3.32 (m, 1H), 3.80 (m, 1H), 3.9 (s,
2H), 4.20 (m, 1H), 6.54 (s, 1H), 6.97 (s, 1H), 7.04 (d, 1H, J = 6.0 1z), 7.09 (s, 1H), 7.17 (s, 1H),
7.39 (m, 1H), 8.69 (br d, 1H); ES-MS m/z 579 (M+H)
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(175) JP 2008-543858 A 2008.12.4

00 0125: 2,6-0 00 0 -N-{(R)-3-[4-(3-1,3-000000-2-00000-1-0000
0-3-00000-0000)-00000-1-00]1-0003-4-000-0000000

"H NMR (CDCls) § 0.95-0.99 (m, 4H), 1.05-1.25 (m, 1H), 1.54 (m, 1H), 1.68-1.73

(m, 3H), 2.15 (m, 1H), 2.34 (s, 3H), 2.56-2.56 (m, 1H), 2.82-2.86 (m, 3H), 3.38-3.42 (m, 3H),
3.74-3.88 (m, 7H), 4.26 (m, 1H), 4.56-4.59 (m, 1H), 4.83-5.29 (m, 1H), 7.01-7.05 (m, 2H), 7.13-
7.13 (m, 1H), 7.33-7.35 (m, 1H), 8.98 (br s, 1H); ES-MS m/z 584(M-+H)

gooooao
000126
s
H
37 <%

000126: 6-0 00 -2,4-00 00 -N-((R)-3-{4-[3-(3-0 00 -0000000O 0O -5-0
0)-1-00000-3-00000-000071-00000-1-003000)-000000
O

Ooo0o0O0O0Oo

'H NMR (CDCl3) § 0.88-1.21 (m, 4H), 1.52-1.74 (m, 5H), 2.21 (s, 3H),

2.29 (s, 3H), 2.50 (s, 3H), 2.52-2.70 (m, 1H), 2.71-2.96 (m, 3H), 3.22-3.31 (m, 2H), 3.76-3.83
(m, 3H), 4.11-4.24 (m, 1H), 5.97 (s, 1H), 6.96 (s, 1H), 7.07-7.10 (m, 1H), 7.21 (s, 1H), 7.42-
7.43 (m, 1H), 8.57 (br s, 1H); ES-MS m/z 559 (M+H) |

ooocooao
ooaoaizy

A N

NN Ho [

N=/ § NTVN N
o dCl

00O0127: 2,6-0000 -4-00 0 -N-{(R)-3-[4-(1-0 000 0-3-00000 -3-[1,2,4
J000000-4-00-0000)-000000000000

'H NMR (CDCl3) & 1.00 (br d, 3H), 1.25-1.47 (m, 2H), 1.55 (m, 1H), 1.78 (m, 3H),
2.19 (brt, 1H), 2.34 (s, 3H), 2.55 (br t, 1H), 3.33 (m, 1H), 3.73 (m, 1H), 4.13 (m, 3H), 7.02 (4,
1H, J= 6.0 Hz), 7.08 (s, 1H), 7.18 (s, 1H), 7.36 (m, 1H), 7.96 (s, 2H), 8.51 (br s, 1H); ES-MS

m/z 565 (M+H)
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(176) JP 2008-543858 A 2008.12.4
0O00128: 2,6-0 000 -4-000 -N-((R)-3-{4-[1-0 0000 -3-00 000 -3-(1H-[1
,L2, A0 0 0000 -3-00)-000O0]j]-Ob0DO0O0O0-1-003}000)-000000A0
'"H NMR (CDCls) § 0.97 (d+m, 4H), 1.11 (m, 1H), 1.33 (m, 1H), 1.55 (m, 1H), 1.77
(m, 3H), 2.20 (brt, 1H), 2.36 (s, 3H), 2.60 (br t, 1H), 2.77-2.91 (m, 3H), 3.32 (m, 1H), 3.82 (m,
1H), 4.05 (s, 2H), 4.17 (m, 3H), 7.03 (d, 1H, J= 6.0 Hz), 7.11 (s, 1H), 7.17 (s, 1H), 7.40 (m,
1H), 7.56 (s, 1H), 7.78 (br s, 1H), 8.57 (br s, 1H); ES-MS m/z 565 (M-+H)

Ooo0o00o0oaoao
000129
o'

NN cl
N H ] ]
o) © N\l/\/N SN

O G

O0O0129: 2,6-0000 -4-000 -N-{(RA-3-[4-3-0D000D0-4-00-1-00D00ODO -3
-ooooo-opopgoo)-ooooo-1-00]-0Uo0oy»-OOOoOODODOODO

'H NMR (CDCls) § 0.94 (d+m, 4H), 1.12 (m, 1H), 1.54 (m, 1H), 1.73 (m, 3H), 2.20

(br t, 1F), 2.34 (s, 3H), 2.59 (m, 5H), 2.76-2.86 (m, 3H), 3.32 (m, 1H), 3.47 (s, 1H), 3.69 (m,
4H), 3.83 (s*+m, 3H), 4.24 (m, 1H), 7.00 (d, 1H, J = 6.0 Hz), 7.05 (s, 1H), 7.11 (s, 1H), 7.38 (m,
1H), 8.84 (br s, 1H); ES-MS m/z 583 (M+H)

ooocooao
0ooai3o

O Cl
00 0130: 2,6-0 000 -4-00 O -N-((R)-3-{4-[3-(1H-0 0000 -3-00)-1-000
00-3-00000-0000]1-00000-1-003000)-0000000

'H NMR (CDCl;) § 0.97 (d+m, 4H), 1.22 (m, 1H), 1.54 (m, 1H), 1.75 (m, 3H), 2.20

(brt, 1H), 2.35 (s, 3H), 2.59 (m, SH), 2.76-2.86 (m, 3H), 3.34 (m, 1H), 3.82 (m, 1H), 3.98 (s,
2H), 4.27 (m, 1H), 6.36 (br s, 1H), 6.91 (s, 1H), 7.06 (m, 1H), 7.09 (s, 1H), 7.21 (s, 1H), 7.39
(stm, 1H), 8.79 (br s, 1H); ES-MS m/z 564 (M+H)

goooogao
ooobi3l

0
L~ NN ~_Cl
HN™ N H |
(— \[Cl)/ \Q\I\(\/N N
O Cl

000131: 2,6-0 000 -4-0 00 -N-[(R)-3-(4-{3-[2-(2-0 00 -00000 0O -1-0
0)-000]1-1-00000-3-00000-0000300000-1-00)-0007-00
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(177) JP 2008-543858 A 2008.12.4

Ooo0ooOoao

'H NMR (CDCls) 8 0.98 (d+m, 4H), 1.16 (m, 1H), 1.24 (m, 2H), 1.55 (m, 1H), 1.66-

1.76 (m, 3H), 2.08 (br t, 1H), 2.33 (s, 3H), 2.58 (m, 2H), 2.65 (m, 1H), 2.83 (m, 2H), 3.21 (m,
2H), 3.31 (m, 3H), 3.78 (m, 1H), 3.85 (s, 2H), 4.07 (m, 1H), 4.86 (br t, 1H), 6.98 (d, 1H, J= 6.0
Hz), 7.05 (s, 1H), 7.08 (s, 1H), 7.11 (s, 1H), 7.31 (m, 1H), 7.66 (s, 1H), 8.82 (br s, 1H); ES-MS
m/z 586 (M+H)

OoO00oognoaod
00O 132
Ja
PN S
A\ s .z
NN hif H

0O Ccl
000132: 2,6-0 000 -N-(R)-3-{4-[3-(2-000000-1-00-000)-1-00 00
0-3-00000-0000]1-00000-1-003000)4-000-0000000

'H'NMR (CDClLs) § 0.92-0.99 (m, 1H), 0.98 (d, 3H, J = 6.6 Hz), 1.13-1.26 (m, 1H),

1.48-1.78 (m, SH), 2.13-2.20 (m, 1H), 2.33 (s, 3H), 2.52-2.60 (m, 1H), 2.73-2.87 (m, 3H), 3.26-
3.33 (m, 1H), 3.39-3.46 (m, 2H), 3.75 (s, 2H), 3.77-3.86 (m, 1H), 4.00 (t, 1H, J= 5.7 Hz),
4.10-4.22 (m, 1H), 4.38-4.46 (m, 1H), 6.72 (s, 1H), 6.92 (d, 1H, J= 4.8 Hz), 6.97 (br s, 1H),
7.00 (s, 1H), 7.06 (s, 1H), 7.29 (s, 1H), 7.35 (dd, 1H, J = 4.8, 3 Hz), 8.82 (br d, 1H); >C NMR
(CDCLy) § 13.79, 19.52, 30.52, 30.84, 31.32, 40.52, 42.07, 43.77, 47.06, 52.17, 52.80, 60.62,
119.04, 121.61, 124.71, 126.28, 127.84, 130.07, 132.99, 137.53, 139.47, 147.04, 150.19, 151.28,
158.24, 164.45; ES-MS m/z 614 (M+Na). Anal. Caled. for Cp7H3sN70,SCl0.6CH,Cly0.6H,0:

C, 50.66; H, 5.76;, N, 14.98. Found: C, 50.70; H, 5.77; N, 15.01
oooooo
000133

A
H N Cl
YO Hw
=S 0 N N AN
]/\/ o di

00D0133: 2,6-0000 -4-00 0 -N-((R)-3-{4-[3-(3-0 00 -0000000-5-00)
-1-00000-3-00000-0000]-00000-1-003}000)-0000000

'H NMR (CDCl;) & 1.00 (d-+m, 4H), 1.25 (m, 1H), 1.53 (m, 1H), 1.76 (m, 3H), 2.20

(br t, 1H), 2.30 (s, 3H), 2.37 (s, 3H), 2.58 (br t, 1H), 2.81-2.87 (m, 3H), 3.32 (m, 1H), 3.76 (m,
1H), 4.02 (s, 2H), 4.32 (m, 1H), 7.05 (d, 1H, J = 6.0 Hz), 7.07 (s, 1H), 7.23 (s, 1H), 7.43 (m,
1H), 7.48 (s, 1H), 8.71 (br s, 1H); ES-MS m/z 596 (M+H)
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A
H
N._N Cl

= AN

H
\r/\\/ o d

000134: 2,6-0 000 -4-0 0 0 -N-((R)-3-{4-[3-(5-0 0 0 -1H-0 00 00O -3-00 )-
1-0o0ooo0-3-0g0go0oDoD-0o000j-0o0o00o0-1-003}000)-000000O0
'H NMR (CDCls) & 1.00 (d+m, 4H), 1.24 (m, 1H), 1.52 (m, 1H), 1.74 (m, 3H), 2.23
(s+brt, 4H), 2.35 (s, 3H), 2.58 (br t, 1H), 2.74-2.85 (m, 3H), 3.31 (m, 1H), 3.73 (m, 1H), 3.96 (s,
2H), 4.25 (m, 1H), 6.82 (s, 1H), 7.05 (d, 1H, J = 6.0 Hz), 7.09 (s, 1H), 7.19 (s, 1H), 7.38 (m,
1H), 8.81 (br s, 1H); ES-MS m/z 578 (M~+H)

goooogao
000135

—
~
St
Q

<~ ALNN cl
RGPS Be:!

o dl
000135 - 2,6-0000 -N-{(RA-3-4-B-000O0O0O0OODOO0OODDO-1-0DOO0O -
3-0oooo-ooogo)ooobobo-1-00]-00O0y4-OOOD-OOODODDOOD

'H NMR (CDCl3) § 0.98 (d, 3H, J = 6 Hz), 0.98-1.07 (m, 1H), 1.09-1.22 (m, 1H),

1.47-1.51 (m, 1H), 1.70-1.79 (m, 3H), 2.07-2.20 (m, 1H), 2.34 (s, 3H), 2.54-2.62 (m, 1H), 2.73-
2.88 (m, 3H), 2.94 (s, 6H), 3.26-3.35 (m, 1H), 3.75-3.80 (m, 1H), 3.81 (s, 2H), 3.96 (d, 21, J= 6
Hz), 4.01-4.16 (m, 1H), 5.44-5.49 (m, 1H), 7.01-7.06 (m, 2H), 7.20 (s, 1H), 7.28-7.35 (m, 1H),
8.86 (br s, 1H); ES-MS m/z 583 (M+H)

ot
0] H N Ci
AN A
o H T
0 N\r/\\/N N
' 0

00 0136: 6-00 0 -N-((R)-3-{4-[3-(2-0 0 000000)-1-00000-3-0000
0-0000]-00000-1-003}000)-2,4-0000-0000000
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'H NMR (CDCl;) & 0.83-0.94 (m, 1H), 0.98 (d, 3H, J= 6.6 Hz), 0.98-1.07 (m, 1H),

1.48-1.54 (m, 1H), 1.63-1.76 (m, 3H), 2.13-2.20 (m, 1H), 2.27 (s, 3H), 2.48 (s, 3H), 2.53-2.60
(m, 1H), 2.68-2.84 (m, 3H), 3.22-3.31 (m, 1H), 3.29 (s, 3H), 3.52-3.55 (m, 2H), 3.65-3.75 (m,
2H), 3.81-3.87 (m, 1H), 3.94-3.97 (m, 2H), 4.16-4.24 (m, 1H), 6.93 (s, 1H), 7.03 (d, 1H, J=4.8
Hz), 7.10 (br s, 1H), 7.28 (s, 1H), 7.37 (dd, 1H, J = 4.8, 3 Hz), 8.76 (br d, 1H); *C NMR
(CDCls) 8 15.31, 20.57, 23.87, 31.52, 32.42, 41.89, 42.76, 45.12, 53.53, 54.14, 60.76, 62.25,
72.69, 76.68, 123.10, 124.26, 127.84, 129.17, 134.67, 140.61, 149.36, 151.85, 157.17, 160.83,

168.84; ES-MS m/z 574 (M+Na). Anal. Calcd. for CH3sN504SC1'0.3CH,Cl,°0.2H,0: C, 54.35;

H, 6.76; N, 12.05. Found: C, 54.35; H, 6.74; N, 12.07

Oo0o0oooao
Ooo0ooais7y
—
- S
- (C
\Q\/N\“,N Z Cl
H |
O N\r\/N N
O
0O00137: 2,6-0000 -4-000 -N-((R)-3-{4-[3-(1-0U 00 -1H-OO0OODOO-4-00

ooo)H)-1-0ooooo-3-00o0oo0-0o0oooj-0cocobb-1-003000)-0000
goaao

"H NMR (CDCls) 8 0.93-0.96 (m, 1H), 0.98 (d, 3H, J = 6 Hz), 1.04-1.19 (m, 1H),

1.46-1.53 (m, 1H), 1.66-1.78 (m, 4H), 2.07-2.20 (m, 1H), 2.34 (s, 3H), 2.54-2.60 (m, 1H), 2.71-
2.83 (m, 3H), 3.24-3.38 (m, 1H), 3.60 (s, 3H), 3.83 (br s, 3H), 4.20-4.29 (m, 3H), 4.82-4.87 (m,
1H), 6.62 (s, 1H), 6.97-7.00 (m, 1H), 7.06-7.08 (m, 2H), 7.27-7.33 (m, 1H), 8.91 (br s, 1H); ES-
MS m/z 592 (M+H)

oooooao
0ooai3s

o

H

>L.NN cl

o H [
0

0O00138: 6-0 00 -N-{(R)-3-4-B3-0-0O0OdC0-1-00D00D0-8-00000-0D00
oH)-oocooo-1-00]1-000}y»24-0000-000000O0

'"H NMR (CDCl;) & 0.78-0.93 (m, 1H), 0.98 (d, 3H, J= 6 Hz), 098-1.02 (m, 1H),

1.14 (s, 9H), 1.48-1.55 (m, 1H), 1.63-1.77 (m, 3H), 2.15-2.22 (m, 1H), 2.27 (s, 3H), 2.49 (s,
3H), 2.52-2.59 (m, 1H), 2.68-2.86 (m, 3H), 3.21-3.30 (m, 1H), 3.71 (s, 2H), 3.77-3.91 (m, 1H),
4.19-4.28 (m, 1H), 6.57 (s, 1H), 6.90 (s, 1H), 7.01-7.05 (m, 1H), 7.13 (s, 1H), 7.35-7.40 (m,
1H), 8.82 (br s, 1H); ES-MS m/z 572 (M+Na)
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ooooonoD
0oaoai39

s
e

N =z
NG TS B e

o (i
000139: 2,6-0 000 -4-0 00 -N-((R)-3-{4-[3-(3-0 00 -30-0000 0 O -4-0
0000)-1-00000-3-00000-00007-00000-1-003%-000)-000
0ooo

'H NMR (CDCL;) & 0.93-0.98 (m, 1H), 0.98 (d, 3H, J= 6 Hz), 1.09-1.19 (m, 1H),

1.48-1.54 (m, 1H), 1.68-1.79 (m, 3H), 2.08-2.20 (m, 1H), 2.33 (s, 3H), 2.56-2.62 (m, 1H), 2.70-
2.84 (m, 3H), 3.23-3.38 (m, 1E0), 3.45 (s, 3H), 3.83 (s, 2H), 3.83-3.91 (m, 1H), 4.19-4.26 (m,
1H), 4.28 (d, 2H, J = 6 Hz), 4.40-4.47 (m, 1H), 6.73 (br s, 1H), 6.94-6.98 (m, 1H), 7.04 (s, 2H),
7.32-7.36 (m, 2H), 8.88 (br s, 1H); ES-MS m/z 592 (M+H)

N
/

¢

Oo00o0o0ooao
0O 0O 0O 140
H
NN A C
bt
O da

00 0140: 2,6-0 00 0 -N-((R)-3-{4-[3-(4-0 00 -1H-0 0000 -3-00)-1-000
00-3-00000-0000]1-00000-1-003000)4-000-0000000

' NMR (CDCls) & 1.01 (d, 3H, J= 6.0 Hz), 1.25 (m, 1H), 1.43 (s, 1H), 1.56 (m,
1H), 1.82 (m, 3H), 2.26 (br t, 1H), 2.35 (s, 3H), 2.67 (br t, 1H), 2.88-2.95 (m, 3H), 3.34 (m, 1H),
3.81 (m, 1H), 4.02 (s, 2H), 4.27 (m, 1H), 7.01 (s+d, 2H), 7.32 (s, 1H), 7.38 (s, 1H), 7.49 (m,

1H), 7.55 (s, 1H), 8.57 (br s, 1H); ES-MS m/z 589 (M+H)
ooooOooao
I I O B e P e

NS NN a

O d
000141: 2,6-000 0 -N-{(R)-3-[4-(3-0 00 000-1-00000-3-00000 -0
00O0)-00O000-1-00]1-00034-000-0000000
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'H NMR (CDCls) & 0.99 (d+m, 4H), 1.23 (m, 1H), 1.50-1.77 (m, 4H), 2.14 (br t, 1H),
2.35 (s, 3H), 2.56 (br t, 1), 2.73-2.84 (m, 3H), 3.29 (m, 1H), 3.84 (s+m, 3H), 4.03 (d, 2H, J =
6.0 Hz), 4.21 (m, 1H), 4.62 (m, 1H), 7.02 (d, 2H, J = 4.5 Hz), 7.13 (s+d, 2H), 7.41 (m, 1H), 8.80

(brs, 1H); ES-MS m/z 537 (M+H)

goooogao
000142

_ s
CT% o
H
O N N N

oob042: 6-000-2,4-0000 -N-{(R)-3-4-GB-0O0DDOO0-1-DDO-1-ODDDDOO-3
-ooooo-oopoo)y-ooooo-1-00]j]-0ooy»»ooooooo

'H NMR (CDCls) § 0.72-0.84 (m, 1H), 0.97 (d, 3H, J = 6 Hz), 098-1.03 (m, 1H),
1.46-1.52 (m, 1H), 1.62-1.78 (m, 7H), 2.14-2.21 (m, 1H), 2.27 (s, 3H), 2.48 (s, 3H), 2.50-2.55
(m, 1H), 2.57-2.69 (m, SH), 2.77-2.86 (m, 2H), 3.21-3.27 (m, 1H), 3.68 (d, 2H, J = 6 Hz), 3.78-
3.92 (m, 1H), 4.21-4.29 (m, 1H), 5.01 (s, 1H), 6.93 (s, 1H), 7.02-7.06 (m, 1H), 7.11 (s, 1H),
7.33-7.38 (m, 1H), 8.91 (br s, 1H); ES-MS m/z 569 (M+Na)

ooocooao
0 ooi4s

)J\N'H\H/N 7

o Cl
000143: 2,6-0000-4-000 -N-{(R)-3-[4-(3-0 00 000-1-00000-3-00
ooo-oooo)-ooooOo-1-00]-000y»00DOOODO
'H NMR (CDCls) & 0.99 (d, 3H, J= 6.0 Hz), 1.12 (m, 1H), 1.23 (m, 1H), 1.54 (m,
1H), 1.69-1.79 (m, 4H), 1.98 (s, 3H), 2.16 (br t, 1H), 2.34 (s, 3H), 2.57 (br t, 1H), 2.76 (m, 1H),
2.86 (m, 2H), 3.31 (m, 1H), 3.80 (m, 1H), 3.99 (s, 2H), 4.09 (m, 1H), 6.59 (br s, 1H), 7.06 (d,
1H, J= 6.0 Hz), 7.11 (s, 1H), 7.28 (s, 1H), 7.37 (m, 1H), 7.75 (s, 1H), 8.65 (br s, 1H); ES-MS

m/z 555 (M+H)
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(182) JP 2008-543858 A 2008.12.4

000144: 2,6-0 000 -4-00 0 -N-((R)-3-{4-[3-(2-0 00 -000000-000 -3-
00)-1-00000-3-00000-0000]1-00000-1-003-000)-00000
00

"H NMR (CDCls) & 0.98 (d+m, 4H), 1.25 (m, 1E1), 1.57 (m, 1H), 1.69-1.77 (m, 4H),

2.08-2.17 (m, 2H), 2.35 (s, 3H), 2.56 (br t, 1H), 2.63-2.88 (m, 4H), 3.27 (m, 1H), 3.88 (s*m,
3H), 4.20 (m, 2H), 4.3 (m, 2H), 4.87 (m, 1H), 7.02 (¢, 1H,J= 6.0 Hz), 7.08 (s, 1H), 7.17 (s,
1H), 7.37 (m, 1H), 8.82 (br s, 1H); BS-MS m/z 582 (M-+H)

Ooo0o00ooao

O 0O 0 145
(QS

TR A ci

~

o™y e
o N\r\/N SN

O d
000 145: (S)-2-[3-(1-{(R)-3-[(2,6-0 0 00 -4-000-0000-3-00000 )-0

ocoljir-0oo-0ooby»oooooo-4-00)83-0000D0-8-000DDO-000D071-
goobooooobooogao

'H NMR (CDCL) § 0.92 (d+m, 4H), 1.17 (m, 1H), 1.25 (d, 1H, J = 6.0 Hz), 1.57 (m,

1H), 1.64-1.75 (m, 4H), 2.16 (br t, 1H), 2.35 (s, 3H), 2.53 (br t, 1H), 2.71 (m, 1H), 2.84 (m, 2H),
3.28 (m, 1H), 3.69 (s, 3H), 3.75-3.85 (m, 2H), 4.18 (m, 1H), 4.39 (m, 1H), 4.80 (d, 1H, J= 6.0
H7), 7.07 (m, 2H), 7.21 (s, 1H), 7.36 (m, 1H), 8.87 (br s, 1H); ES-MS m/z 584 (M+H)

ooocooao
000146

s

H

N._N Cl

\(g/\n/ H o 1

N-O 0 N\r/\\/N N
@]

00 0146: 6-0 00 -N-((R)-3-{4-[3-(3.4-0 000 -00000000-5-00)-1-00
00O0-3-00000-0000]-00000-1-003}000)-2,4-0000-00000
00

'H NMR (CDCls) § 0.95 (d+m, 4H), 1.12 (m, 1H), 1.53 (m, 1H), 1.75 (s+m, 6H),

2.14 (s, 3H), 2.18 (br t, 1H), 2.29 (s, 3H), 2.50 (s, 3H), 2.60 (br t, 1H), 2.73 (m, 1H), 2.83 (m,
2H), 3.28 (br t, 1H), 3.83 (m, 1H), 3.90 (s, 2H), 4.25 (m, 1H), 6.33 (s, 1H), 6.97 (s, 1H), 7.10 (d,
1H, J = 6.0 Hz), 7.23 (s, 1H), 7.43 (m, 1H), 8.73 (br s, 1H); ES-MS m/z 573 (M+H)
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(183) JP 2008-543858 A 2008.12.4

O00147: 6-000 -N-((R)-3-{4-I83-B.4-000-0DOooooboobooboDb-5-00)-1-00O
ocoo-3-0oooo-gooooj0oooDoob-1-003y-000)2,4-0000-0D000O
g

"H NMR (CDCl;) 8 0.95 (d+m, 4H), 1.10 (m, 1H), 1.53 (m, 1H), 1.73 (s+m, 6H),

2.14 (s, 3H), 2.17 (br t, 1H), 2.35 (s, 3H), 2.56 (s, 3H), 2.59 (br t, 1H), 2.75 (m, 1H), 2.85 (m,
2H), 3.33 (br t, 1H), 3.82 (m, 1H), 3.91 (s, 2H), 4.26 (m, 1H), 6.32 (s, 1H), 7.06 (d, 1H, J = 6.0
Hz), 7.26 (s, 2H), 7.47 (m, 1H), 8.65 (br s, 1H); ES-MS m/z 564 (M+)

goooooaon
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Lo
H 20
N N Cli
eGP De:
Y\/ I
000148: 6-0 00 -N-{(R-3-4-GB-000DODOOO0-1-00D0D00O0-3-00000-00
O d )—D Ooo0dod-1-00d ]—D O d }—2,4—D Oo00-000000~0
'H NMR (CDCls) 5 0.26-0.29 (m, 2H), 0.58-0.64 (m, 2H), 0.74-1.03 (m, SH), 1.52-

1.76 (m, 4H), 2.14 (¢, 1H, J= 12 Hz), 2.27 (s, 3H), 2.48-2.74 (m, 6H), 2.75-2.82 (m, 2H), 3.25
(br t, 1H, J =12 Hz), 3.58-3.70 (m, 2H), 3.78-3.91 (m, 1H), 4.23-4.28 (m, 1H), 4.48 (br s, 1H),

10

30
6.93 (s, 1H), 7.01 (d, 1H, J=6 Hz), 7.08 (brs, 1H), 7.34 (dd, 1H,J=6, 3 Hz), 8.92 (br s, 1H),
ES-MS m/z 540 (M+Na)
gooooao
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000 149: 3-[3-(1-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-000]
-1-000-00003}00000-4-00)-3-00000-3-00000-00007-00
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(184) JP 2008-543858 A 2008.12.4

'"H NMR (CDCL) § 0.67-2.91 (m, 11H), 0.98 (d, 3H, J = 6.6 Hz), 1.18 (t, 3H, J= 7.2

Hz), 2.26 (s, 3H), 2.40 (¢, 2H, /= 6.0 Hz), 2.47 (s, 3H), 3.25-3.27 (m, 1H), 3.37 (¢, 2H, J = 6.0
Hz), 3.62-3.91 (m, 3H), 4.02 (g, 2H, J= 7.2 Hz), 4.12-4.30 (m, 2H), 4.80-4.90 (m, 1), 6.93 (s,
1H), 6.94-7.00 (m, 1H), 7.07 (s, 1H), 7.31-7.33 (m, 1H), 8.81 (s, 1H); ES-MS m/z 578 (M+H)

oooooad
000150
—
gjs
./”\O/u\¢/\\/N \%:I:Fj/
00 0150: 4-[3-(1-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-00017]

-1-joo0-ooooy0obo0o0-4-00)-3-0000D0-3-000O00O0-00007-00O
gooooagao

'H NMR (CDCl;) § 0.75-2.89 (m, 11H), 0.97 (d, 3H, J= 6.6 Hz), 1.21 (t, 3H, J= 6.9

Hz), 1.68 (t, 2H, J= 7.2 Hz), 2.15 (t, 2H, J= 7.2 Hz), 2.26 (s, 3H), 2.48 (s, 3H), 3.13 (q, 2H, J =
6.3 Hz), 3.20-3.32 (m, 1H), 3.33-3.88 (m, 3H), 4.07 (q, 2H, J = 7.2 Hz), 4.12-4.27 (m, 1H),
4.41-4.50. (m, 1H), 6.94 (s, 1H), 6.95-7.00 (m, 1H), 7.11 (s, 1H), 7.33-7.35 (m, 1H), 8.85 (s,
1H); ES-MS m/z 614 (M+Na)

ooocooao
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00 0151: N-{(R)-3-[4-(3-0 0 00000-1-00000-3-00000-0000)-0
00O00-1-00]1-00036-0000-2,4-0000-0000000

'H NMR (CDCls) § 0.25 (m, 2H), 0.59 (m, 2H), 0.8 (m, 1H), 1.0 (m, 9H), 1.52 (d,

1H, J=12 Hz), 1.65 (m, 5H), 2.15 (t, 1H, J= 12 Hz), 2.30 (s, 3H), 2.45 (s, 3H), 2.5 (m, 3H), 2.8
(m, 1H), 2.85 (m, 2H), 3.25 (t, 1H, J= 12 Hz), 3.61 (s, 2H), 3.85 (m, 1H), 4.26 (m, 1H), 4.44 (s,
1H), 6.43 (s, 1H), 6.95 (d, 1H, J=3 Hz), 7.05 (s, 1H), 7.35 (d, 1H, /=3 Hz), 8.85 (br d, 1H, J =
6 Hz); ES-MS m/z 509 (M+H)
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(185) JP 2008-543858 A 2008.12.4

Cl

(/;\S
NN

NG HoT
0 N\(\/N X

N

O Ci
000152: 2,6-0 000 -4-000 -N-{(R)-3-[4-(3-000-1-00000-3-000001
-0000)-00000-1-0071-0003¥0000000
0 CH,Cl, (MO0 02,6-0 000 -4-000 -N-(R)-3-{4-[(00000-3-00000)-
000]-00000-1-003}-000)-0000 000 (128mgd 0.28mmol)0 O O DIPEA (9
8y LOO0.56mmo)0 000000000 O0O0O0000O0 (25mg0 0.084mmol)0 0 00000
03000000000000000(2mg00.34mmol)0J 0 0000000000000
0000000000000 0000000O0OO0D000000000000000000
0000000000 0000000 (CHyCL,/CHgOH/NH,OHO 10:2:0.5)0 000 000 O
000152 (114mgD 77%)0 0 0000000000 O

"H NMR (CDs0D) 6 1.37 (d, 3H, J = 6.6 Hz), 1.80-1.86 (m, 3H), 2.07-2.13 (m,

3H), 2.36 (s, 3H), 3.03-3.10 (m, 2H), 3.31-3.53 (m, 4H), 4.21 (br s, 1H), 4.47 (br s, 2H), 4.60 (br
s, 1H), 7.04 (d, 1H, J=4.5 Hz), 7.14 (br s, 1H), 7.31 (dd, 1H, J=5, 3 Hz), 7.41 (s, 1H); ES-MS
m/z 523 (M+H)

ooocooao
0O 00 153

o dl
00 0153: 2,6-0000-4-000 -N-{(R)-3-[4-(3-0 00 -1-00000-3-000001
00O00)-00000-1-00]1-00030000000
00000000 @NION-O0O000O0O00D0 (285mgd 1.76mmol)0 O O O O CDI (285
mgd 1.76mmo)0 0 0 0000000000000 (310p LO1.76mmol)0 00000005
50 00000000000000000000000000000000 @m)Oooao
D0oO0DD0D@OO0078 L) IODODODODODOODODODODOODODOOODODDOODODDOOOOOO
000000000000 0000000000 (% MeOH:DCM)O OO OO OO OODODO1
53 (73mg0 56%)0 0 00000000000

'H NMR (CDCl3) 6 0.98 (d, 3H, J = 6 Hz),

0.98-1.01 (m, 1H), 1.10-1.22 (m, 1H), 1.47-1.76 (m, 3H), 2.06-2.18 (m, 1H), 2.33 (s, 3H), 2.51-
2.63 (m, 1H), 2.72-2.83 (m, 3H), 3.22-3.31 (m, 1H), 3.67 (br s, 2H), 3.81 (br s, 2H), 3.81-3.90
(m, 1H), 4.04-4.18 (m, 1H), 5.50 (br s, 1H), 6.98 (d, 1H, J = 3 Hz), 7.04-7.10 (m, 2H), 7.24 (s,
1H), 7.33-7.38 (m, 1H), 8.81 (br's, 1H); ES-MS m/z 513 (M+H)
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(186) JP 2008-543858 A 2008.12.4

——
\S
0

H
(0]

~Cl

N
H |
O
000154: N-{(R)-3-[4-(3-0 00 000000-00000-3-00000-0000)-
ooooo-1-00]j]-0o0o032,6-0000-4-000-0000000
OCH,Cl, (3MDO0DOD0DO0D0O00O00DOD0O0D0 (109mgd 0.87mmol)0 O O DIPEA (275

2

p LO 1.56mmo)0 00 00O OO OOCDI (155mg 0.96mmol)d0 O O OO OO DO 400 020 0
000000CHCI, (B3ml)O02,6-0000-4-00 0 -N-(R)-3-{4-[(0 0000 -3-0
0o0o0o0)-000]1-00000-1-003-000)-0000000 (130mgd 0.29mmol)0 O
gooooooOoo400000000O0O0OO0OOO0ODO0DODOODOOOOOOOOOOOOOOGODAO
OO0 0O (MeOH/CH,CIL,O0 30 4%)0 00 O0D0OO0DOO0OO0O (1o9mgh 66%)0 O O O
gooooao

0000000 @omgd 0.05mmoDIOMeOH (MDO 0 0DDODOODDDOOODDODOOOORDO
000000000000 0D0DD0O00D0DDODO0O00DDOA154 (28mgh 97%)0 O O O 0O 0O
oooo0O00oaoao

'H

NMR (CDCl3) § 0.98 (d, 3H, J= 12 Hz), 0.99-1.11 (m, 1H), 1.19-1.27 (m, 1H), 1.51-1.59 (m,
1H), 1.68-1.77 (m, 3H), 2.16 (t, 1H, J = 12 Hz), 2.33 (s, 3H), 2.55 (t, 1H, J = 12 Hz), 2.73-2.89
(m, 3H), 3.28-3.39 (m, 1H), 3.78 (d, 2H, J= 3 Hz), 3.79-3.82 (m, 1H), 3.90 (s, 2H), 4.09-4.22
(m, 1H), 5.03-5.07 (m, 1H), 5.45 (br s, 1H), 6.18 (br s, 1H), 7.01 (d, 1H, J =3 Hz), 7.06 (s, 1H),
7.16 (br s, 1H), 7.34 (m, 1H), 8.81 (br s, 1H); ES-MS m/z 555 (M+H)

ooocooao
0O o0oaoaiss

o dCl

000 155: [3-(1-{(R)-3-[(2.6-0 000 -4-000-0000-3-00000)-0007-1
-000-0000300000-4-00)-3-00000-3-00000-00007-00
OCHCN (MDD 00 000t-0000000000 (74mgd 0.44mmol)0 0 O O O CDI (71
mgd 0.44mmol)0 O O O O DIPEA (0.077mLO 0.44mmo)0 0 00O C DO 60002000 O
000O0O0DOCHSCN (Bml)0 0 2,6-0 000 -4-00 0 -N-((R)-3-{4-[(0 0000 -3-00
00O0)-00O0]1-00000-1-003}000)-000000 0 (50mgd 0.11mmol)d O O
00000000000 0600000000000000000000O000O0CHCL, (15
mI)O OO OONaHCO, (20mI)0 000000 O0O0CHLCI, (3 1omDO0 OO O0O0O0O0000
0O000O0O00ONa,S0,01 0000000000000 00000000000000O0(C
H,Cl,0 5% MeOHO 1% NH,OH)O 0 0 0 0 0 O O [3-(1-{(R)-3-[(2,6-0 0 0 O -4-0 0 O -0
00O0-3-00000)-0007]1-1-000-0000300000-4-00)-3-00000 -
3-00000-0000]1-00tert-000000000000000(9Mg)IOOO0OO0
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(187) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) § 0.96-0.98 (d, 3H,

J=6Hz); 1.11-1.38 (m, 2H), 1.42 (s, 9H), 1.48-1.57 (m, 1H), 1.61-1.79 (m, 3H), 2.10-2.23 (m,
1H), 2.34 (s, 3H), 2.50-2.58 (m, 1H), 2.73-2.93 (m, 3H), 3.24-3.38 (m, 1H), 3.81-3.85 (d, 2H, J
=12 Hz), 3.89 (s, 2H), 4.11-4.23 (m, 1H), 4.76-4.82 (n, 1H), 7.04-7.06 (d, 1H, J = 6 Hz), 7.09

(s, 1H), 7.20 (s, 1H), 7.33-7.35 (d, 1H, J = 6 Hz), 7.66 (br s, 1H), 8.90 (br s, 1H)

Doo0O00o

OCH,Cl, B3mDO 00000000 .11mmo)D 00 O0O0TFA (mMDOODODOOO0D0O0O
0002000000000000CHCL, (20mI)D 0 0 H,0 (Bml)O 000 0 O AN NaOHO
O00pHO S0 00000000CHCE, (3 8m)J 0000000000 ONa,S0,000
000000000000 00O0O0O00O0O0O00OO0O0O0O0OO0ODONDOODONOOoODOoOoGooaO

OO0o0OOoO00OO0O0O000OO0O00O00O00O0D0B8:1:1 CHCN/MeOH/NH,OHO O OO OO0 O0OG0O 15

5 Um0 0 078)0 0000000 ODDOOO

'H NMR (CDCl; with some CD;OD): § 1.11-1.13 (d, 3H, J= 6 Hz), 1.50-1.91 (m,

4H), 2.22 (s, 3H), 2.50-2.63 (m, 1H), 2.72-2.81 (m, 1H), 2.96-3.17 (m, 3H), 3.22-3.48 (m, 2H),
3.60 (s, 2H0), 3.67-3.77 (m, 3H), 4.02-4.12 (m, 1H), 4.16 (s, 2H), 6.84-6.86 (d, 1H, J = 6 Hz),
7.03 (s, 1H), 7.06 (s, 1H), 7.17-7.18 (d, 1H, /=3 Hz). '*C NMR (CDCl; with some CD;0D): §
12.55, 18.89, 27.42, 27.76, 30.85, 36.83, 42.16, 44.35, 45.26, 48.06, 48.35, 48.63, 48.92, 49.20,
49.49, 49.77, 50.29, 50.99, 58.77, 121.39, 124.43, 126.23, 126.71, 131.88, 139.41, 146.41,
149.93, 150.81, 158.11, 165.48, 175.15. ES-MS m/z 556 (M+H)

ooocooao
000156

N._N
HO™ >y w11
O NY\/N x-N

O
O
O
O
O
O

Lo
H

Cl

o d

00 156: 2,6-0 000 -N-(3-{4-[3-(2-0 0 000-000)-1-00000-3-0000
-0000]1-00000-1-00)-000)4-000-0000000

O0O0O0000 @5mMDOO0O00O0O00000(9.27mi0 154mmol)0 00000 0 t-0 0
O00O0000O0000O0@@nI0O15.4mmo)J 0000000000000 0ODOOOO
DO0O0O000O02-(tert-000-00000-0000000)-000000000000
0(4.53g098%)0 000 00000000000000000

'H NMR (CDCL) & 1.06 (s, 9H), 1.61 (br s, 2H), 2.79 (¢, 2H, J = 6 Hz), 3.66 (t,
2H, J = 6 Hz), 7.35-7.46 (m, 6H), 7.65-7.73 (m, 4H)

O Ooo0ooooogo
O O o0Ooooao

O

O

O 0Ooo0oooo

000

O0ID00000[2-(tert-000-00000-0000000)-000000 ]
2,6-0000-4-000 -N-(R)-3-{4-[(00000-3-00000)-0007]-00
1-003}000)-0000000000000000000000000000
OO0(EsSmMDOCOOOHCE (0.5mDI0DD0O0OOCOCOO0O0O0O0ONONDNONODODODOOO
0000000000000 O0000004M NaOHO 0000000 O Na,So,0 O
0000000000000 0000000000 (4% MeOH/DCM)O 0 OO0 O O
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(188) JP 2008-543858 A 2008.12.

00001560 0O 0 0O 0O 0O (109mgd 94%)0 0 O O O O
'H NMR (CDCls) 8 0.91-1.07 (m, 4H), 1.09-1.24 (m, 1H), 1.50-1.57 (m,

1H), 1.69-1.87 (m, 3H), 2.08-2.19 (m, 1H), 2.34 (s, 3H), 2.52-2.57 (m, 1H), 2.71-2.80 (m, 3H),
3.23-3.34 (m, 4H), 3.52-3.58 (m, 2H), 3.76-3.79 (m, 1H), 3.85 (s, 2H), 4.11-4.19 (m, 1H), 4.87-
4.94 (m, 1H), 7.01 (d, 1H, J= 3 Hz), 7.08 (s, 1H), 7.12 (s, 1H), 7.33-7.38 (m, 1H), 8.90 (br s,
1H); ES-MS m/z 542 (M+H)

goooogao
O00041570 1650 ORINCOO D DD ODODODODODODOOORMOODODODODODODODOOOOO

ooooobOobooOooooooooooao

i) RICNO, —f&FIE H

HN@ i) —HEFIE C - RVH\H/N\O y
N NHBoC ) R2GOOH, — I E S N N ~R?
\r/\\/ ) \r/\»/ 1;/
ODo0o0O0o
00000
E il R'NCO
157* RPN A I TF—F
158%* tert-7FINA I VT F— b
159% Tx2= A )T — b
160* YIRAFINLITTF— b
161 3,5-VRAFNAIAFHS — N4 A NAL I TF—F
162 By Yr-3-4 Y7 —h
163 TFRTHAR=AALITTF— T
164 AFNA T F—h
165 AFNA IV T F—k
*0 0000
ODo0o0O0o
000157

QHTE .

4

O00157: N-{3-4-B-0C00C-1-00000-8-0DO0000-0D0O0O0)-OO0ODODO-1-

ocoj-cooye-000-2,4-0000-0000000
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(189) JP 2008-543858 A 2008.12.4

'H NMR (CDCl) & 0.81-0.99 (m, 1H), 0.99 (d, 3H, J= 9 Hz), 0.99-1.07 (m, 1H),

1.69-1.78 (m, 3H), 2.20 (m, 1H), 2.28 (s, 3H), 2.49 (s, 3H), 2.52-2.60 (m, 1H), 2.71-2.89 (m,
3H), 3.26 (m, 1H), 3.74 (s, 2H), 3.76-3.88 (m, 1H), 4.25-4.36 (m, 1H), 4.30 (d, 2H, J= 6 Hz),
4.63 (m, 1H), 6.93 (s, 1H), 7.02-7.11 (m, 4H), 7.19-7.27 (m, 4H), 7.32-7.37 (m, 1H), 8.96 (s,
1H); ES-MS m/z 569(M+H)

gooooao
000158 10

:7,H\ﬂ/&i§§§j Z Cl
H |

000 158: N-{3-[4-B-tert-0 0 0 -1-00 000 -83-00000-0000)-00000
-1-00]J-000}6-000-2,4-0000-00000O0OO0

'H NMR (CDCl) 8 0.77-0.93 (m, 1H), 0.98 (d, 3H, J= 6 Hz), 098-1.02 (m, 1H),

1.16 (s, 9H), 1.51-1.58 (m, 1H), 1.62-1.79 (m, 3H), 2.15 (m, 1H), 2.27 (s, 3H), 2.49 (s, 3H),
2.52-2.58 (m, 1H), 2.67-2.87 (m, 3H), 3.26 (m, 1H), 3.64 (s, 2H), 3.92 (m, 1H), 4.17 (s, 1H),
426 (m, 1H), 6.91 (s, 1H), 7.00 (m, 1H), 7.13 (m, 1H), 7.36 (m, 1H), 8.99 (br s, 1H); ES-MS
m/z 535 (M-+H)

20

ooocooao
0 ooais9

’/QS 30
H N [
C
T 0o X
j/\/ x-N
000159: 6-0 00 -2,4-0000 -N-{3-[4-B-0000-1-00000-3-0000¢0 -
oooo)-ooooo-1-00]]-00O03yOOOOOOO
'HNMR (CDCl3) 6 0.81-1.17 (m, 5H), 1.50-1.57 (m, 1H), 1.72-1.78 (m, 3H), 2.22-
2.27 (m, 1H), 2.30 (s, 3H), 2.51 (s, 3H), 2.52-2.57 (m, 1H), 2.63-2.89 (m, 4H), 3.26 (m, 1H),

3.81-3.87 (m, 3H), 4.28 (m, 1H), 6.30 (br s, 1H), 6.94-7.02 (m, 2H), 7.11-7.14 (m, 3H), 7.17- 40

7.22 (m, 2H), 7.43-7.46 (m, 1H), 8.92 (br s, 1H); ES-MS m/z 554 (M+H)
Ooo0o0ooOoaoao
000 160



(190) JP 2008-543858 A 2008.12.4
—
q
SRACSYN e
@)

0001e0: 6-00 0 -N{3-[4-B3-0000Q0bo0D-1-0000D0-83-00000-0000O

-uooooo-1-0oj]-0o0o}2,4-0000-00000003

'H NMR (CDCL) & 0.88-1.12 (m, 8H), 1.19-1.24 (m, 2H), 1.47-1.54 (m, 4H), 1.62-

1.79 (m, SH), 2.21-2.26 (m, 1H), 2.28 (s, 3H), 2.49 (s, 3H), 2.51-2.81 (m, 4H), 3.22-3.26 (m,
1H), 3.48-3.52 (m, 1H), 3.66 (s, 2H), 3.87-3.93 (m, 1H), 4.15 (d, 1H, J = 6 Hz), 4.19-4.24 (m,
1H), 6.93 (s, 1H), 7.02 (d, 1, J=3 Hz), 7.13 (s, 1H), 7.33-7.38 (m, 1H), 8.98 (br s, 1H); ES-

MS m/z 560 (M+H)

gooocooao
0ooilel

N}IHTN\O P
o\, O NY\/N\P;;Nr
0

00 0161: 6-0 00 -N-(3-{4-[3-(3,5-0 0 00-00000000-4-00)-1-0000O
0-3-00000-0000]1-00000-1-003-000)-2,4-0000-0000000

"H NMR (CDCl;) § 0.87-0.91 (m, 1H), 0.99 (d, 3H, J = 6 Hz), 1.01-1.09 (m, 1H),
1.49-1.61 (m, 1H), 1.72-1.81 (m, 3H), 1.97 (s, 3H), 2.13 (s, 3H), 2.19 (m, 1H), 2.29 (s, 3H), 2.51
(s, 3H), 2.61-2.66 (m, 1H), 2.72-2.80 (m, 3H), 3.21-3.28 (m, 1H), 3.85 (s, 2H), 3.86-3.89 (m,
1H), 4.25-4.34 (m, 1H), 5.37 (s, 1H), 6.93 (s, 1H), 7.11 (d, 15, J= 3 Hz), 7.25 (s, 1H), 7.43-7.45
(m, 1H), 8.87 (br s, 1H); ES-MS m/z 573 (M+H)

gooooao

0o0ooai1ez
—
s
NN
[N F
YLD
0

0DO0O0162: 6-0 000 -2,4-00 00 -N-{(R)-3-[4-(3-0 000 -3-00-1-00000 -3
-00000-0000)-00000-1-00]1-0003}0000000
Dooooood
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(191) JP 2008-543858 A 2008.12.4

"H NMR (CDCl3) 6 0.92 (m, 1H), 0.94 (d, 3H, J = 6 Hz), 1.04-1.19 (m,

1H), 1.49-1.56 (m, 1H), 1.66 (s, 3H), 1.75-1.78 (m, 3H), 2.21 (t, 1H, J = 12 Hz), 2.33 (s, 3H),
2.47 (s, 3H), 2.62 (t, 1H, J= 12 Hz), 2.74-2.95 (m, 3H), 3.31 (t, 1H, J = 12 Hz), 3.85-3.91 (m,
3H), 4.33 (m, 1H), 6.32 (s, 1H), 6.44 (s, 1H), 7.05 (d, 1H, J =3 Hz), 7.19 (m, 1H), 7.24 (d, 1H, J
=3 Hz), 7.45 (m, 1H), 7.74 (m, 1H), 8.10 (d, 1H, J= 3 Hz), 8.20 (m, 1H), 8.81 (br s, 1H); ES-

MS m/z 539 (M+H)
0ODo0o0oo 10
000163
S
H,N._ N Cl
N
j/\/ O
00D0163: 2,6-0 000 -4-000 -N-{(R)-3-[4-(1-00000-3-00000-0000
-00O0DO0O0-1-00]1-0003}-0000000
Dooooo0oa0 20
'H NMR (CDCl3) § 0.97 (m+d, 4H), 1.24 (m, 1H), 1.53 (m, 1H), 1.67-
1.76 (m, 4H), 2.15 (br t, 1H), 2.33 (s, 3H), 2.54 (br t, 1H), 2.75 (m, 1H), 2.83-2.86 (m, 2H), 3.29
(m, 1H), 3.78 (m, 1H), 3.85 (s, 2H), 4.19 (m, 1H), 4.43 (s, 2H), 7.00 (d, 1H, J= 6.0 Hz), 7.05 (s,
1H), 7.12 (d, 1H, J = 3.0 Hz), 7.34 (m, 1H), 8.85 (br d, 1H); ES-MS m/z 498 (M+H). Anal.
Calcd. for CopHa9N50,Cl1,8:0.25CH,40: C, 52.77; H, 5.97; N, 13.83. Found: C, 53.12; H, 6.19; N,
13.45
000000 30
000 164
R
ll:ll N CN
N
]/\/ T
000164: 6-000-2,4-00 00 -N-{(R)-3-[4-(3-0 00 -1-00000-3-00000
-0000)00000-1-00]-00030000000
40

OO0o0O0oo0Ooaoano
"HNMR (CDCly) 8 1.01 (br s, 3H), 1.44-1.74 (m, SH), 2.10-2.24 (m,

1H), 2.32 (s, 3H), 2.54 (s, 3H), 2.57-2.85 (m, 9H), 3.26-3.31 (m, 1H), 3.67 (br s, 2H), 3.77-3.89
(m, 1H), 4.23 (br s, 2H), 7.01 (d, 1H, J=5 Hz), 7.12 (br s, 1H), 7.25 (s, 1H), 7.38 (dd, 1H, J= 5,
3 Hz), 8.93 (br s, 1H); ES-MS m/z 483 (M+H)

gooooao
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(192) JP 2008-543858 A 2008.12.4

\H/N\O H\N:Q/CI
0 N N
Y\/ o < )

oobi1es5: 2,4-0000-6-000 -N-{(R)-3-4-GB-00D0-1-0DC0D0DDO-83-0D0DOO0
-0oooo)-ooooo-1-00]1-000C3YO0OODOODOO

'H NMR (CDCls) § 0.90-1.13 (m, 5H), 1.48 (m, 1H), 1.65-1.78 (m, 3H), 2.12-2.20 (,

1H, J=11.7 Hz), 2.30 (s, 3H), 2.53-2.60 (m, 1H), 2.66-2.67 (d, 3H, J = 4.5 Hz), 2.72-2.75 (m,

1H), 2.81-2.88 (m, 2H), 3.27-3.30 (m, 1H), 3.68 (s, 2H), 3,88-3.90 (m, 1H), 4.17-4.18 (m, 1H),
4.26-4.29 (m, 1H), 6.94-6.95 (m, 1H), 7.04 (s, 1H), 7.07-7.08 (m, 1H), 7.15-7.15 (m, 1H), 7.35-
7.36 (m, 1H), 8.86 (br s, 1H); ES-MS m/z 533 (M+Na)

10

gooocooao
O 00O 166

— 20
S

e

PO oo

O N\r/\\/N N

0

DD0O0166: 4,6-0000-0000-2,5-0000002-0000000005-QR)-3-[
4-(3-000-1-00000-3-00000-0000)-00000-1-007]-000300

0)

go0oo001e4d00 0000000000 Qooepbci00b00boo oo ooooao

0 (oOoo2o0000D00000DO0)DOOODOA1660 000 30
g

NMR (CDCls) 8 0.74 (m, 1H), 0.97 (d+m, 4H), 1.28 (d, 6H, J = 6.0 Hz), 1.53 (m, 1H), 1.72 (m,
3H), 2.15 (br t, 1H), 2.33 (s, 3H), 2.55 (s+br t, 411), 2.65 (s+m, 4H), 2.83 (m, 2H), 3.28 (m, 1H),
3.48-3.52 (m, 2H), 3.91 (m, 1H), 4.13 (m, 1H), 4.28 (m, 1H), 6.98 (d, 1H, J = 6.0 Hz), 7.07 (s,
1H), 7.34 (m, 1H), 7.88 (s+m, 2H), 8.81 (br s, 1H); ES-MS m/z 543 (M+H)

ooooonoD
000016701710 0RMNH,0 00000000000 O0OR000000000O0O00O0 40
ooooboboooooooooobooao
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ooooo
E il R'NH,
167* TIIEFTTY
168 -7 I YV
169 2-A FFTZFAT IV
170 3-T7I)AVAXYY -
171 O-TFLE FrFAT7IvE Furznal K
*0 0000
oooooao
000167

_s
N’\rk’iwr“KC s
L&N O \O\IT\/HN

ObhO01e7: 6-000-2,4-0000 -N-{3-4-B-0000-2-00-1-00000-=-3-00
ooobo-oooo)-Oboooo-1-0O0])J-0003¥y-OODDDOO

'H NMR (CDCl3) & 0.92-0.96 (m, 1H), 0.9 (d, 3H, J= 9 Hz), 1.12-1.19 (m, 1H),

1.51-1.56 (m, 1H), 1.69-1.81 (m, 3H), 2.19-2.24 (m, 1TI), 2.30 (s, 3H), 2.51 (s, 3H), 2.56-2.63
(m, 1H), 2.69-2.79 (m, 3H), 3.23-3.29 (m, 1H), 3.78-3.84 (m, 1H), 3.94 (d, 2H, J = 6 Hz), 4.22-
431 (m, 1H), 6.97 (s, 1H), 7.02 (s, 1H), 7.09-7.15 (m, 1H), 7.24 (s, 1H), 7.38-7.45 (m, 1H),
8.05-8.08 (m, 1H), 8.19 (s, 1H), 8.69 (br s, 1H), 9.31 (s, 1H); ES-MS m/z 556 (M+H)

ooocooao
000168

—
L
H
Ny -No N cl
~
NS
\r\/o

00D0168: 6-0 00 -2,4-000 0 -N-{(R)-3-[4-(3-0 000 -2-00-1-000 00 -3-
00O0O00-0000)-00000-1-00]-00030000000

"H NMR (CDCl) § 0.87-0.96 (m, 1H), 0.99 (d, 3H, J = 6 Hz), 1.04-1.15 (m, 1H),

1.47-1.51 (m, 1H), 1.72-1.82 (m, 3H), 2.19-2.26 (m, 1H), 2.29 (s, 3H), 2.50 (s, 3H), 2.52-2.59
(m, 1H), 2.72-2.81 (m, 3H), 3.22-3.31 (m, 1H), 3.83-3.90 (m, 1H), 3.91 (d, 2H, J = 12 Hz), 4.22-
4.28 (m, 1H), 6.84-6.89 (m, 1H), 6.98 (s, 1H), 7.02-7.07 (m, 2H), 7.2 (s, 1H), 7.36-7.39 (m,
1H), 7.56-7.61 (m, 1H), 7.98 (d, 1H, J= 6 Hz), 8.11-8.14 (m, 1H), 8.72 (br s, 1H); ES-MS m/z
577 (M+Na)
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-
s
H
AN N Cl
X
\l/\/o

000169: 6-0 00 -N-((R)-3-{4-[3-(2-0000-000)-1-00000-3-00000
-0000]-00000-1-003}-000)-2,4-0000-0000000

"H NMR (CDCls) 8 0.91-0.95 (m, 1H), 0.98 (d, 3H, J = 6 Hz), 0.98-1.06 (m, 1H),

1.47-1.51 (m, 1H), 1.55-1.73 (m, 3H), 2.07-2.17 (m, 1H), 2.28 (s, 3H), 2.49 (s, 3H), 2.50-2.55
(m, 1H), 2.69-2.79 (m, 3H), 3.20 (s, 3H), 3.33 (s, 4H), 3.33-3.39 (m, 1H), 3.70-3.74 (m, 2H),
3.87-3.96 (m, 1H), 4.19-4.27 (m, 1H), 4.68 (br s, 1H), 6.93 (s, 1H), 7.01-7.04 (m, 1H), 7.12 (br
s, 1H), 7.32-7.36 (m, 1H), 8.84 (br s, 1H); ES-MS m/z 536 (M+H)

goooooaon
gogoaivo

e
QN CN
O~ N -
0]

\l/\/o

O0O0170: 6-00 O -N-{(R)-3-4-B3-00bO0O0DODOO0-8-O0D0-1-0000D0-3-0000
ocob-oooo)-oOooDbO0-1-00]1-0003}2,4-0000-1-0D00-0000000
oooobDoDao

'H NMR (CDCl3) & 1.00-1.02 (d, 3H, J = 6 Hz), 1.28-1.70 (m, 4H),

1.74-1.91 (m, 3H), 2.17-2.32 (m, 1H), 2.34 (s, 3H), 2.41 (s, 3H), 2.50-2.63 (m, 1H), 2.71-2.92
(m, 3H), 3.60-3.75 (m, 1H), 4.12-4.25 (m, 1H), 4.29 (s, 2H), 6.91-6.92 (d, 1H, J = 3 Hz), 6.99-
7.01 (4, 1H, J= 6 Hz), 7.18 (s, 1H), 7.23 (s, 1H), 7.37-7.38 (d, 1H, J =3 Hz), 7.39 (s, 1H), 8.14
(brs, 1H), 8.19-8.20 (d, 1H, /=3 Hz); °C NMR (CDCly) § 13.42, 15.05, 18.39, 30.21, 30.67,
32.05,35.21,38.53, 42.45, 44.12, 44.79, 50.92, 53.35, 53.66, 57.79, 76.53, 99.23, 111.51,
121.49, 123.95, 125.87, 127.49, 129.60, 133.83, 138.44, 139.53, 147.02, 153.91, 157.26, 158.72,
163.80; ES-MS m/z 574 (M+Na)
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'H NMR (CDCls) § 0.78-0.91 (m, 1H), 1.00 (d, 3H, J = 6 Hz), 1.00-1.07 (m, 1H),

1.17 (t, 3H, J=3 Hz), 1.46-1.51 (m, 1H), 1.61-1.75 (m, 3H), 2.12-2.22 (m, 1H), 2.27 (s, 3H),
2.49 (s, 3H), 2.53-2.63 (m, 1H), 2.65-2.74 (m, 1H), 2.79-2.87 (m, 2H), 3.23-3.31 (m, 1H), 3.68-
3.72 (m, 2H), 3.80 (q, 2H, J = 6 Hz), 3.87-3.94 (m, 1H), 4.18-4.27 (m, 1H), 6.94 (d, 2E, J= 6
Hz), 7.04 (d, 1H, /=3 Hz), 7.12 (br s, 1H), 7.35-7.41 (m, 1H), 8.78 (br s, 1H); ES-MS m/z 544
(M+Na) ‘

goooogao 10
oonoarz

| fj:/s

/N\“,N\[::\I H\;:E;:H/CE

@] N N N
Y\/O

000172: 6-0 00 -N-{(R)-3-[4-(3,3-0000-1-00000-3-00000-0000
-0O0O0O00-1-00]1-0003-2,4-0000-0000000
01,2-0000000Gn)ID6E-000-2,4-0000-N-(R)-3-{4-[(C 00 00O -3-0 20
0000)-000]1-00000-1-003000)-0000000 (49mg0 0.11mmol)d O

0 O DIPEA (0.2mI0 1.15mmoD0 0 00000000 O0O0O0COOO0CO (60u LO 0.34mmol)
0000000060000 00000000000000NaHCO;0 00 (25m)0 000
OCH,Cl, (3x 15MNDO0 000 000000000000 000 (Na,S0,)J 0000000
000000000000 00O0000000 (CH,CI,/MeOHD 96:40 09:1)0 00000
0000172 (8mgd 32w)0 0 000 00O CO 00000

'H NMR (CDCls) § 1.01-1.07 (i, 3H), 1.53-1.79 (m, 5H),
2.15-2.25 (m, 1H), 2.30 (s, 3H), 2.51 (s, 3H), 2.52-2.61 (m, 1H), 2.76 (s, 6H), 2.77-2.91 (m,
4H), 3.35-3.46 (m, 2H), 3.70-3.98 (m, 3H), 6.92 (dd, 1H, J= 4.8, 0.9 Hz), 6.96 (s, 1H), 7.01- 30

7.04 (m, 1H), 7.23 (dd, 1H, J = 4.8, 3 Hz), 8.32 (br s, 1H); *C NMR (CDCls) & 13.60, 19.26,
22.54,29.76,30.54, 31.52, 38.73, 39.55, 43.50, 44.35, 52.28, 56.19, 60.34, 122.01, 122.86,
126.22, 128.02, 133.32, 137.56, 148.09, 150.38, 155.79, 167.34, 182.46; ES-MS m/z 506
(M+H). Anal. Caled. for CasH3eNsO,SCI-0.9CH;OH-0.1CH,Cly: C, 57.47; H, 7.38; N, 12.89.
Found: C, 57.69; H, 7.02; N, 12.53
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00000
i R'NCO
173 N-(FUTZAFRTEFA)ERY D -4 VT F—F
174 ZFNA-A VT F IR T —h
175 TFNI-A4 T F IR T— b
Ooooooao
000173

~ s
>
N._N _
1 Oy

o d

000173: 2,6-0 000 -4-00 0 -N-[(R)-3-(4-{1-0 0000 -3-0000 0 -3-[1-(2,

2,2-000000-0O0O0O0)0D0OUO0O0D0-4-00])-00003YYODODODODO-1-00)H-O0CO
0l1-000o0o0oao

"HNMR (CDCl3) 8 0.94-1.05 (m, 4H), 1.07-1.22 (m, 4H), 1.69-1.77 (m, 3H); 1.86-

1.99 (m, 2H), 2.11-2.24 (m, 1H), 2.34 (s, 3H), 2.58-2.69 (m, 1H), 2.78-3.01 (m, 4H), 3.19-3.41
(m, 2H), 3.74-3.92 (m, 5H), 4.12-4.39 (m, 3H), 6.98 (d, 1H, J =3 Hz), 7.04 (s, 1H), 7.12 (s, LH)
7.36-7.41 (m, 1H), 8.91 (br s, 1H); ES-MS m/z 677 (M+H)

| (Qs
NN
cl
\\/O\N/[::]/ E{ \[::& H\;:E;:H;
N
T \r/\\/ I

2

ooocooao
oooai74

00 0174: 4-[3-(A-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-000 ]

-1-goo0-0ooooy0oboo0-4-00)-3-00000-3-00000-000D07-00
ooooDDbDoooo

"H NMR (CDCls) § 0.83-1.17 (m, 5H), 1.36 (t, 3H, J= 7.1 Hz), 1.481.85 (m, 4H),

2.15-2.28 (m, 1H), 2.30 (s, 3H), 2.50 (s, 3H), 2.56-2.67 (m, 1H), 2.71-2.93 (m, 3H), 3.23-3.36
(m, 1H), 3.79-3.96 (m, 3H), 4.26-4.39 (m, 1H), 4.32 (g, 2H, J= 7.1 Hz), 6.51 (br s, 1H), 6.95 (s,
1H), 7.12 (4, 1H, J= 3.9 Hz), 7.19 (d, 2H, J = 8.8 Hz), 7.28 (dd, 1H, J= 1.8, 0.9 Hz), 7.46 (dd,
1H, J=5.1,2.8 Hz), 7.89 (d, 2H, J = 8.8 Hz), 8.83 (br s, 1H); ES-MS m/z 626 (M+H), 628
(M+H+2)
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000175 3-3-A-{(RA-3-[(6-0 00 -2,4-0000-0000-3-00000)-00017]
-1-0o00-000O0y~00000-4-00)H)-3-000DO00-3-00000-00007-00

ooDoooooao
O CH,CI, (4ml)O
mmol)O 00 O O O
150000000
ooDoooooao
O 00 (222mg0 O

"H NMR (CDCl) § 3.90 (s,
3H), 7.24 (d, 1H, J= 7.9 Hz), 7.37 (t, 1H, J= 7.9 Hz), 7.72 (s, 1H), 7.83 (d, 1H, J= 7.9 Hz)
'HNMR (CDCl;) § 0.84-1.15 (m, 2H), 0.98 (d, 3H, J = 7.0 Hz), 1.47-1.57 (m, 1H),

1.68-1.83 (m, 3H), 2.14-2.23 (m, 1H), 2.28 (s, 3H), 2.49 (s, 3H), 2.55-2.63 (m, 1), 2.69-2.89
(m, 3H), 3.21-3.32 (m, 1H), 3.80-3.95 (m, 3H), 3.86 (s, 3H), 4.30 (tt, 1H, J= 11.9, 3.5 Hz), 6.41

(s, 1H), 6.95 (s, 1H), 7.12 (d, 1H, J = 4.7 Hz), 7.24-7.30 (m, 2H), 7.41-7.46 (m, 2H), 7.65 (d,
1H, J="7.7 Hz), 7.71 (s, 1H), 8.83 (br d, 1H, J = 5.3 Hz); ES-MS m/z 612 (M-+H), 614
(M+H+2)

3-0 000000000 (188mgd 1.24mmol)0 O O NEtg (0.26mi0 1.9
0000000 (75mgd 1.26mmol)J 00000000000 OO000
020000000000 CHCI, (30mD)O 0 00 O H,0 (25m)0 O 0O
00(Na,S0,)0 0 00000000000000000000000

u
O
a
u
O
oH)oooooao

ooocooao
oooaive

e, |
NN cl
.
I \(\/ I

00 0176: 4-[3-(A-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-000]
-1-000-0000300000-4-00)-3-00000-3-00000-00007-00
00

0 MeOH (0.45m1)0 O 4-[3-(1-{(R)-3-[(6-0 0 0 -2,4-0 000 -0000-3-00000)
-000]1-1-000-0000300000-4-00)-3-00000-3-00000-000
0]-00000000000 (0 O00174) (32mgd 0.051mmol)d O O 3.8M NaOH (0.07miO
0.27mmol)0 0 0005500700000 0000000000000H,0 (20ml)d 000
OpHO 50 00O O0O0OOOOCHCE; (20mlx )0 0000000000000 (NayS0,)0d O
00000000000 0000176000000 (27-0mgd 88%)0 0 00 00O
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'H NMR (MeOH-d,) & 1.26 (d, 3H, J= 6.6

Hz), 1.69-1.81 (m, 1H), 1.85-2.10 (m, 4H), 2.35 (s, 3H), 2.49 (s, 3H), 2.68-2.78 (m, 1H), 2.82-
2.93 (m, 1H), 3.05-3.22 (m, 3H), 3.36-3.61 (m, 3H), 4.25-4.36 (m, 1H), 4.62 (s, 2H), 7.10 (dd,
1H, J=5.0, 1.0 Hz), 7.26 (s, 1H), 7.28 (d, 1H, J= 1.8 Hz), 7.42 (d, 2H, J = 8.8 Hz), 7.44 (dd,
1H,J=15.0,3.2 Hz), 7.92 (d, 2H, J = 8.8 Hz); ES-MS m/z 598 (M+H), 600 (M-+H+2)

A

SR AN b

(@] N\r/\\/N N

0]

000177: 3-[3-A-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-0001]
-1-000-0000300000-4-00)H)-3-00000-3-00000-00007-00
0o
O MeOH (0.65mI)0 O 3-[3-(1-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)
-ooo]-1-000-0oo0o0oOy-OOODDODOD-4-00)H)-3-00000-8-00000-000O
0]-00000D000000@DOD0175) (47mgd 0.077mmol)0 O O 3.8M NaOH (0.12ml0O
O.46mmol)0 0O OOSB008OUIDOIODOOOOOOODODODODOOHRO (AomHO O OO

OpHOSO000O0D0O0O0D0OOCHCI; (20mix 400000000 DO0ODOODO (Na,So,)O O
OCoO0o00oo0ooDOoooOooD1770 00000 @@7.3mgd 59%)0 00000

"H NMR (MeOH-d,) & 1.33 (d, 3H, /= 6.0

Hz), 1.75-2.18 (m, 6H), 2.33 (s, 3H), 2.48 (s, 3H), 2.86-3.08 (m, 2H), 3.20-3.38 (m, 3H), 3.41-
3.60 (m, 2H), 4.30-4.41 (m, 1H), 4.61 (s, 2H), 7.08 (d, 1H, J=4.7 Hz), 7.25 (s, 1H), 7.26 (br s,
1H), 7.32-7.43 (m, 4H), 7.54 (d, 1H, J = 8.0 Hz), 7.68 (d, 1H, J= 8.0 Hz), 7.92 (br s, 1H); ES-
MS m/z 598 (M+H), 600 (M-+H+2)

gooooao
aooazz

oooooao
oooavs

o dl
000178: 2,6-0 000 -4-00 0 -N-{(R)-3-[4-(3-(0 00 0000)1-0000010 -3-
0Do0o000-0000)00000-1-00]1-0003-0000000
ODMF (20mDOON-0 000000000 O (5.20g031.88mmol)0 000000 CODODO0O
0000 (3.0ml0 45.02mmol)0 0 0 EtgN (10.0mI0 71.8mmol)0 000 D0 000 O 0 O 20
00000000 OO0EOAC (SOmMDOODODO0DODCOO0 @MDIIODDODODODODD 0000(
4x 20mIDO0 00 IN NaOH (3omDO OO0 00000 (Na,S0,)0 00000 (1,3-0000 -1,
3-0000-0000000-2-00000)-0000000(2.3g036%)0 000000
Ooooo0O0O0O0O00
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'H NMR (CDCls) § 4.96 (s, 2H), 7.80-7.84 (m, 2H), 7.89-7.92 (m, 2H)

Ooo0Ooo0ogoood

O

O0O0O0O0@sMDOOOO0DO0O0O0O0O000O00(1-1590 5.69mmol)0 00 OO
0 (0.20ml0 6.43mmo)0 0 000000500010 000000000000
0000000 (0.20mi06.43mmo)0000C0C0D0D0600000030000
000000000000 O000OCHLCIL,LO00OOODODO0O000000041,1°-0
000000 (0.82905.06mmo)0 0000 O0O060002000000002,6-
-4-000 -N-(R)-3-{4-[(00000-3-00000)-00071-00000 -1-0
00)-0000000(05mgd 0.23mmo)0 000000000000 OOOOO
o0 00000000000 INNaOH (25mI0 0000000000000 OCH.CE, (
2x 1IomDI 0000000000000 00000Wa,S0)0000000000000
0000000000 (CHyCl,/MeOH/NH,OHO 96:4:00 0 0 9:1:00 O O 88:10:2)0 0 O O
000000000000 000000000 @wd 0000 CH,Cl,/MeOH/NH,OHO 100:1
:100050:1:1)0 0000000000178 (45mgd 35%)0 0 00000000000

'H NMR (CDCls) § 0.98-1.11 (m, 1H), 0.99 (d, 3H, J = 6.6 Hz),

1.25-1.30 (m, 1H), 1.51-1.58 (m, 1H), 1.70-1.79 (m, 3H), 2.18 (dt, 1H, J=11.7, 1.8 Hz), 2.34 (s,
3H), 2.57 (dt, 1H, J=11.7, 1.8 Hz), 2.75-2.89 (m, 3H), 3.31-3.35 (m, 1H), 3.78-3.85 (m, 1H),
3.87 (s, 2H), 4.10-4.18 (m, 1H), 4.54 (s, 2H), 7.00 (dd, 1H, J= 5.1, 1.2 Hz), 7.06 (br s, 1H),
7.14-7.16 (m, 1H), 7.35 (br s, 1H), 7.41 (dd, 1H, J= 5.1, 3 Hz), 8.64 (br d, 1H); °*C NMR
(CDCl3) & 13.83, 19.54, 30.25, 30.95, 40.46, 41.49, 43.70, 51.98, 53.53, 60.49, 61.47, 115.86,
122.15, 124.79, 126.40, 128.30, 132.87, 138.41, 146.96, 150.33, 151.32, 158.66, 164.48; ES-MS
m/z 553 (M+H). Anal. Caled. for Cp4H3NgO3SCl0.7CH,Cly: C, 48.40; H, 5.16; N, 13.71.

Found: C, 48.31; H, 5.18; N, 13.42

ooocooao
00001790 1870 O R™NHCO,PhO 0O 0 RINHCO,PhNO,O 0 0 000000000 OR200
ooooobobooOooooooooobbboooooooooDbao

O0Ooo0oooao

OO0 0OoooogonNO

Oooooogogogoao
O OO0 o0OoOge g
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S —
S S
R'NHCO,Ph %1z RINHCO,PhNO,
HN 0 2 H
—ABFIE J _N_N
H 2 - R jr H
N\r/\\/Nwr/R 0 N\r/\“/er/Rz
O 0

Ooo0oooao
Oo0ooo

£l | RI'NHCO,Ph ##1ix R'NHCO,PhNO,

179 N-U-=buTz/)FTVINR=V) 4 TeREFI AT IV

180 4-[A-=tra-Tx ) FTHINR=AT I ))-AFN]-REER

181 -T2 ) FVIANR= V)T I AFAIEY Do

182 (U-F%T-PY DA ANAFLN)-HANI VBT 2=/ LT AT

183 PUIDr-3-ANAFA-BANI VBT 2 =)L RTF )L

184 (U-FF-FYYDPr-3-ANAFAN)-DANRI VBT 2= LT AT )L

185 G-AFN-YFPL-2-A VAF L) -DANI VBT 2 =L AT L

186 =PRIV -BANRI VBT 2 =T ATV

187 (1-FFT-VY P-4 N -DIANRI VBT 2 =V AT )L
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ooooonoD
oooai79

~
)\ﬁ N Cl
RACSS e
0 N\‘/\/N N
o dl
00179: 2,6-0 000 -N-{(R)-3-[4-EB-0000000-1-00000-83-00000 -
ooo)-ooooo-1-00]1-00034-000-0000000
THE (om0 ON-O 0 D0 O0O0O0000DO0DO(2.52g015.45mmo)0 000 O0O0O0O0O0OO
00000 (4.10g0 15.63mmo)O 2-0 0 00 00 (1.2mlO 15.67mmol)O0 0000 OO O
Oooooo0oO0oo0oo0.esmi017.ommoDOO OO OOOOOOODOOOOOOODOODGDO

I G A Y N 4 = (O o e I I I I A R Y B 4
-00o00o0ooD0-obb0o0oo000-1,3-000@.59g082)y0 b0 o0ooooooOooan

'H NMR (CDCl3) &

1.38 (d, 6H, /= 6 Hz), 4.52-4.58 (m, 1H), 7.73-7.76 (m, 2H), 7.83-7.85 (m, 2H)

0Doo0Oooo

OCH,Cl, (12nDO0 000000000000 (2.56g012.5mmol)0 0000000000
00 (.7oml013.16mmol)0 0 0000000000000 O0O0DOO0ODO0OCOO0OOO
O000Et,00 0000000000000 (000000000000000)I000
-000000-000000000(oomg)D 0000000000 On

0Doo0o0oo

OCHL Cl, (MDD 00 000000-000000-00000000(200mg)00000Et
N (0.30mI0 2.16mmol)0 0 04-0 0 0000000000000 (430mgd 2.13mmol)0 O

O0Ooo0oooaoo

3

OCoOO0O0OO0O0oO0O0O0O30O000000DbDCHCI, 2OmMD)0 O Oo0O0OoOoODOE@sm)OoooDO
OOOOCHCI, (Ix 15mHO0 00000 OQCOOO0O0O0DO0OD0DOWasoH)0ooooao
OoODO0o00O0o0O00ODO0OD0OO0D0ODb00O0@DOD0ODO/ECACO 4:1H)O0D0 OO0 0O 0ODOON-4-0O
ooooDbDDbOO0OO0oOoooOo)oooooooDbDooEomgooooooooooboao
goooogad

ooooOi1vouoCooObOObOOOOOO0OOOono

'H NMR (CDCl3) § 0.91-1.03

(m, 1H), 0.98 (d, 31, J = 6.6 Hz), 1.12 (d, 6H, J = 6 Hz), 1.15-1.25 (m, 1H), 1.48-1.55 (m, 1H),
1.68-1.78 (m, 3H), 2.16 (brt, 1H, J=11.1 Hz), 2.32 (s, 3H), 2.55 (br t, 1H, /= 11.1 Hz), 2.72-
2.86 (m, 3H), 3.26-3.31 (m, 1H), 3.79-3.83 (m, 1H), 3.80 (s, 2H), 3.93-3.98 (m, 1H), 4.13-4.25
(m, 1H), 6.86 (s, 1H), 6.99 (d, 1H, J=4.8 Hz), 7.03 (s, 1H), 7.11 (brs, 1H), 7.37 (dd, 1H, J =
4.8,3 Hz), 8.83 (br d, 1H); *C NMR (CDCls) & 13.82, 19.53, 20.84, 30.30, 30.75, 31.08, 40.62,

41.49, 43.67, 52.15, 52.86, 60.74, 77.01, 121.74, 124.71, 126.38, 127.93, 132.99, 139.31,
147.05, 150.22, 151.29, 159.59, 164.43; ES-MS m/z 556 (M-+H). Anal. Caled. for

Cy5H3sNsO38Cl2'0.6CH,Cly: C, 50.61; H, 6.01; N, 11.53. Found: C, 50.88; H, 5.99; N, 11.41

gooooao
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O —
S
Sl
N.__N Cl
a
hig H 1
o) N\r\/N N
O
000 180: 4-[3-(1-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-000 ]
-l-00o0-0o0o0o0}y»0o0o000-4-00)-3-00000-3-00000-0000000317
-0 0oono
OH,0 (30MNO 04-0000000000 (1.51g0 10mmol)0 O O NaHCO5 (2.0g0 24mmol)
Ooooo0000o0ooaooao CH2C|2 Gs5mHO 0D4-00 000000000030 ((2.02g0 10mmol)
ooocoobobbOoboooooooos3syoooooobobobooooooooDoDDbDOnHrSo 10
omhHhOODODDOOHCIODOODDpHO OO OODODDODOOODDDOOODDOOODDOOO
d

goooogao OO0OO0000000D0D00Oo:009:10CHCIu/MeOH) D O DO DO DODOO
OCoOO0O00O0oo0O0ooDO0oo0CO0O0ooOO0oOoDOoo0O@.o03gu29%)0ononon

'H NMR (CD30D) § 1.29 (d, 3H, J = 6.6 Hz), 1.75-2.02 (m, 5H), 2.33 (s, 3H), 2.47

(s, 3H), 2.82 (t, 1H, J=11.0 Hz), 2.95 (t, 1H, J= 11.0 Hz), 3.15-3.28 (m, 3H), 3.42-3.61 (m,
3H), 4.22-4.35 (m, 1H), 4.43 (s, 2H), 4.48 (s, 2H), 6.83 (br s, 1H), 7.01 (d, 1H, J= 5.1 Hz), 7.16
(d, 1H, J=3.0 Hz), 7.23 (d, 2H, J= 8.1 Hz), 7.25 (s, 1H), 7.39 (dd, 1H, J= 3.0, 5.1 Hz), 7.89 (d,
2H, J = 8.1 Hz); PC NMR (CDs0D) § 12.81, 17.90, 20.91, 28.64, 28.84, 31.59, 37.05, 42.02,
44.13,46.57,49.99, 52.26, 59.12, 121.28, 122.98, 126.40, 126.72 (2C), 129.60 (2C), 144.15;
ES-MS m/z 612 (M+H). Anal Caled. for C31H3gNsSO4CL-0.5H0: C, 59.94; H, 6.33; N, 11.27.
Found: C, 59.61; H, 6.38; N, 11.44

ooocooao
0oooaisl

Tty 2
Ol 75

0o00181l: 6-0 00 -2,4-0000 -N-{(R)-3-[4-B3-0 000 -4-00000-1-0000
0-3-jdduodo-oogo)-ooopboo-1-00]-00O03YOOOOODOO

OCHCI, (25mDHO 04-(CO00O0O00O)YO0OOO (0.50mI0 5.0mmol)0 O O NEtg (1-OmlO 7
2mmoD)I0 OO0 000 O0OODOOODDDOOOO (0-60mIO 4.8mmol) (Yoakim, C.; Ogilvie,
W. W.; Cameron, D.R.; Chabot, C.; Guse, l.; Hache, B.; Naud, J.; O"Meara, J.A.;
Plante, R.; Deziel, R. J. Med. Chem., 1998, 41, 2882-2891)0 0 0 0 0000 O00OAO
goooDooOoeOD DD OIOUOODODDDOUOODOODODDODDODDOROROOEEOAc (75ml
YoOoOHO GGOMDHO OO OO OO GomMHDOOODODODODOOO0ODODODOO (NasSo,)O O
OoooO0ooOoU0ooU0o0oQoU0oo0oOoU0oOU0OooU0ooDOoOooOOoOooOUODO0ODoDOaoO (CHCE,/MeOHO
lo:)HI 00 0O0O0D0DDDO0ODO0DO0DODOO0DOoODOoODODDO@odAmgd 64%)0 00O DO OO

"H NMR (CDCLs) & 4.44 (d, 2H, J= 6.2
Hz), 5.90 (br s, 1H), 7.13-7.26 (m, 5H), 7.33-7.39 (m, 2H), 8.56 (d, 2H, J= 5.6 Hz)

goooogao
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(202) JP 2008-543858 A 2008.12.4

'H NMR (CDCl;) & 0.78-0.92 (m,

1H), 0.94-1.10 (m, 1H), 0.98 (d, 3H, J = 6.6 Hz), 1.47-1.56 (m, 1H), 1.65-1.80 (m, 3H), 2.11-
2.21 (m, 1H), 2.28 (s, 3H), 2.49 (s, 3H), 2.52-2.62 (m, 1H), 2.67-2.75 (m, 1H), 2.78-2.87 (m,
2H), 3.21-3.31 (m, 1H), 3.73 (d, 1H, J=17.7 Hz), 3.80 (d, 1H, J = 17.7 Hz), 3.83-3.93 (m, 1H),
4.23-4.34 (m, 1H), 4.31 (d, 2H, J = 5.6 Hz), 4.74 (br t, 1H, J = 5.7 Hz), 6.93-6.97 (m, 3H), 7.06
(dd, 1H, J=4.8, 0.9 Hz), 7.14 (d, 1H, J= 1.2 Hz), 7.39 (dd, 1H, J= 4.8, 2.6 Hz), 8.46 (d, 2H, J
= 6.4 Hz), 8.91 (br d, 1H, J= 6.0 Hz); >*C NMR (CDCls) & 13.34, 18.65, 21.94, 29.92, 30.35,
30.91, 40.10, 41.30, 43.17, 43.42, 51.77, 51.97, 60.52, 121.22, 121.74, 122.31, 125.98, 127.34,
132.85, 139.26, 147.49, 148.57, 149.67, 149.87, 155.29, 157.68, 166.84; ES-MS m/z 569
(M+H), 571 (M+H+2)

goooooaon
000182

QVHS
Dy

0D00O0182: 6-000-2,4-000 0 -N-(R)-3-{4-[3-(1-000-0000-4-00000)
-1-00000-3-00000-0000]-00000-1-003}000)-0000000

0 MeOH (3.5mI)0 0 O CH,Cl, (3.5mDO04-[(0 000000000 )IO00)I00]0
000 (230mgd 1.01mmol)O O O MMPP (80%0 623mgd 1.0immol)0 0 0 000 O 040 O O
0000001500000 0MMPPO 0O 00O (127mgd 0.21mmo)0 00000000 O
0 NaHCOLO O O (30mI)0 0 O O OCHLCl, (25mix 3) 0000000000000 0000
0Na,S0,)0 000000000000 00ON-0000000000 (206mgd 0.84mmoll]
84w)O O 0 OO O

"HNMR (CDCl3) 8 4.43 (d, 2H, J = 6.2 Hz), 5.84 (br s, 1H),

7.13 (d, 2H, J = 7.9 Hz), 7.19-7.29 (m, 3H), 7.34-7.40 (m, 2H), 8.17 (d, 2H, J= 7.1 Hz)
ooooOooao
goo0oO0i1820 000000 O0o0ooOoOoOoa

'H NMR (CDCl5) 8 0.77-1.12 (m,

2H), 0.98 (d, 3H, J = 6.6 Hz), 1.47-1.82 (m, 4H), 2.11-2.22 (m, 1H), 2.28 (s, 3H), 2.49 (s, 3H),
2.56-2.63 (m, 1H), 2.67-2.89 (m, 3H), 3.21-3.33 (m, 1H), 3.71-3.92 (m, 3H), 4.20-4.33 (m, 1H),
4.25 (d, 2H, J = 6.3 Hz), 4.80 (br s, 1H), 6.93 (s, 1H), 6.95 (d, 2H, J = 6.6 Hz), 7.04 (d, 1H, J =
5.1 Hz), 7.13 (d, 1H, J = 1.2 Hz), 7.39 (dd, 1H, J = 5.0, 2.9 Hz), 8.05 (d, 2H, J = 6.6 Hz), 8.87
(br s, 1H); *C NMR (CDCl) 8 13.36, 18.66, 21.94, 29.88, 30.49, 30.81, 39.91, 41,32, 42.75,
43.30, 51.66, 52.10, 60.33, 121.16, 122.31, 124.46, 126.04, 127.33, 132.85, 138.66, 139.32,
139.45, 147.52, 149.82, 155.28, 157.57, 166.87; ES-MS m/z 585 (M-+H), 587 (M+H+2)
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S
o B

N HN
>
T H T

6]
000183: 6-0 00 -2,4-00 00 -N-{(R)-3-[4-(3-0 000 -3-00000-1-0000O
0-3-00000-0000)-00000-1-007]-00030000000
0 CH,Cl, (25mI003-(000000)0000 (0.50mi0 4.9mmol)0 O O NEt, (1.0mlO 7
2mmoD0 0D 00000000 O0O0O0D0O0(0.65mO05.2mo)0 0000000000 10
D0OD000O000600C000D0C0DNDNDCODNDNONOONDNONDCODONDCODOODODOOEOAC (
75mDO0 00 0H0 (BOmMDO OO0 O0O0D0D0GMDIDDDODODODODODDDODD (NayS0,)
0000000000 0000000000O0000000000000Q0A0 (CHCI,/Me
OHD 19:1)0 000000000000 O0D00O0O00D0 (923mgd 83%)0 00 00O

"H NMR (CDCls) 8 4.43 (d, 2H, J= 6.2 Hz), 5.84 (br s, 1H), 7.12 (d, 2H, J = 7.9 Hz),
7.19 (t, 1H, J= 7.4 Hz), 7.27 (dd, 1H, J= 8.1, 4.6 Hz), 7.35 (d, 2H, J = 7.6 Hz), 7.69 (d, 1H, J =
8.0 Hz), 8.53 (d, 1H, J= 4.9 Hz), 8.56 (s, 1H)

Ci

ooocooao 20
goobobDi1s3aogoooooobbood

'H NMR (CDCl3) 8 0.76-1.09 (m,

2H), 0.98 (d, 3H, J = 6.6 Hz), 1.46-1.56 (m, 1H), 1.63-1.80 (m, 3H), 2.11-2.21 (m, 1H), 2.28 (s,
3H), 2.49 (s, 3H), 2.53-2.62 (m, 1H), 2.66-2.75 (m, 1H), 2.76-2.88 (m, 2H), 3.20-3.31 (m, 1H),
3.70 (d, 1H, J = 18.0 Hz), 3.78 (d, 1H, J = 18.0 Hz), 3.82-3.93 (m, 1H), 4.21-4.34 (m, 1H), 4.31
(d, 2H, J= 5.6 Hz), 4.69 (t, 1H, J= 5.9 Hz), 6.94 (s, 1H), 7.03 (d, 1H, J= 4.8 Hz), 7.10 (d, 1H, J
= 0.9 Hz), 7.18 (dd, 1H, J=7.8, 5.1 Hz), 7.35 (dd, 1H, J=4.8,3.0 Hz), 7.40 (d, 1H, J = 8.0 Hz),
8.35 (s, 1H), 8.46 (d, 1H, J= 4.5 Hz), 8.90 (br d, 1H, J= 4.8 Hz); 13C NMR (CDCly) & 13.38,
18.68, 21.98, 29.92, 30.32, 30.94, 40.20, 41.30, 42.19, 43.15, 51.85, 51.95, 60.66, 121.19,
122.36, 123.31, 125.98, 127.33, 132.87, 134.90, 134.98, 139.26, 147.52, 148.44, 148.79, 149.94,
155.33, 157.76, 166.89; ES-MS m/z 569 (M+H), 571 (M+H+2)

30

oooooao
Oo0o0is4

0, = w
/N = S 40
H
l N

00D0184: 6-0 00 -2,4-000 0 -N-((R)-3-{4-[3-(1-0 00 -0000-3-00000)
-1-00000-3-00000-0000]-00000-1-003}000)-0000000

0 MeOH (3.5mI)0 O O CH,Cl, (3.5mNDO0 D000 D0-3-00000-0000000000

00 00 (240mgd 1.05mmol)0 O O MMPP (80%0 782mgd 1.26mmol)0 0 0 0 0 0 O O 40 O
00000000000 NaHCO,0 00 (25mi)0 00 0 O CH,Cl, (25mix 3)0 000000
000000000000 @MDIOIDODODODDO0D0 Ma,s0,)0 000000000000 50



(204) JP 2008-543858 A 2008.12.4

OO0O00O0000000000O000000O00CHCIL/MeOHO 14:1))00000000ON
- 0000000000 213mgh 83%)0 00000

'HNMR (CDCly) §4.41 (4, 2H, J= 6.2 Hz), 6.35 (br s, 1H),
7.11 (d, 2H, J = 8.4 Hz), 7.18-7.39 (m, 5H), 8.14 (d, 1H, J = 6.1 Hz), 8.23 (s, 1H)

goooogao
oobobos40oooobobooooooan

'H NMR (CDCls) § 0.78-1.10 (m,

2H), 0.97 (d, 3H, J = 6.6 Hz), 1.46-1.56 (m, 1H), 1.62-1.84 (m, 3H), 2.09-2.20 (m, 1H), 2.28 (s, 10
3H), 2.47 (s, 3H), 2.50-2.60 (m, 1H), 2.66-2.75 (m, 1H), 2.76-2.87 (m, 2H), 3.20-3.32 (m, 1H),

3.74 (d, 1H, J = 18.3 Hz), 3.78-3.90 (m, 1H), 3.81 (d, 1H, J= 18.3 Hz), 4.17-4.29 (m, 1H), 4.24

(d, 2H, J = 5.6 Hz), 4.89 (t, 14, J= 5.5 Hz), 6.96 (s, 1H), 6.99-7.06 (m, 2H), 7.10-7.16 (m, 2H),
7.37(dd, 1H, J = 4.9, 3.0 Hz), 7.95 (s, 1H), 8.01 (d, 1H, J= 6.2 Hz), 8.85 (br d, 1H, J=5.3 Hz);

ES-MS m/z 585 (M+H), 587 (M+H+2)

gooocooao
0O 00185

\EL*C

G

00 D0185: 6-0 00 -2,4-000 0 -N-(R)-3-{4-[3-(5-0 00 -0000-2-00000)
-1-00000-3-00000-0000]-00000-1-003}00030000000

0 CH,Cl, (BGmDO002-(000000)-5-0000000 (137mgd 1.11mmol)0 O O NEtg (
0.22ml0 1.6mmo)0 00 000 O0OC0OO0O0O0O0O0OO0 (0.15mI0 1.2mmo)D 000 0 OO
00000070000 000000CHCL, (50mi)0 000000 NaHCo;0 0 0 (25mi)0 O O 30
000O0EMDOODOO0OO0OO0O0O0000000 (Na,S0,)l 00000000000 000
O
0

20

0000000000000 O000000 (CH,CIL,/MeOHD 29:1)0 0 00000000
0000 D0 (162mgd 60%)0 0 0 0 O O

'H NMR (CDCls) § 2.58 (s, 3H), 4.58 (d, 2H, J= 5.8 Hz), 6.02 (br s, 1H),
7.13 (d, 2H, J= 7.9 Hz), 7.20 (¢, 1H, J= 7.2 Hz), 7.36 (1, 2H, J= 7.8 Hz), 8.42 (s, 1H), 8.52 (s,
1H)

ooooonoD
goooissgooooobobobobooooooan 40



(205) JP 2008-543858 A 2008.12.

'"H NMR (CDCls) § 0.77-1.09 (m,

2H), 0.97 (d, 3H, J = 6.6 Hz), 1.46-1.56 (m, 1H), 1.62-1.80 (m, 3H), 2.10-2.20 (m, 1H), 2.28 (s,
3H), 2.49 (s, 3H), 2.50-2.61 (m, 1H), 2.52 (s, 3H), 2.65-2.74.(m, 1H), 2.76-2.87 (m, 2H), 3.19-
3.31 (m, 1H), 3.74 (d, 1H, J=17.9 Hz), 3.81-3.92 (m, 1H), 3.82 (d, 1H, /= 17.9 Hz), 4.24 (it,
1H, J = 12.0, 3.9 Hz), 4.42 (d, 2H, J= 5.3 Hz), 5.25 (t, 1H, J= 5.1 Hz), 6.94 (s, 1H), 7.06 (d,
1H, J=5.1 Hz), 7.15 (4, 1H, J= 1.2 Hz), 7.34 (dd, 1H, J = 4.8, 3.1 Hz), 8.27 (s, 1H), 8.33 (s,
1H), 8.88 (br d, 1H, /= 5.8 Hz); >C NMR (CDCls) § 13.38, 18.70, 21.12, 22.00, 29.94, 30.33,
30.97, 40.24, 41.42, 43.18, 43.50, 51.92, 52.03, 60.70, 121.43, 122.40, 126.12, 126.94, 132.86,
139.27, 142.35, 143.28, 147.49, 150.02, 150.35, 151.98, 155.34, 157.96, 166.94; ES-MS m/z
584 (M+H), 586 (M-+H+2)

goooooaon
000186

000 186: 6-0 00 -2,4-00 00 -N-(R)-3-{4-[3-(4-000-0000)-1-000 00O
-3-00000-000071-00000-1-003¥000)-0000000

OCH,Cl, (IOMDO004-0 000000000000 (382mgd 2.03mmol)0 O O NEtg (0-70
mlO5.00mol)0 00 0 0000COOO0O0O0O0000-.27mI02.2mmol)0 00000000
0000000030000 00000NaHCO,0 00 @omDOOOODOOODO000O0OC
HoCl, (25mix 3)0 0000000000000 00000CGomMNDOODD0O0O00 (NayS
0)0 0000000000000 D0O0D0D0000000000000000O00 (CHCI,
/Et,0019:1)00000000000000000000 (370mgd 67%)0 00000

'H NMR
(CDCls) & 4.56 (d, 2H, J = 6.1 Hz), 5.50 (br's, 1H), 7.15 (d, 2H, J= 7.9 Hz), 7.22 (t, 1H, J= 7.4
Hz), 7.37 (t, 2H, J=7.9 Hz), 7.52 (d, 2H, J = 8.6 Hz), 8.23 (d, 2H, J = 8.6 Hz)
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'H NMR (CDCl3) & 0.78-1.10 (m,

2H), 0.98 (d, 3H, J=7.0 Hz), 1.47-1.57 (m, 1H), 1.65-1.80 (m, 3H), 2.11-2.20 (m, 1H), 2.28 (s,
3H), 2.50 (s, 3H), 2.52-2.62 (m, 1H), 2.67-2.75 (m, 1H), 2.78-2.88 (m, 2H), 3.21-3.31 (m, 1H),
3.73 (d, 1H, J = 18.6 Hz), 3.80 (d, 1H, J = 18.6 Hz), 3.83-3.93 (m, 1H), 4.28 (tt, 1H, J=12.3,
4.0 Hz), 4.39 (d, 2H, J= 5.7 Hz), 4.79 (t, 1H, J= 5.9 Hz), 6.94 (s, 1H), 7.06 (dd, 1H, J=5.0, 0.8
Hz), 7.13 (dd, 1H, J= 2.6, 1.1 Hz), 7.20 (d, 2H, J = 8.7 Hz), 7.39 (dd, 1H, J= 5.1, 2.9 Hz), 8.11
(d, 2H, J= 8.7 Hz), 8.90 (br d, 1H, J= 5.4 Hz); *C NMR (CDCl3) § 13.38, 18.70, 22.00, 29.95,
30.34, 30.97, 40.23, 41.32, 43.14, 43.99, 51.85, 51.99, 60.69, 121.31, 122.35, 123.64, 126.02,
127.46, 127.62, 132.92, 139.24, 146.90, 147.23, 147.57, 149.92, 155.37, 157.67, 166.86; ESI-
MS m/z 613 (M+H), 615 (M+H+2)

KQS
Cl
Y0 p
N N N
0

00 187: 6-0 00 -2,4-00 00 -N-(R)-3-{4-[3-(1-0 00 -0000 -4-0 0 )-1-0
000-3-00000-0000]-00000-1-003}000)-0000000

CH,Cl, (25mI)0 04-0 00000 0 (482mg0 5.12mmol)0 0 0 00 00 0 O O (0.70ml
5.6mmol)0 0 O NEty (1.0ml0 7.2mmol)0 000000 O02.5000000000000
NaHCOLO 0 O (50mI)0 0 0O O CH,Cl, (30mIx 3) 0 00000000000 00000
OD@GoMNOOO000000Way,S0,)0 0000000000000 000000000
000000 (994mgd 91%)0 00 00 O

"H NMR (CDCL) § 7.19 (d, 2H, J = 8.2 Hz), 7.25-7.30 (m,
1H), 7.33 (br s, 1H), 7.39-7.45 (m, 4H), 8.52 (d, 2H, J = 6.4 Hz)

goooooaon
000187

OOoooood

O0O00D0O0ODO0OO0OD0O0O0O00DDODDCHCIL/MeOHD 14:109:10 0000 )0 D0 OO
OO0ON-ODODODODOODO0OO(@94.1mg0 0-41mmold 34%)0 000 OO

gooooaad

0O MeOH (4.0mDHO O DOCHCI, 4.ompHhoOO0oo0O00-4-00-0000CODO0OD0OO0OODODOO
O (262mg0 1.22mmol)0O O O MMPP (80%O 895mgl 1.45mmol)D0 0 0 0 O OO DO 60 0 0O0ODO
OOO0OO0O0O0O00NaHCOZOD OO (Bom)O OO ODOCHLCI, (25mix 3)) 000000000
OCoOoocooooo¢GompHhooooooooEMa,sopHpoooooooooboooooao
O

g

"H NMR (MeOH-d,) § 7.24 (d, 2H, J= 8.3 Hz),
731 (t, 1H,J="7.4 Hz), 7.46 (t, 2H, J= 7.9 Hz), 7.75 (d, 2H, J= 7.0 Hz), 8.29 (d, 2H, J = 7.0
Hz)

gooooao
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"H NMR (CDCls) 8 0.87-1.19 (m,

2H), 1.00 (d, 3H, J = 6.6 Hz), 1.49-1.58 (m, 1H), 1.67-1.83 (m, 3H), 2.15-2.25 (m, 1H), 2.29 (s,
3H), 2.49 (s, 3H), 2.55-2.65 (m, 1H), 2.71-2.91 (m, 3H), 3.23-3.34 (m, 1H), 3.81-3.93 (m, 1H),
3.89 (s, 2H), 4.27 (it, 1H, J= 12.1, 4.0 Hz), 6.79 (s, 1H), 6.94 (s, 1H), 7.09 (dd, 1H, /= 5.0, 1.1
Hz), 7.15 (d, 2H, J= 7.4 Hz), 7.24-7.28 (m, 1H), 7.45 (dd, 1H, J=4.7,3.2 Hz), 7.95 (d, 2H, J =
7.4 Hz), 8.76 (br d, 1H, J= 4.8 Hz); >*C NMR (CDCls) § 13.44, 18.68, 21.97, 29.92, 30.68,
30.81, 39.80, 41.52, 43.41, 51.51, 52.77, 60.07, 115.59, 121.49, 122.37, 126.09, 127.61, 132.81,
138.59, 138.92, 139.49, 147.53, 149.90, 154.43, 155.24, 166.94; ES-MS m/z 571 (M+H), 573

(M+H+2)
Ooo0o0o0ooOoao
000 188

<
“ N Cl
HO™ H T
O N\‘/\/N N
0

00D 188: 6-00 0 -N-{(R)-3-[4-(3-00000-1-00000-3-00000-0000
-00O0O00-1-00]1-0003-2,4-0000-0000000

O THF (BmI)O 06-000-2,4-0000 -N-(R)-3-{4-[(00000-3-00000)-00
0]1-00000-1-003}000)-000000 0 (62mgd 0.14mmol)0 0 O O O N-(4-0 O
0000000000 0)ODODODO0O0O0O0O (@2ngd 0.21mmo)0 000 0CCOOOO0O
D70005.50000000000000000000000000000000O00O0 (CH
,Cl,/MeOH/NH,OHO 96:4:00 0 0 9:1:00 0 088:10:2)0 0 0 0000000000000
000000000 @mmd 0000 CH,C1,/CHg0H/NH,OHO 100:1:1)0 0 00000000
0188 (63mgl 91%)0 D 00O OO O0DOCOOOO

"H NMR (CDCl3) § 0.99-1.01 (m, 1H), 0.99 (d, 3H, J= 6.6 Hz), 1.13-

1.17 (m, 1H), 1.50-1.76 (m, 5H), 2.13-2.21 (m, 1H), 2.28 (s, 3H), 2.48 (s, 3H), 2.52-2.61 (m,
1H), 2.71-2.86 (m, 3H), 3.25-3.34 (m, 1H), 3.78-3.85 (m, 3H), 4.09-4.17 (m, 1H), 6.60 (s, 1H),
6.92 (s, 1H), 7.01 (d, 1H, J= 4.8 Hz), 7.12 (s, 1H), 7.37-7.39 (m, 1H), 8.58 (br d, 1H); *C NMR
(CDCls) § 13.32, 18.76, 22.05, 29.65, 30.49, 30.90, 39.80, 41.00, 43.25, 51.60, 53.04, 60.04,
121.45, 122.43, 126.04, 127.60, 132.76, 138.36, 147.54, 150.07, 155.34, 161.29, 167.15; ES-MS
m/z 494 (M+H). Anal. Caled. for C23H3Ns038CI10.3CH,Cly: C, 53.87; H, 6.32; N, 13.48.
Found: C, 54.25; H, 6.42; N, 13.12

goooogao
000189
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000 189: 4-[3-(1-{3-[(6-0 00 -2,4-0000-0000-3-00000)-0007]-1-
00O0-00003}00000-4-00)-3-00000-3-00000-0000000-0
Do0O00O0DO0O0O000

ODMF (12mI)004-(000000)I 00000000 (1.04g0 4.54mmol)d O O NaNg (3
49mg0 5.37mmol)0 0 00O 80008000000 O00OONO0OD0OOOODOCOOOOO (30ml
I OODDODO1:1 Et,0/0 000 (5mix 3)) 0 0000000000000 0H,0 (50m)0
0000000 Ma,S0,)0 00 000000000000000000000 (854mgll 98
wOOOOOo

'"H NMR (CDCl;) §3.93 (s, 3H), 4.42 (s, 2H), 7.39 (d, 2H, J = 8.2 Hz), 8.06 (d, 2H, J = 8.2 Hz)

Oooooao

OTHF (om0 00000 (854mgd 4.47mmol)0 PPhy (1.26g0 4.80mmol)O O O H,O0 (3ml
Y OOUODOUODO0OO0OD17y00OUOO0OO0OO0OODOOIMHCI (BomDHO O ODO0ODOOOODODOEL0(C
25mix 30000 O00O0O00OL1.5M NaOH (3omI)O O 0 0O O O O CH,CI, (25mIx 3)0 0O O
OOoo0ooO0oo0oDooooooO0OMa,SoH)00ooopoooooooopooooooooodo
OO0O0O0OO00O000O0O00Q0 (CHCI,/MeOHO 19:10 CH,CI,/MeOH/NH_,OHO 19:1:0.20 O O O
OH)DO0DO0DO0O0DO0DD0ODO0DUOODODOO0OO0DODODODDO (352mgd 48%)0 000 0OO0

'H NMR (CDCls) 8 1.47 (s, 2H), 3.91 (s, 3H), 3.94 (s, 2H), 7.39 (d, 2H, J= 8.1 Hz), 8.01

(d, 2H, J = 8.1 Hz) 20
0Doo0Oooo

O0CH,Cl, (MO0 O0OO0O0OO0OD (179mgd 1.08mmol)D O O DIPEA (0.45mi0 2.6mmol)0
0000000000 (50mgd 0.51mmo)0 0000000000000 0C0OO2000
0000 (Majer, P.; Randad, R.S. J. Org. Chem., 1994, 59, 1937-1938)0 0 O O CH,C

L @GnDO004-[(00000-3-00000)-000]1-00000-1-0000 0 tert-0

00 0000 (@55mgd 1.53mmo)0 0000000000000 000180000000
00O0O0O0D0NaHCO,O0 00 (25mI)0 000 DOCH,Cl, (20mix 3))0 00000000000
0000000 @GoMDNIODNONDODODDD(Na,S0,)D 0 0000000000000 000
0000000000000 0000(CHCIL/EL,009:103:100000)0 00000
0000000000000 (236mgd 45%)0 00 000 30

g

NMR (CDCls) § 1.43 (s, 9H), 1.44-1.58 (m, 2H), 1.69-1.79 (m, 2H), 2.71-2.85 (m, 2H), 3.89 (s,
3H), 4.09-4.24 (m, 2H), 4.33 (s, 2H), 4.39 (d, 2H, J = 5.8 Hz), 4.54 (tt, 1H, J= 12.0, 3.7 Hz),
4.80 (t, 1H, J= 5.7 Hz), 6.95 (d, 1H, J= 4.8 Hz), 7.07 (d, 1H, J= 1.5 Hz), 7.13 (d, 2H, J=8.5
Hz), 7.34 (dd, 1H, J= 5.0, 2.9 Hz), 7.91 (d, 2H, J = 8.5 Hz)

10

Dooo0QoO

0 CH,Cl, (2.5mDO0 0 tert-0 00000000 (236mgd 0.48mmol)d O O TFA (0.50ml) 40
0000000060000 00000000O0.5MNaOH (25ml)0 00 0 O O O CH,CL, (20

mix 3)0 0000000000000 WNay,S0,)0000000000000000000
00000000000 0000O00 (CHyCl,/MeOH/NH,OHO 14:1:0.15) 0 0 000000 O
00000000000 (146mgd 78%)0 00 0 O O
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'H NMR (CDCL) § 1.55 (qd, 2H, 7= 12.2, 4.1 Hz), 1.64 (s, 1H), 1.72-

1.81 (m, 2H), 2.71 (td, 2H, J = 12.1, 2.2 Hz), 3.07-3.16 (m, 2H), 3.90 (s, 3H), 4.39 (s, 2H), 4.40
(d, 2H, J= 5.7 Hz), 4.45 (t, 1H, J=12.2, 4.0 Hz), 4.76 (t, 1H, J= 5.7 Hz), 6.97 (dd, 1H, J=
5.0, 1.1 Hz), 7.07-7.10 (m, 1H), 7.15 (d, 2H, J = 8.2 Hz), 7.33 (dd, 1H, J = 5.0, 2.9 Hz), 7.92 (4,
2H, J= 8.2 Hz)

Ooo00Q0O
0 MeOH (1.2mI)0 0 4-(3-0 0000 -4-00-3-00000-3-00000-000000
0)-00000000000(97mgd 0.25mmol)0 2-(3-0 00 -000)-0000000 -1
,3-0 0 0 (109mg0 0.50mmol)0 O 0 O AcOH (50 )0 0 O O O NaBHZCN (50mg0l 0.80mmol)[]
600 0 000000020.500000000000000000NaHCo,0 00 (25mi)0 0
OO0OCHCI, (20mIx 3) 0 0000000000000 0000 (Nay,S0,)0 000000
0000000000000 0O00000000000000 (CHy,CI,/MeOHD 29:1)0 O
0000000000000 00000000 (86.3mgl 59%)0 00000

'H NMR (CDCl5) § 0.95 (d, 3H, J = 6.2 Hz), 1.18-1.71 (m, 5H),

1.84-1.97 (m, 1H), 2.09-2.20 (m, 1H), 2.40-2.50 (m, 1H), 2.63-2.83 (m, 3H), 2.64-2.88 (m, 2H),
3.89 (s, 3H), 4.11 (s, 2H), 4.19-4.31 (m, 1H), 4.36 (d, 2H, J= 5.3 Hz), 4.69 (t, 1H, J= 5.3 Hz),
6.92 (d, 1H, J = 5.1 Hz), 7.04 (s, 1H), 7.09 (d, 2H, J = 8.4 Hz), 7.33 (dd, 11, J= 5.1, 3.1 Hz),
7.57-7.63 (m, 2H), 7.75-7.81 (m, 2H), 7.90 (d, 2H, J = 8.4 Hz)

000000
OEtOH (1.5mI)0 0000000 (86.3mg0 0.15mmol)J 0 0000000 OO (0.10mi0 1
8mmol)0 0000000160 00000000000 00000NaHCo,0 O O (25m1)0
OO0OOCHCIE, (20mIx )0 0000000000000 (Na,S0,)0 000000000
0000000000000 0000O0 (60.0mgd 89%)0 00000

'H NMR (CDCl;) &

0.94 (d, 3H, J = 6.6 Hz), 1.32-1.68 (m, 6H), 1.71-1.79 (m, 2H), 2.18-2.27 (m, 1H), 2.42-2.52 (m,
1H), 2.63-2.84 (m, 5H), 3.89 (s, 3H), 4.32 (it, 1H, J=11.9, 4.1 Hz), 4.37 (s, 2H), 4.40 (d, 2H, J
= 5.7 Hz), 4.75 (t, 1H, J= 5.8 Hz), 6.96 (d, 1H, J=4.8 Hz), 7.07 (dd, 1H, J= 2.4, 1.2 Hz), 7.14
(d, 2H, J= 7.8 Hz), 7.32 (dd, 1H, J= 4.8, 3.0 Hz), 7.92 (d, 2H, J = 7.8 Hz)

Dooo0QoOo
ODMF (1.omIDD 00000000 (60.0mg0 0.13mmol)0 6-0 00 -2,4-000 00000
0000 (36mg0 0.16mmol)0 EDCI (37mgD 0.19mmol)D HOBT (29mgd 0.21mmol)0 O O NMM
(45p LO 0.41mmol)0 0000000 17.50 0000000000 00NaHCO,0 O O (25ml
YIOOODOCHL I, (20mix 3)0 0000000000000 0000 (NayS0,)0 000
0000000000000 000000000000000000 (CH,CI,/MeOHD 19:1
09:100000)I0D00000000018000000 000 (49.0mgd 60%)0 O O O
00

10

20

30

40



(210) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) & 0.80-1.35 (m, 6H), 1.53-1.96 (m, SH), 2.28 (s, 3H), 2.49

(s, 3H), 2.60-3.04 (m, 4H), 3.26-3.41 (m, 1H), 3.72-3.95 (m, 2H), 3.90 (s, 3H), 4.29-4.45 (m,
1H), 4.36 (d, 2H, J = 5.3 Hz), 4.70-4.80 (m, 1H), 6.94 (s, 1H), 7.01 (d, 1, J=4.8 Hz), 7.09 (s,
1H), 7.11 (d, 2H, J = 8.4 Hz), 7.35 (dd, 1H, J= 5.1, 2.8 Hz), 7.92 (d, 2H, J = 8.4 Hz), 8.75 (br s,

1H); ES-MS m/z 626 (M+H), 628 (M-+H+2)
Ooo0oooOooao
000 190

/QS
H
\O.N N Z Cl
N
1/\/ T

000190: 6-00 0 -N-{(R)-3-[4-(3-0 000 -1-00000-3-00000-0000)-
00000-1-00]1-00032,4-0000-0000000
0 MeOH (BmIO O ((R)-3-{4-[(00000-3-00000)-0007]1-00000 -1-00 }-
O000)-0000O0O0tert-0000000 (104mgd 0.28mmol)0 000000 C OO OO
0000 (.15mi01.49mmoN0 0 0000000000000 ODDOCOODODOCOOOO0OCH
Cl, (A.5mDOOOTFA (I.5mD0 0000100000000 00000000O00O0CHLCI,
(1omIT 0 0 AN NaOH (1omDO 00000 OO OCHLCl, (2x 1om) 000000000
000000000 (NayS0,)0 00000
Dooo0QoO
O0D0D0OCOEDODOO:DMF @nDIOOOOOOOODO0D00006-000-2,4-0000 -0
0000 (64mg0 0.29mmol)0 HOBt (47mgD 0.35mmol)D DIPEA (0.25ml0 1.44mmol)0 O O E
DCI (68mg0 0.35mmol)J 0 000 00CODO0D0OCODODOD0OOONODODOODODODOODOOOO
00000 (CHyCl,/MeOH/NH,OHO 96:4:00 0 0 88:10:2)0 0 000000000000 (7
2ng0 30 000 048%)0 0000000000000 0MeOH (5Gn)D0 000000000
(72mg0 0.14mmol)0 O O O O K,CO5 (77mgd 0.56mmol)0 0 000 0 O 06000 2.500 0
0000000000000 0000O0CHLCI, (25mI)0 00 O O NaHCOZO O O (20mi)0
O0O0O0O0O0O0OCHLCI, (2x 1omDO0D 000000 D0O0000000 (NayS0,)0 000
000000000000 000000O0
Dooo0QoO
OCH,CN (BmID0 000000000000 (157mgd 1.88mmol)0 0 O O O O DIPEA (0.55m
10 3.16mmol)0 0 O O O CDI (302mg0 1.86mmol)0 0 000000000 1.5000 000
OO0OOCH,CN (5m)0 000000000 (69mgd 0.16mmol)0 000000000060
0000000000000 O0000O0NaHCO;0 00 (20mi)0 0 00 O CH,CL, (3x 15ml)
0000000000000 000000WNay,S0,)00000000000000000
0000000000000 00 @O 0000 CH,CH,/MeOH/NH,0HO 96:4:00 0 0 9:1:0
00D088:10:2) 0 0000000000190 (37mgl 46%)0 0 000000000000
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'H NMR (CDCls) 8 0.85-1.08 (m, 1H), 0.98 (d, 3H, J = 6.6 Hz), 1.48-

1.55 (m, 1H), 1.65-1.77 (m, 4H), 2.14-2.21 (m, 1H), 2.27 (s, 3H), 2.48 (s, 3H), 2.54-2.61 (m,
1H), 2.69-2.84 (m, 3H), 3.26-3.31 (m, 1H), 3.62 (s, 3H), 3.63-3.69 (m, 2H), 3.71-3.85 (m, 1H),
4.19-4.24 (m, 1H), 6.93 (s, 1H), 7.02-7.03 (m, 2H), 7.10-7.12 (m, 1H), 7.37 (dd, 1H, J = 4.8, 3
Hz), 8.75 (br d, 1H); *C NMR (CDCls) 8 13.83, 19.12, 22.42, 30.03, 30.91, 30.98, 40.50, 41.22,
43.61, 52.11, 52.57, 60.91, 64.66, 121.73, 122.82, 126.39, 127.95, 133.22, 139.09, 147.93,
150.44, 155.74, 159.43, 167.40; ES-MS m/z 508 (M+H). Anal. Caled. for
C4H34N505SC1-0.7CH,Cly: C, 52.27; H, 6.29; N, 12.34. Found: C, 52.18; H, 6.27; N, 12.34

goooooaon
000019102080 D0 000D ODO0DO0OODODODOODDOOOORCOOHO DO OOODODO
gogooano

Cs e
RICOOH X

H
\O.N\H,N\O —i%FIE E _ \O' \n/N\O H
0] N\‘/\/NH2 0 N\r\/N\n/R1

0
oooooao
ooooo
EHifl R'COOH

191 2,6~/ unu-4-AFj-=aFUBN-AFT R

192 6-F )2, 4-PAFN-=aF U

193 2-7u—6-7 ) -4-RAFN-=aF @

194 4-rnun-2,6-PAFN-=aF

195 6-TNA -2, 4-VAFN-=aF Vg

196 2,4~ 7 uu—-6-AFN-ZEEE

197 43T )-2,6-TAFN-=aFLBN-AFTF

198 4-7vn-2,6-PAFA-=aF  BN-FF TR

199 2-7 064V TUENHNINEA N-A-AFN-=aF V8

200 2,6-YAFN-4-[1,2,4] VY TV — -4 V-RRER

(Schering #2F PCT/US00/11632)

201 2,4 PAFN-6-YY IV b A N-=aF

202 2,6-CAF N4 P-4 N-EBEBR

203 2,6~ AFN-A-FF T = -20-4 N-RBEB

204 6-v7ulubnN-2,4-VAFN-=aF Vg

205 4-(B3-Fa A~y LA R)-REEFB

206 2,6-TCAFN-A4-3-4 ) Tubi-v A R)-ZEER

207 2,4-CAFNL6-B-AFN-EFS—A-1-A V)-=aF

208 614 VY TFN-2,4-DAFN-=aF
Oooo0oao

ooobi1o
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. N Cl
o N- -
\r/\\/ 0

o d

ooo0191: 2,6-0000-4-000 -N-{(R)-3-4-GB-00DDO-1-ODODDOO-3-0DDO0OO
-oooo)-ooooo-1-00]1-0DO00C3yOOOODODOO-N~-ODODOO
2,6-0000-4-000-00000(.234g01.14mmoDH0D0O0CDOOOCO-000000

(0.537g0 5. 7ommo)0 OCHCIL,O OO DO OODODODDODODODDODOODODODODODODODODO 10
O00@.e5mi0 4. 67mmo)0 SO0 00 00O O0OODODOOODOODODOOODODDOODOO
ocoooooooooo@omphoOooogoooooooDbDOooDbODOob0OoDoDoDOooDDOo
O0O00OO0O0DO0O0O0O0O0 (MeCN/MeOH/NH,,OHO 8:1:10 w/wv/v)O OO0 OD0OO0OO0DOOZ2,6-
oo00D-4-000-00000-N~OOOQCODDDOOODOOO0OODOO(0-.10390 41%)0 O O
aad

"H NMR (CD;0D ) 8 2.37 (s, 3H), 7.60 (s, 1H)

Ooooooogdg

gooocooao
gobobiooooobobooogoboboooao

'H NMR (CDCls) 8 0.99 (d, 3H, J 20
= 9.0 Hz), 1.25 (m, 1H), 1.37 (m, 1H), 1.56 (m, 2H), 1.74 (m, 3H), 2.22 (br t, 1H), 2.31 (s, 3H),

2.57 (brt, 1H), 2.74-2.86 (m, 3H), 3.39 (m, 1H), 3.63 (s, 1H), 3.70 (m, 1H), 3.98 (s, 2H), 4.16

(m, 1H), 6.98 (d, 111, /= 6.0 Hz), 7.02 (s, 1H), 7.12 (s, 1H), 7.18 (s, 1H), 7.36 (m, 1H), 8.57 (br

t, 1H); ES-MS m/z 499 (M+H). Anal. Calcd. for Cp3H3NsO4CLS-0.5H,0: C, 49.91; H, 5.83; N,

12.65. Found: C, 49.82; H, 5.68; N, 12.58

Ooooooao
000 192 30

000192: 6-0 00 -2,4-00 00 -N-{(R)-3-[4-(3-0000-1-00000-3-0000O
0D-0000)-00000-1-00]1-00030000000

'H NMR (CDCls) § 0.95-1.06 (d+m, 5H), 1.51 (m, 1H), 1.66-1.77 (m, 4H), 2.20 (br

t, 1H), 2.32 (s, 3H), 2.54 (s, 3H), 2.58 (br t, 1H), 2.70-2.85 (m, 3H), 3.31 (m, 1H), 3.62 (s, 3H),
3.68 (s, 2H), 3.86 (m, 1H), 4.21 (m, 1H), 7.00 (s, 2H), 7.14 (s, 1H), 7.21 (s,. 1H), 7.41 (m, 1H),
8.75 (br s, 1H); ES-MS m/z 499 (M+H)

gooooao
000193

40
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P

H
\Q,I\]\H,N\[::\I Hj;jf;W/CN
(8] N\r/\\/N N
o d
000193: 2-0 00 -6-000 -4-00 0 -N-{(R)-3-[4-(3-0 000 -1-000O0O0O-=-3-0
ooooD-oo0oo0)-00O0O0DO0-1-00]1-0003F0000000
01,2-0000000 @1OmDI02-000 -4-000 -000 0 O (4.38g0 25.6mmol)0 [
0000000 o0oD-000000@ODOO0OO0O0D0DDODO0OO0O0DbODD211.8590 126.0mmol)
00000000 oDoDo0oo0ooDoooo0ooDOo@s.omio107.9mmoD)O0SO0 00O OO0OO
OoOO0O00O0O0O00eS000000O0ODOODOOD0ODOODOAINHCE (2O0mDHO DO OO O CH,

Cl,/MeOH (4:10 10x 100MHO DD OO0 DOOO0OOO0ODODO MNay,so O oooooDoao
ooObooo0ooo0o0oobDOooo0obOO0@bobDOoO0OD0O0ODbDO0DD MeCN/MeOH/NH,OHO 8:1:1)0

0000000 o0ooDOoON-O0D0DDODOO0OO0DDO@.85g039%))0 000000
'"H NMR (CD;OD) § 2.39 (s, 3H), 7.32 (d, 1H, J = 6.6 Hz), 8.27 (d, 1H, J= 6.6 Hz)

gooocooao

01,2-0000000/DMF (B:104O0mH0 0 2-000 4-000-1-000-00
g85gd 9.84mmoDNO 0000 O0DOOOCDOOCOOOOODOO-8mIO 19.6mmol)O
OCoOO0oo00OooOO0ooDOo0@.omi028.6mmo)0 000 O0O0DOOSB0000000
OO0O0O000D01INHCI (OmI)O O 0 O 0O CHCI,/MeOH (9:10 3x 100ml)0O O O O
OoooOoooMa,soH)boooooooooooooooo@oooonoan
eCN/MeOH/NH,,OHO 8:1:1)0 00000002000 -6-000-4-000-000
g0 43%)0 000000000 O0DO

'H NMR (CD;0D) §2.42 (s, 3H), 7.71 (s, 1H)

ooocooao
goooi13oocooboboobooooooan

'H NMR (CDCl3) § 0.98-1.08 (m,

OoOoo0oo0ogao
OOoo0oooao

0 (1.
00
00
00
ooM
(0.83

1H), 1.01 (d, 3H, J = 6.6 Hz), 1.20-1.28 (m, 1H), 1.52-1.60 (m, 1H), 1.69-1.78 (m, 3H), 2.14-
2.22 (m, 1H), 2.39 (s, 3H), 2.52-2.60 (m, 1H), 2.73-2.87 (m, 3H), 3.26-3.35 (m, 1H), 3.61 (s,
3H), 3.79-3.84 (m, 3H), 4.09-4.13 (m, 1H), 6.96 (d, 1H, J = 4.8 Hz), 6.9 (s, 1H), 7.12 (br s,

1H), 7.33 (s, 1H), 7.41 (dd, 1H, J = 4.8, 3 Hz), 8.83 (br d, 1H); *C NMR (CDCls) § 13.40,

19.09, 29.93, 30.51, 39.79, 41.44, 43.47, 51.38, 52.88, 59.67, 64.10, 115.62, 121.44, 125.85,

127.71,128.97, 132.21, 136.94, 138.47, 148.62, 149.57, 158.85, 163.27; ES-MS m/z 541

(M+Na). Anal. Calcd. for Cp4H3N¢03SC1-0.2H,0-0.2CH,Cly: C, 53.86; H, 5.94; N, 15.57; Cl,

9.20; S, 5.94. Found: C, 53.79; H, 5.99; N, 15.69; Cl, 9.14; S, 5.89
Ooo0o0ooOoaoao
000 194
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000194: 2,6-000 0 -N-{(R)-3-[4-(3-0 000 -1-00000-3-00000-000
0D)-0000O0-1-00]-00034-000-0000000

'H NMR (CDCl;) & 0.90-1.03 (m, 1H), 0.97 (d, 3H, J= 6.6 Hz), 1.18-1.23 (m, 1H),

1.49-1.54 (m, 1H), 1.68-1.75 (m, 3H), 2.12-2.20 (m, 1H), 2.31 (s, 310), 2.52-2.58 (m, 1H), 2.71-
2.84 (m, 3H), 3.26-3.31 (m, 1H), 3.60 (s, 3H), 3.75-3.80 (m, 1H), 3.80 (s, 2H), 4.13-4.18 (m,
1H), 6.97 (d, 1H, J = 4.8 Hz), 7.03-7.05 (m, 2H), 7.09 (s, 1H), 7.35 (dd, 1H, J = 4.8, 3 [z), 8.74
(br d, 1H); *C NMR (CDCls) § 13.35, 18.99, 29.76, 30.40, 30.48, 39.85, 40.88, 43.29, 51.39,
52.40, 59.86, 64.07, 121.25, 124.18, 125.92, 127.33, 132.43, 138.67, 146.45, 149.63, 150.75,
158.90, 163.97; ES-MS m/z 528 (M+H). Anal. Calcd. for C3HzNs03SCly-0.3CH,Cly0.4H,0:
C,49.87; H, 5.82; N, 12.48; Cl, 16.43; S, 5.71. Found: C, 49.84; H, 5.86; N, 12.16; CL, 16.73; S,

5.62

goooooaon
000195

OobOO0d19s: 24-0000-6-0000 -N-{(R)-3-4-B-000D0-1-0000D0-3-0000
oo-oooog)-oooobo-1-0D0D]1-00O03y-OOOODDGO

'H NMR (CDCls) § 0.92 (m, 1H), 0.99 (d, 3H, 7= 6.0 Hz), 1.03 (m, 1H), 1.54 (m,

1H), 1.68-1.77 (m, 4H), 2.18 (br t, 1T), 2.30 (s, 3H), 2.45 (s, 3H), 2.60 (br t, 1H), 2.70 (m, 1H),
2.82 (m, 2H), 3.28 (m, 1H), 3.61 (s, 3H), 3.67 (s, 2H), 3.84 (mn, 1H), 4.24 (m, 1H), 6.43 (s, 1H),
6.95-6.99 (s+m, 2H), 7.08 (s, 1H), 7.38 (m, 1H), 8.72 (br s, 1H); ES-MS m/z 492 (M+H)

ooocooao
000196

!
H
N.__N
H
) \O\l\r\/NW:Q/
O

000196: 2,6-000 0 -4-000 -N-{(R)-3-[4-(3-0 000-1-00000-3-0000O
0-0000)-00000-1-00]-0003000000

'H NMR (CDCl3) & 0.98 (d+m, 4H), 1.13 (m, 1H), 1.50 (m, 1H), 1.68-1.75 (m, 4H),

2.20 (brt, 1H), 2.30 (s, 3H), 2.56 (br t, 1H), 2.75-2.92 (m, 3H), 3.28 (m, 1H), 3.61 (s, 3H), 3.69
(s, 2H), '3.82 (m, 1H), 4.24 (m, 1H), 6.93 (d, 1H, J= 3.0 Hz), 6.94 (s, 1H), 6.98 (s, 1H), 7.10 (m,
2H), 7.38 (m, 1H), 8.72 (br s, 1H); ES-MS m/z 528 (M+H)
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0o00o197: 6-0 00 -2,4-0000 -N-{(R)-3-4-3-0000-1-00000-3-0000O
0-0o0oo)-oo0ooo-1-00]-0003}0O00O0O0O00O0-N-0000

"H NMR (CDCL) § 0.99 (d, 3H, J= 9.0 Hz), 1.25 (m, 1H), 1.38 (m, 1H), 1.55 (m,

1H), 1.73-1.81 (m, 4H), 2.23 (br t, 1H), 2.31 (s, 3H), 2.43 (s, 3H), 2.59 (br t, 1H), 2.72-2.85 (m,
3H), 3.36 (m, 1H), 3.63 (s, 3H), 3.76 (m, 1H), 3.98 (s, 2H), 4.11 (m, 1H), 6.98 (d, 1H, J = 3.0
Hz), 7.02 (s, 1H), 7.14 (s, 1H), 7.19 (s, 1H), 7.39 (m, 1H), 8.54 (br s, 1H); ES-MS m/z 515
(M+H)

goooooaon
0002198

ol
H ‘
\O'N N Z Cl )
\ N —_
O
\I/”\V/ I

O0bO0198: 6-000-2,4-0000 -N-{(RA-3-[4-3-0000-1-00000O0-8-0D0000O
o-0cooo)-oooob-1-00])]-0003}0OOODOOOODO-N-ODOO

'H NMR (CDCls) § 1.01 (d, 3H, J= 7.5 Hz), 1.26 (m, 1H), 1.39 (m, 1H), 1.57 (m,

1H), 1.73-1.84 (m, 4H), 2.27 (s+m, 4H), 2.46 (s, 3H), 2.52 (br t, 1H), 2.74-2.84 (m, 3H), 3.36
(m, 1H), 3.63 (s, 3H), 3.68 (m, 1H), 3.97 (s, 2H), 4.21 (m, 1H), 6.99 (d, 1H, J= 3.0 Hz), 7.05 (s,
1H), 7.09 (s, 1H), 7.12 (s, 1H), 7.37 (m, 1H), 8.55 (br s, 1H); ES-MS m/z 546 (M+H)

oooooao
Oooai199

s )
H
~~-N__N Ch N J\
N
Y\/O

000199: 6-0 00 -4-000-0000-2,5-0000002-0000000005- R
)-3-[4-(3-0000-1-00000-3-00000-0000)-00000-1-007-000
}-000

OOHCI (8mI)I 0 2-000-6-000-4-000-00000 (0.31590 1.61mmol)0 O 100
450 00 0000000000000 000000000000000000000
0 EDCI (0.339g0 1.77mmol)0 O O HOBt (0.239g0 1.77mmol)d O DMF (8m1)O O O O
0000000000000 00O0ODIPEA (1.85mi0 10.6mmoD)0 0000 O O O O
000 (@37 LO1.6mmo)0 000000 CO0O0O0O0200160000000000
O0D@EMDO 000000000 0DO0DD0D0OOOOO0DNO0D00N0NONONONDoOoOoooan
0 O (MeCN/MeOH/NH,OHO 8:1:10 v/v/v)0 00000000 02-000-6-00000

O O0Oo0o0o0oao
OOoo0oo0ogao
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O0OO0O0000-4-000-00000(0.19590 47%)0 0 00O
ooocooao
goooi1o00obooobboboooooooan

'H NMR (CDCls) 8 1.00 (d+m,

4H), 1.12 (m, 1H), 1.28 (d, 6H, J = 6.0 Hz), 1.56 (m, 1H), 1.69-1.78 (m, 3H), 2.19 (br t, 1H),

2.39 (s, 3H), 2.57 (br t, 1H), 2.74 (m, 1H), 2.87 (m, 2H), 3.34 (m, 1H), 3.66 (s+m, SH), 3.83 (m,

1H), 4.19-4.27 (m, 2H), 6.94 (s+d, 2H), 7.09 (s, 1H), 7.36 (m, 1H), 7.57 (d, 1H, J= 9.0 Hz),

7.95 (s, 1H), 8.70 (br d, 1H); ES-MS m/z 579 (M-+H) 10

goooooaon
0O 00O 200
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000 200: N-{(R)-3-[4-(3-0 0 00-1-00000-3-00000-0000)-0000 20
0-1-007]-00032,6-0000-4-1,2,4-000000-4-00-000000

'H NMR (CDCl3) 8 1.02 (d, 3H, J= 6.6 Hz), 1.18-1.23 (m, 1H), 1.54-1.73 (m, 5H)

2.18-2.25 (m, 1H), 2.37 (s, 6H), 2.54-2.63 (m, 1H), 2.75-2.90 (m, 3H), 3.28-3.39 (m, 1H), 3.58
(s, 3H), 3.65-3.81 (m, 3H),4.12-4.20 (m, 1H), 6.69 (d, 1H, J = 4.8 Hz), 6.85 (br s, 1H), 6.89 (s,
2H), 7.06 (s, 1H), 7.30 (dd, 1H, J = 4.8, 3 Hz), 8.19 (br s, 1H), 8.35 (s, 2H); '*C NMR (CDCl5)
8 13.89, 19.73, 30.33, 31.04, 31.55, 39.80, 41.43, 44.12, 51.91, 53.06, 60.19, 64.58, 120.59,
122.10, 126.29, 128.13, 133.70, 137.56, 139.04, 139.50, 141.30, 159.48, 168.64; ES-MS m/z
540 (M+H). Anal. Calcd. for Co7H3;N;70581.3CH,CL0.1H,0: C, 52.14; H, 6.15; N, 15.04.
Found: C, 52.14; H, 6.06; N, 14.76
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oooooao
Ooooz201

p/.S
S N
H NgC "
N AN
0 \H/\O H T
0

00 0201: N-{(R)-3-[4-(3-0 000 -1-00000-3-00000-0000)-0000
-1-00]1-00032,4-0000-6-00000-5-00-000000010

0000000 DODME/2M Na,CO5 (4:10 12.5mID)0 06-0 00 -2,4-0 000 -00 0
0000000 (0-.30g0 1.40mmol)0 0 05-0000 00000 (0.522g0 4.21mmol)

00 O Pd(PPhg), (162mgd 0.14mmol)0 00000 0090000000000 00

000 EtoAc (25mI)0 0 0 H,0 (A5MDO0 00000 OO0 EtOAc (2x 10m)O 0 0 O
000000000000 Wa,S0,)0000000000000000000000
(00000 /EtOAcO 3:2) 0 0 0000002,4-0000-6-00000-5-00-00
00000000 (306mgd 85%)0 O O O 50
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'"H NMR

(CDCLy) 8 1.43 (t, 3H, J = 6 Hz), 2.44 (s, 310), 2.64 (s, 3H), 4.47 (q, 2H, J = 6 Hz), 7.44 (s, 1H),
9.26 (s, 1H), 9.32 (s, 2H)

goooogao

0 EtOH/2N NaOH (1:20 15mDO0 00000000 O O (306mgd 1.19mmol)0 0 O O 30 O O
00000000 O0O0O00OHCIOPpH3AD OO OO0 D0O0O00000000000O00OCHLCH,
/MeOH (4:1020mDDO0 0000000000 O0O0DOOOODOOOOOCOOOOO

'H NMR (CD50D) & 2.4 (s, 3H), 2.62 (s, 3H),7.68 (s, 1H), 9.17 (s, 1H), 9.35 (s, 21)

'H NMR (CDCls) § 0.95-1.01 (m, 1H), 1.01 (d, 3H, J= 6.6 Hz), 1.21-1.26 (m, 1H),

1.54-1.80 (m, 4H), 2.20 (br t, 1H, J= 11.4 Hz), 2.40 (s, 3H), 2.55-2.62 (m, 1H), 2.62 (s, 3H),
2.73-2.88 (m, 3H), 3.29-3.37 (m, 1H), 3.57 (s, 3H), 3.60 (s, 2H), 3.80-3.89 (m, 1H), 4.13-4.23
(m, 1H), 6.72 (dd, 1€, J= 5.1, 0.9 Hz), 6.85 (br s, 1H), 6.88 (s, 1H), 7.26-7.28 (m, 1H), 7.31 (s,
1H), 8.4 (br s, 1H), 9.24 (s, 2H), 9.25 (s, 1H); >C NMR (CDCl3) & 13.88, 19.49, 22.89, 30.28,
31.15, 31.35, 40.21, 41.14, 43.85, 52.03, 52.91, 60.47, 64.56, 119.39, 121.98, 126.27, 128.00,
132.04, 134.04, 138.99, 145.67, 151.12, 155.33, 155.71, 159.05, 159.46, 168.05; ES-MS m/z

552 (M+H). Anal. Calcd. for CogH3:N705S°1.2H,0: C, 58.66; H, 6.93; N, 17.10. Found: C,
58.75; H, 7.07; N, 16.99

ooocooao
0o ooZ202
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00 0202: N-{(R)-3-[4-(3-0 0 000-1-00000-3-00000-0000)-000
00-1-00]-0003-2,6-0000-4-0000-4-00-0000001

'HNMR (CDCls) § 0.97-1.05 (m, 4H), 1.54-1.70 (m, 5H), 2.18-2.25 (m, 1H), 2.38

(s, 6H), 2.54-2.63 (m, 1H), 2.75-2.95 (m, 3H), 3.26-3.37 (m, 1H), 3.47-3.58 (m, 2H), 3.57 (s,
3H), 3.76-3.85 (m, 1H), 4.11-4.25 (m, 1H), 6.56-6.75 (m, 2H), 6.86-6.94 (m, 1H), 7.20 (s, 2H),
7.22-7.27 (m, 1H), 7.41 (d, 2H, J = 6 Hz), 8.45 (br s, 1H), 8.65 (d, 2H, J= 6 Hz); *C NMR
(CDCl3) 8 13.34, 19.25, 29.48, 30.33, 30.89, 39.36, 40.54, 43.50, 51.52, 52.11, 60.17, 64.07,
121.31, 121.53, 125.83, 127.28, 135.10, 137.75, 138.57, 147.39, 150.24, 159.03, 169.25; ES-MS
m/z 550 (M+H). Anal. Calcd. for C3HsgN5058-0.1CH,Cly*1.3CH;0H: C, 62.87; H, 7.46; N,
11.67. Found: C, 62.96; H, 7.19; N, 11.33
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L
: B

H S

\r/\\/N
O

00203: N-{(R)-3-4-GB-00000-1-00000-3-00000-0000)-000
0o-1-0o0j-coo y-2,6-00004-00000-2-00-0000000
000000000 THF/DMEZ2M Na,CO5 (1:1:104.5m)O0 0 2,6-0 000 -4-00 0 O
000000000000 -0000tert-000000A0O0 (Schering Corporationd O
WO 2000/66558 Al 0 0D OO D DODODO0DOOOOODOO) (215mgd 0.61mmol)d O O 2-0
0000000 (80omgd 0.625mmol)0 O O O O Pd(PPhg), (35mgd 0.030mmol)O O O O O
OOooeo0 00D OIO0OODOUODOOODOOODOEtOAc (25mDHOH,0 (GMDHO O OO0 ODODO
OEtOAc (2x 1omDO 000 O0DO0O0DO0OO0CODO0ODOO0DO0ODOOO0OOMa,soH)0ooooooao
0000000000000 O0@DOUOOO/ZELOACO 92:8)J 0 0000000 ODOOO
O00D0D0oDoDOoOo(@emgus0%)0 00 0o0o0ooooooao

1

H
NMR (CDCl) 6 1.61 (s, 9H), 2.37 (s, 6H), 7.07 (dd, 1H, J= 5.1, 3.6 Hz), 7.27-7.30 (m, 2H)
ES-MS m/z 311 (M+Na)

/

Q
o<
=z
)

Oooooogogoao

ooocooao

O CH,CIL/TFA (1:603.5mDH)O 00000 Dt-000000D0 (42mg0 0.15mmol)0 O O O
ooocoobooboboooooz,e-0000-4-00000-2-00-0000000000020
oooao

'H NMR (CDCl5) § 0.91-0.99 (m, 1H), 0.98 (d, 3H, J= 6.6 Hz), 1.08-1.14 (m, 1H),

1.43-1.78 (m, 4H), 2.17 (br t, 1H, J=11.4 Hz), 2.32 (s, 6H), 2.58 (dt, 1H, J=11.4, 1.8 Hz),
2.70-2.87 (m, 3H), 3.21-3.30 (m, 1H), 3.44-3.51 (m, 2H), 3.56 (s, 3H), 3.88-3.93 (m, 1H), 4.14-
4.22 (m, 1H), 6.60 (dd, 1H, J = 5.1, 1.2 Hz), 6.64-6.67 (m, 1H), 6.84 (s, 1H), 7.10 (dd, 1H, J =
4.8,3.6 Hz), 7.17 (s, 2H), 7.23-7.26 (m, 2H), 7.31 (dd, 1H, J = 4.8, 1.2 Hz), 8.72 (br d, 1H); ES-
MS m/z 555 (M+H)

oooooDaoD
OooZ204

O~

\S
~-NO N
NS
]/\/O

00D0204: 6-0000000-N-{(R)-3-[4-(3-000-1-00000-3-00000-00
0O0)-000O00-1-00]1-0003-2,4-0000-0000000
6-00-2,4-0000-000000000000000000 -

0 H,S0,0 10%0 00 (BmI)002,4-00000000-3-00000000000 (0.590
3.209qmol)0 0 0000000000000 (1.2m1 (15.1mmol)0 0 O O O AgNO5 (154mgQ]
0.91mmol)J 00O ODODODO (BmDODODODOODODODDDOO (1.541g0 6.75mmol)0 O O O
0000000000000 000000000ONH,OHD OO (5ml)0pHI0O OO0 O OE
tOAc (3x 20mI)0 000000000 O0D00000000 (Nay,S0,)0 0000000000
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0000000000000 (@OO0D0O /EtOAch 96:40 0 0 1:10 0 0 0:100)0 0 0 O O
0000006-0000000-2,4-0000-000000000000 (133mgd 18%)0
000000000000 000O000002,4-00000000-3-000000000
000 (.31g)0 00000

'H NMR (CDCL) &

0.93-0.97 (m, 4H), 1.38 (t, 3H, J= 6 Hz), 1.92-2.02 (m, 1H), 2.28 (s, 3H), 2.47 (s, 3H), 4.39 (q,
2H, J= 6 Hz), 6.73 (s, 1H)

OoO00oognoaod

0 EtOH/10N NaOH (1:10 3mlD)0 0 0000000 O O (133mgd 0.61mmol)0 0 O OO 30 O
000000 o0oDoDoOoogoHCI .5mHhO000DO0OO0OO0ODDODODOOODDODDODOOODDODDODOOgc

H,Cl,/MeOH (120 30mDH)OODOODDOOOODOOOODOe6-0000O0O000O0-=-2,4-0000 -
OCoOOoo0O0O@semgoow)Y D 0o ooooooooao

'"HNMR (CD;0D) § 1.26-1.31 (m, 2H), 1.46-1.52 (m, 2H), 2.39-2.44 (m, 1H), 2.63 (s, 3H),
2.82 (s, 3H), 7.39 (s, 1H)

"H NMR (CDCl3) 8 0.89-0.99 (m, 8H), 1.49-1.76 (m, 5H), 1.87-1.93 (m, 1H), 2.14-

2.23 (m, 1H), 2.23 (s, 3H), 2.4 (s, 3H), 2.52-2.60 (m, 1H), 2.70-2.87 (m, 3H), 3.22-3.31 (m,
1H), 3.63 (s, 3H), 3.64-3.82 (m, 3H), 4.13-4.21 (m, 1H), 6.63 (s, 1H), 6.98 (d, 1H, J = 4.8 Hz),
7.05 (s, 1H), 7.08 (br s, 1H), 7.35 (dd, 1H, J = 4.8, 3 Hz), 8.32 (br s, 1H); *C NMR (CDCl;) &
8.99,9.03, 12.68, 16.38, 18.07, 21.68, 28.54, 29.49, 30.29, 38.81, 40.25, 42.83, 50.89, 51.44,
59.56, 63.56, 118.48, 120.66, 125.48, 126.66, 129.97, 138.37, 142.85, 152.84, 158.43, 161.39,
168.17; ES-MS m/z 514 (M+H). Anal. Caled. for Ca7HsoNs038-0.9CH,Cly: C, 56.78; H, 6.97; N,
11.87. Found: C, 57.04; H, 7.01; N, 11.62

ooocooao
0 ooz205
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o H bl
0 N\r/\\/N 0
(@

00 0205: 2,6-0000-N-{(R)-3-[4-(3-0000-1-00000-3-00000-000

0)-00000-1-00]1-00034-(G-0000-0000)-000000
0000000000 oom)ION3,5-00000000(3.oml024mmo)0 00O DO OO
000000000 (4.18m0 1.2500)0 000 03000000 (1.2ml0 0.970 O )0 50
0000000000000 00000000O0O000000000000O0DO0 (6-81g0
96%)0 O OTHF (4omDO0 0 O0CO0O0D00-7800000000000000000000
0000 @WID1.300)I00005000s-0000000 (0mi01.300)0000
0000-t-0000000000(8.02901.600)1 000000000000 000
00000000 :003:1000@oomDOC0 0000000000 (GnO10M0 20 O )0
Oo0O00C00O006IIODDDDOOOOCOCOOOODODONONONDNDDOOOOOOOOO
0000000000000 000000000O0000000000D00o0o0O0O0Oo
0O 2MDHOO0O0ON-00000000000(74p LO01.200)0000020000000
O000O0OO0OO0OHI/OODOOOOO @.2v015m)0 0000500000000 000
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ocoooooo02,6e-0000-4-G@B-0000-00C00O0)-000000D0O0OCO 94mg)
ooooobooo0oao

'H NMR (CDCL) & 0.83-0.99 (m, 7H), 1.02-1.11 (m, 1H), 1.46-1.77 (m, 8H), 2.11

(s, 6H), 2.48-2.57 (m, 1H), 1.66-1.82 (m, 3H), 3.12-3.22 (m, 3H), 3.52-3.20 (m, 4H), 3.75-3.82-
3.90 (m, 1H), 4.11-4.25 (m, 1H), 5.67-5.75 (m, 1H), 6.61 (s, 2H), 6.89 (d, 1H, J = 6 Hz), 7.03 (s,
1H), 7.22 (s, 1H), 7.27-7.32 (m, 1H), 7.48 (s, 1F), 8.87 (br s, 1H); ES-MS m/z 573 (M+H)

gooooao
O 00 206

_ s
T% H PQWY
0 N N 0
T

000206: 4-(3-000000-0000)-2,6-0000-N-{(R)-3-[4-(3-0 00 O -1-0
0000-3-00000-0000)00000-1-00]-0003000000
0000000000000 00n-0000C0C00000000000000000000
2,6-0000-4-(3-0000-0000)-0000(@O0020500)00000002,6-0
000-4-(3-000000-0000)0000000000

'H NMR (CDCls) 8 0.82-0.89 (m, 1H), 0.97 (d, 3H, J = 6 Hz), 1.07-1.21 (m, 1H),

1.18 (d, 6H, J = 6 Hz), 1.47-1.55 (m, 1H), 1.57-1.63 (m, 41), 1.65-1.76 (m, 2H), 2.14 (s, 6H),
2.55-2.61 (m, 1H), 2.67-2.81 (m, 3H), 3.18-3.26 (m, 1H), 3.53-3.62 (m, 3H), 3.81-3.87 (m, 1H),
3.87-3.98 (mn, 1H), 4.22-4.24 (m, 1H), 5.30 (d, 1H, J= 6 Hz), 6.62 (s, 21), 6.89 (d, 1H, J=3
Hz), 7.05 (br s, 2H), 7.16 (s, 1H), 7.29-7.33 (m, 1H), 8.85 (br s, 1H); ES-MS m/z 595 (M+Na)

ooocooao
0o oo 207

s
\O,Il:!] N = I\ll’\/N>\
g \[::j H |
0] N\r/\\,N N
O

00 207: N-{(R)-3-[4-(3-0 00 0-1-00000-3-00000-0000)-0000
-1-00]1-00032,4-0000-6-(3-000-00000-1-00)-0000000

DMF (2mID)0 03-00 0000 00 (156mgd 1.90mmol)0 O 0 O O NaH (0 O O 60%0 O O
76émgd 1.9mmo)0 0 00 O0CO0O0D0OC0O30000000002-000-5-000 -4,6-0
000000 (@27mgd 1.03mmo)0 00 0000000000000 D0200850000
DO0D0DO0O000EOAc (BsmDO DD D00 OD@MDIOODOODONONODDOONDDO(E@x
15m0 000 @x 10mDO O D000000(Nay,S0,)0 00 00000000000000
000000 (@OO000/EL,009:1)000000003-000-2,4-000 0 -6-(3-0
00-00000-1-00)-0000@72mgd 63%)0 0000000000000 00

'H NMR (CDCl3) & 2.36 (s, 3H), 2.44 (s, 3H), 2.65

(s, 3H), 6.23 (d, 1H, J=3 Hz), 7.62 (s, 1H), 8.41 (d, 1H, J=3 Hz)
Ooo00o0ooOoao
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000Et,0 (om0 O03-000-2,4-0000-6-(3-000-00000-1-00)-000
0 (172mg0 0.65mmol)0 0 0 O O t-BuLi (0 000 OO0 1.7M0 0.76mI0 1.29mmol)0 O O O
-780 0 0000000-780020000000000000000C@QO0000O0)I00
O 00D00-78001500000000000000000003000000

O@mDOEL,0 (MDD 0000000000000 OHCID pH20 30 O

0000000000 O0CH,CI,/MeOH (5:1030m)0 0000000000

0000000000000 0 (CHgCN/MeOH/NH,0HO 95:5:00 0 7:2:1)0 O

2,4-0000-6-(3-000-00000-1-00)-0000 0 (100mgd 67%)0
Dooooooo

"H NMR (CD;0D) & 2.39 (s, 3H),

2.49 (s, 3H), 2.58 (s, 3H), 6.37 (d, 1H, J=3 Hz), 7.61 (s, 1H), 8.51 (d, 1H, J =3 Hz)

*H NMR (CDCl3) § 0.89-1.10 (m, 2H), 0.98 (d, 3H, J = 6.6 Hz), 1.49-1.72 (m, 4H),

2.17 (brt, 1H, J = 11.4 Hz), 2.34 (s, 3H), 2.39 (s, 3H), 2.50 (s, 3H), 2.57 (brt, 1H,J =11.4
Hz), 2.71-2.86 (m, 3H), 3.23-3.31 (m, 1H), 3.50 (br s, 2H), 3.57 (s, 3H), 3.82-3.89 (m, 1H),
4.14-4.24 (m, 1H), 6.26 (d, 1H, J=2.4 Hz), 6.77 (d, 1H, J= 5.1 Hz), 6.86 (br s, 1H), 6.88 (s,
1H), 7.28 (dd, 1H, J=5.1, 3 Hz), 7.54 (s, 1H), 8.42 (d, 1H, J= 2.4 Hz), 8.70 (br s, 1H); °C
NMR (CDCls) § 13.82, 14.31, 19.52, 22.58, 29.94, 31.02, 40.50, 41.08, 43.60, 52.15, 52.57,
61.00, 64.59, 108.48, 110.39, 121.56, 126.24, 127.69, 128.31, 131.66, 139.05, 147.53, 150.63,
152.18, 153.92, 159.38, 168.30; ES-MS m/z 576 (M+Na). Anal. Calcd. for
CagH39N7058:0.3CH,CL-0.2H,0: C, 58.32; H, 6.92; N, 16.82. Found: C, 58.48; H, 6.97 N,

16.46
Dooooo

0 oo =208

OOoo0oooaoo
OO oO0ooog
O0Ooo0oooaoo
OO0Oo0oo0ooog
O Ooo0ooo
O OoOooo

00 0208: N-{(R)-3-[4-(3-0 000 -1-00000-3-00000-0000)-0000
0-1-00]-0003-6-00000-2,4-0000-0000000
D6-00-2,4-0000-000000(Q0020400)0000000000000000
00O06-00000-2,4-0000-000000000000
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(222) JP 2008-543858 A 2008.12.4

'H NMR (CDCl3) & 0.87-0.91 (m, 1H), 0.89 (d, 6H, J = 6.6 Hz), 0.99 (d, 3H, J= 6.6

Hz), 1.01-1.20 (m, 1H), 1.49-1.74 (m, 5H), 1.97-2.06 (m, 1H), 2.16-2.24 (m, 1H), 2.26 (s, 3H),

2.48 (d, 2H, J = 7.5 Hz), 2.49 (s, 3H), 2.70-2.87 (m, 3H), 3.26-3.34 (m, 1H), 3.61 (s, 3H), 3.74-

3.82 (m, 3H), 4.13-4.19 (m, 1H), 6.70 (s, 1H), 6.94 (dd, 1H, J = 4.8, 0.9 Hz), 7.05-7.07 (m, 2H),
7.35(dd, 1H, J = 4.8, 3 Hz), 8.17 (br s, 1H); >C NMR (CDCls) & 13.30, 18.64, 22.18, 22.27,
28.97,29.49, 30.41, 30.97, 39.46, 40.79, 43.36, 47.22, 51.44, 52.35, 59.81, 64.05, 121.22,

121.95, 126.01, 127.25, 131.00, 138.94, 143.61, 153.37, 158.95, 160.65, 168.61; ES-MS m/z 10
530 (M+H). Anal. Calcd. for CogH43N503S0.2CH,Cl0.2H,0: C, 61.55; H, 8.02; N, 12.73.

Found: C, 61.45; H, 8.03; N, 12.69
0Dooooo
00 0209

NN N
~N A _
o H T
0 N\l/\/N N 20
O

00D0209: 4,6-0000-[2,3"]1000000-5-000004{R)-3-[4-(3-00000 -1
-00000-3-00000-0000)-00000-1-00]-0003000

0 DME/2M Na,CO5 (5:20 3.5ml)0 0 6-0 0 0 -2,4-0 0 0 O -N-((R)-3-{4-[(0 0000 -3
-00000)-000]-00000-1-003}000)-0000000 (100mgd 0.23mmol)
0003-00000000(56mgd0.46mmol)0 0000000000000 PA(PPhy), (4

5mg0 0.013mmol)J D 00000090 000000000000 0000CHLCE, (25ml)

00 0NaHCO,0 00 (25mI)0 00000000 CHCE, (2x 1om)0 0000000000
0000000 May,S0,)00000000000000000000000 (CH,CI,/MeOH
/NH,OHO 96:4:00 0 88:10:2)0 0 00000 04,6-0000-[2,3"]0 00000 -5-00 30
00 (R)-3-{4-[(000O00-3-00000)-000]-00000-1-003%000)-0
00000000000 O0000000000000 @ 25%)0

ooooo

CH,Cl, (5mI)0 000000000 (100mg)0 O 0 O O DIPEA (0.10mI0 0.58mmol)0 O
N-(4-0000000000000)0000000 (58ngd 0.27mmol)0 0 0000 O
0001.500000000000CH,CI, (25mI)0 0 0 IN NaOH (oml)0 0 0000 O
CH,Cl, (2x 10mI)0 0000000 (Nay,S0,)0 00 0000000000000 0000

0 O O (CH,Cl,/MeOH/NH_OHO 96:4:00 0 0 9:1:00 0 0 88:10:2) 0 0 00000000
000000000000 000000@mmd 0000 CH,CI,/MeOH/NH,OHO 9:1)0 O
00000209 (70mg0 20 000 055%)O0 000000000000 40

oo oooooogogo-g



(223) JP 2008-543858 A 2008.12.4

'H NMR (CDCl3) & 1.01-1.09 (m,

4H), 1.44-1.72 (m, SH), 2.28-2.37 (m, 1H), 2.37 (s, 3H), 2.60 (s, 3H), 2.60-2.94 (m, 4H), 3.39-
3.46 (m, 1H), 3.57 (s, 3H), 3.61-3.76 (m, 3H), 4.20-4.30 (m, 1H), 6.73-6.77 (m, 1H), 6.82-6.87
(m, 1H), 7.01-7.05 (m, 1H), 7.26-7.28 (m, 1H), 7.32 (s, 1H), 7.39 (dd, 1H, J= 7.8, 4.8 Hz), 8.27
(td, 1H, J=17.8, 2.1 Hz), 8.63 (d, 1H, J=4.8 Hz), 9.11 (br 5, 1H); BCNMR (CDCls) § 13.28,
19.07, 22.50, 29.03, 29.96, 30.99, 39.00, 40.80, 43.81, 51.32, 51.86, 59.89, 64.10, 119.09,
121.33, 123.54, 125.90, 127.30, 132.70, 134.28, 138.61, 144.84, 148.01, 149.85, 153.48, 154.70,
159.00; ES-MS m/z 573 (M+Na). Anal. Calcd. for CyoH33Ns03S:1.1CH,Cly: C, 56.13; H, 6.29;

N, 13.05. Found: C, 56.17; H, 6.39; N, 12.94

gooocooao
000021002260 00 0000000000000 000ORRANHOODDOODODDO
oooobDbOO0O0ooooooobDboOoOoXxobcHO OONDODOODO

N COH
S eePU DY

o —hEFIE E

S
H(C .
N

O
Ooo0o0o0Oooao
ooooo

£#ipl | RR'NH
210 A FRELT I
211 sruFubL T Iy
212 ALY FubAT Iy
213 L1I-PAFLE FFV
214 N-ZF A AFLT IV
215 N-AFATINT IV
216 EARY
217 2-A XV FNAT IV
218 TFAT IV
219 tert-7F AT I v
220 7I)7Ebr=bIERRZOY K
221 (£)-sec-TFNAT I
222 AIVTFLT IV
223 TUIAT IV
224 vruyor
225 N-AFNA Y TFRENLT I
226 N-AFN—-tert-FF AT I v

goooooaon
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(224) JP 2008-543858 A 2008.12.4

000210

LS
”C Y
N

oy wr r N
0] N\r/\\/N N

0]
000210: 4,6-0000-0000-2,5-0000002-0000000005-@R)-3-[
4-(3-0000-1-00000-3-00000-0000)-00000-1-007-000 }-0
0o)
01-[1-(3-000-1-000-0000)-00000-4-00]1-3-0000-1-00000-3
-00000-000 (0-15090 0.44mmol)0 EDCI (0.093g0 0.48mmol)0 O O HOBt (0.066g
00.48mmol)0 ODMF (BmID)0 00D O0O0O0OO0DOODOO0O0O0O0O0O00O0O0OOeE-0000-2,4
-0000-00000 (0.091g0 0.48mmol)0 O O O O DIPEA (126p LO 0.66mmol)0 O O O
00000000200 1600000000000EI0000O0OOOOOOOOD0O00
0000000000000 000000000000000000 (Et,0:MeOH:NH,OHT
90:8:20 w/vw/V)0 O OODOODOO6-000-2,4-0000-N-{3-[4-(3-000-1-0000
0-3-00000-0000)-00000-1-00]-0003}0000000 (0.170g0 77%)
0000000 0000000

'H NMR (CDCls) § 0.95 (m, 1H), 1.03 (d+m, 4H), 1.48 (m, 1H), 1.56-1.73 (m,

5H), 2.22 (brt, 1H), 2.32 (s, 3H), 2.54 (s, 3H), 2.58 (br t, 1H), 2.71-2.85 (m, 3H), 3.31 (m, 1H),
3.62 (s, 1H), 3.66 (m, 1H), 3.75 (5, 2H), 3.86 (m, 1H), 4.21 (m, 1H), 7.00 (m, 2H), 7.14 (s, 1H),
7.21 (s, 1H), 7.41 (m, 1H), 8.75 (br d, 1H); ES-MS m/z 499 (M-+H)

0Doo0Oooo

000000 GnM)IOO6-000-2,4-0000-N-{3-[4-(3-000-1-00000-3-00
00O0-0000)-00000-1-0071-0003%00000 00 (0.150g0 0.30mmol)0 O
OO0OI0N NaOH (MDD 00000000 OO0ODOO0D100001600000000000
0000000000 0000000000000000000 (MeCNzMeOH:NH,OHO 6:3:
10wwvwVWOOOOD0ODODO0O0D0DO04,6-0000-5-{3-[4-(3-000-1-00000-3-00
00O0-0000)-00000-1-00]1-00000000030000-2-000000
00000000000 (0.11790 75%)00 00 0 O

'"H NMR (CD;OD) 8 1.31 (d, 3H, J = 7.5 Hz), 1.86 (m, 4H), 2.03 (m, 3H),
231 (s, 3H), 2.43 (s, 3H), 2.86 (m, 1H), 3.06 (m, 2H), 3.23 (m, 1H), 3.52 (m, 2H), 3.64 (s, 3H),
4.09 (m, 1H), 4.38 (s, 2H), 6.98 (d, 1H, J=4.5 Hz), 7.17 (s, 1H), 7.32 (m, 1H), 7.61 (s, 1H)

ooooonoD
gooboozooobocoboObObOOO0OOoOooooan

'H NMR (CDCls) 8 0.84 (m, 1H),

0.97 (d+m, 4H), 1.29 (d, 6H, J = 6.0 Hz), 1.53 (m, 1H), 1.72 (m, 3H), 2.17 (br t, 1H), 2.33 (s,
3H), 2.55 (s, 3H), 2.56 (br t, 1H), 2.68 (m, 1H), 2.82 (m, 2H), 3.29 (m, 1H), 3.48-3.52 (m, 2H),
3.60 (s, 3H), 3.86 (m, 1H), 4.22 (s, 2H), 4.29 (m, 1H), 6.95 (s, 1H), 6.97 (d, 1H, J=3.0 Hz),
7.09 (s, 1H), 7.36 (m, 1H), 7.85 (s, 1H), 7.86 (d, 1H, J = 6.0 Hz), 8.64 (br d, 1H); ES-MS m/z
559 (M-+H). Anal. Caled. for C2sHuNg04S0.9H,0: C, 58.49; H, 7.68; N, 14.62. Found: C,
58.53; H, 7.44; N, 14.35
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(225) JP 2008-543858 A 2008.12.4

ooooonoD
ooob?21

0O0O0211: 4,6-0000-0000-2,5-0000002-00000000005-{(R)-3
-[4-(3-0000-1-00000-3-00000-0000)-00000-1-007-000 }-
0oo0)

'H NMR (CDCls) 8 0.66 (m, 2H), 0.86 (m, 3H), 0.98 (d+m, 4H), 1.55 (m, 1H), 1.65-

1.72 (m, 4H), 2.17 (br t, 1H), 2.33 (s, 3H), 2.52 (s, 3H), 2.56 (br t, 1H), 2.69 (m, 1H), 2.82 (m,
2H), 2.93 (m, 1H), 3.29 (m, 1H), 3.49 (m, 2H), 3.60 (s, 3H), 3.88 (m, 1H), 4.19 (m, 1H), 6.97
(s+d, 2H), 7.10 (s, 1H), 7.36 (m, 1H), 7.83 (s, 1H), 8.01 (s, 1H), 8.71 (br s, 1H); ES-MS m/z 557
(M+H)

ooocooao
000212

P

S
I
N
0 jr H H
o) N\r\/N
‘ O

00 0212: N-{(R)-3-[4-(3-0 00 0-1-00000-3-00000-0000)-0000
0-1-00]-0003-N-000000-2,6-0000-00000000
O0O0OO0O0OEDODD: 1-[1-(R)-3-000-1-000-0000)-00000-4-00 ]-3-
00O00-1-00000-3-00000-000 (160mgd 0.47mmol)0 4-0 0 0 -2,6-0 0O
0-0000 (91mgd 0.52mmol)0 EDCI (99mgd 0.52mmol)0 HOBt (70mgd 0.52mmol)O DIPEA
0.12mI0 0.7immoDO0 00 ODMF GO0 0D D00OC0ODO0DOCOOODOOOODOOOO
000000000000 (CHCI,O 8% MeOH)D 0 OO0 0000 0OOO (175mgd 75%)0 O
DoO0O0O0oO0o0Oooo
0Do0O0O00oo
00000000 GnDI04-000-N{(R)-3-[4-(3-0000-1-00000-3-000
00-0000)-00000-1-00]1-00032,6-0000-000000 (175mgd 0.35m

mol)0O OOOI1IONNaOH (ImDHO OO ODODOODOO1I00000000DO0O00O0O0DODOOO
gogao ocooo0o0oo0oD0ooobOO0ob000vy2:1 0000000700000 /NH,OHO OO
gogao cooo@eng 890 o 00oooooooooogoooooooooood

goo oo

O

0

O
ooocoooboobooo0oao

O
oobob2200000DbO0O0O0O0O000O0
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(226) JP 2008-543858 A 2008.12.4

'H NMR (CDCl3) § 0.58-1.12 (m,

2H), 0.98 (d, 3H, J= 6.6 Hz), 1.28 (d, 6H, J= 6.3 Hz), 1.44-1.58 (m, 1H), 1.63-1.87 (m, 3H),
2.11-2.48 (m, 1H), 2.31 (s, 6H), 2.52-2.64 (m, 1H), 2.72-2.76 (m, 1H), 2.77-2.93 (m, 2H), 3.26-
3.32 (m, 1H), 3.49-3.50 (m, 2H), 3.59 (s, 3H), 3.81-3.97 (m, 1H), 4.13-4.38 (m, 2H), 5.87 (d,
1H, J= 9 Hz), 6.96 (s, 1H), 6.98-6.99 (m, 1H), 7.11-7.12 (m, 1H), 7.30 (s, 2H), 7.31-7.37 (m,
1H), 8.77 (d, 1H, J = 6 Hz); >C NMR (CDCl5) & 13.46, 14.52, 19.19, 22.84, 29.17, 30.11,
31.08, 39.54, 40.61, 40.95, 42.06, 43.66, 51.59, 51.85, 53.54, 60.53, 61.31, 64.29, 121.60,
126.02, 126.28, 127.37, 134.61, 135.1, 138.94, 141.07, 159.14, 166.58, 169.22; ES-MS m/z 580

(M+Na)
Ooooo00oao
000213

000213: 6-(N",N"-0000-000000000O00)-2,4-00 00 -N-{(R)-3-[4-(3-
0o000-1-00000-3-00000-0000)-00000-1-0071-0003%-0000
000

"HNMR (CDCls) § 0.84 (m, 1H), 0.99 (d+m, 4H), 1.57 (m, 1H), 1.69 (m, 3H), 2.17

(br t, 1H), 2.32 (s, 3H), 2.55 (s+br t, 4H), 2.72 (s, 7H), 2.82 (m, 2H), 3.30 (m, 1H), 3.60 (s+m,
4H), 3.86 (m, 1H), 4.22 (m, 1H), 6.98 (m, 2H), 7.11 (s, 1H), 7.35 (m, 1H), 7.86 (s, 1H), 8.62 (b
s, 2H); ES-MS m/z 560 (M-+H)

ooocooao
ooo?2i14

e

S o
~~-N__N
RAe ;@*“
N
]/\/ T

00D0214: 4,6-0000-0000-2,5-0000002-(000-000-000)5-{R)
-3-[4-(3-000D0-1-00000-3-00000-0000)-00000-1-00]1-000°%
-0oo)

'"H NMR (CDCls) (mixture of rotamers) & 0.84 (m, 1H), 0.99 (d+m, 4H), 1.13 (t, J=

6.0 Hz) and 1.25 (t, J= 6.0 Hz) (total 3H), 1.56 (m, 1H), 1.69 (m, 3H), 2.17 (br t, 1H), 2.31 (s,
3H), 2.54 (s+br t, 4H), 2.72 (m, 1H), 2.82 (m, 2H), 2.96 (s) and 3.08 (s) (total 3H), 3.30 (m, 2H),
3.61 (s+m, 5H), 3.73 (m, 1H), 3.88 (mn, 1H), 4.25 (m, 1H), 7.06 (d, /= 3.0 Hz), 7.09 (s, 1H),
7.18 (m, 2H), 7.31 (m, 1H), 8.83 (br s, 1H); ES-MS m/z 559 (M+H)

goooooaon
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(227) JP 2008-543858 A 2008.12.4

000215

~ - N S
/\\/

00O0215: 4,6-0000-0000-2,5-0000002-(000-000-000)5-{R)
-3-[4-(3-0000-1-00000-3-00000-0000)-00000-1-007-000%
-0oo)

'H NMR (CDCl3) (mixture of rotamers) & 0.85 (m, 1H), 0.98 (d+m, 4H), 1.55 (m,

1H), 1.65-1.76 (m, 3H), 2.17 (br t, 1H), 2.31 (s, 3H), 2.53 (s+br t, 4H), 2.68 (m, 1H), 2.82 (m,
2H), 2.95 (s) and 3.07 (s) (total 3H), 3.28 (m, 2H), 3.61 (s+m, SH), 3.74 (m, 1H), 3.91 (m, 1H),
4.15-4.24 (m, 1H), 5.13-5.31 (m, 2H), 5.78 (m, 1H), 7.06 (d, 1H, J = 3.0 Hz), 7.14 (m, 2H), 7.21
(s, 1H), 7.31 (m, 1H), 8.82 (br s, 1H); ES-MS m/z 571 (M+H)

ooocooao
g odo216

H (CS o
~A-N N y
RaeSSbege

0O

0O0O0216: 2,4-0000-6-(0 0000 -4-00000)-N-{(R)-3-[4-(3-0 0 O O -1-0
00O00-3-00000-0000)-00000-1-00]1-0003}0000000

'H NMR (CDCls) § 0.85 (m, 1H), 0.98 (d+m, 4H), 1.55 (m, 1H), 1.66-1.73 (m, 3H),
2.17 (brt, 1H), 2.32 (s, 3H), 2.53 (s, 3H), 2.57 (br t, 1H), 2.68 (m, 1H), 2.83 (m, 2H), 3.26 (m,
1H), 3.55 (m, 2H), 3.61 (s, 3H), 3.69 (m, 4H), 3.75 (s, 3H), 3.87 (m, 111, 4.23 (m, 1H), 7.06 (d,

1H, J = 3.0 Hz), 7.14 (m, 2H), 7.32 (m, 1H), 8.82 (br d, 1H); ES-MS m/z 587 (M+H)
ooooOooao
000217

s

O
0
H r N
@)

000217: 4,6-0000-0000-2,5-0000002-[(2-0000-000)-000715
-{(R)-3-[4-(3-0000-1-00000-3-00000-0000)-00000-1-00 ]-
Do0O03}-000)
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(228) JP 2008-543858 A 2008.12.4

'H NMR (CDCl3) § 0.81 (m, IH), 0.98 (d+m, 4H), 1.54 (m, 1H), 1.63-1.75 (m, 4H),

2.16 (br t, 1H), 2.34 (s, 3H), 2.52 (s+br t, 4H), 2.67 (m, 1H), 2.82 (m, 2H), 3.28 (m, 1H), 3.34 (s,
3H), 3.56 (m, 3H), 3.61 (s, 3H), 3.67 (m, 1H), 3.87 (m, 1H), 4.20 (m, 1H), 6.96 (d, 1H, J= 6.0
Hz), 7.07 (s, 1H), 7.16 (s, 1H), 7.34 (m, 1H), 7.86 (s, 1H), 8.25 (br t, 1H), 8.75 (br d, 1H); ES-
MS m/z 575 (M+H)

gooooao
000?218 10

e
i
N oo /\
.
\r\/o

000218: 4,6-0000-0000-2,5-0000002-0000005-(R)-3-[4-(3-
0000-1-00000-3-00000-0000)-00000-1-0071-0003%000)

"H NMR (CDCl;) § 0.83 (m, 1H), 0.98 (d+m, 4H), 1.26 (t, 3H, J= 6.0 Hz), 1.54 (m,

20

1H), 1.64-1.75 (m, 4H), 2.17 (br t, 1H), 2.32 (s, 3H), 2.52 (s, 3H), 2.54 (br t, 1H), 2.68 (m, 1H),
2.82 (m, 2H), 3.28 (m, 1H), 3.50 (m, 4H), 3.59 (s, 3H), 3.88 (m, 1H), 4.20 (m, 1H), 6.95 (s+d,
2H), 7.07 (s, 1H), 7.34 (m, 1H), 7.81 (s, 1H), 7.98 (br t, 1H), 8.65 (br d, 1H); ES-MS m/z 545
(M+H)
Ooo0o0o0ogag
O 00219

NP 30

s (C Pk
oYy H - 1 N
o) NY\/N N M -
o)

000219: 4,6-0000-0000-2,5-0000002-tert-000000S5-{(R)-3-[4
-3-0o0o0o0-1-0boOOo0O0-3-00b0DO0O0-0O00O0)-0DO00O00O0-1-007-00073%00
o)
'"HNMR (CDCL;) § 0.81 (m, 1H), 0.98 (d+m, 4H), 1.49 (s+m, 11H), 1.64-1.76 (m,
4H), 2.16 (br t, 1H), 2.32 (s, 3H), 2.54 (s+br t, 4H), 2.69 (m, 1H), 2.82 (m, 2H), 3.28 (m, 1H), 40

3.50 (m, 2H), 3.60 (s, 3H), 3.84 (m, 1H), 4.18 (m, 1H), 6.94 (s, 1H), 7.01 (d, 1H, J= 6.0 Hz),

7.10 (s, 1H), 7.36 (m, 1H), 7.84 (s, 1H), 7.9 (s, 1H), 8.64 (br s, 1H); ES-MS m/z 573 (M+H)

gooooao
Oooao220



(229) JP 2008-543858 A 2008.12.4

S
N
~N oo P
oy g YU NN
0 N\‘/\/N N
0

000220: 4,6-0000-0000-2,5-0000002-0000005-R)-3-[4-(3-
0000-1-00000-3-00000-0000)-00000-1-00]1-0003%-000)

'"H NMR (CDCl3) § 0.90 (m, 1H), 0.98 (d+m, 4H), 1.54 (m, 2H), 1.67-1.76 (m, 3H),

221 (brt, 1H), 2.36 (s, 3H), 2.55 (s+br t, 4H), 2.72 (m, 1H), 2.86 (m, 2H), 3.34 (m, 1H), 3.57 (s,
2H), 3.60 (s, 3H), 3.84 (m, 1H), 4.20 (m, 1H); 4.38 (d, 2H, J = 6.0 Hz), 6.90 (d, 1H, J = 3.0 Hz),
7.02 (s, 1H), 7.07 (s, 1H), 7.37 (m, 1H), 7.82 (s, 1H), 8.32 (br t, 1H), 8.64 (br s, 1H); BS-MS m/z
556 (M+H)

goooooaon
Ooo0oQ0221

LD
H (C 9
1RO B
\
\l/\/o

000221 4,6-0000-0000-2,5-0000002-sec-0 0 0O 5-{(R)-3-[4-(3-0
000-1-00000-3-00000-0000)-00000-1-00]1-0003%-000)

"HNMR (CDClL;) 8 0.85 (m, 1H), 0.98 (m, 7H), 1.26 (d, 3H, J = 6.0 Hz), 1.51-1.75

(m, 7H), 2.17 (br t, 1H), 2.33 (s, 3H), 2.55 (s+br t, 4H), 2.68 (m, 1H), 2.82 (m, 2H), 3.29 (m,
1H), 3.52 (s, 2H), 3.60 (s, 3H), 3.88 (m, 1H), 4.10 (m, 1H), 4.17 (m, 1H), 6.93 (s, 1H), 6.98 (d,
1H, J=3.0 Hz), 7.09 (s, 1H), 7.37 (m, 1H), 7.85 (s+m, 2H), 8.65 (br s, 1H); ES-MS m/z 573
(M+H)

oooooDaoD
Oooao222

LS
N
o u T T N
O N\l/\/N N
0

000222: 4,6-0000-0000-2,5-0000002-000005-(R)-3-[4-(3-0
000-1-00000-3-00000-0000)-00000-1-00]1-0003%-000)

'H NMR (CDCl) 5 0.86 (m, 1H), 0.98 (d+d-+m, 11H), 1.56 (m, 1H), 1.65-1.74 (m,

4H), 1.91 (m, 1H), 2.18 (br t, 1H), 2.33 (s, 3H), 2.54 (s, 3H), 2.57 (br t, 1H), 2.69 (m, 1H), 2.86
(m, 2H), 3.29 (m, 3H), 3.54 (s, 2H), 3.60 (s, 3H), 3.86 (m, 1H), 4.23 (m, 1H), 6.96 (s+d, 2H),
7.08 (s, 1H), 7.35 (m, 1H), 7.84 (s, 1H), 8.10 (br t, 1H), 8.66 (br s, 1H); ES-MS m/z 573 (M+H)
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ooooonoD
0oao223

H (Q ° Q

\O‘N\gN\O T N

N N N

U

000223: 4,6-0000-0000-2,5-0000002-0005-{(R)-3-[4-(3-0 0D
0-1-00000-3-00000-0000)-00000-1-00]1-0003%-000) 10
'H NMR (CDCls) 8 0.88 (m, 1H), 1.02 (d+m, 4H), 1.56 (m, 1H), 1.65-1.73 (m, 4H),
2.17 (br t, 1H), 2.33 (s, 3H), 2.53 (s, 3H), 2.56 (br t, 1H), 2.69 (m, 1H), 2.83 (m, 2H), 3.30 (m,
1H), 3.56 (s, 2H), 3.60 (s, 3H), 3.84 (m, 1H), 4.10 (t, 2H, J= 6.0 Hz), 4.20 (m, 1H), 5.17 (m,
2H), 5.93 (m, 1H), 6.93 (s+d, 2H), 7.07 (s, 1H), 7.34 (m, 1H), 7.83 (s, 1H), 8.10 (br t, 1H), 8.65
(br s, 1H); ES-MS m/z 557 (M+H)

ooocooao
000224 20

s
i
N
NS
\r\/o

000224: 2,4-0000 -N-{(R)-3-[4-(3-0 00 -1-00000-3-00000-00001
)-000O00-1-00]1-00036-(00000-1-00000)-0000000

'HNMR (CDCl;) & 0.83 (m, 1H), 0.99 (d+m, 4H), 1.56 (m, 1H), 1.65-1.77 (m, 4H),

1.94 (m, 4H), 2.17 (br t, 1H), 2.30 (s, 3H), 2.53 (s, 3H), 2.58 (br t, 1H), 2.69 (m, 1H), 2.84 (m,
2H), 3.29 (m, 1H), 3.60 (s, 3H), 3.62-3.69 (m, 6H), 3.88 (m, 1H), 4.23 (m, 1H), 7.06 (d, 1H, J =
6.0 Hz), 7.11 (s, 1H), 7.18 (s, 1H), 7.31 (m, 1H), 7.40 (s, 1H), 8.86 (br s, 1 H); ES-MS m/z 571

(M+H)
OooD0oo
000225

It
H 0]
~~-N__N /L\ 40
o \[::j o[ TN
@] N\r/\\/N N
0

0O0O0225: 4,6-0000-0000-2,5-0000002(C00000-000-000)5
-{(R)-3-[4-(3-0000-1-00000-3-00000-0000)-00000-1-00 ]-
Do0O03}-000)

30
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'H NMR (CDCL;) (mixture of rotamers) § 0.84 (m, 1H), 0.98 (d+m, 4H), 1.15(d, J =

6.0 Hz) and 1.23 (d, J= 6.0 Hz) (total 6H), 1.54 (m, 1H), 1.65-1.76 (m, 3H), 2.16 (br t, 1H),
2.30 (s, 3H), 2.52 (s, 3H), 2.56 (br t, 1H), 2.68 (m, 1H), 2.83 (m, 2H), 2.78 (s) and 2.95 (s) (total
3H), 3.28 (m, 2H), 3.60 (s, 3H), 3.70 (dd, 2H, J = 18.0, 12.0 Hz), 3.88 (m) and 4.94 (m) (total
1H), 4.24 (m, 1H), 7.06 (d, 1H, J= 3.0 Hz), 7.13 (m, 2H), 7.19 (s, 1H), 7.29 (m, 1H), 8.89 (br
m, 1H); ES-MS m/z 573 (M+H)

goooogao
000226

S
@]
H /C
0 N N N
\(\/ I

000226: 4,6-0000-0000-2,5-0000002-(000-tert-000 -00 0 )5-
{R)-3-[4-(3-0000-1-00000-3-00000-0000)-00000-1-00 ]-0
003}-000)

"H NMR (CDCls) § 0.84 (m, 1H), 0.97 (d-+m, 4H), 1.54 (s+m, 10H), 1.64-1.76 (m,
3H), 2.15 (br t, 1H), 2.30 (s, 3H), 2.52 (s, 3H), 2.56 (br t, 1H), 2.67 (m, 1H), 2.79 (m, 2H), 2.83
(s, 3H), 3.27 (m, 2H), 3.58 (s, 3H), 3.69 (dd, 2H, J = 18.0, 12.0 Hz), 3.80 (m, 1H), 4.23 (m, 1H),

7.07 (s+d, 2H), 7.14 (s, 1H), 7.21 (s, 1H), 7.30 (m, 1H), 8.77 (br s, 1H); ES-MS m/z 587 (M+H)

ooocooao
o020 ooO0b00n?228

s
N
HN(C O(NOJ\
N o
0 \n/ H - N
0

000227: 6-0000-4-000-0000-2,5-0000002-0000000005-¢
(R)-3-[4-(3-0000-1-00000-3-00000-0000)-00000-1-007-00
0}-000)

-~ 0
H I J\
N _N O__N

\(\/ I

000228: 6-0000-4-000-0000-2,5-0000002-0000000005-¢
(R)-3-[4-(3-0000-1-00000-3-00000-0000)-00000-1-007-00
03¥000)

0000 (5%)I0000Gn)I02-000-6-000-4-000 -N-{3-[4-(3-00 0 -1-
00000-3-00000-0000)-00000-1-00]1-0003%0000000(0.15
0gd 0.30mmol)0 0 0 OO 10N NaOH (im0 00D 00O ODO0DOO0OOO10000600 0
0000000000000 00000000O0D000000000000O0OO (MeCN/
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MeOH/NH,OHO 6:3:10 wv/v)O O 00 O0O0OCOO0O0O0O0O0O0O0OO0Oe6-0000-4-000 -5-{
3-4-B8-00o0-1-00o0o0O0-8-0bOobo-0o0o0O0)bO0O0D0O0-1-00]1-0D00000
ocobooy»»ooOoOo-2-0000006-0000-4-000 -5-{3-[4-3-000-1-0D00O0
oco-3-goooo-oDooo)boonboo-1-0cO0]j]-0O0DO0OOQ0DO0DOO03Y-ODODO-2-0
000000000000 00000000(0.291g0080%)0 000000000 NM
ROLC-MSOOODODODODODODODODOOOODDODOOODOOOOOOD1:a000O00O0O000O0
ooonD

O
gooooaad
O0OO0O000O00@.070g0 0.13mmoDON-(B-0000O0O0D0O0OCDOO)-N-O00DODOO
ooooDDbDO-0000@@.02800 0. 214mmoH)0D OO0 O01-0000CO0CDDDOOOOOODOC
0.020g0 O.14mmoDO ON,N-O 0 D0 O0OCDOOOCOOGmMDOIOCODOOODOOODODODODOO
ocooo0o0oo0oooDOoooo0ob000 @2 Lo 4o D OO DOOCODODODOODODO

OD0DO00@op LOO.2aemmoDO 0 D0 O0OCODODODOOO020016000000000D00E
gooooooobooooboooobobbooobbooobbooobbooooboan
OoOO0000O00 (Et,0/MeOH/NH,OHO 89:10:10 w/v/v)O OO O OO O0O0O0ODO?227 (0.03
50 46%)0 00 0002280000000

goooogao

Ooo0ooano2227:

'H NMR (CDCls) 8 0.98 (d+m, 4H), 1.21 (m, 1H), 1.29 (d, 6H,

J=6.0Hz), 1.37 (t, 3H, J= 6.0 Hz), 1.53 (m, 1H), 1.72 (m, 3H), 2.18 (br t, 1H), 2.33 (s, 3H),
2.56 (brt, 1H), 2.71 (m, 1H), 2.85 (m, 2H), 3.30 (m, 1H), 3.60 (s, 3H), 3.64 (s, 2H), 3.79 (m,
1H), 4.24 (m, 2H), 4.35 (q, 2H, J = 6.0 Hz), 6.92 (s*+d, 2H), 7.07 (s, 1H), 7.34 (m, 1H), 7.49 (4,
1H, J = 6.0 Hz), 7.63 (s, 1H), 8.26 (br d, 1H); ES-MS m/z 589 (M-+H)

ooocooao
0o0oonon2280

'H NMR (CDCls) & 0.98 (d+m, 4H), 1.19 (m, 1H), 1.29 (d, 6H,

J=6.0 Hz), 1.53 (m, 1H), 1.74 (m, 3H), 2.17 (br t, 1H), 2.34 (s, 3H), 2.58 (br t, 1H), 2.71 (m,
1H), 2.85 (m, 2H), 3.30 (m, 1H), 3.60 (s, 3H), 3.64 (s, 2H), 3.79 (m, 1H), 3.93 (s, 3E), 4.28 (m,
2H), 6.92 (s+d, 2H), 7.06 (s, 1H), 7.34 (m, 1H), 7.51 (d, 1H, J= 6.0 Hz), 7.65 (s, 1H), 8.32 (br
d, 1H); ES-MS m/z 575 (M-+H)

oooooao
0o0dog 229
KCS N:N
0] jr i N

N
H
O \Q\I\r\/N N
O
000229: 2,4-0000-N-{(R)-3-[4-(B3-0000-1-00000-3-00000-000
0)-00DOooO0-1-00]-00036-(RH-000000-5-00)-0000000
oe-000-2,4-0000-N-{3-4-GB-00O00-1-00000C-3-00000-0000)-
00000-1-00]1-00030000000(0-21g0 0.42mmo)0 000 -0000 00 (

AMDO OO0 OO @Gmb)O 00 0 0d (Pemke and Sharpless, JOC 2001, 66, 7945-50)0 O
O0000O0ZnBr, (0-094g0 0.42mmol)0 O O NaNg (0.030g0 O.46mmol)0 0 0O OO O

10

20

30

40

50



(233) JP 2008-543858 A 2008.12.4

oooboobie000oooooobbboboooooooobbobobooooooboooDbOoo
OO0OO0000O0D0 (MeCN/MeOH/NH,OHO 7:2:10 vw/v/v)O 0000 OO0 DO OO 229 (0.13g0 58%
YYDoODooooooooDOoo

'H NMR (CD;OD) § 1.49 (d, 3H, J = 6.0
Hz), 1.98 (m, 3H), 2.29 (m, 3H), 2.40 (s, 3H), 2.60 (s, 3H), 3.28 (m, 2H), 3.58 (m, 5H), 4.23 (m,
1H), 4.48 (s, 2H), 7.08 (d, 1H, J = 6.0 Hz), 7.26 (s, 1H), 7.44 (m, 1H), 7.87 (s, 1H); ES-MS m/z

542 (M+H)
Ooo0o00ooao
000 230

=N
K \

0 .
N N <
. N
oY H T 1
0] N\l/\/N N
O

000230: 2,4-0000-6-(2-000 -2H-00 0 0 00 -5-0 0 )-N-{(R)-3-[4-(3-0 O
00-1-00000-3-00000-0000)-00000-1-00]1-0003-000000
O

0000000000000 00000000 (24p LO 0.39mmol)0 O O K,CO5 (0.10g0 O
.78mmol)0 ODMF (4mI)0 00 002,4-0000 -N-{3-[4-(3-0000-1-0000 O -3-
00000-0000)-00000-1-0071-0003-6-(2H-000000 -5-00)-00
00000 (0.070g0 0.13mmo)0 000 0O COCOO0O0O0O000O0O0S80O01600 0000
0000000000000 0000000O0O0D000000000000000000
000000 (Et,0/MeOH/NH,0HO 87:11:20 v/v/v)0 0000000 O O O 230 (0.01590
21)0 000000000000

'"H NMR (CDCl;) § 0.91-1.11 (d+m, 5H), 1.54 (m, 1H), 1.69-1.81 (m, 3H), 2.21 (brt,
1H), 2.40 (s, 3H), 2.59 (s+br t, 4H), 2.63 (m, 1H), 2.75 (m, 2H), 3.35 (m, 1H), 3.50 (s, 2H), 3.55
(s, 3H), 3.88 (m, 1H), 4.21 (m, 1H), 4.34 (s, 3H), 6.73 (d, 1HJ= 3.0 Hz), 6.86 (s, 2H), 7.28 (m,

1H), 8.00 (s, 1H), 8.85 (brs, 1H). ES-MS m/z 556 (M+H)

oooooao
ooo2a23

-OH

)
|
~~-N.__N
0] Wr’ H Z ] NH,
0 N\l/\,N N
0]

0O0231: N-{(R)-3-4-B-0000-1-00000-3-00000-0O000)-000O00O
-1-oo0j-coodye-(N-OOO0OC0DOOCDODOOOODOO)-24-0000-0000D0O0C

~

EtOH (3mDO 0 6-0 00 -2,4-0 000 -N-(R)-3-{4-[(0 0000 -3-00000)-0
0]-00000-1-003000)-0000000 (208mgd 0.49mmol)D 0000 OO0
0000O0HCE (190mgd 2.73mmol)0 O O NaHCO5 (239mgd 2.84mmol)0 0 00 00 0O O
000000000 O000CH,CI, (25m)0 0 (10mi)0 O 0 O O O NaHCO5O O O (20ml)
DOO0O0O0O0O0O00OCHLCL, x5mNDO000O0O0O0O0O0O0000000000 (NayS0,)0
O0O0O06-(N-00D00O00D00O0O00000)2,4-0000-N-(R)-3-{4-[(C 00O

Oooooogogoao
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-3-00000)000]1-00000-1-003}000)-0000000(73mg)d 00
000000000000

ooooo

CH,Cl, (5m)0 000000000 (173mg)0 O O O O DIPEA (0.080mI0 0.46mmol)d O
N-(4-0000000000000)0000000(89mgd 0.42mmol)0 0 0000 O
0002000000 00000CHLCI, (25m)0 0 0 0 O NaHCO,O O 0 (25m1)0 0 0 O
OO0OCHCE, (2x 10m)0 0000000 (Nay,S0,)0 00 0000000000000
000000 (CH,Cl,/MeOH/NH,OHO 96:4:00 0 0 9:1:00 0 088:10:2)0 000000
000231 (123mg0 20 000 047%)0 000000000000

'H NMR (CDCly) § 1.03 (d, 3H, J = 6.6 Hz), 1.06-1.47 (m, 2H), 10
1.67-1.90 (m, 4H), 2.21-2.28 (m, 1H), 2.24 (s, 3H), 2.45 (s, 3H), 2.61 (br t, 1H, J=11.4 Hz),

2.75-2.94 (m, 3H), 3.47-3.53 (m, 1H), 3.61-3.65 (m, 1H), 3.63 (s, 3H), 3.90 (s, 2H), 4.21-4.28

(m, 1H), 5.54 (br s, 2H), 6.93 (dd, 1H, J=4.8, 1.2 Hz), 7.07 (br s, 1H), 7.09 (s, 1H), 7.19 (s,

1H), 7.31 (dd, 1H, J = 4.8, 3 Hz), 8.22 (br m, 1H), 9.39 (br s, 1H); ES-MS m/z 554 (M+Na)

Oooooogogoao

gooocooao
0 oo232
20

. N Cl
o H T |
0] NY\/N N
o

00O0232: 2,6-0000-N{(R)-3-[4-(1-00000000O00-3-0000-0000)
-00000-1-00]-00034-000-0000000

OTHF GmDO O {(R)-3-[4-(0C000000000-000)-00000-1-007-000
}-000O000tert-0000000 (174mg0 0.47mmol)0 0000000 O -00000 30
000000000 (4.7mgd 0.56mmo)0 0 0000000600030 000000000
0000000000000 00000000000000 (CH,Cl,O 7% MeOHD 1% NH,OH

@I OOODODODOoOO{R)-3-[4-(1-0000000000-3-0000-0000)-0000
0-1-00]-0003}000000tert-0000000 (105mgd 50%)0 00000000
0o00O

ooooo

0O00O0COOODO : CH,Cl, (Bml)0 O boc-0 0 0 O O (105mgd 0.23mmol)0 0 O O O TF
(AmHO 0000000000020 00000000000000TFADODOOOOO
000000000000 000O0000O000EDODODD : 1-[1-(R)-3-0 0 0 -1-0
00-0000)-00000-4-00]1-1-0000000000-3-000-000(77mgd0 40
.23mmo)0 2,6-0 000 -4-00 0 -00 000 (51mgd 0.25mmol)0 EDCI (48mgd 0.25mmoll

)0 HOBt (34mgO 0.25mmol)0 DIPEA (0.059mI0 0.35mmol)0 O O ODMF (5ml)0 000 OO
0000000000000 0O000TLC (00000 8%MeOHD 1%NH,0H)D 0 0 0 0 0O
0000232 (63mg0 20 00 0O051%)IOODO0O0O0O0O00O0O0O

O >» 0O o0Od
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'H NMR

(CDCl3) §0.75-0.91 (m, 2H), 0.99 (d, 3H, J = 6.0 Hz), 1.11-1.28 (m, 4H), 1.32-1.50 (m, 2H),
1.51-1.83 (m, 9H), 2.07-2.17 (m, 1H), 2.38 (s, 3H), 2.48-2.64 (m, 3H), 2.74-2.87 (m, 3H), 3.27-
3.44 (m, 1H), 3.70 (s, 3H), 3.71-3.93 (m, 2H), 7.07 (s, 1H), 7.15 (s, 1H), 8.21 (br s, 1H); ES-MS
m/z 528 (M+H) ‘ "

gooooao
000233

KQS

H
~.-N.__N Cl
oY H T
0 No~N N

O d
000233: 2,6-0000-4-000-N-{3-[4-(3-0000-1-00000-3-00000 -
00o00)-00000-1-00]1-00003¥0000000
O000O0ADDODD0O0D04-000-00000-1-00000tert-000 000 0O (0.800
gl 4.30mmol)0 00000 -3-00 00000 (0.480g0 4.30mmol)0 O O (200 O O O )O
00000000000 0000000000 (1.27g0 6.02mmol)0 0 1,2-00 00 O O
D@MHOOO0DO0000000D0D0D0D0DOOO016000000000000000000¢0
0000000000000 000000000000000000000 (CHCl,:MeOH
INH4OHO 96:3:10 w/v/V)O0 00D 000 04-[(00000-3-00000)-0007-00
000-1-00000tert-0000000000000000 (0-886g0 73%)0 0 0 O O
O

'H-NMR (CDCl) § 1.27
(m, 3H), 1.45 (s+m, 1H), 1.84 (d, 2H, J= 12.0 Hz), 2.66 (m, 1H), 2.80 (t, 2H, J = 12.0 Hz), 3.85
(s, 2H), 4.01 (br d, 2H), 7.03 (d, 1H, J= 6.0 Hz), 7.12 (s, 1H), 7.29 (m, 1H)

0Dooooo
OCHCN (15mIN0 000000000000 (0.520g0 6.25mmol)0 0 O O O O DIPEA (1.0
oml0 6.25mmol)0 O O 0 O CDI (1.02g0 6.25mmol)0 00 00000000 1.500000
0O0O0O0OCH,CN (om0 000000000 (0.880g0 3.12mmol)0J 0 00000000
0600 0000000000 00000O0ONaHCO;0 00 (20mI)0 0 0 0O O CH,Cl, (3% 1
sMDOODODO0DO0O0O0D00000000O0000Nay,S0,) 00 0000000000000
0000000000000 (CHyCl,:MeOHzNH,0HO 96:3:10 v/v/v)O 000 0 000 4-(3
-0000-1-00000-3-00000-0000)-00000-1-00000 tert-00 O
0000000000 O00000O0 (0.9590 86%)0

'H-NMR (CDCls) & 1.43 (s, 9H), 1.54 (m, 1H), 1.75(d, 2H, J=
9.0 Hz), 2.79 (br t, 1H), 3.65 (s, 3H), 4.17 (m, 2H), 4.27 (s, 2H), 6.96 (4, 1H, J= 3.0 Hz), 7.08
(s, 1H), 7.11 (s, 1H), 7.36 (m, 1H)

gooooao
04-B3-0000-1-0D00D00-8-00000-O00DO0O0)-0O000O00O0-1-000C0O0O0 tert-
ODOO000O0D0(0.95090 2.69mmol)0 O CH,CIL,O TFAD 3:1 0 000000000 DODOO
giocogoooboooooboogobobogoooboboooobbooobobooboo2000000
ocoo@oooooo)yopooooAooDboopooooo3-2,3-0000-1,3-000
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0-0000000-2-00)-0000000000 (0.561g0 2.75mmol)d 0 O (200 O O
O)0ODO0OO0O0D0DO0O000000000000000(0.792g0 3.75mmol)0 O CH,CI, (40m
NDOO0DO0OO0O0DO0O0OO0O0O0O0OO0OO0ODO0DOD1000000000000000000000
0000000000000 000000000000000000 (CHyCl,:MeOH:NH,OH
094:5:10 v/v/v)O O OO D000 O 1-{1-[3-(1,3-0000-1,3-0000-000000
0D-2-00)-0000]1-00000-4-003}3-0000-1-00000-3-00000-0
00000000000 O000O0 (0-692g0 62%)0

"H NMR (CDCl3) § 1.36 (m, 2H), 1.59 (m, 2H), 1.85 (p, 2H, J=4.5 Hz), 1.91 (t, 2H, J= 9.0
Hz), 2.39 (t, 2H, J = 6.0 Hz), 2.88 (d, 2H, J= 12.0 Hz), 3.62 (s, 3H), 3.75 (t, 2H, J = 6.0 Hz), 10
4.04 (s, 2H), 423 (m, 1H), 6.90 (d, 1H, J=3.0 Hz), 6.9 (s, 1H), 7.06 (s, 1H), 7.36 (m, 1H),

7.62 (m, 2H), 7.81 (m, 2H)

0Do0oo0oo

0 EtOH (15mI)0 O 1-{1-[3-(1,3-0000-1,3-0000-0000000 -2-00 )-00
00]1-00000-4-003}-3-0000-1-00000-3-00000-000 (0.69g0 1.56
mmol)J 000000000000 (0.49mi0 15.6mmo)0 00 0000000016000
0000000 000EL,0 @omNDOOO0O0OOODONODODODO0O0OOOOOODODOO00O0O
0000000000000 0000000OO0O0D000000000000000000
00000 (CHy,Cly:MeOH:NH,OHO 83:15:20 v/v/v)D 0 000000 1-[1-(3-0 0 0 -0 O 20
00)-00000-4-00]1-3-0000-1-00000-3-00000-000000000
000000 DO (0.280g0 57%)0

"H NMR (CDCls) § 1.60-1.72 (m, 6H), 2.00 (t, 2H, J = 9.0 Hz), 2.07 (br s, 3H), 2.39 (i,
2H, J=6.0 Hz), 2.75 (t, 2H, J = 6.0 Hz), 2.98 (d, 2H, J = 12.0 Hz), 3.65 (s, 3H), 4.25 (m, 1H),
4.29 (s, 2H), 6.95 (d, 1H, J= 3.0 Hz), 7.10 (s, 2H), 7.34 (m, 1H)

Oooo0Q0O0
000000 DO (0.059g0 0.19mmol)0 EDCI (0.040g0 0.21mmol)0 O O O HOBt (0.028g0 O
21mmo)I ODMF (MDD 0D OO0 0OCOOO0O0O0O0O0O0ONODDODOOOOD?2,6-0000-4- 30

0O0O0-00000 (0.043g0 0.21mmol)C 0 O O O DIPEA (43p LO 0.24mmol)0 0 O O O O
0000002500160 0000000000EO0DODOOOOOODOOODODOOOOOO
0000000000000 00000000000000000 (Et,0:MeOH:NH,OHO 86
:12:20v/v/v)0 OO DO0O0O0O0O0D0D0233 (0.067g0 69%)0 0 00000000000

'H NMR (CDCls) § 1.26 (m, 2H), 1.70-

1.79 (m, 4H), 2.06 (t, 2H, J = 12.0 Hz), 2.35 (s, 3H), 2.54 (t, 2H, J = 6.0 Hz), 2.97 (m, 2H), 3.57
(m, 2H), 3.63 (s, 3H), 3.95 (s, 2H), 4.27 (m, 1H), 6.98 (d, 1H, J = 6.0 Hz), 7.06 (s, 1H), 7.10 (m,
2H), 7.36 (m, 1H), 8.36 (br t, 1H); ES-MS m/z 536 (M+Na). Anal. Calcd. for

CooHpoN503CLS 1.1H,0: C, 49.46; H, 5.89; N, 13.11. Found: C, 49.42; H, 5.63; N, 12.84

40

goooogao
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ol

H Cli
N N

o Cl

Cl

00 0234: 2,6-0000-N-(R)-3-{4-[1-(3-0 00 -0000)-3-0000-0000]-
00O000-1-003-000)4-000-0000000

O00000ADDOO: CH,CIl, (20m)O O [(R)-3-(4-0 0 0-00000-1-00)-00 0
]-000000tert-0 000000 (0.2590 0.94mmol)0 000 O03-000-00000
00 (0.14mI0 1.13mmol)0 0 0 0 000050000 0 O O NaBH(OAC)5 (0.30g0 1.41mmol
Y IOOODO@oO)IOODOO0O0000000N000000000000000000
0000000000 (CH,CI,0 5% MeOHD 1% NH,OH)O 0 0 0 0 0 O O {(R)-3-[4-(3-0 O
0D0-0000000)00000-1-00]-0003000000tert-00000000
000000000000 (305mgd 82%)0

'H NMR (CDCls) § 0.92-0.94 (d, 3H, J = 6 Hz),

1.27-1.39 (m, 2H), 1.44 (s, 9H), 1.60-1.72 (m, 2H), 1.82-1.97 (m, 2H), 2.02-2.14 (m, 1H), 2.32-
2.51 (m, 2H), 2.68-2.87 (m, 3H), 3.05-3.11 (m, 1H), 3.23-3.37 (m, 1H), 3.79 (s, 2H), 4.40 (s,
1H), 6.01 (br s, 1H), 7.16-7.25 (m, 3H), 7.33 (s, 1H)

ooocooao
OCHZCN GmI)O DO OODOO0ODOOHCE (0.2590 3.04mmol)0 O O O O CDI (0.49g0 3.04mm
olDO O O DIPEA (0.53mLO 3.04mmo)O0 0 00O 000060002000 0 0 O O O CHZCN

GnDO O {(R)-3-[4-(B-000-0000000)-00000-1-00]1-0003-0000
OO0 tert-0 000000 (305mg00.76mmol)0 0 00 00000000000600000
0000000000000 00000CHCI, (15mI)0 0 0 0 O NaHCO; (20mI)0 O O O
OO0O0O0OCHCE, (3 1omDI 0000000000000 000Na,S0,0000000
O00D0O0O0OO0OO0O0OMNMROOODO?2:10000/000000000000000000
0000 (CH,Cl,0 7%MeOHO 1%NH,OH)O 0000 0 0 O ((R)-3-{4-[1-(3-0 00 -0000
)-3-0000-0000]1-00000-1-003}000)-000000tert-000000

0000000000 0O000 (215mgd 60%)0
'H NMR (CDCls) § 0.92-0.95 (d, 3H, J= 9 Hz), 1.37 (s, 9H), 1.47-1.82 (m, 6H), 2.13-

2.25 (m, 1H), 2.48-2.57 (m, 1H), 2.63-2.89 (m, 3H), 2.99-3.09 (m, 1H), 3.23-3.38 (m, 1H), 3.65
(s, 3H), 4.14-4.26 (m, 1H), 4.31 (s, 2H), 5.90 (br s, 1H), 6.97 (s, 1H), 7.06-7.17 (m, 1H), 7.22 (s,
1H), 7.29 (s, 1H), 7.69 (s, 1H) |

ooooo

0O000COOD0D0 : CH,Cl, (BmI)0 0000 Boc-0 000 O (215mgd 0.46mmol)0 O O
OTFA (mDO 0000000000010 00000000000001-[1-(R)-3-0
0-1-000-0000)-00000-4-00]-1-(3-000-0000)-3-0000-00
000000000000 O000O00

ooooo

O0O0O0OEDOOO: 1-[1-(R)-3-000-1-000-0000)-00000-4-007]-1-
(3-000-0000)-3-000-000 (77mgd 0.21mmol)0 2,6-0 000 -4-0 00 -0 0O
0 O O (48mg0 0.23mmol)d EDCI (44mgO 0.23mmol)0 HOBt (31mgd 0.23mmol)0 DIPEA (0.0
55mi0 0.32mmol)0 O OODMF (BmDO0 00000 O0O00OOOO0OOOODOOOODOOOOTL
C(OODOO6% MeOHD 2% NH,0H)0 0 0000000002340 0000000000 (8

O Ooo0ooooaog
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(238) JP 2008-543858 A 2008.12.4

imgd 20 0 O O O 62%)0
'H NMR (CDCls) § 0.99-1.01 (d, 3H, J= 6 Hz), 1.12-1.26

(m, 1H), 1.49-1.57 (m, 1H), 1.62-1.86 (m, 4H), 2.13-2.26 (m, 1H), 2.34 (s, 3H), 2.51-2.64 (m,
1H), 2.72-2.93 (m, 3H), 3.25-3.44 (m, 1H), 3.63 (s, 3H), 3.72-3.82 (m, 1H), 3.89 (s, 2H), 4.06-
4.24 (m, 1H), 6.90 (s, 1H), 7.10 (s, 1H), 7.14-7.16 (d, 1H, J=6 Hz), 7.21 (s, 1H), 7.28 (s, 1H),
7.31-7.34 (d, 1H, J = 9 Hz), 8.59 (br s, 1H); *C NMR (CDCL): & 13.50, 19.21, 29.79, 30.50,
30.74, 39.78, 43.64, 44.53, 51.50, 53.02, 59.89, 64.30, 124.31, 124.46, 126.15, 127.93, 130.42,

132.52, 135.06, 139.86, 146.61, 149.90, 151.05, 159.18, 164.27; ES-MS m/z 556 (M+H)
goooooaon
000235

00D0235: 6-000-N-{(R)-3-[4-(0 0000000 -00000-3-00000-000
)-0O0O0D0DD0-1-0071-0003-2,4-0000-0000000

0 CH,Cl, BmDO O (R)-3-{4-[(0 00 00-3-00000)-000]1-00000-1-00
}-000)-000000 tert-0 000000 (154mg0 0.42mmol)0 O O O O 00 O DIPEA (
0.20mI0 1.15mmol)0 O O MsCl (0.08mI0 1.03mmol)J 00000 OO 1.5000 00000

OO0O0D000O000000000O0NaHCOz0 OO (20m)0O O 0O O O CHCI, (3x 10ml)O O O
OCOO0O0CO0O00O00DO0OO0O0DODO MNay,so )OO0 OODOODODOOCHSCI, (a.5mbhd 0O
oooocoooO0ooDOoo0O0DO0Ob0DTFA (.5SmHOODODOOODO0D1IDOO0DODODODOODODOO
oooooDaD
oooooao
ocoOoo0cO0OEODODOO:DMF @MDHOODDODODODODOOODODOODODODODDODOGB-0D00 -2,4

-0000-00000 (94mg0 0.42mmol)0 HOBt (75mgd 0.56mmol)0 DIPEA (0.4mI0 2.30m
mol)J O O O EDCI (104mg0 0.54mmol)0 0 0 0000 O0O0O00OO0OOOOO0O0O0O00000
0000000000000 00 @mmd0000CH,CI,/MeOHD 96:40 0 92:8)0 0 0 O O
00000023 (18mgd 30 00 008WOOOO0O0O00000000

'H NMR (CDCL) & 0.97 (d, 3H, J = 6.6 Hz), 1:15-1.43 (m, 2H), 1.56-

175 (m, 3H), 2.07-2.14 (m, 1H), 2.31 (5, 3H), 2.45-2.52 (m, 1H), 2.52 (s, 3H), 2.64 (s, 3H),
2.70-2.84 (m, 4H), 3.26-3.36 (i, 1H), 3.56-3.64 (m, 1H), 3.73-3.84 (m, 1H), 3.93 (d, 1H, J =15
Hz), 4.03 (d, 1H, J =15 Hz), 6.97 (s, 1H), 7.03 (d, 1H, J= 4.8 Hz), 7.16-7.18 (m, 1H), 7.29 (dd,
1H, J = 4.8, 3 Hz), 8.06 (br d, 1H); *C NMR (CDCls) & 15.14, 20.55, 23.86, 32.78, 32.96,
33.79, 41.48, 43.09, 43.86, 45.46, 53.63, 58.14, 61.70, 124.40, 125.10, 127.93, 129.19, 134.33,
140.47, 149.17, 152.10, 156.97, 168.98; ES-MS m/z 535 (M+Na). Anal. Calcd. for
C3Ha3N403S,C1'1.3CH;0H: C, 52.61; H, 6.94; N, 10.10. Found: C, 52.70; H, 6.57; N, 9.87
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000236: (I-(R)-{3-[(6-0 00-2,4-0000-0000-3-00000)-000 ]-1-0
00-0000300000-4-00)-00000-3-00000-00000000000
00

0 CH,Cl, (BmDO O (R)-3-{4-[(00000-3-00000)-0007]1-00000-1-00
}-000)-000000tert-0 000000 (251mgl 0.68mmol)0 0 000000000
00 143y LO 1.50mmol)0 0 0000000300000 000CH I, (om0 0000
AN NaOH (15mDO0 0000000 0ONa,S0,0 00 0000000000000 00000
00 (MeOH/CH,CILO 5%)0 0 0 00000000000 (269mgd 90%)0 O O O
DoooQoO

000O0O0COO00:Boc-O0OOODODOCHLCI, (8OO OOTFA (2nl) 0000000
00200000000000000000000CHCI,000D00INNaOHO 0000 O
00D000D0000ONaSO,0 000000000000000000000000
Oooo0Q0O0

O0D0D0OO0OEDOOO:DMF @mDOODODOOOO0O0O000000O0O0OO0OOODOG-000-2
,4-0 00000000 (75mg0 0.34mmol)0 HOBt (57mgd 0.42mmol)0 DIPEA (ImlO 5.7mmo
DO OO DOEDCE (82mgd 0.43mmo)0 00000000000 ODOODOOOOODOOO00O
0000000000000 000 (MeOH/CH,CIL,O03%O 0000000000236 (17mg
03000010%))0 000000000000

'"H NMR (CDCL) § 0.94 (d, 3H, J = 6 Hz), 1.22 (m, 4H), 1.59 (m, 4H), 1.61-1.78 (m, 2H), 2.04
(m, 1H), 2.32 (s, 3H), 2.53 (s, 3H), 2.62-2.81 (m, 3H), 3.28 (t, 1H, J = 12 Hz), 3.74-3.98 (m,
3H), 4.12 (m, 3H), 6.99 (m, 1H), 7.02 (s, 1H), 7.23 (m, 1H); ES-MS m/z 529 (M+Na)

ooocooao
0o oaoZa237

00 0237: 6-000 -N-{(R)-3-[4-(3-000-1-00000-3-00000-0000001
-0O0O0OO0-1-00]1-00032,4-0000-0000000

0 CH,Cl, (5mID0 06-000-2,4-0000 -N-(R)-3-{4-[(00000-3-00000)-
00O0]1-00000-1-003000)-0000000(76mgd0.18mmol)0 00 0000
0000000000 (@Ou LOO0.3mmo) D 0000000000 DONODONDOODOOO
0000000000000 000000000O00O0 (CH,CI,/MeOHD 96:4)0 0 0 0 0 O O
0000237 (34mgd 36%)0 000000000000
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'H NMR (CDCl;) & 0.85-0.95 (m,

1H), 098-1.03 (m, 7H), 1.48-1.82 (m, 5H), 2.23-2.31 (m, 1H), 2.28 (s, 3H), 2.48 (s, 3H), 2.63-
2.87 (m, 4H), 3.21-3.28 (m, 1H), 3.53-3.59 (m, 2H), 3.84-3.91 (m, 3H), 5.38 (brs, 1H), 6.96 (s,
1H), 7.05 (d, 1H, J = 4.8 Hz), 7.12-7.14 (m, 1H), 7.38 (dd, 1H, J= 4.8, 3 Hz), 8.93 (br s, 1H);
BCNMR (CDCls) § 13.86, 14.64, 19.14, 22.44, 29.57, 30.07, 30.80, 40.63, 41.23, 43.51, 44.06,
52.20, 57.74, 61.22, 122.01, 122.86, 126.22, 128.02, 133.32, 137.56, 148.09, 150.38, 155.79,
167.34, 182.46; ES-MS m/z 544 (M+Na). Anal. Calcd. for CosH3gN50S,Cl-0.2H,0-0.2CH,Cl:
C, 55.77; H, 6.83; N, 12.90. Found: C, 55.94; H, 6.80; N, 12.55

goooooaon
0O 00O 238

s

_S
0]

bl

N Cl
v
N\r\/N N
O

000 238: (-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-000]-1-0
00-00003¥00000-4-00)-00000-3-00000-00000000S-00
Doooo

0 CH,CI, (8mL)0 O ((R)-3-{4-[(00000-3-00000)-0007]1-00000-1-00

}-0 0
000
000
000
000
000

0

0
O
O
0
O

)-00DO000Dterte-0 000000 @@39mgd 0.38mmo)0 000 O0D0OOCDOODO
(39u LO O0.46mmol)C O O DIPEA (160p LO O.92mmo)D O OO OO DO OOOO
O CH,CI, (25mD)O 000 O IN NaOH (om0 OO0 O O Nay,so,0 0000 00OO
ooocooOobooOoooooooooobobboboooooooooboao

g

Oco0OO0O0¢:Boc-OOOODOOCHSCI, (8BmDHOIOOOTFA 2mDOOOOODOAO

OCoO20000000000000000DODODOCHSCILODOODODOINNaOHO ODODODO

OoODOoO0oO0OoO0OO0OO0ONa,So,0 000000000000 DO0ODODODOO0ODO0OD0OO0O0 (MeOH/CH

SCIL/NHA0OHO 5:95: )0 0 000000000000 @1smgd 20 00 0 0 91%)0 0 O O

ad
oo
od
aad
oo

O 0Ooo0oooo

4
O
0
O
O

61%)0
'H NMR

00

OCECOOD:DMF @mDHOODOOODODODODODODODDODOODOODSGE-00O-2,4-
OO00D0OD (85mgld 0.38mmol)0 HOBt (71mgd 0.53mmol)d DIPEA (ImlO 5.7mmol)
EDCI (100mgC O.52mmol)0 0000 O0OCOOOOODOOOCOOOOODODODOO
OCOO00OO0O0O0O00D0DO (MeOH/CH,CIL,O2%) O O DO ODOODOOOD 238 (107mg
OoOooo0oooooDoo

(CDCl;) 5 0.96 (d, 3H, J =9 Hz), 1.01-1.26 (m, 4H), 1.49-1.83 (m, SH), 2.09 (t, 1H, J = 12 Hz),
2.31 (s, 3H), 2.32 (s, 3H), 2.46 (t, 1H, J = 12 Hz), 2.51 (s, 3H), 2.68-2.81 (m, 3H), 3.24-3.29 (m,
1H), 3.75-3.84 (m, 1H), 3.96-4.21 (m, 1H), 6.99-7.08 (m, 3H), 7.26 (s, 111); ES-MS m/z 510

(M+H)

goooogao
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N Cl

- =

bl H |

S NY\/N N

O

000239; 6-000-2,4-0000 -N-{(R)-3-[4-(3-000-1-00000-3-00000
-000000)-000D0O0-1-00]1-0003¥-0000000
000D00DHOOOOO6-000-2,4-0000-N-(R)-3-4-[(0D0O00DO0-3-00000

)>-oooj-coooo-1-0o03}»-0O0O0)-O0ODOODODODODODODDOOODODODOODOD
Oo0o0230000

'"H NMR (CDCls) & 0.72-0.83 (m, 1H), 0.97-1.01 (m, 1H), 0.98 (d, 3H, J =

6.6 Hz), 1.48-1.63 (m, 1H), 1.71-1.82 (m, 3H), 2.18-2.24 (m, 1H), 2.28 (s, 3H), 2.48 (s, 3H),
2.58-2.68 (m, 2H), 2.79-2.84 (m, 2H), 3.03 (d, 3H, J = 3 Hz), 3.20-3.28 (m, 1H), 3.85-3.94 (m,
3H), 5.27-5.35 (m, 1H), 5.49 (br s, 1H), 6.99 (s, 1H), 7.09 (dd, 1H, J=5.1, 0.9 Hz), 7.10-7.11
(m, 1H), 7.39 (dd, 1H, J = 5.1, 3 Hz), 8.98 (br d, 1H); *C NMR (CDCls) 6 13.77, 19.17, 22.46,
29.17, 30.08, 30.93, 33.35, 40.35, 43.67, 44.24, 52.17, 57.78, 61.11, 121.88, 122.90, 126.22,
127.99, 129.25, 137.49, 148.09, 150.42, 155.78, 167.46, 183.82; ES-MS m/z 508 (M-+H). Anal.
Caled. for Cp4H34N508,C10.2CH,Cl0.1H,0: C, 55.16; H, 6.62; N, 13.29. Found: C, 55.15; H,
6.72; N, 13.03

ooocooao
0o oao?240

00 0240: 4-000-2,6-0000-N-{(R)-3-[4-(3-000-1-00000-3-000001

-000000)-00000-1-00]1-0003}000000

OO0O0O0OHIOODO : O0CHCl, (omDO O (R)-3-{4-[(00000-3-00000)-

00D0]-00000-1-003}000)-000000tert-0000000O0 (1.0g0 2.72mmo

DOOOODODD0ODODO0ODOO0OO0DOD0 23 1I03.26mmoD)O0DO0CDOOOCOODOODONSDO
ocoooooooooDo oD {RA-8-4-GB-00D0-1-00DO0D0-8-0DO000O0-0DOD0OO
O)-ooooo-1-00]-000}0ODODDOOtert-0U00O0DOO0OCDODODOOODDODO
goooano

ooocooao

OBOC-O00O00ODOCHCIL,OODOO O 4mi/mmo)O TFA (O 2mi/mmol)0 O 000D O OO
obozo00o00oo0obDO0oo0cO0OO0obOO0oOobDOobOobOOoO0OO0OOONaRCOz;OODDODOODOoooDooOO
CH.CI,O O DODODODODOOOODOODONaSo,0000000D0O0O0O0DO0OO0OO0DODODODOO
ooooOobDooao

goooogao

O000O0EDDOOO: CH,Cl, (B3mD)O O 1-[1-((R)-3-0 00 -1-000-000 0 )-00
000-4-0071-3-000-1-00000-3-00000-00000 (145mg0 0.426mmol)0
4-000-2,6-0000-0000 (82mgd 0.469mmol)0 HOBt (75mgd 0.554mmol)0 O O O D
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IPEA (186p 10 1.06mmol)0 0 0 0O O O O O EDCI (106mgd 0.554mmol)0 0 0 0 0 O O O
0000000000000 000000000000000000CHCL,LOODO OO
ONaHCO,O0 000 0000000000000 0000000Na,S0,000000000
0000O000000000000 (tron) (DCMO 2% MeOHO 2% NH,OH)O 0 0O 0 0 0 0O O
0002400000000 (70mg0 30 000033%)O0 00000

"H NMR (CDCls) § 0.79-0.85

(m, 1H), 0.97-1.01 (m, 4H), 1.49-1.55 (m, 1H), 1.72-1.86 (m, 3H), 2.19-2.28 (m, 1H), 2.31 (s,
6H), 2.60- 2.74 (m, 2H), 2.83-2.86 (m, 2H), 2.98-2.99 (d, 3H, J = 4.2 Hz), 3.24-3.30 (m, 1H),
3.77 (s, 2H), 3.86-3.93 (m, 1H), 5.33-5.47 (m, 2H), 6.93-6.95 (m, 1H), 7.12-7.13 (d, 1H, J=3
Hz), 7.21 (s, 2H), 7.41-7.44 (m, 1H), 8.82-8.84 (br d, 1H); ES-MS m/z 498 (M-+H)

gooocooao
O0024

0o ¢l
000 241: (A-{(R)-3-[(2,6-0 000 -4-000-0000-3-00000)-000 ]-1-0
00-0000300000-4-00)-00000-3-00000-00000000S-00
ooooo
O00D0OO0OEDDDODODDDD(OD?23800)I1002,6-0000-4-00000000
000002410000

'H NMR (CDCl;) § 0.99 (d, 3H, J = 6 Hz),

1.08-1.42 (m, 4H), 1.43-1.81 (m, 4H), 2.07-2.14 (m, 1H), 2:32 (s, 2H), 2.37 (s, 3H), 2.43-2.51
(m, 1H), 2.73-2.81 (m, 3H), 3.25-3.41 (m, 1H), 3.76-3.84 (m, 1H), 4.04-4.27 (m, 2H), 7.01 (d,
1H, J= 6 Hz), 7.08 (s, 1H), 7.15 (s, 1H), 7.22 (s, 1H), 8.47 (br s, 1H); ES-MS m/z 529 (M+H)

0ooo0oo

000242
s

H

/N\S’N 2 Cl
\

O/ \O N\r\/N N N

o dCl

000242: 2,6-0000-4-000 -N-{(R)-3-[4-(3-000-1-00000-3-000001
-0000000)00000-1-00]1-0003-0000000
0000O0@WDOODO0DO0O00000000 (55mgd 0.49mmol)0 00 0 O O PClg (98mgd O
A7mmoD0 00 0000015000000 00000000000000021,2-000
0000 @D D00002,6-0000-4-000-N-(R)-3-{4-[(C 0000 -3-000
00)-000]-00000-1-003%000)-0000000 (63mgd 0.14mmol)0 O O DIP
EA (0.20mI0 1.15mmol)0 000 0000000000000 0000O0CHCl, (20m1)0
OOIN NaOH (20mI)0 000 O O0O0OCHLCl, (20m)0 000000000000 000
000 Na,S0,)0 0 0000000000000 000000000000 (CHCI,/MeOH
096:4009:1)0 0000000000242 (25mg033%)0 000000000000
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(243) JP 2008-543858 A 2008.12.4

'H NMR (CDCls) § 0.98 (d, 3H, J

= 6.6 Hz), 1.24-1.46 (m, 3H), 1.72-1.80 (m, 3H), 2.04-2.14 (m, 1H), 2.36 (s, 3H), 2.43-2.53 (m,
1H), 2.43 (d, 3H, /= 5.4 Hz), 2.77-2.90 (m, 3H), 3.28-3.36 (m, 1H), 3.42-3.51 (m, 1H), 3.77-
3.86 (m, 2H), 3.98 (s, 2H), 7.02 (d, 1H, J= 4.8 Hz), 7.08 (s, 1H), 7.17 (br s, 1H), 7.28 (dd, 1H, J
= 4.8, 3 Hz), 8.42 (br d, 1H); *C NMR (CDCls) § 13.71, 19.57, 29.51, 30.90, 31.14, 31.66,
40.29, 43.49, 44.15, 52.38, 57.46, 60.41, 123.56, 124.96, 126.54, 127.90, 132.73, 139.42,
146.85, 150.54, 151.18, 164.75; ES-MS m/z 548 (M+H). Anal. Calcd. for
Cp2H31N5038,Cl0.3CHg0.9H,0: C, 48.60; H, 5.93; N, 11.91. Found: C, 48.61; H, 6.00; N,

11.96
0Dooooo

000243
s

B -~
O S O\l\r\/m N

o dl

Cl

000243: 2,6-0 000 -4-000 -N-{(R)-3-[4-(3-0 0000000000 -1-000
00-3-00000-000000)00000-1-007-00030000000
0000000 @m)0O02,6-0000-4-000-N-GB-{4-[(00D000-3-00000)-
000]-00000-1-003}000)-0000000(0.095g0 0.21mmol)0 0 0 O O O
0000000000 (@8 LOO0.3Bmmo)D 00000000 ODO0D25001600000
0000000000000 000000000O0O00000000000000000
00000000 (CHyCl,/MeOH/NH,OHO 97:2:1)0 0 000000 O O O 243 (0.059g0 48
wIO0ODODODODODOOOOODO

'"H NMR (CDCl3) 8 0.98 (d-+m, 4H), 1.16 (m, 1H), 1.30 (t+m,
5H), 1.55 (m, 1H), 1.76 (m, 1H), 1.91 (m, 2H), 2.16 (br t, 1H), 2.36 (s, 3H), 2.54 (s, 3H), 2.75-
2.89 (m, 3H), 3.35 (m, 1H), 3.78 (m, 1H), 4.17 (q, 2H, J= 6.0 Hz), 7.01 (m, 1H), 7.11-7.15 (m,

3H), 7.32 (m, 1H); ES-MS m/z 586 (M+H)
ooooOooao
000 244

S

O,N x '
\©\/0 N ~Cl
hil H |
o) N\r/\\,N N
O

000244 1 (I-{(R)-3-[(6-0 00 -2,4-0000-0000-3-00000)-0007-1-
000-00003}00000-4-00)-00000-3-00000-0000004-000
-00oooooao

O THF (0.90mI)0 0 6-0 00 -2,4-0000 -N-(R)-3-{4-[(C 0000 -3-00000)-
00O0]1-00000-1-003000)-0000000(52mgd 0.12mmol)0 4-00 00 O
0000000 (50mgd 0.23mmol)d O O DIPEA (50p LO 0.29mmol)0 O O O O 600 O 160
000000000000 000000NaHCo;0 00 (25m)0 0 00 O CHCE, (20mix 3)
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OOoooO0oo0OOoO0ooOO0oo0ooO0oooOooOoMa,soH)oooooooooooooooooao
O0ODO000DO0000ODO0OD0D0ODOO0ECHSCI/MeOHO 29:1)0 00000000 ODO 2440
OD0ODO0O0O0DO00O00D@r.2ngd 64%)0 00 00O

e

NMR (CDCl3) & 0.85-1.30 (m, 2H), 0.97 (d, 3H, J= 7.0 Hz), 1.48-1.81 (m, 4H), 2.05-2.17 (m,

1H), 2.31 (s, 3H), 2.43-2.57 (m, 1H), 2.52 (s, 3H), 2.66-2.87 (m, 3H), 3.22-3.35 (m, 1H), 3.77-

4.06 (m, 4H), 5.17 (s, 2H), 6.93-7.05 (m, 3H), 7.20-7.32 (m, 3H), 8.13 (d, 2H, J = 7.3 Hz), 8.60
(br s, 1H); ES-MS m/z 614 (M+H), 616 (M+H+2)

goooooaon
000024502580 000 0000000000000 00O0O00ORMOIODDOODODODO
00000000 O0OR?®SMel 0000000 OOOOO

_ s _ s
(@ R2-SMe, Et,N, AgOTf (Q/\

HN\O ] DMF, %38, 1878 RZ,/N\O ]
N\r\/N\n/W - N\[/\/N\H/R1

ooocooao
gooooao

£l | R°-SMe
245 S-AFAN-TT )N -AFNINNRIAL I FFFT—
246 ((RFATI)VAFAFFRAFLL)AZ -1, 1-PHAR=1I
247 N-AFN-1-(AFLFA)-2-= brTF o7 IV
248 S—-AFNAN-AF LV ANVEKE=)-N - AF IV VNEAL I RFET— b
249 S-AFAN-= b a-N -AFAHLNEL I RFFT— b
250 1-ZFN-2-AFN-3-F )4 IFFILT

251 1-TEFN-2,3-VAFN-AIFFU VLT

252 J-TFATI)3-AFANANT = A-TZVu= L
253 -7 aFan-2-AFN-3-V T )AL IFAILT
254 I-4 T EN-2-AFN-3-LT )4 IFFILT

255 1-A PR ZFN-2-AFN-3-V T I)AIIFZAILT

256 -7 FubL-2-XAFN-3-VF7 ) A VFF LT (EiEpl2s3% 3 M)
257 -2 n-2-2AFN-3-VF7 ) A JFAU L7 (Eiahl253%2 M)
258 1-2 7 aFFAN-2-RFN-3-3T ) A IFFILT

ooooonoD
O oao245

000245: 6-000-2,4-0000 -N-{(R)-3-[4-(N"-0 00 -N-O0 0000 -3-0000
O-N"-00000000)-00000-1-00]-0003}0000000
N-O0DODD0DO0O0000000000000 :

ODMF (2mO0 06-000-2,4-0000 -N-(R)-3-{4-[(00000-3-00000)-00
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0]1-00000-1-003000)-0000000 (82mgd 0.14mmol)0 0 0 0 O S-0 O ON
-00D0-N"-000000000000000 (31mgd 0.24mmol)0 EtgN (0.10ml0 0.72mmo
1D0 0 0 AgOTF (64mg0 0.25mmol)0 00 0000010000000 0000CHCE, (25m
DOO0OO0OONaHCO,0 00 (25mI)0 000 0000CHCI, (2x 1omD)O0 00000000
0000000000 Nay,S0,)00000000000000000000000 (CHLCI
>/MeOH/NH40HO 96:4:00 0 0 9:1:00 0 0 88:10:2)0 0 00000 0 0 O O 245 (45mg0 45
WO OOODODODODOOoOOOOO

'H NMR (CDCls) &

0.84-0.95 (m, 1H), 0.97-1.04 (m, 1H), 1.01 (d, 3H, J = 6.6 Hz), 1.50-1.77 (m, 4H), 2.13-2.21 (m,
1H), 2.29 (s, 3H), 2.48 (s, 3H), 2.52-2.61 (m, 1H), 2.69-2.84 (m, 3H), 3.06 (d, 3H, J = 4.8 Hz),
3.21-3.30 (m, 1H), 3.71-3.91 (m, 3H), 4.26-4.35 (m, 1H), 4.72-4.77 (m, 1H), 6.99 (s, 1H), 7.07
(d, 1H, J=4.8 Hz), 7.11 (br s, 1H), 7.42 (dd, 1H, J= 4.8, 3 Hz), 8.77 (br d, 1H); >C NMR
(CDCl3) 8 13.92, 19.15, 22.44, 30.19, 30.90, 31.02, 31.27, 40.51, 43.51, 51.96, 55.53, 60.97,
117.54, 121.94, 122.87, 126.13, 128.28, 133.34, 137.93, 148.12, 150.37, 155.77, 159.80, 167.27;
ES-MS m/z 516 (M+H). Anal. Calcd. for CysH34N;,0SCl-1.0CH,Cl,0.4H,0: C, 51.34; H, 6.10;
N, 16.12. Found: C, 51.12; H, 5.95; N, 16.27

Ooo0oogaod

O 0O 0O 246

H

_N_N ~_Cl

JNOPY DS

NC” CN YV ~
o «l

000 246: 2,6-0 000 -N-((R)-3-{4-[(2,2-0000-1-000000-000)-000
00-3-00000-000]1-00000-1-003000)4-000-0000000

'HNMR (CDCl; + drop of CD;0D) § 0.80-0.85 (m, 1H), 1.05-1.22 (m, 5H), 1.55-

1.74 (m, 3H), 1.80-2.27 (m, 3H), 2.33 (s, 3H), 2.73 (br s, 3H), 2.85-2.96 (m, 3H), 3:34-3.40 (m,
1H), 3.62-3.66 (m, 1H), 3.85-3.93 (m, 1H), 4.05-4.16 (m, 1E), 6.81-6.84 (m, 1H), 7.08 (br s,
2H), 7.29-7.33 (m, 1H); ES-MS m/z 560 (M+H). Anal. Calcd. for
CasH31N70SCL-0.8CH,Cly'1.7CH30H: C, 50.12; H, 5.81; N, 14.36. Found: C, 50.30; H, 5.47;
N, 14.04

gooooao
0o oo 247

A
NN Cl
_
]/ H ¥ ]
O\\N+ N\l/\/N N
0~ 0

000247: 6-000-2,4-0000 -N-(QR)-3-{4-[(1-0 00000-2-000-000)-
00000-3-00000-000]1-00000-1-003}000)-0000000
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'"H NMR (CDCLs) & 0.98 (d, 3H, J =7 Hz), 1.18-1.80 (m, 6H), 2.27 (t, 1H, J =12
Hz), 2.30 (s, 3H), 2.48-2.51 (m, 4H), 2.67-2.86 (m, 3H), 2.95 (d, 3H, J = 6 Hz), 3.14-3.37 (m,
2H), 3.73-3.85 (m, 1H), 3.87 (s, 2H), 6.53 (s, 1H), 6.85 (dd, 1H, J =6, 3 Hz), 6.94 (s, 1H), 7.07

(br s, 1H), 7.28 (dd, 1H, J= 6, 3 Hz), 8.01 (br s, 1H), 9.68 (br s, 1H); ES-MS m/z 557 (M+Na)
Ooo0o00ooao
00 0O 248

A8
H
NN Gl
e \O H |
Me0,s N\l/\/N NN
0

00 0248: 6-0 00 -2,4-000 0 -N-{(R)-3-[4-(N"-0 00 -N-O0 00 O00-3-0000
O-N-0000000000000)-00000-1-00]-00030000000

ODMF (22mD0 00000000000 (2.11g0 22.2mmol)0 O O O O 10N NaOH (2-8ml)
00000000000 O00D0O0O0O0D0O0O0O0O0(0.80mI013.3mmo)0 0 00O 00001
500000000 10N NaOH (1.3m1)0 O O 000 (-.40ml0 6. 7mmol)0 000000
DoOoO0oOoDOoOooODOOO0DO030000000 DoO0O0O0OO0300000000000O0
000000 Mel (2.8m10 45.0mmol)0 O O D0O0O0O001.500000000000
000 (om)I 000D EtOAC (4x 25mI)D 000000000000000 (NaySO,
Y OOOODOOOODODOOOODO EtoAc/O 0000000000 ON-OO0O0O0O0O0
000000000000 000O000000C@.2g077%)0 000000000000 *%Y
H NMR (CDCI3)d 2.55 (s, 6H), 3.13 (s, 3H)O

0Doo0Ooo0oo

OMeOH (15mIDOON-0 0000000 C0O0O0O0OC0CO0O0O0OC0OO0O0O00O0O000O0O(1.590
8.02mmol)J 0 O O O THRE(2.0MO 4.8mi0 9. 6mmol)0 00 0000000000000 OO
05000250 000000000000000000@-8ml09 6mmol)J 000000
O
0
0

O Ooo0oooao
O OoOooo

so0jddo0iloooooooobooboboooooooooooboboboooooooboooDboaO
(EtOAc/O0 0000 O01:1DH)0O0O0O0DODODOS-000 N-ODODDODODODOO-N-ODDOO
OO00DDDOO0OO0O0O0C@.9%gO070m)0 000 0O0C0COODDOOOO

'H NMR (CDCL) § 2.40 (s, 3H), 2.96 (d, 3H, J = 6 Hz), 3.01 (s, 3H), 7.95 (br's, 1H)

'H NMR (CDCL) 8 0.99 (d, 3H, J= 6.6 Hz), 1.05-1.34 (m, 2H), 1.51 1.82 (m, 4H),

2.07-2.15 (m, 1H), 2.29 (s, 3H), 2.49 (s, 3H), 2.49-2.55 (m. 1H), 2.66 (s, 3H), 2.75-2.87 (m.
3H), 2.90 (d, 3H, J=5.1 Hz), 3.27-3.34 (m, 1H), 3.61-3.95 (m, 4H), 6.30-6.34 (m, 1H), 6.95 (s,

1H), 6.98 (dd, 1H, J=4.8, 1.2 Hz), 7.09 (br s, 1H), 7.30 (dd, 1H, J=4.8, 3 Hz), 8.23 (br s, 1H);
PCNMR (CDCl3) & 13.84, 19.14, 22.45, 30.22, 31.05, 31.51, 32.50, 39.91, 42.64, 43.13, 44.11,
52.07, 57.82, 60.27, 121.93, 122.85, 126.86, 126.92, 132.97, 139.31, 147.81, 150.56, 155.63,
160.74, 167.57; ES-MS m/z 591 (M+Na). Anal. Calcd. for CpsH37N503S,C1'0.9CH,Cl,-0.1H,0:
C, 48.05; H, 6.07; N, 12.98. Found: C, 48.15; H, 6.08; N, 13.01
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N Cl
SheUUDe
OzN,N N\r\/N N N

O di
O000249: 2,6-0000 -4-000 -N-{(R)-3-[4-(N"-0 0 0-N-OOODODO-3-0000OC
O-N"-O0D0O0DO00oog)-o0o0o0DD-1-00]-000¥0 000000
oooooD@omhooo o ombhooooood2-000-2-000000000000C
2.5g0 9.o0mmo)O 150 0000 -100 00000000 ODDODDODDODoOODODODOOO?R2-000 -2 10
-00o0oDoDooo0ooDoDoOo@.5gd9.ommoD0 000 0O0D0ODDODOOODODOOODDOI1SON
oooooDooo@GoogU oo oooDoDoDoDoDoDoDoOoooDooDoDOao
02-000-1-000-2-000000000(3.79)00 00 *H NMR (DMSO-dg) & 2.38 (
s, 3H), 9.11 (br s, 2H); ES-MS m/z 158 (M+Na)O
oooooao
ODMF BmDHO O 2-000 -1-000-2-000000000(30mgd 3.19mmo)O0 OO OO
Cs,CO05 (1.10g0 3.38mmol)0 O O Mel (0.30mI0 4.82mmo)0 0 00 0O O00OOOODOO
00000000 @ombhdOoO0OEtCAc dombDHDO 0O 0D oD OoOooOoDoDoDOoOOod@@Bx 15mbhHo d
OOoo0DDoOo0ODNay,SO )0 O0O0O0ODDOUODODOODDODDODODDODODODODUOUDDUODODODODUODODDO
OO0OO0OO0DD(Ac/O0 0 D000 1:1)000DDODODOS-00O0ON-O0D0DO0-N"-000O0OAO 20
0000000000 (Gemgd 11%)0 000000000000 NMR (CDCl3) & 2.52
(s, 3H), 3.12 (d, 3H, J= 6 Hz), 10.05 (br s, 1H)O

'"H NMR (CDCl) § 1.01 (d, 3H, J= 6.6 Hz), 1.23-1.57 (i, 3H), 1.75-1.82 (m, 3H),
2.25-2.32 (m, 1H), 2.32 (s, 3H), 2.53-2.60 (m, 1H), 2.74-2.92 (m, 6H), 3.31-3.36 (m, 1H), 3.64-
3.71 (m, 1H), 4.18-4.25 (m, 3H), 6.31 (br s, 1H), 7.02 (d, 1H, J = 4.8 Hz), 7.11 (s, 1H), 7.2 (br

s, 1H), 7.37 (dd, 1H, J= 4.8, 3 Hz), 8.31 (br d, 1H); *C NMR (CDCl3) & 14.00, 19.60, 29.93,
30.30, 30.56, 31.18, 39.67, 43.80, 44.05, 51.11, 57.18, 59.97, 122.66, 124.91, 126.28, 128.20,

132.79, 135.42, 146.83, 150.23, 151.55, 161.34, 164.66; ES-MS m/z 578 (M+Na). Anal. Calcd. 30
for C23H31N703SClp'1.3CH,Cly: C, 43.76; H, 5.08; N, 14.70. Found: C, 43.67; H, 5.02; N, 14.75
gooooao
0O o0 o250
e
H N Cl
~
T O X
o x
N ~
T w0
O 0O 250: 6-0 0 0 -N-{(R)-3-[4-(N"-0 0 O0-N-ODOOODO0-3-00000-00000

) -ooooo-1-0o0]j-0oo0y»2,4-0000-000000O0
-2-000-3-0000000000CO0OOOO0O000000a0-:

oocom)y 00 oooooooDboooooooooDbD2-85g0 17.6mmol)d
coooooE@uoooo.ymLd19.4mmo) 0 000 O00OOCDOOOOODOOOO
oooobOoOO0oO0oDooooooobobobobo20b0b000O0O0O0ooOooOooOooOOOO0O0On
goooooooobogogooobogogotboboogoob o100 -2-000 -
O00o00ooDO0ooO0oOooOO0oo0oD@-o8gd43%)yd 0o

'H NMR (CDCly) 8 1.22 (t, 3H, J = 6 Hz), 2.61(s, 3H), 3.35 (s, 1H), 3.46 (q, 2H, J = 6 Hz)
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O O oQgogog
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"H NMR (CDCls) § 0.77-0.91 (m, 1H), 0.98-1.09 (m, 6H), 1.46-1.52 (m, 2H), 1.64-

1.78 (m, 3H), 2.13-2.24 (m, 1H), 2.28 (s, 3H), 2.48 (s, 3H), 2.51-2.61 (m, 1H), 2.65-2.72 (m,
1H), 2.78-2.85 (m, 2H), 3.22-3.29 (m, 1H), 3.48-3.55 (m, 2H), 3.77 (m, 2H), 3.87-3.94 (m, 1H),
4.27-4.32 (m, 1H), 4.55-4.62 (m, 1H), 6.95 (s, 1H), 7.04 (d, 1H, J= 6 Hz), 7.14 (s, 1H), 7.40-
7.44 (m, 1H), 8.76 (br s, 1H); ES-MS m/z 530 (M+H)

gooooao

Js!

H

NN _ Cl
ISOPUDe

N N\‘/\/N N

00 O0251: 6-000-2,4-000 0 -N-{(R)-3-[4-(N"-0 00 -N-O00O0O00-3-0000
O-N"-000D000000)00000-1-007]-00030000000

0 MeOH (10mI)O0 0 1-0 00 -2-0 000 O (2-.12g0 23.5mmol)0 0 0 O O O Mel (1.60mlO
25.7mmol)0 000000010 000000000000000000000O0 (5.-55g9)0
OO0OTHF omDO 00000000 (0.729)0 0 0 0 O EtgN (2.0ml0 14.3mmol)0 O O
00000000 C.5m07.03mo)0 00000000000 00O03.50000000
0000CHCE, (om0 000 0ONaHCO,0 00 (5m0 0 0000000000000 (
1x 25MDO0 0000000 WNay,S0,)00000000000000000000000(E
tOAc/0 00000 1:2001:1) 0 00000001,1-00000-2,3-0000-0000
000 (.17g029%)0 0000000000000 NMR (CDCl) & 2.17 (s, 3H), 2.
18 (s, 3H), 2.37 (s, 3H), 3.13 (s, 3H)O

0Ooo0o00oo

0 MeOH (10mI)I0 0 1,1-0 0000 -2,3-0000-0000000 (0.17g0 0.90mmol)0 O
00 0KyCOs (250mgd 1.81mmo)0 00000 O0O0D0O001.50000000000000
00CH,Cl, (25mDO0 000 om0 O0000OCHCE, (2x 10m)O0 0000000 (Na
,80,)0000001-0000-2,3-0000-0000000 (112mg0 85%)0 0 0 0 0 O
0000000 NMR (CDClg) 3 2.10 (s, 3H), 2.43 (s, 3H), 2.93 (s, 3H)O

'H NMR (CDCls) & 0.81-0.93 (m, 1H), 0.93-1.05 (m, 1H), 0.97 (d, 3H, J= 6.6 Hz),

1.47-1.53 (m, 1H), 1.64-1.77 (m, 4H), 2.07 (s, 3H), 2.00-2.14 (m, 1H), 2.28 (s, 3H), 2.47 (s,

3H), 2.47-2.55 (m, 1H), 2.67-2.82 (m, 3H), 2.76 (d, 3H, J= 4.2 Hz), 3.18-3.28 (m, 1H), 3.78-
3.93 (m, 3H), 4.19-4.26 (m, 1H), 5.38-5.42 (m, 1H), 6.9 (s, 1H), 7.11 (dd, 1H, J= 5.1, 1.2 Hz),
7.23 (brs, 1H), 7.37 (dd, 1H, J=5.1, 3 Hz), 8.74 (br d, 1H); *C NMR (CDCls) § 13.87, 19.09,
22.40, 26.42, 30.21, 30.43, 30.94, 31.24, 40.48, 42.68, 43.64, 52.14, 55.81, 60.92, 122.28,
122,91, 126.41, 127.71, 133.27, 137.09, 148.06, 150.42, 155.72, 163.87, 167.29, 175.23; ES-MS
m/z 555 (M+Na). Anal. Caled. for CagHzNO,SCI'1.2CH,Cly: C, 51.44; H, 6.25; N, 13.23.

Found: C, 51.30; H, 6.14; N, 13.42
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—

S
H

S
~o NN Cl
I " T
NG NY\/N N
O

000 252: 6-000 -N-(R)-3-{4-[(2-0 00 -1-000000-000)-00000 -3-

00000 -000]1-00000-1-003000)-2,4-0000-0000000

OTHF (0mDO0 000000000000 (2.omI019.1mmol)J 000000 COO0O0O0O0nN
-0000000000 (2.1M0 9.0mI0 18.9mmol)0 -780 0000 O O O O -780 O 300 O

00000000000 0000000 (0.56mi06.39mmol)D 000000 0DO-78001
o0ODOODODoD(O)I30000000000CMDIOODDDDNDNDDDNDNDNDON(@x 15
mDOODODODODODODOOODODOOODOO0O0@x25m)000000C0OOO0O0O0Mel (0-80m
1I012.9mmol)0 0000000000 2.500000000000EtOAc (3x 25mi)0 O O

00000000000 (Nay,S0,) 00 0000000000000 00 (0000 /EtOA
c09:1003:1) 0 00000003-000000-3-000000000-0000000

0(.85g0 94%)0 0000000000000 E/ZDODODOODODDODD@2:1) 00000

0 TH NMR (CDClZ) & 1.20-1.29 (m, total 3H), 2.33 (s, 1.1H), 2.50 (s, 1.9H), 3.0
3-3.12 (m, 1.3H), 3.36-3.41 (m, 0.7H), 3.65 (s, 0.3H), 4.11 (s, 0.7H), 4.38 (br

s, 0.7H), 4.90 (br s, 0.3H)O

OoooQoO

OE/Z0000001:10000 :

'H NMR (CDCls) & 0.91-1.15 (m, 8H), 1.48-1.55

(m, 1H), 1.66-1.76 (m, 2H), 1.86-1.93 (m, 1H), 2.04-2.20 (m, 1H), 2.28 (s) and 2.29 (s) (total |
3H), 2.46-2.59 (m, 1H), 2.49 (s, 3H), 2.70-2.86 (m, 3H), 3.18-3.28 (m, 2H), 3.37-3.48 (m, 1H),
3.71-3.84 (m, 5SH), 6.95-6.97 (m) and 7.00-7.05 (m) and 7.10 (br s) (total 3H), 7.29-7.32 (m,
1H), 8.39 (br d) and 8.87 (br d) (total 1H); ES-MS m/z 529 (M+H)

ooocooao
0 oo253

=
o
HN Cl
VI T oo h
\

00 0253: 6-000 -N-{(R)-3-[4-(N"-00000O00-N-00000-3-00000-0
000000O0)-00000-1-00]1-00032,4-0000-0000000
000000000000 000O0000O0000O000000001-000-2-000 -
3-0000000000(@O00250000)I0000000000001-000000
0D-2-000-3-0000000000000000

'H NMR (CDCls) & 0.66-0.76 (m, 2H), 0.83-
0.92 (m, 2H), 2.43 (s, 3H), 2.64 (br s, 1H), 6.78 (br s, 1H)
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'H NMR (CDCls) § 0.34-0.39 (m, 2H), 0.80-0.89 (m, 3H), 0.98 (d, 3H, J = 6 Hz),

0.98-1.09 (m, 1H), 1.47-1.53 (m, 1H), 1.64-1.75 (m, 3H), 2.13-2.24 (m, 1H), 2.27 (s, 3H), 2.47
(s, 3H), 2.52-2.62 (m, 1H), 2.64-2.74 (m, 1H), 2.78-2.86 (m, 2H), 2.88-2.94 (m, 1H), 3.20-3.28
(m, 1H), 3.71 (s, 2H), 3.78-3.84 (m, 1H), 4.25-4.32 (m, 1H), 5.02 (s, 1H), 6.92 (s, 1H), 6.96-
7.00 (d, 1H, J = 6 Hz), 7.09 (s, 1H), 7.39-7.43 (m, 1H), 8.72 (br s, 1H); ES-MS m/z 542 (M-+H)

Ooooo00oao
00 0254 10

TY@ HW

OD00254: 6-00 0 -N-{(R)-3-4-(N"-00D0O00O0-N-ODD0O0DO0D-3-0000D0-00
ocoooog)-ooooo-1-00]1-00032,4-0000-0000D00O0OC
ooocoooboooooooooobobbooooooooooboobbbi1-0040-2-000-3-
ooooooboOooob(@Ooobo20c000)MOooooobooboooobo1-0DOoob0b0O0-2- 20
goo-8-0o0oooobboooboboogao

'"H NMR (CDCls) 8 1.25 (d, 6H, J= 6 Hz), 2.49 (br s, 3H), 3.84 (br s, 1H), 6.22 (br s, 1H)

'H NMR (CDCl;).8 0.80-0.89 (m, 1H), 0.92-0.99 (m, 9H), 0.99-1.09 (m, 1H), 1.48-

1.53 (m, 1H), 1.64-1.77 (m, 3H), 2.14-2.24 (m, 1H), 2.27 (s, 3H), 2.48 (s, 3H), 2.54-2.63 (m,

1H), 2.73-2.82 (m, 3H), 3.19-3.27 (m, 1H), 3.76 (s, 2H), 3.77-3.84 (m, 1H), 4.25-4.44 (m, 3H),

6.92 (s, 1H), 6.99-7.04 (d, 1H, J= 6 Hz), 7.14 (s, 1H), 7.39-7.43 (m, 1H), 8.71 (br s, 1H); ES-

MS m/z 544 (M+H) 30

gooodadad

0 0O 0O 255
=
o
HN Cl
~
G
/N N N >N
NZ \1/\/0

00 0255: 6-00 0 -N-(R)-3-{4-[N"-(2-0 0 00-000)-N-00000-3-0000 40
0D-00000000]-00000-1-003}000)-2,4-0000-0000000
000000000000 000O0000O0000O000000001-000-2-000 -
3-0000000000(@O00250000)I0000000000001-000000
0-2-000-3-0000000000000000

"HNMR (CDCls) 82.53 (br s, 3H), 3.37 (s, 3H), 3.52 (m, 4H), 6.29 (br s, 1H)



(251) JP 2008-543858 A 2008.12.

"H NMR (CDCls) § 0.79-0.91 (m, 1H), 0.99 (d, 3H, J= 6 Hz), 1.00-1.09 (m, 1H),

1.47-1.52 (m, 1H), 1.62-1.74 (m, 3H), 2.13-2.23 (m, 1H), 2.28 (s, 3H), 2.48 (s, 3H), 2.53-2.63
(m, 1H), 2.64-2.74 (m, 1H), 2.78-2.86 (m, 2H), 3.20 (m, 3H), 3.21-3.27 (m, 1H), 3.34 (t, 2H, J =
6 Hz), 3.61-3.67 (m, 2H), 3.78 (br s, 2H), 3.79-3.92 (m, 1H), 4.22-4.27 (m, 1H), 5.17-5.23 (m,
1H), 6.93 (s, 1H), 7.02 (d, 1H, /= 6 Hz), 7.14 (s, 1H), 7.36-7.43 (m, 1H), 8.72 (br s, 1H); ES-
MS m/z 582 (M+Na)

goooogao
000 256

'/Z:s
T G

O00256: N-{(R)-3-[4-(N"-0 0 000DO0O-N~~OO0O0DO0-8-00000-00DO0OO
oo)-oobooo-1-0O0])J-00036-0000-2,4-0000-0000000

"HNMR (CDCls) § 0.30-0.35 (m, 2H), 0.75-0.89 (m, 3H), 1.00 (d, 3H, J = 6 Hz),

1.00-1.09 (m, 1H), 1.49-1.57 (m, 1H), 1.72-1.84 (m, 3H), 2.14-2.23 (m, 1H), 2.29 (s, 3H), 2.44
(s, 3H), 2.53-2.61 (m, 1H), 2.69-2.92 (m, 4H), 3.21-3.28 (m, 1H), 3.70 (s, 2H), 3.78-3.85 (m,
1H), 4.27-4.38 (m, 1H), 5.05 (s, 1H), 6.41 (s, 1H), 6.89 (d, 1H, J=3 Hz), 7.04 (s, 1H), 7.38-7.43
(m, 1H), 8.65 (br s, 1H); ES-MS m/z 526 (M+H)

T

ooocooao
0o oaoa257

H:S

N N CN
v O I
N T

O00257: 6-00 0 -N-{(R)-3-4-(N"-0C0D0O0CO0DO-N~DOOOQODO-83-00000-0
coooooo)ooooo-1-00]-0CO0O03Y24-0000-00000D00

"H NMR (CDCl3) § 0.30-0.37 (m, 2H), 0.80-0.91 (m, 3H), 0.95-1.08 (m, 4H), 1.46-

1.57 (m, 1H), 1.70-1.77 (m, 3H), 2.16-2.24 (m, 1H), 2.33 (s, 3H), 2.54 (s, 3H), 2.54-2.65 (m,
1H), 2.69-2.97 (m, 4H), 3.17-3.24 (m, 1H), 3.70 (s, 2H), 3.79-3.85 (m, 1H), 4.26-4.37 (m, 1H),
5.02 (s, 1H), 6.94 (d, 1H, J = 6 Hz), 7.12 (br s, 1H), 7.22 (s, 1H), 7.42-7.47 (m, 1H), 8.70 (br s,
1H)

\

gooooao
000 258
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—
o'
H
N

N F

UT\O H [ |

N{/N N\I,A\V/N =N

O

O000258: N-{(R)-3-4-(N"-0 00 D000O0-N-OD0DDO-3-00000-0000000
o)-ooooo-1-0o0]-0coo0-6-0000-2,4-0000-0000000
goooobootboobobobuobobobobobobobobbob 1000 -2-000 -3-
Ooo0oo0ooOoooD(@Uuo2k0000)00DO0O0DODODO0O0DODDODO0D1I-DO0O0DOO0O-2-
000-3-0000000000000000 T NMR (CbClz) & 1.62-1.79 (m, 2H), 1.
92-2.08 (m, 2H), 2.29-2.45 (m, 5H), 4.11 (br s, 1H), 6.74 (br s, 1H)O

'H NMR (CDCls) § 0.78-0.90 (m, 1H), 0.99 (d, 3H, J= 6 Hz), 0.99-1.09 (m, 1H),

1.47-1.62 (m, 5H), 1.63-1.81 (m, 3H), 2.14-2.22 (m, 1H), 2.31 (s, 3H), 2.31-2.40 (m, 2H), 2.45
(s, 3H), 2.54-2.63 (m, 1H), 2.72-2.86 (m, 3H), 3.21-3.29 (m, 1H), 3.74 (s, 2H), 3.81-3.90 (m,
1H), 4.24-4.32 (m, 1H), 4.44-4.52 (m, 1H), 4.80 (m, 11), 6.42 (s, 1H), 6.94-6.98 (m, 1H), 7.12
(br s, 1H), 7.40-7.47 (m, 1H), 8.72 (br s, 1H); ES-MS m/z 562 (M+Na)

ooocooao
O 00 259

H,N._N Cl

RGPS DS
N

NZ \l/vo

259: 6-0 00 -2,4-0000 -N-{(R)-3-[4-(N-0 00 0D0-3-00000-N"-00
000)-00000-1-00]1-0003}0000000
D000 GmDIOT6E-000-2,4-0000-N-(R)-3-{4-[(C0O000-3-0000
00]-00000-1-003}000)-0000000 (100mgd 0.23mmol)0 0 O O O
00000000000 O0000 (41mgd 0.46mmol)d 00 0 O 4.0M HCIZ/O O O O
0.12ml0 0.46mmoD0 0 0000000000200 00000 (1200)0 0000
00O0O0DONaHCO,O0 OO0 (I0mI)D 000000 OCHCl, (3x 20m)0 000000
00000000000 @WgSo,)000000N0N0N0N0NDNN00NN0NNONDONDooGoan
00 O (CHCI,/MeOH/NH,0HO 20:2:1)0 0 00000000 02590000000 (85mgll 7
a0 00000

'H NMR (CDCls) § 0.89-1.10 (m, 4H),

1.50-1.74 (m, 5H), 2.16 (t, 1H, J= 12 Hz), 2.28 (s, 3H), 2.47 (s, 3H), 2.55 (t, 1H, J= 9 Hz),
2.69-2.83 (m, 3H), 3.24-3.31 (m, 1H), 3.81-3.89 (m, 3H), 4.22-4.27 (m, 1H), 5.29 (br s, 2F),
6.97 (s, 1H), 7.04 (d, 1H, J= 6 Hz), 7.13 (br s, 1H), 7.39 (dd, 1H, J =6, 3 Hz), 8.60 (br s, 1H);

ES-MS m/z 524 (M+Na)

gooooao
000260

Ooooogogao
I:IDI:I\I/I—‘DI:I
OOoo0ooood
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—Z

s
<

00 0260: 2,6-0000-N-{3-[4-((R)-4-0 000 -2-0000-0000000-3-00
)-00000-1-00]1-00034-0000-4-00-000000
O0D00DO0O0OADDOOOOR(-)-2-0000000000(9Imgd 0.66mmol)0 O O [3-(4-
00000000 -1-00)I00]-000000tert-000 0000 (225mg0 0.834mmol
I OO{3-[4-(2-00000-1-0000000000)I0000-1-00]10007300
O000tert-00 0000000000000 (177mgd 68%)0 000 00O

000000

000000000 (A59mgd 0.407mmol)0 CH,Cl, (@m0 0 0000000000000
Oo0o0DO0O0O0O0O0@@.omli02mmo)0000CC0O0000000000DO0OODCO 10000
0000030000000000000000009:1 CH,CI,/MeOH (1omI)D0 0000 O
mgSO,0 000000000300 0000000000000 (373mgd 2.70mmol)d 0 0 0O
0000000000000 2-[1-(3-000-1-0000000)I0000-4-0000
0]-2-000000000000000000 (106mgd 89%)0 000 OO

OooooQ0O

O0O0DO0OO0OEDOODDOCOOODODOO (59mgd 0.20mmol)0 00 2,6-00 00 -4-0000 -4
-000000 (60mgd 0.27mmol)0 0 O N-{3-[4-(2-0 0000-1-0000000000)
00000-1-00]00032,6-0000-4-0000-4-00000000000000
000 (66mgd 65%)0 00000

Doo0Q0oO0

ODMF (0.3mID)0 0000000 (65mg0 0.13mmol)0 00 0000000000000 O(
26mg0 0.15mmo)0 0 000180 0000000000000 000O00O0OOEtOAc (35
mDOODODODO0DO0DE@SMDOIODODOO0O0O000000NDODODODODOOOOOO026000000
000 (33mgd 46%)0 0 00 OO

'H NMR (CDCl) & 0.77-0.97 (m, 9H), 1.10-2.91 (m, 32H), 3.24 (m, 1H),

3.41 (m, 1H), 3.59 (m, 1H), 3.87-4.48 (mn, 10H), 7.07 (m, 4H), 7.26-7.49 (m, 14H), 8.64 (m,
4H); *C NMR (CDCl;) & 13.24, 13.71, 19.41, 28.86, 29.62, 30.41, 31.22, 31.45, 32.28, 39.00,
43.48, 44.09, 51.00, 51.32, 53.46, 56.69, 58.80, 59.67, 60.54, 60.78, 28.86, 29.62, 30.41, 31.22,
31.45,32.28, 39.00, 43.48, 44.09, 51.00, 51.32, 53.46, 56.69, 58.80, 59.67, 60.54, 60.78, 74.75,
121.17, 121.28, 126.03, 126.10, 129.12, 129.37, 135.47, 135.55, 137.98, 138.06, 139.14, 139.33,
140.08, 140.17, 147.15, 147.34, 150.41, 150.46, 168.97, 169.57, 187.17; ES-MS m/z 543
(M+H). Anal. Calcd. for C3H3sN40,8-0.75CH,0-0.1CH,Cly: C, 68.59; H, 7.22; N, 9.74; S,

5.57. Found: C, 68.95; H, 7.08; N, 9.68; S, 5.55
O0oDoooo
000261
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_~_CN

H |
O
ogo0oz26l: 6-000 -2,4-0000 -N-{3-4A-((RAD4-0 000 -2-0000-0000O00O
0o-3-gg)-ooooo-1-0o0]-0OO0¥OOOOOOO
000D0OEDODDO00R-3-[1-(3-000-1-000-0000)-00000-4-007]-
4-0000-000000D0-2-000 (31mgd O0.093mmo)0 0O 6-000 -2,4-00 000

0000 (imgd 0.12mmol)0 0 00002610 000000 000 (42.6mgd 93%)0 O O O
00

'H NMR

(CDCl3) § 0.73-1.10 (m, 2H), 0.94 and 0.95 (d, 3H, J = 6.6 Hz), 1.16-1.78 (m, 4H), 1.87-1.96
(m, 1H), 2.18 and 2.18 (td, 1H, J= 11.7, 2.2 Hz), 2.33-2.81 (m, 3H), 2.38 and 2.39 (s, 3H), 2.58
and 2.59 (s, 3H), 3.22-3.85 (m, 2H), 4.15-4.29 (m, 1H), 4.30 and 4.31 (d, 1H, J = 8.8 Hz), 4.48
and 4.58 (dd, 1H, J=8.9, 3.4 Hz), 4.68 and 4.71 (dd, 1H, J= 9.0, 5.4 Hz), 7.17-7.23 (m, 2H),
7.33-7.44 (m, 3H), 7.46 and 7.47 (s, 1H), 7.67 and 7.75 (br s, 1H). ES-MS m/z 492 (M-+H)

*<

o

ooocooao
0 odo2e2

G
s N\{\/N SN
0

000262: 6-000-2,4-00 00 -N-{3-[4-((R)-4-0 000 -2-0000-000000
0-3-00)-00000-1-00]1-00030000000

O00D0OO0OEDDDODO0OR)-3-[1-(3-000-1-000-0000)-00000 -4-00 ]-
4-0000-0000000-2-000 (31mgd 0.093mmol)0 0 06-000-2,4-00000
0000 (24mg0d 0.13mmol)0 0 00002620 000 0000 (37-1mgld 80%)0 0 0 0 O O

'H NMR

(CDCL;) 8 0.63-1.09 (m, 2H), 0.93 and 0.95 (d, 3H, J= 6.6 Hz), 1.21-2.04 (m, 5H), 2.18 and
237 (td, 1H, J=11.9, 2.2 Hz), 2.33 and 2.34 (s, 3H), 2.50-2.83 (m, 3H), 2.53 and 2.55 (s, 3H),
3.12-3.22 and 3.59-3.68 (m, 1H), 3.30-3.40 and 3.86-3.96 (m, 1H), 4.20-4.30 (m, 2H), 4.33 and
4.47 (dd, 1H, J= 8.6, 3.1 Hz), 4.66 and 4.69 (dd, 1H, J= 8.6, 4.0 Hz), 7.12 and 7.13 (s, 1H),

7.18-7.24 (m, 2H), 7.34-7.42 (m, 3H), 8.18 and 8.29 (br s, 111). ES-MS m/z 501 (M-+H)

gooooao
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o

263: 2,6-0 000 -N-{3-[4-((R)-2-0 00 -4-0000-0000000-3-00)-
0-1-00]-0003000000
DOADOOOOOR-(-)-2-0000000000 (250mgd 1.82mmol)0 O O N-Boc-
0 (400mgd 2.0mmo)0 00 0000000000000 00000O0CHCI,OO
00 (83mg0 0.28mmol)0 0 00000 (436p LO 1.68mmol) 0 000000000
00000000 COO0O000O0O0O0OO0OO0O0OOO0ONDO (R)-4-00 00 -3-0
-4-00-0000000-2-00 118mg0 30 00 0 057%)0 000

00

00000 (101lmgd 0.41mmol)0 0 0 2-(3-000-000)-0000000-1,3-000
(179mgd 0.82mmol)0 0000 O0OBIODOOOODOOOODOCODIODOOOO (R)-3-[1-C3
-000-1-000-0000)-00000-4-007-4-0000-0000000-2-00 (8
imgD 20 00 00 62%)0 0 0O O

0Doo0ooo

O000O0O0D (48mgd 0.16mmol)0 00 2,6-0 00 00 0 00 (26mgd 0.18mmol)0 0 O O O
O0DEIDOOOODODOOO263 (57mgd 81%)0 O O O

'H NMR

(CDCl;) (mixture of diastereoisomer) 6 0.81-1.03 (m, 4H), 1.04-2.80 (m, 10H), 2.34 (s, 3H),
2.36 (s, 3H), 3.12-4.45 (m, 6H), 7.09-7.55 (m, 9H); *C NMR (CDCls) § 13.03, 13.60, 19.23,
29.10, 30.01, 30.58, 31.37, 31.56, 32.31, 39.05, 43.23, 44.06, 51.15, 51.66, 52.69, 57.08, 57.57,
58.94, 59.98, 70.68, 126.29, 127.51, 128.31, 128.70, 129.14, 134.35; ES-MS m/z 450 (M-+1).
Anal Calcd. for Cy7H35N303-0.1CH,Cly: C, 71.06; H, 7.74; N, 9.17. Fouﬂd: C,71.44; H, 7.80; N,
9.09

Oooooooogdg

OOoo0Oo0oooo0oOgoao
Oooo0ogoood
Ooooo0oogoood

oooooao
0oo264

0264: 6-0 0 0 -2,4-00 00 -N-{3-[4-((R)-2-0 00 -5-0 000 -3-(2-0 0 00O
0D)-00O00O0O00-1-00)-00000-1-007]-00030000000
DO0O0ADDOOO0ODO(R)-2-000-1-0000-000)-000000tert-000
00 (472mg0 2.00mmo)0 0 02-0 000000000000 (181p LO 2.00mmol)O
(R)-2-(2-0000000)IO0-1-0000-000)-000000 tert-000 0O
0 (533mg0 91%)0 O O O

0oo0O
D0O0COO0DO0O00D0(R)-2-(2-0000000)I00-1-0000-000)-000

Ooo0oo0OoOooOoooOod
Oooo0ogoood
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OO0Otert-0 0000 00 (533mgd 1.83mmol)0 O O (R)-N2-(2-0 00000 O )-1-0 O
00-000-1,2-00 00 (350mgd 99%)0 0 O O

0DoO0o00oo
DO0O0O00OADOODOOOQR)-N2-(2-0000000)-1-0000-000-1,2-0000 (
350mg0 1.82mmol)0 O O [3-(4-0 00 -00000-1-00)-000]1-000 000 tert-
0000000 (493mgd 1.83mmol)0 O O {3-[4-((R)-2-(2-0 0000 0 0)00 O -1-0
00D0-000000)-00000-1-00]-0003000000tert-0000000 (
473mg0 58%)0 O O O

0Dooooo

0000000000 ODCM4mID D OO0 0000 OO0 (170p LO 168mgd 2.12mmol)0 O O
0000000000000 D0C0O0O00C0 (85u LO 128mgd 1.11mmo)D D 0 OO0 OO OO
000000000000 000O0000O0020000000000000000NaHCO
,00000s5mI0000000000000000000000O0000000000
0000000000 04{3M-(R)-3-(2-0000000)-2-0000-5-0000-00
00O000-1-00)-00000-1-00]-0003000000tert-0000000 (27
omgd 52%)0 O O O

0Oooooo

000000000000 000O00COO0O0O0O0OO0O0O0D0OOO0ODO O (44mgd 0.113mmo
DOO0D06-000-2,4-000000000(25mgd 0.113mmol)0 00000 O OEDQC O
000000240 0000000000 (40mgl 64%)0 0 0 0 OO

'H

NMR (CDCl3) § 0.67 (m, 1H), 0.87-0.95 (m, 9H), 1.31 (m, 1H), 1.52 (m, 1H), 1.61 (s, 3H), 1.68
(m, 1H), 1.87-1.98 (m, 3H), 2.23 (m, 1H), 2.34 (4, 3H, J= 4.5 Hz), 2.55 (d, 3H, J= 7.8 Hz),
2.64 (m, 1H), 2.73 (m, 1H), 3.10 (m, 2H), 3.33 (m, 2H), 3.62 (m, 1H), 3.73-3.85 (m, 2H), 4.03
(m, 1H), 4.48 (m, 1H), 7.13 (s, 1H), 7.19 (t, 2H, J= 6.3 Hz), 7.29-7.37 (m, 4H), 8.56-8.82 (m,
1H); 1*C NMR (CDCl3) § 13.10, 13.62, 18.82, 19.92, 20.11, 22.18, 27.02, 29.95, 31.24, 39.79,
43.03, 43.79, 51.51, 51.88, 54.67, 57.19, 57.62, 57.71, 59.94, 60.74, 122.55, 125.60, 128.19,
129.03, 133.02, 142.92, 147.80, 148.00, 150.03, 155.47, 155.52, 166.68, 167.41, 182.46; ES-MS
m/z 556 (M+H), 578 (M+Na). Anal. Calcd. for C3oHs,NsOSCl0.2(CH,CL): C, 63.28; H, 7.46;
N, 12.22. Found: C, 63.18; H, 7.53; N, 12.18

gooooao

ooboozes02720 000 0oooooObOO0OO0OO0oOooOooOooOoan
goooooaon

0 oo 2e5

000265: 6-000-N-GB-{4-[(RA-3-B3-0000-2,2-0000-0000)-2-000 -5
-0ooDo0-00o0DO0DU0DO0U0-1-00]-000d0U0D0-1-003}-000)-2,4-0000-000
ooono

03-0000-2,2-0000-0000000000 (Effenberger, F. et al.; Tetrahedr
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(257) JP 2008-543858 A 2008.12.4

on: Asymmetry, 6; 1995; 271-282)0 0 2-0 000000000 O0ODODDODOOOODOOOO
O ad

Ooo0o0O0oooooobOooao:

'H NMR (CDCls) § 0.65-1.16 (m, 11H), 1.17-2.12 (m, 8H), 2.14-3.83 (m,

10H), 2.32 and 2.33 (s, 3H), 2.51 and 2.53 (s, 3H), 3.20 (s, 3H), 3.95-4.0 and 4.05-4.15 (m, 1H),
7.12 (s, 1H), 7.25-7.39 (m, 5H), 8.25 and 8.44 (s, 1H); ES-MS m/z 584 (M+H)

gooooao
000 266

Y
O o

000266: 6-000-2,4-00 00 -N-{3-[4-((R)-2-0 00 -5-0000 -3-(2-00 00O
Oo00)-0000000-1-00)-00000-1-007-00030000000
0000000000 02-000000000000000000000000Q0DO 266
0000000 0O0000000

'H NMR (CDCls) § 0.78-0.94 (m, 4H), 1.25-1.93 (m, 15H), 2.09

(m, 1H), 2.33 (d, 3H, J= 4.2 Hz), 2.49 (m, 1H), 2.53 (d, 3H, J=7.2 Hz), 2.64-2.71 (mn, 2H),
2.96 (m, 1H), 3.13-3.36 (m, 1H), 3.51-3.60 (m, 1), 3.65 (¢, 2H, J= 9.0 Hz), 3.94-4.15 (m, 1H),
431 (m, 1H), 7.12 (d, 1H, J= 2.7 Hz), 7.22-7.36 (m, SH), 8.13-8.33 (m, 1H); *C NMR (CDCl)
§13.01, 13.53, 18.83, 22.15, 24.06, 24.16, 28.46, 28.55, 28.91, 29.98, 30.52, 31.66, 39.60,
39.80, 43.24, 44.00, 48.67, 51.67, 51.83, 52.13, 53.48, 55.05, 55.31, 59.66, 60.37, 122.62,
126.16, 127.90, 128.77, 132.70, 132.83, 143.47, 143.67, 147.61, 147.75, 150.10, 155.37, 160.27,
166.89, 167.49; ES-MS m/z 552 (M+H), 574 (M+Na). Anal. Calcd. for C3;HsNs0,Cl

0.1CH,Cly: C, 66.63; H, 7.59; N, 12.49. Found: C, 66.85; H, 7.70; N, 12.44
gboooon
0o oo2e67

N;;N(Q _~_Cl
o \O\JY\/HN

oobz267: 6-000 -N-3-4-((RAD-3-0D00DDOO-2-0DD00-5-00D00-000DOO
0c-1-0g0)-ooooo-1-00]1-00032,4-0000-000000C
ooocoobobObOoDouoz2-00O0O0Ob0b0O0O0O00oO0ooOoooOobODDbOb0DOoOooOooobooOoDnaD2ero
goobooooobboooao
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(258) JP 2008-543858 A 2008.12.4

'"H NMR (CDCls) § 0.73-2.22 (m, 19H), 2.34 (s, 3H), 2.50

(double s, 3H), 2.61-4.57 (m, 8H), 7.09 (s, 1H), 7.18-7.45 (m, 5H), 7.95-8.31 (m, 1H); °C NMR
(CDCls) 6 11.36, 11.67, 13.18, 17.24, 17.30, 20.56, 25.52, 25.57, 26.85, 28.06, 29.22, 30.00,
37.46, 41.89, 42.60, 45.79, 47.40, 49.67, 49.96, 50.34, 53.43, 53.64, 57.84, 58.49, 121.00,

124.73, 126.45, 127.20, 131.00, 141.66, 146.04, 148.48, 153.71, 157.89, 165.51, 166.09; ES-MS
m/z 539 (M+2). Anal. Calcd. for C3pHsoN5C10,-0.7CH,Cly: C, 61.70; H, 6.98; N, 11.72. Found:

C,61.89;, H,7.02; N, 11.51
0Dooo0oo
000 268

il
Oy

OD0O0O0268: 6-0000-N-{3-4-((RH-3-0O00O0O0D0-2-000D0-5-0000-0D000CO
oo-1-0oo)oooob-1-0O0])-0O0O03y2,4-0000-0000D0DGO
oooobbOoooo2-000000000000O0OO0ODDOODOOOODODODD?2680
ooocooboOoOOooooooan

'H NMR (CDCl;) & 0.70-2.18 (m, 19H), 2.32 (s, 3H), 2.51

(double s, 3H), 2.59-4.55 (m, 8H), 7.09 (s, 1H), 7.18-7.36 (m, 5H), 7.93-8.31 (m, 1H); *C NMR
(CDCls) § 11.36, 11.67, 13.18, 17.24, 17.30, 20.56, 25.52, 25.57, 26.85, 28.06, 29.22, 30.00,
37.46, 41.89, 42.60, 45.79, 47.40, 49.67, 49.96, 50.34, 53.43, 53.64, 57.84, 58.49, 121.00,
124.73, 126.45, 127.20, 131.00, 141.66, 146.04, 148.48, 153.71, 157.89, 165.51, 166.09; ES-MS
m/z 522 (M+H)

000000
000 269
—~
O/N},/N 2
!
0 \[::L\T/\\/N N

000269: 6-000-N-{3-[4-(1"-0000000-1-000-2"-000 -17,2",4",5 -0
0O0O000-1H-[2,4"]0000000-3"-00)-00000-1-007]-000 }-2,4-00
Do-0000000

0000000000 omi)OONHL,E (1.07g0 20.0mmol)d O O NaCN (0.980g0 20.0mmo
HDOODODO0DO0DOO0D0OO0OGM)IDI-000-1H-000000-2-000000 0 (1.10g0
10.o0mmo)0 0 000C0O0O00CO0O0D0COOD4000000000000O0(0mI)IO0O0CH
Cl,-i-ProH (4:10 w/vO 4x 40mD0 00 0000000000000 000 (NayS0,)0
000000000000 00O0000CHCI, (10m1)D 0 0 0 Boc,0 (1.90g)0 0 00O O
000000 @.5mMHO000O0O0O0D0DO0ODOND4000000000000000000
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(259) JP 2008-543858 A 2008.12.4

O0O0O0CComMDIOOOOODODOODODDOODONDODOODODDOODOD(@1g)000
45psi0 50 00000000 O0O0Celite(00O0)I0O0O0000O0O00O0O0DO
00000000000 000000000 0O CH,Cl,-MeOH-NH,OH (94:4:2)0
000000000000 000O0000O0000002-000-1-(A-000
000-2-00)-000]1-000000tert-000 0 000 (192mgd 8%)0 O

0
oooDobOoo02-0000CO0O0ODDODO0OO00O0O0O0OOoOOOoDDODOOO0O0OO0O0OO0OnOan?2e9
ooobODbOO0OO000ad

'H NMR (CDCls) § 0.98-1.41 (m, 12H), 1.63-2.00 (m, 12H),

2.32, and 2.33 (double s, 3H), 2.50 (s, 3H), 2.64-2.74 (m, 2H), 2.91 (br s, 2H), 3.31-3.78 (m,
7H), 4.69-4.82 (m, 1H), 6.80 (s, 1H), 6.86-6.92 (m, 1H), 7.07 (d, 1H, J= 4.8 Hz), 7.47 (br s,
1H); ES-MS m/z 571 (M+H)

goooooaon
000270

HO

000 270: 6-[(R)-3-(1-{3-[(6-0 00 -2,4-0000-0000-3-00000)-000]
-1-000-00003}00000-4-00)-2-000-4-0000-0000000-1-00
0Do0]-00000
04-00000000000002-000000000000000000000000¢0
0000000000000 00000000O000027000 00

'"H NMR (CD;0D) &
1.26-1.25 (m, 4H), 1.95-2.20 (m, 6H), 2.28-2.80 (m, 4H), 2.29 (s, 3H), 2.30-2.50 (m, 4H), 3.00-
3.10 (m, 3H), 3.20-3.75 (m, 16H, CH;O0H signal), 4.41 (d, 1H, J= 15.3 Hz)), 4.52 (d, 1H, J =

15.3 Hz), 7.21-7.35 (m, 8H), 7.93 (d, 2H, J = 7.2 Hz); ES-MS m/z 618 (M+1)

gooooao
oooa2a2r

HO” O

"S T?/N\I:::L I[:Lnt:tfl:ll/Cl
T

O00271: 5-LR-3-(1-{3-[(6-0 00 -2,4-0 000 -0000-3-00000)-00017]
-1-0o00-0o0o0o0y-0o0o0o0o0-4-00)2-000-4-0000-000000D0-1-00
ooDo0j]-00000-2-000000
o5-0000-00000-2-000000000000O0DO2-000000000DOOO0
A A R O W 2 4 A
000 NMR (CD50D) & 1.05-4.05 (m, 28H, containing CH;O0H signal), 4.20-4.80 (
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(260) JP 2008-543858 A 2008.12.4

m, 2H), 6.70-7.40 (m, 7H), 7.93-8.20 (m, 1H): ES-MS m/z 625 (M+1)O
0Oo0o0o00oo
000272

HO

000 272: 6-[(R)-3-(1-{3-[(6-0 00 -2,4-0000-0000-3-00000)-000]
-1-000-00003}00000-4-00)-2-000-4-0000-0000000-1-00
0o0o0j]-00000
D06-0000-000000000000002-000000000000000000
0000000000000 000000000O0O0D00002720000

' NMR
(CD;0D) & 1.10-1.40 (m, 4H), 1.60-2.10 (m, 5H), 2.32 (s, 3H), 2.45 (s, 3H), 2.80-3.90 (m, 12H,
CH;OH signal), 4.61 (s, 2H), 4.75-4.85 (m, 1H, CH;OH signal), 7.15-7.55 (m, 7H), 8.20-8.40

(m, 1H), 9.10 (s, 1H); ES-MS m/z 620 (M+1)

00000

02730002740 0 0 000000000 R-2-0 00 -1-000D0-000)-0
O0tert-0 00 000OO0ON-ODO0DO0OOOOODODODODODOODOOOOOOOODO
O0000oao

Ooo0oa

273

(:\?’NYN\O Ny |
S ™
N\E/A\V,NIQ:I:F]:

000273: 6-000-2,4-000 0 -N-{3-[4-((R)-5-0 000 -3-00000-2-00 -2-
00O00-0000000-1-00)-00000-1-00]1-0003}0000000
00002730 000000(QO000000001:10000)00000000

O Ooo0oooao
OO oOgoo
O Ooooo
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(261) JP 2008-543858 A 2008.12.4

'H

NMR (CDCls) 6 0.69-0.97 (m, 10H), 1.35-1.80 (m, 6H), 2.04 (m, 3H), 2.24 (m, 1H), 2.34 (s,
3H), 2.35 (s, 3H), 2.42-2.81 (m, 14H), 3.17 (m, 1H), 3.36 (m, 1H), 3.66 (m, 1H), 3.96 (m, 3H),
4.19 (m, 1H), 4.32 (m, 1H), 4.54 (m, 2H), 4.73 (m, 2H), 7.00 (m, 2H), 7.15 (m, 2H), 7.31 (m,
10H), 8.54 (d, 1H, J = 6.6 Hz), 8.66 (m, SH); B3C NMR (CDCl) § 13.22, 13.74, 18.81, 22.21,
29.00, 29.90, 30.00, 30.50, 31.08, 31.43, 39.97, 40.22, 42.95, 43.50, 51.45, 51.68, 54.42, 54.51,
56.81, 57.24, 57.32, 60.07, 60.76, 116.50, 122.56, 125.56, 128.33, 129.13, 133.08, 141.57,
147.83, 148.03, 150.22, 155.50, 155.59, 157.66, 158.43, 166.67, 167.27, 178.71; ES-MS m/z
600 (M+Na). Anal. Caled. for C30H36N7C1SO-0.2CH,Cl,-0.6CH40: C, 60.21; H, 6.37; N, 15.96;
Cl, 8.08; S, 5.22. Found: C, 60.09; H, 6.23; N, 15.74; Cl, 8.26; S, 5.19

goooooaon
000274

)

>i/N ’ A Cl

0
000 274: 2-[(R)-3-(1-{3-[(6-0 00 -2,4-0000-0000-3-00000)-000]
-1-000-000000000-4-00)2-000-4-0000-0000000-1-00
1-000000
000000000000 0000000000000002740000

'H NMR (CDCls) mixture of diastereoisomers 6 1.20-4.95 (m, 30H), 6.77-8.35 (m, 7H);
3C'NMR (CDCls) 6 11.83, 12.34, 12.62, 12.75, 14.89, 15.26, 19.10, 22.32, 26.32, 27.26, 31.06,
31.44,36.45, 45.20, 49.58, 49.81, 50.03, 50.89, 51.72, 51.85, 54.63, 55.28, 57.82, 58.81, 122.517
122.58,126.35, 127.46, 127.65, 128.09, 128.25, 128.72, 129.07, 132.04, 141.22, 147.61, 147.74,
149.86, 155.33, 160.72, 161.16, 168.37, 168.49, 175.90.128.77, 132.66, 132.80, 143.44, 143.64,
147.59, 147.73, 150.12, 155.37, 159.93, 166.93, 167.53; ES-MS m/z 557 (M+1)

oooooao
ooaoa2a27s

[

\ N Cl
N H T 1
O O N\r\/N ~_N

0
000275: 6-000-2,4-0000-N-GB-{4-[(R)-3-(1-0 00000000-000 )-2-
00O0-5-0000-0000000-1-00]1-00000-1-003000)-000000
0
O0O0O0OO0OEDDOO0O02-[(R)-3-(A-{3-[(6-000-2,4-0000-0000-3-0000
0)-000]-1-000-0000300000-4-00)2-000-4-0000-000001
0D0-1-00]-000000(@00274)00000000000000000027500
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(262) JP 2008-543858 A 2008.12.4

0o
'H NMR (CDCl3) mixture of diastereoisomers 8 1.00-4.50 (m, 33H), 6.60 (s, 0.5H), 6.46

(s, 0.5H), 7.03 (s, 1H), 7.16-7.33 (m, 5H), 7.67-8.15 (m, 1H); *C NMR (CDCls) § 12.95, 13.10,
13.62, 13.77, 18.88, 22.16, 26.10, 26.18, 28.88, 31.16, 31.63, 38.56, 44.31, 49.08, 49.16, 49.40,
51.17, 51.34, 55.85, 59.39, 59.72, 59.90, 122.62, 124.12, 124.85, 126.20, 126.28, 126.38,
128.41, 129.01, 141.87, 147.47, 160.25, 171.70; ES-MS m/z 570 (M+1) |

goooogao
Ooo27e6

N/\‘/©
NN

N Cl
— g H T
S NW/\/N x-N
0

/

00 O0276: 6-000-2,4-000 0 -N-{3-[4-((R)-5-0 0 0O -3-00 00 -2-00 -2-0

0D00-0000000-1-00)-00000-1-00]1-0003}-0000000

0 AM NaOH (35mI)0 O (R)-(-)-2-0 000 00 0 O (3.83g0 25.3mmol)0 O O O O t-BuOH

(20m1)0 0 Boc,0 (6.14g0 28.1mmol)0 0 0000000000000 000010000
00000000000 O0000O0000O0O04MHCIOpH3D 0O DOOOODOO0OOOO
OCHCI; (om0 0000000000000 OCHCE, (25mix 2)0 00000000
00000000 (Na,S0,)0 000 00000000000 @®-tert-00000000

0000-0000-000000000(6.92g000)000000

ooooo

THE (om0 O (R)-tert-0 00000000000 -0000-00 (510mgd 2.03mmol)
00 O0O0THFE (ImI)O O NMM (205mgd 2.03mmol)0 00 0 000000000 OOOOOO
000000000000 C.26mi02.0mmol)0 000000000050 000000
OOOTHF @2mI)002-0000 000 (382mgd 4.06mmo)0 100 0000000000
00000000550 0000000000000000000000(450mg)d 00
000O0COO0O0000O0O0O00O00O00O0O0000O0000O000O0THE (10mi)O0 0O B
Hg-THF (THFO O 1.0MO 4_.1ml0 4.1mmol)0 00000 O O O O MeOH (10ml)0 O O O 6N HC
1 mDO 0000000000000 O0O0O0O0O0O0O0O0O0OCR)-1-0000-N2-000
0-2-00-000-1,2-0000 (109mg0 30 0 0 0 O 25%)0 0 O O

Doo0O00o

O00O0O0D0ADDODOOOOODOCOOO (109mgd 0.511mmol)0 0 O [3-(4-000-0000 O
-1-00)-000]1-000000tert-00000 00 (180mgd 0.666mmol)0 O O (3-{4-[(
R)-1-0000-2-(0000-2-00000)-000000]-00000-1-003¥000)
-00000O0tert-0 0000 00 (182mgd 76%)0 0 O O

0Doo0ooo

0000000 OCHCH, (7.8m1)0 0000 O (182mgd 0.389mmol)0 O O EtsN (0.11mI0 O
.79mmol)0 O CH,Cl, (AMDO 0000000 (0.033ml0 0.43mmol)0 0000000 D000
D100 000001000000000000000000003,3-0000-N-{3-[4-((
R)-5-0000-3-0000-2-00-2-0000-0000000-1-00)-00000 -1-
00]-0003-000000(@4mgl 4290 0000000000000

0Dooooo

000000000 (84mgd O.16mmo)0 00000 O0O0COODO0ODOOODONDOOOOOO
00O06-000-2,4-000000000000 (23mgd 0.10mmol)0 00000 OO EQ O

Oo0ooooQgoooaoo
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(263) JP 2008-543858 A 2008.12.4

0000000276000 0000 (17mgd 44%)0 000 00O
'H
NMR (CDCl3) 8 0.71-1.06 (m, 10H), 1.25-1.79 (m, 6H), 1.92-2.07 (m, 3H), 2.22 (td, 1H, J =
11.7, 1.8 Hz), 2.31-2.82 (m, 20H), 3.14-3.22 (m, 1H), 3.33-3.40 (m, 1H), 3.64-3.72 (m, 1H),
3.89-4.02 (m, 3H), 4.19-4.23 (m, 1H), 4.32-4.35 (m, 1H), 4.55-4.70 (m, 4H), 6.98-7.02 (m, 2H),
7.15 (s, 1H), 7.16 (s, 1H), 7.22-7.36 (m, 10H), 7.64-7.70 (m, 2H), 8.29-8.30 (m, 2H), 8.46 (br d,
1H, J=17.5 Hz), 8.60 (br s, 1H), 8.73 (s, 1H), 8.76 (s, 1H); BC NMR (CDCly) § 13.21, 13.70,
18.80, 22.19, 29.27, 29.70, 30.02, 30.25, 30.58, 31.11, 31.52, 39.92, 40.15, 43.05, 43.62, 51.49,
51.76, 54.59, 56.49, 57.07, 57.18, 60.01, 60.65, 117.59, 119.50, 122.58, 125.56, 128.25, 129.10,
132.98, 136.42, 142.05, 147.45, 147.75, 147.93, 150.28, 152.70, 155.45, 155.54, 166.76, 167.31,
179.15; ES-MS m/z 577 (M+H)
gooooao
000027702800 00 0000000000000 000

oooooao
ooaoza277

N;N\% W Y
O N\(\,NN

000277: 6-000 -N-{3-[4-((R)-3-0 0 00000-2-000-5-0000-000001
00-1-00)-00000-1-00]-0003-2,4-0000-0000000
000000000000 00O000000000D00D2-0000000000000
Doo0O0O0OO0O0O0O0O0O0O0a0

'H NMR (CDCls) 8 0.39-2.77 (m, 25H), 2.82-3.05 (m, 1H), 3.09-

4.18 (m, 5H), 7.11 (s, 1H), 7.20-7.39 (m, 5H), 8.13-8.29 (br d, 1H); *C NMR (CDCls) & 5.54,
5.78,13.41, 13.89, 19.23, 22.53, 26.37, 29.58, 30.60, 30.90, 31.97, 40.00, 43.56, 44.28, 51.89,
52.07, 52.47, 54.34, 55.28, 55.56, 60.09, 60.78, 123.00, 126.47, 128.29, 129.15, 143.44, 143.65,
148.01, 148.14, 150.49, 155.79, 161.59, 167.25. Anal. Caled. for C20H3sNsC10,:0.2CH,Cly: C,
64.82; H, 7.15; N, 12.94. Found: C, 64.51; H, 7.14; N, 12.62; ES-MS m/z 524 (M+H)

[>_

goooogao
ooaoa2a2rs

N;(.g W T

ODb0O278: 6-000-N-{3-4-((RH-3-00O00CDO0OD0-2-00D00-5-0000-00000
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(264) JP 2008-543858 A 2008.12.4

coo-1-00)0OO0C0DO-1-0O0]1-0003}2,4-0000-000D00O000O0
ooocooobobOO0oooooo2-00b00b000000O0OO0OODODDOO0OO0

'H NMR (CDCl;) 6 0.41-
3.0 (m, 25H), 3.04-4.55 (m, 6H), 7.00-7.36 (m, 6H), 8.36-8.79 (br d, 1H); *C NMR (CDCls) &
6.05, 7.73, 13.46, 14.05, 19.20, 22.55, 29.72, 30.09, 31.63, 32.20, 40.33, 43.31, 44.01, 51.90,

52.24, 54.75, 57.73, 58.18, 58.32, 60.42, 61.22, 122.95, 125.92, 128.60, 129.43, 142.92, 150.46,
184.11; Anal. Calcd. for CpoH3gNsClOS-0.4CH,Cl,-0.2C6H14: C, 62.15; H, 7.09; N, 11.84.

Found: C, 62.23; H, 7.18; N, 11.84; ES-MS m/z 540 (M+H)

goooooaon
000279

e
O

OD00O279: 6-00 00 -N-{3-[4-((R)-3-tert-0J 00 -2-000-5-0000-000D00
oo0-1-00l1]-000 2400000000000
ODOtert-00000CDODODOOOOOOOODDODOO2-00000D0D0O000000OROC
gogobobooooobobodd

'H NMR (CDCl3) § 0.73-1.00 (m, 4H), 1.27 (s, 9H), 1.41-2.16 (m,

7H), 2.32 (double s, 3H), 2.50 (double s, 3H), 2.55-4.20 (m, 9H), 6.68 (s, 1H), 7.14-7.41 (m,
5H), 7.77-8.18 (double broad, 1H); *C NMR (CDCl3) § 12.99, 13.51, 19.20, 21.95, 27.42,
28.90, 29.92, 30.54, 30.78, 31.50, 31.83, 39.49, 43.41, 44.19, 50.77, 51.77, 52.17, 53.09, 53.44,
54.66, 54.84, 59.41, 60.13, 107.19, 107.67, 126.31, 127.90, 128.70, 131.88, 143.20, 143.33,
150.52, 153.61, 153.81, 160.78, 163.98, 167.19, 167.71; ES-MS m/z 524 (M+H)

oooooao
0oao280

@

z/“

00280: 5,7-0000-0000([1,2-a]0000-6-000 00 {3-[4-((R)-3-tert-0
0-2-000-5-0000-0000000-1-00)-00000-1-0071-0003%-00

\N\)

5-0 00 4,6-0000-0000-2-00000A.519g07.5mmol) 00 0O0C0CCOCDODOGO
OO0O00@9%miDdO0O0s50%0 7.5mo) 000000 @2mDHOOOCOCOO0OODODS3O
I I A A A A B =1 [ %
O 2OmMID D OO0 DOODNODOOCHSCI, (20mO0DO0O0DOODOODODOODDOCHSCI, (20ml
x 2000000000000 0CHCIL,OO0O00 (NaySO )00 00000000 Ooooan

g
a
O
g
g
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(265) JP 2008-543858 A 2008.12.4

000000000000 0000 (CH,C1,/CHZ0HO 18:1)0 0 00000 06-000 -5,7
-0000-0000([1,2-a]0 00000000000 (98mgl58%0 000000000
00000 )IO0O0O00n

OoooQoO

06-000-5,7-0000-0000 [1,2-a]0 0 O O (985mgd 4.26mmol)0 O DMF (15mi)C
00000000000 2Zn(CN), (512mgd 4.36mmol)0 Pd,(dba)s (40mgd 0.044mmol)0 O
0 DPPF (49mgd .088mmol)0 00 00O OO0 D012000480 0 0000000000000
000000000 CHLCI, (40mI)0 00 0 H,0 (30mix 2)0 000000 (0m)0 000
0000000000000 000000000000000000 (CHyC1,/CHZO0HD 18:
HDOODO0D0DO0DDO0O0S5,7-0000-0000([1,2-a]0 000 -6-0000000 (747mg0 9
9%)0 O O O

OooooQooO

000000000000 (500mgd 2.9mmol)0 O H,S0, (0 0 4ml)0 H,0 (ImDO 00 0O
0000000001200 0160 0000000000 09000000NaN0, (1.4g0 20
mmol)D 0000100000000 00000090000001000000000000
0000-00000C@2mDI0O0O0O0OC0CO0O0O00000I0N NaOHO O O O O PHO 120
0000000000000 O0OCHCE, (A5mix 2)00000000000000000
O0OPHO200000000000000000000000CH,C1,/CH0H (4710 30mlix
3)00000000000000000005,7-0000-0000 [1,2-a]0000 -6-
00000 (Goomgd 90%I 0 00 0O0)IO0DO0O0OO0D0O0O000000000

'H NMR (CDCL) 8.2.56 (s, 3H), 2.83 (s, 3H), 7.74 (s, lH), 8.08 (d, 1H, J=1.8
Hz), 8.22 (d, 1H, J = 18Hz)
'H NMR (CDCls) rotameric mixtures & 0.75-4.00 (m, 35H), 6.97-7.05 (m, 2H), 7.22-

7.47 (m, 5H), 7.66 (s, 1H), 7.96-7.99 (m, 1H); ES-MS m/z 545 (M:HH)
oooooao
000281

‘ F
QNVN _~_CON
o \O\l H \}\I
T

00O0281l: 6-000-2,4-0000 -N-{3-[4-(2-0 00 -5-{2,5-0 00000000 }3-
0000000 -0000000-1-00)-00000-1-00]-00030000000
0000000000 (1.38g028.2mmol)J 0000000 OO0 (0.7590 14.1mmol)0 O
000000000 Q@4mDO0OO0O0002,5-0000000000000 (2.00g0 14.1mm
oNDOIODOODODO(EM)IOODODODDCOODONDDODDNDDOOONDDDODDOODDODOOONDDOOOOn
00030000000 0000000000000000000000000000
DOODO6MHCI (4mDO000CO0ODODO0OOODDD20000000000000000
0000000000000 00000000000 @4m)000O0O00Boc,0 (3.079g
14.1mmol)0 O O NaOH (IOMO O O 2.8ml0 MO OO 28m)0 0 000000000000
0000000000000 0pHO OO OO00DO0O0OH0 (D10om) 00 O0O0000O
ODCM (3x 100mI)0 0000000000 ODO0O0O0OO0O0O00C0OO0O0OHCIODOOpH
3)00000000000DCM (3x 10m) 00000000 DO0DOONa,S0,00000
00000000000 O0000tert-000000000000-(,5-000000
00 )-00 (1.84g0 46%)0 0 O O
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(266) JP 2008-543858 A 2008.12.

O0O00DDECDODOCOODODtert-00000O00OOOODODO-R,5-000000000O)-0O
(1.84g0 6.40mmo)0 0 00000 DOODODOOO (730p LO 634mgl 6.-40mmol)0 O O [O
0000000 -R,5-000000000)-000D0]1-0C00000tert-00O
(2.12g0 90%)0 O O O

0

cooooUooDUooDOD0DO0OOd(@-12g05.74mmo)0 00 O00O0O0DOODOO
THF (20m1)0 O BH5-THF (THFO O 1.0MO 17.2ml0 17.2mmol)0 0 0 0 O O 30 O
0000000000 O0O0OMeOH (22mDHO0 00001500 0000000000
0000000000000 o0DO0ooO0oDOooD0ooDOE2noO0oDooeond
OO000OO000ONaHCOO0 D OOOODODODODODOOOODODODEM (3x 100mb)O O
D00D00ONa,SO,0 00000000000 D0O0ON2-0000000-1-(2,5-0
Oo0oo)-oooO-1,2-00 0000000000 0OOODODOODODODOODOO
(750mg0 52%)0

0
ADDDOOON2-00D00O0O0D0-1-(R,5-000000000)-000-1,2-
O (750mg0d 2.95mmoDO 0 O [3-4-000C-00O0D00-1-00)-000]J-0000O
Otert-0 000000 (97mgd 2.95mmo)0 O O {3-[4--0 000000000 -1-{2
,Lb-0oooooooo3y-oooooo)-00000-1-0071-0003¥000000 tert
-0 000000 (1-34g0 89%)0 O O O

oooooo
OoDoooooao
6mgd 2.37mmol)O
ooDoooooao
O O 0O O NaHCOz0O

OooooogogaoQo
O

OoOoo0oo0ogao

N
O

0

OooooooooooQgoao
OO0 ooDoogooooo
Oooooooooooogodg

O Oo0o0ooooaog
O0Oo0oooog

(499mgd 0.983mmol)0 ODCM 4ml0 0 0 000 000 O (160u LO 15
0000000000000 0000O0O0 (117mgd 0.393mmol)0 O
0000000000 00000002000000000000
OOosomiO0O0O0D000000000000OO0OO0O0D0O000000
ooooo0ooo 000004{3-[4-(B-0000000-5-{2,5-000000000%
-2-000-0000000-1-00)-00000-1-00]1-0003000000 tert-0
000000 (470mgd 90%)0 O O O

OooooOoo

0000000000000 0000C000000000000000 (56mgd 0.130 mm
oD O0O06-000-2,4-000000000(27mgd 0.156mmol)0 000000 0EDIDD
0000002810000 0000000 (53mgd 69%)0 00000

'H

NMR (CDCls) 8 0.93-1.00 (m, 3H), 1.04-1.26 (n, 3H), 1.36-1.48 (m, 4H), 1.51-1.78 (m, 10H),
1.87-2.11 (m, 1H), 2.38-2.46 (m, 4H), 2.58 (d, 3H, J= 3.3 Hz), 2.61-2.74 (m, 3H), 2.99 (m, 1H),
3.23-3.38 (m, 2H), 3.68-3.72 (m, 3H), 3.91 (m, 1H), 4.45-4.56 (m, 1H), 7.02 (m, 2H), 7.45 (s,
1H), 8.02-8.11 (m, 1H); *C NMR (CDCL;) § 13.15, 13.50, 18.80, 22.23, 25.42, 25.51, 29.45,
29.68, 30.12, 30.40, 30.64, 31.05, 31.70, 39.43, 39.51, 43.51, 44.04, 47.17, 47.25, 51.27, 51.62,
51.84, 52.08, 52.34, 59.34, 59.88, 113.91, 114.23, 115.77, 115.88, 116.09, 116.20, 116.63,
117.07, 117.21, 127.73, 132.51, 136.56, 136.63, 145.44, 145.49, 156.56, 156.62, 157.37, 159.52,
160.60, 166.40, 166.75; ES-MS m/z 593 (M+H), 615 (M+Na). Anal. Calcd. for C33HzuNgO2F,
0.1(CH,CL): C, 66.13; H, 7.07; N, 13.98. Found: C, 65.73; H, 7.16; N, 13.94
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000282: 6-00 0 -N-(3-{4-[(R)-3-(1,1-0000-0000)-2-000-5-0000 -
0000000-1-00]1-00000-1-003000)-2,4-0000-0000000
Otert-00000000000000000O0O0O0O0O000000O00
Ooo0O0O0O0OO0O0D00000 -

'H NMR (CDCl) § 0.63-1.00 (m, 8H), 1.21-1.38 (m, 7H), 1.41-2.14 (m, 8H), 2.24-2.81 (m,
9H), 2.97-3.44 (m, 2H), 3.47-3.76 (m, 2H), 3.86-4.11 (m, 1H), 7.12 (s, 1H), 7.19-7.40 (m, 5H),
8.08 and 8.32 (br s, 1H); °C NMR (CDCl3) § 9.1, 13.3, 14.0, 19.2, 22.5, 25.6, 28.2, 29.2, 30.4,
30.7,31.3,32.1, 32.2, 32.9, 40.0, 40.4, 43.6, 44.5, 51.6, 52.1, 52.7, 54.8, 54.9, 56.2, 60.1, 60.9,
123.0, 126.6, 127.0, 128.2, 129.1, 144.1, 148.0, 155.8, 161.0; ES-MS m/z 554 (M+H). Anal.
Caled. for C3;H4CINsO,: C, 67.19; H, 8.00; N, 12.64. Found: C, 67.15; H, 8.10; N, 12.45

ooocooao
O 00O 283

00 O0283: 6-000-2,4-000 0 -N-GB-{4-[(R)-2-0 00 -5-000 O -3-(2,2,2-00
0D0O00-000)-0000000-1-00]-00000-1-003}000)-000000
O

0D2,2,2-0000000000000000000000000000O0000O00
DoO00O0OO0O0O0O0O0O0O0a0:

'H NMR (CDCls) § 0.75-1.15 (m, 4H), 1.21-1.75 (m, 7H), 1.82-2.12 (m, 1H),

2.33 and 2.34 (s, 3H), 2.52 and 2.54 (s, 3H), 2.57-2.79 (m, 2H), 3.07-3.57 (m, 3H), 3.58-3.99
(m, 4H), 4.07-4.30 (m, 1H), 7.11 and 7.12 (s, 1H), 7.18-7.41 (m, SH), 8.08 and 8.21 (br s, 1H);
13C NMR (CDCL) § 13.4, 13.9, 19.2, 22.5, 29.7, 30.5, 31.0, 31.7, 32.0, 40.1, 40.2, 43.6, 44.2,
46.0, 46.4, 52.1, 52.4, 52.6, 54.0, 55.6, 57.0, 60.2, 60.8, 123.0, 123.1, 126.5, 126.6, 128.7, 128.8,
129.4, 142.8, 148.1, 155.7; ES-MS m/z 566 (M+H). Anal. Calcd. for CosHssCIFsNsO, -0.31H,0:

C,59.41; H, 6.23; N, 12.37. Found: C, 58.88; H, 6.39; N, 12.04
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000 284: N-(3-{4-[3-tert-0 00 -5-(3-000-0000)2-000-0000000 -
1-00]1-00000-1-003000)-6-0000-2,4-0000-0000000
0 NH,OHO H,0 (15.6m1)0 O NH,CI (1.34g0 25.1mmol)0 NaCN (1.35g0 27.5mmol)0 00 O 10

OD0O0OOO0OMeOH (25mD003-000-00000 000 (2-85ml0 25mmol)d 000 000
0000000000040 00000000000000000D0O00O0O0DO0O00
O0DO0DO0O0O0DO0DO0OOOD6BNHCI (4omDIDODO0D1150000000000000
O0DO0DO0DO0ONaOHD 00 (30mI0 02.0g)0 0000 pHDO 14000000 1,4-00 00
0 (30m1)0 O 0 Boc,0 (9.82g0 45mmo)I 0 0 000000000 DO0OOODOOOO
DO0O0ODOOKHSO,0 00 DPpHO 40 000D O00O0O0DOCHCIL,OODODOODOO (NayS0,)
O00D000D0D0Otert-0 00000000000 -@-000-0000)-00 (4-73g
030 000066%0 000

OooDooo

Otert-0 000000000000 D0O00D0OO0ODOOOOODOOOO 20
'H NMR (CDCls) mixture of

diastereoisomers: 8 0.66-0.98 (m, 1H), 1.05-1.41 (m, 11H), 1.43-1.76 (m, 5H), 1.84 and 2.11 (m,

1H), 2.36 and 2.38 (s, 3H), 2.49 and 2.51 (s, 3H), 2.22-2.81 (m, 4H), 2.93-3.71 (m, 5H), 3.86-

4.09 (m, 2H), 6.69 (s, 1H), 7.10-7.19 (m, 1H), 7.21-7.35 (m, 3H), 7.96 and 8.12 (br s, 1H); *C

NMR (CDCL) § 13.4, 14.0, 19.6, 22.3, 27.8,29.2, 30.4, 31.0, 31.2, 32.2, 40.0, 40.2, 43.6, 44.5,
50.9,52.0, 52.2, 52.5, 54.3, 54.4, 59.9, 60.7, 107.6, 108.1, 124.7, 124.8, 126.7, 128.5, 130.5,

135.0, 146.0, 146.2, 150.9, 160.9; ES-MS m/z 558 (M-+1). Anal. Calcd. for 30
C30H41CIFN502°0.24H,0: C, 64.05; H, 7.43; N, 12.45. Found: C, 64.07; H, 7.38; N, 12.35

oooooao
Ooao285

ﬁ(Q ; |
}NYN A
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0O00285: 6-000-N-GB-{4-I5-GB-000-0o0goo)Y-3-0ooopoo-2-0000-0
cooocoo-1-0Oo0j-0co0o0o0o0-1-003000)-24-0000-00000006
ooocoobobobooooooooobobbooooooooobobobobooooooooobooao
goooboooooboboogoobooobboogobi1abb o



(269) JP 2008-543858 A 2008.12.

'H NMR (CDCls) § 0.59-0.65 (m, 1H),

0.90-0.94 (m, 3H), 1.04-1.12 (m, 3H), 1.14-1.15 (m, 3H), 1.24-1.29 (m, 1H), 1.42-1.51 (m, 1H),
1.63-1.71 (m, 1H), 1.75-1.85 (m, 1H), 1.88-2.16 (m, 1H), 2.33-2.49 (m, 4H), 2.56-2.75 (m, 7H),
3.07-3.37 (m, 2H), 3.60-4.14 (m, 3H), 4.44-4.57 (m, 1H), 4.89-5.29 (m, 1H), 7.02-7.06 (m, 1H),
7.13 (s, 1H), 7.18 (d, 1H, J = 6.9 Hz), 7.29 (s, 2H), 8.82 and 8.50 (s and d, 1H, J= 6.6 Hz); *C
NMR (CDCls) § 13.15, 13.74, 18.57, 18.64, 18.81, 19.79, 19.85, 22.14, 29.17, 29.62, 30.35,
31.22,32.27, 39.96, 40.40, 42.90, 43.54, 46.95, 47.02, 50.99, 51.05, 51.48, 51.91, 53.45, 54.31,
56.87, 60.17, 60.92, 122.62, 123.65, 125.69, 128.38, 130.45, 133.08, 133.17, 134.89, 145.28,

145.35, 148.02, 148.16, 149.97, 155.50, 155.58, 166.51, 157.23, 180.79; ES-MS m/z 578
(M+H)

goooooaon
O 00O 286

e,

O’NVN ~_Cl

0 N HN
T

0286: 6-0 00 -N-{3-[4-(3-0000000-2-000-5-00000-3-00-00
00O0-1-00)-00000-1-00]1-0003-2,4-0000-0000000
000000000 O0NHL,CE (1.07g0 20.0mmol)0 O O NaCN (0-980g0 20.0mmol)0 O
00O0O0O0O0Gm)IOOIDODDD-3-0000000(1-12g0 10.0mmol)0 00 O O
0000000040000 0006NHCI (IomDO 000000000 OO0OOOOO
0D20000000000000000000000000000000O000GO0a0O0 (0
mi)J 0 0 IN NaOH (20m)0 0 0 0 0 0 Boc,0 (2.069)0 00 0000000000002
00000000000 INHCIO pHO 4050 0 0 0 0 O CHCl, (4x 30mDO 0 0 0 0 O O
000000000000 MgS0,)0000000000000000000CH,CI,/MeOH
(90:10)0 0 00 0000000000000 0000000000000O00 tert-00
000000O0O000-00000-3-00-00 (1.34g0 52%)0 000

"H NMR (CDCl3) & 0.91-1.04 (m, 4H), 1.20-1.37 (m, 5H), 1.50-1.75 (m, 8H), 1.85-

2.13 (m, 1H), 2.32, and 2.33 (double s, 3H), 2.51, and 2.53 (double s, 3H), 2.64-2.74 (m, 2H),
2.97-3.03 (m, 1H), 3.10-3.40 (m, 1H), 3.56 (t, 2H, J= 6.0 Hz), 3.61-4.30 (m, 2H), 6.99-7.01 (m,
1H), 7.07-7.10 (m, 2H), 7.24-7.27 (m, 1H), 8.19-8.37 (1, 1H); >C NMR (CDCl,) & 14.44,
14.92, 20.22, 20.25, 23.53, 26.86, 26.92, 26.96, 30.29, 31.55, 31.87, 32.72, 32.93, 41.02, 44.67,
45.45,49.03, 49.08, 52.19, 52.39, 52.63, 52.83, 53.13, 53.60, 61.16, 61.86, 122.70, 122.84,
127.06, 128.06, 134.12, 134.26, 145.90, 146.08, 149.07, 149.23, 151.40, 151.46, 156.76, 160.87,
168.23, 168.83; ES-MS m/z 572 (M+H). Anal Calcd. for C30H4,N5C10,S8-0.6CH,Cl,: C, 58.98;

H, 6.99; N, 11.24; Br, 37.11. Found: C, 59.12; H, 6.94; N, 11.17
O0D0O0O0D
0000287
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ooob0287: 6-000-2,4-0000 -N-{3-[4-2-000 -5-{2,5-00000-000003}=
-ooooooo-ooogootoo-1-0O0)0DO0O0O0O0-1-0DO0]J-0O0C03}ODOOODOO
ooooz28ybocoobobOO0oO0oOooooooooOOan

'H NMR (CDCl3) & 0.94-1.05

(m, 6H), 1.19-1.43 (m, 7H), 1.56-1.78 (m, 14H), 1.99-2.15 (m, 1H), 2.32 (m, 3H), 2.53 (m, 3H),
2.68-2.76 (m, 2H), 2.99 (m, 1H), 3.19 (m, 1H), 3.47-3.57 (m, 1H), 3.71 (m, 2H), 3.91 (m, 1H),
4.43-4.54 (m, 1H), 6.91-7.08 (m, 3H), 7.76-7.86 (m, 1H); >C NMR (CDCls) § 13.03, 13.48,
18.83, 22.08, 25.50, 29.08, 30.05, 30.32, 31.09, 32.04, 39.23, 43.36, 44.11, 47.39, 47.70, 51.30,
51.51, 51.88, 59.17, 59.98, 113.97, 114.33, 115.71, 116.15, 116.62, 122.62, 132.58, 147.45,
150.05, 155.33, 159.53, 167.18, 167.69; ES-MS m/z 602 (M+H), 624 (M+Na). Anal. Caled. for
CsHNs0,F,Cl 0.1CH,Cly: C, 63.14; H, 6.97; N, 11.47. Found: C, 62.75; H, 7.05; N, 11.24

ooocooao
OO0 288

o
O .

00O0288: 6-0000-2,4-0000-N-{3-[4-(2-000-5-{2,5-000000000 3}
3-0000000-0000000-1-00)-00000-1-0071-0003000000
0

00002880 0000000000000000000

'H NMR (CDCl3) & 0.92-1.09

(m, 7H), 1.17-1.39 (m, 7H), 1.51-1.81 (m, 10H), 1.98-2.10 (m, 1H), 2.36 (d, 3H, J = 3.6 Hz),
2.40-2.49 (m, 1H), 2.48 (d, 3H, J = 4.8 Hz), 2.50-2.54 (m, 1H), 2.66-2.76 (m, 3H), 2.97 (m, 1H),
3.19 (m, 1H), 3.38-3.55 (m, 2H), 3.62-3.74 (m, 3H), 3.86 (m, 1H), 4.45-4.63 (m, 1H), 6.64 (s,
1H), 6.93-7.05 (m, 3H), 7.70-7.75 (m, 1H); *C NMR (CDCL) & 13.10, 13.53, 19.15, 21.86,
25.50,29.25,29.94, 30.01, 30.33, 31.11, 31.26, 32.06, 39.38, 43.36, 44.09, 47.29, 47.64, 48.22,

51.29, 51.49, 51.74, 51.85, 52.08, 59.18, 59.92, 107.16, 107.71, 113.92, 114.26, 115.77, 115.98,
116.09, 116.66, 116.92, 131.73, 150.29, 153.79, 157.36, 159.58, 160.57, 160.82, 163.98, 167.35,

167.80; ES-MS m/z 586 (M-+H), 608 (M+Na). Anal. Caled. for C3HiNsO2F3 0.1CH2Cly: C,
64.89; H, 7.16; N, 11.79. Found: C, 64.83; H, 7.11; N, 11.83
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O00289: N-(B-{4-I8-tert-0 00 -5-(B-0000-0D0D0O)-2-000-00000O<0C

Ooooooogdg
OO ogogao

O

O

a
u
O
g
a

S0,)0

od
ad

g
a

1-00]-00000-1-003}000)-6-000-2,4-0000-0000000
NH,OHO H,0 (6.3mI)0 O NH,CI (535mgd 10mmol)0 O O NaCN (539mg0 11mmol)d 00 O O

OMeOH (1OmDHO O03-0 000 -0 0000000 2.oemiD 10mmo)D0 OO DO ODODO
goobobooobo40obboooobbboobobooooobobbooooboooogan

O000OO0Oo0DoOOoO0O0OO0OO0OeBN HCl (emHhO0 O 0001500000000 DO0OO
OO0O0D0DO0O0O0ONaOH (25miD 0460mg0 000 O0O0D00OpHOD 14000000 1,4-00
25m)0 0 O Boc,0 (24190 11mmo) 0 OO0 OO0 O0O0DDDOODOOOOODODOODO
O0O000OKHSO,0 00 0OpHO 4O OO O OOOODOCHSCILOOODOOODOO (Nay,
Oo0oooO0oooO0oo00tere-000D0O0COODODODOD-GB-0O000-0000)-0O
od

gadg

Utert-U 0 000oboboouoboboooobboououobboooooboooobbooOoand
011000

'"H NMR (CDCl3) § 0.88-0.92 (m, 4H), 1.22-1.24 (m, 1H), 1.31-1.35 (m, 11H), 1.63-2.03 (m,
3H), 2.04-2.10 (m, 1H), 2.3 and 2.32 (two s, 3H), 2.38-2.42 (m, 1H), 2.50 and 2.52 (two s, 3H),
2.64-2.73 (m, 2H), 2.96-3.01 (m, 1H), 3.11 and 3.38 (two m, 1H), 3.56-3.60 (m, 2H), 3.89-3.91
(m, 1H), 4.02-4.11 (m, 1H), 6.93-7.06 (m, 3H), 7.10 (d, 1H, J= 2.7 Hz), 7.28-7.33 (m, 1H), 8.2
and 8.01 (s, d, 1H, J= 6 Hz); *C NMR (CDCl;) § 13.36, 13.99, 19.18, 22.49, 27.81, 29.23,
30.35, 30.65, 31.23, 32.06, 32.22, 40.01, 40.34, 43.59, 44.40, 51.06, 52.00, 52.07, 52.56, 53.52,
54.21, 54.29, 60.05, 60.82, 113.35, 113.65, 115.06, 115.34, 122.19, 123.00, 130.67, 130.77,
133.17, 146.78, 148.12, 148.25, 150.44, 155.78, 160.90, 161.75, 165.02, 167.16, 167.79; ES-MS
m/z 559 (M+H). Anal. Calcd. for C3gH4 NsC1O.F-0.54H,0: C, 63.45; H, 7.47; N, 12.33. Found:
C, 63.48; H, 7.46; N, 12.18
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01:10 0 O

'H NMR (CDCls) § 0.88-0.92 (m, 4H), 1.22-1.24 (m, 1H), 1.31-1.35 (m, 11H), 1.63-2.03 (m,
3H), 2.04-2.10 (m, 1H), 2.3 and 2.32 (two s, 3H), 2.38-2.42 (m, 1H), 2.50 and 2.52 (two s, 3H),
2.64-2.73 (m, 2H), 2.96-3.01 (m, 1H), 3.16 and 3.38 (two m, 1H), 3.40-4.07 (m, 4H), 6.66 (s,
1H), 6.93-7.02 (m, 3I), 7.25-7.33 (m, 1H), 7.95 and 8.01 (two s, 1H); *C NMR (CDCls) &
13.36, 13.99, 19.18, 22.49, 27.81, 29.23, 30.35, 30.65, 31.23, 32.06, 32.22, 40.01, 40.34, 43.59,
44.40, 51.06, 52.00, 52.07, 52.56, 53.52, 54.21, 54.29, 60.05, 60.82, 107.57, 108.06, 113.39,
113.68, 115.10, 115.38, 122.23, 130.67, 130.78, 132.12, 146.55, 151.02, 153.97, 154.17, 160.93,
161.17, 161.73, 164.33, 165.00, 168.04; ES-MS m/z 542 (M+H). Anal. Calcd. for

CioHyNsO,F, 1.0H,0: C, 64.38; H, 7.74; N, 12.51. Found: C, 64.38; H, 7.48; N, 12.44

goooogao
ooob29

N

000291: 6-00 0 -N-(3-{4-[5-(2-0000-5-000-0000)-3-000000 -2-
0Oo00-0000000-1-00]1-00000-1-003000)-2,4-0000-00000
00O
0 NH,OHO H,0 (3.0mI)O O NH,CI (234mg0 4.37mmol)0 O O NaCN (238mgd 4.86mmol)0 00
O0O0O0OOMeOH (4.5mI)002-0000-5-000-00000000 (610mgd 4.42mmol
yJOOOO0O0DODODOOOOOOOOO0D02000000000000000000000
0000000000000 000000C0O00O6NHCI (5m)00000OC0COO00DO
0000000000000 0010N NaOHO O 0 0 O pHO 130 00 0 O O MeOH (Bmi)O O
0 Boc,0 (1.0g0 4.6mmo)0 000000000040 0000000000000 tert-
00000000000 --0000-5-000)-00 (155mgd 30 0000 12%)0 0 0

oooDbDbOO00oDOoooooobobobOoO0oDoooooooDDbDDbO0DOoOooOooobO2010000

a
O
goooogao
g
gugbobooouoobboooooab
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'H NMR (CDCL) § 0.87-0.96 (m, 4H), 1.04-1.07 (m, 6H), 1.12-1.14

(m, 1H), 1.25-1.75 (m, 5H), 1.85-2.10 (m, 1H), 2.28 (s, 3H), 2.36-2.39 (m, 3H), 2.45-2.57 (m,
4H), 2.73-2.76 (m, 2H), 2.97-2.99 (m, 1H), 3.20-3.50 (m, 2H), 3.62-3.66 (m, 1H), 3.70-3.75 and
3.80-3.85 (m, 1H), 4.15-4.19 (m, 1H), 4.40-4.45 and 4.55-4.60 (m, 1H), 6.87-6.95 (m, 1H),
7.02-7.12 (m, 2H), 7.44 (s, 1H), 8.00-8.05 and 8.10-8.15 (m, 11); *C NMR (CDCls) § 11.71,
17.49, 18.23, 19.48, 20.91, 27.93, 28.93, 29.66, 30.34, 38.07, 42.19, 42.67, 44.98, 46.96, 50.60,
58.21, 58.71, 113.77, 114.06, 115.93, 126.48, 127.70, 128.62, 131.23, 132.89, 135.24, 144.10,
155.24, 158.39, 165.19, 165.55; ES-MS m/z 549 (M+H). Anal. Calcd. for
C31H41NgOF0.1CeH14°0.3CH,Cly: C, 65.74; H, 7.44; N, 14.42. Found: C, 65.44; H, 7.30; N,
14.29

goooooaon
000292

00292: 6-00 00 -2,4-00 00 -N-{3-[4-((R)-2-0 00 -5-0000-3-(0O000O
0-000-4-00000)-0000000-1-00)-00000-1-007]1-0003%-00

0ooO
DO0O0O000-2-H-000-4-00000000000 (400p LO 3.00mmol)O O 10M NaOH
MeOHO 5:10 0 O O (4.0ml:0.8mI)0 00 0000000600030 0000000000
0000000000000 O0000000000000000000O00H,0000
O0O0OOHIIOOODODOOOOpHO 10000000000 O0ODCMI OO0 O 0O NaySO,0
000000000000 000000-000-4-0000 0 (339mgd 87%)00 000
000000000000 O00D0O0O0O0O0O

ooooo
O0O0O0EDOODOOO(R)-2-000-1-0000-000)-000000tert-000
000 (6l6mgd 2.61mmol)J 0000000 O0-000 -4-00 0 00O (339mgd 2.61mmol)
OO0(R)-1-0000-2-[(000O000-000-4-00000)-0007]000)-00
OO0 tert-0 00000 O (908mgd 99%)0 O O O

ooooo
O0O0O0COO0O0O0OO(R)-1-0000-2[(000000-000-4-00000)-00
1-000)000000tert-000000 0 (908mgl 2.61mmol)0 0 O (R)-0 0O OO

-000-4-00000(@-000-2-0000-000)-000 (450mgd 70%)0 0 O O
ooooo
(R-00000O0-000-4-00000(-000-2-0000-000)-000 (450mg
.82mmo)0 0 OO THFO OO DO ; 00O -THFO O 5.45ml (THFO O AMO 5.45mmol)d O O
0003 0000000000000000000000000C@En)DIOO0O0O0
000000000000 000D01500000000000000000000 ;
000000000000 000000000000000O000O0 (3 15mI)d 0
000000000000 (@mD)IODDOOOOOOeEODD2000000000000
ONaHCO,O 000000000 O0D0O0000O0O0O0O0O0O0DIMIOOO; 00000

OO0 OoDoooOo0 oo ooo oo oDoDoo oo oooog

Ooooogoge
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ONa,SO,0 0000000000000 00000000000000000000000
00000000000 000000CQR)-1-0000-N2-(00000-000 -4-00
000)-000-1,2-0000 (304mgd 72%)0 O O O

OoooQoO

O00D0O0OADDOOOO00(R)-1-Phenyl-N2-(0 0 0000-000-4-00000)-000
-1,2-0 00 0 (300mgd 1.28mmo)0 0 O [3-(4-0 00 -00000-1-00)-0007-00

O0O00 tert-0 000000 (346mg0 1.28mmol)0 O O [3-(4-{(R)-1-0 0 O O -2-[0 O
0000-000-4-00000)-000-0000003%00000-1-00)-000]-0
DO0O0O0O0tert-000 0000 (626mgd 99%)0 O O O

Dooo0oo

0000000000 (500mgd 1.03mmol)0DCM 4miD 0 00000000 (1750 LO 164mg
02.05mmol)0 0000000000000 O0O000O00O0O0 (121mgd 0.410mmol)d O O O
000000000000 000O0000O0000O002000000000000000
OONaHCO,O OO OOSmMIO 0000000000000 0000000O0000000
000000000000 4{3[M4-(R)-2-000-5-0000-3-{000000-000 -4-
0000030 000000-1-00)-00000-1-00]1-0003-000000 tert-
0000000 (377mgd 72%)0 0 0 O

DooOooo

000000000000 000O0COO0O0O0000O0000O00O0O0 (68mgd 0.165mmol)
D00O06-0000-2,4-000000000(38mg00.198mmol)0 000 O000EIODOO
000002020 0000000000(68mgd 73%)0 00000

I

H

NMR (CDCl;) 8 0.84-0.92 (m, 4H), 1.25-1.39 (m, 4H), 1.51-1.55 (m, 3H), 1.63-1.74 (m, 6H),
1.92-2.09 (m, 1H), 2.27-2.33 (m, 1H), 2.37 (d, 3H, J = 4.2 Hz), 2.42-2.46 (m, 1H), 2.50 (d, 3H, J
= 6.6 Hz), 2.62-2.72 (m, 3H), 2.94-3.05 (m, 2H), 3.12-3.18 (m, 2H), 3.33-3.39 (m, 2H), 3.93-
3.98 (m, 2H), 4.12-4.23 (m, 1H), 6.67 (s, 1H), 7.21-7.36 (m, 5H), 7.98-8.13 (m, 1H); *C NMR
(CDCl3) & 12.04, 12.48, 18.19, 20.92, 28.01, 28.97, 29.38, 29.62, 29.68, 29.87, 30.47, 30.74,
32.92, 38.43, 38.51, 42.36, 43.09, 48.81, 50.50, 50.83, 50.92, 52.76, 54.07, 54.41, 58.32, 59.00,
66.56, 106.16, 106.65, 125.07, 125.14, 127.02, 127.83, 130.73, 130.89, 141.96, 142.19, 149.41,
149.57, 149.68, 152.56, 152.76, 159.78, 159.93, 162.94, 166.17, 166.70; ES-MS m/z 566
(M+H), 588 (M+Na). Anal. Caled. for C3HNsOsF 0.1CH,Cly: C, 67.14; H, 7.76; N, 12.20.
Found: C, 66.85; H, 7.70; N, 12.02

oooooao
oobooz23000240000000000000O0O0ODODOGO
goocooao

000293

000293: 6-000-2,4-0000 -N-GB-{4-[(R)-2-000-5-0000-3-(C0000
0-000-2-00000)-0000000-1-00]-00000-1-003%-000)-000
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ooonD
ooooooboo-2-000000000CDO-000~4-000O0DODODDODDbODOOOOOOO
ooocooboboboooooao:

"H NMR (CDCl3) § 0.86-1.18 (m, 5H), 1.22-2.16 (m, 9H), 2.31

and 2.32 (s, 3H), 2.34-2.81 (m, 4H), 2.50 and 2.52 (s, 3H), 3.05-4.21 (m, 11H), 7.10 and 7.11 (s,
1H), 7.14-7.38 (m, 5H), 7.80 and 8.21 (br s, 1H); *C NMR (CDCl) § 12.0, 12.5, 17.8, 21.1,
24.6,24.7,27.7, 28.0, 29.5, 30.6, 38.6, 38.8, 42.9, 46.9, 47.0, 50.7, 50.9, 51.1, 53.1, 53.6, 54.6,
58.7,59.3, 67.0, 67.1, 121.6, 125.2, 125.6, 126.8, 127.7, 131.7, 131.8, 142.2, 142.4, 146.5,
146.6, 145.1, 149.2, 154.3,159.8, 159.9, 165.9, 166.4; ES-MS m/z 568 (M+H). Anal. Calcd. for

C31H4CINsO3-0.43H,0: C, 65.53; H, 7.45; N, 12.33. Found: C, 64.73; H, 7.50; N, 11.79
gooocooao

000294
oy e

N)]/N Ng-C!

H
S \O\IW/\/N Z
o)

000294: 6-000 -2,4-0000 -N-GB-{4-[(R)-5-0000-3-(000000-000 -
2-00000)-2-0000~00000DOD-1-00]1]-00000-1-003%000)-00
goooao
goooooo-2-000000000000O0OO0OOO00O00O0O0OO0OO0O0-000-4-00
o000 o0oooooboO0oooooooboooaoao
goooooooooooao:
'H NMR (CDCls) &

0.88-0.56 (m, 1H), 1.02-0.87 (m, 3H), 1.12 (m, 1H), 1.21-1.40 (m, 1H), 1.41-2.06 (m, 7H), 2.11-
2.80 (m, 7H), 2.32 and 2.34 (s, 3H), 3.06-3.42 (m, 2H), 3.43-3.54 (m, 1H), 3.56-4.27 (m, SH),
3.37-4.57 (m, 1H), 7.08-7.37 (m, 6H), 8.38 and 8.56 (m, 1H); *C NMR (CDCl3) 5 14.1, 19.2,
22.5,25.8,26.1, 28.8, 29.5, 30.3, 32.3, 40.3, 40.6, 43.4, 44.1, 51.1, 51.6, 52.0, 52.3, 55.5, 58.0,
58.2,58.3, 58.9, 60.3, 61.1, 68.3, 68.4, 123.0, 126.1, 126.2, 128.5, 128.6, 129.3, 129.3, 129.4,
143.4, 167.4; BES-MS m/z 584 (M+H). Anal. Calcd. for C3;HapCIN5O,S-0.3H,0: C, 63.73; H,
7.25; N, 11.99; S, 5.49. Found: C, 63.20; H, 7.25; N, 11.68; S, 5.18

goooogao
000295

B
OQ"N N I
g/ \[::&ig/\\/N:é:E%:I:

000295: 6-000-2,4-0000 -N-GB-{4-[(R)-2-000-5-0000-3-(C0000
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0-000-4-00)-0000000-1-00]1-00000-1-003000)-000000
O

O0O0O0OADDODOD : CH,Cl, (8.0mDO O ((R)-2-0 00 -1-0000-000)-0000
OO0 tert-0 000000 (269mgd 1.14mmol)0 0 0 0000 -4H-0 O O -4-0 O (0-12ml0
1.3mmol)0 O O NaBH(OAC)5 (340mgd 1.60mmol)0 00 00180 000000000000
0000000000000 000000000 (CH,CI/MeOHD 19:1) 00000000 [
(R)-1-0000-2-(000000-000-4-00000)-0007-000000 tert-0
0000000000 0000(833mgl 91%)0 0 0000

'H NMR (CDCl3) § 0.80-1.36 (m, 3H), 1.41 (s,

OH), 1.68-1.82 (m, 2H), 2.61 (tt, 16, J=10.3, 4.1 Hz), 2.93 (d, 2H, J= 5.1 Hz), 3.35 (tdd, 2H, J
=11.6, 5.6, 2.2 Hz), 3.88-3.96 (m, 2H), 4.74 (br s, 1H), 5.45 (br d, 1H, J= 5.7 Hz), 7.22-7.35

(m, SH)

10

gooooOoao

0 CH,Cl, (6-OmI)0 O tert-0 00000000 (333mgd 1.04mmol)0 O O TFA (1.0m1)O
0o00oo00oO0oo0s00000000D0000000D0DO0o0DOo0ooDooDoon@®-1-0000
-N°-(000000-000-4-00)-000-1,2-0000-TFAOODOODOODOOOD (849

mg)D OO OODO

oooooao 20
O00O0O0ADDODODO: CH,CL, (7.5mDO0 0O R)-1-0000-N>-(O0O0O0D0DO0-000 -

4-0 0)-000 -1,2-0 0 0 O TFAO (1.12mmol)0 1-Boc-4-0 0 O O O (246mgd 1.23mmol)

0 O O NaBH(OAc)5 (338mgl 1.59mmol)0 0 00017000 0000000000000 (3
-{4-[(R-1-0 000 -2-(000000-000-4-00000)-0000007-00000
0-1-00}-000)-000000tert-0000000000000000(G16mgd 0O

Yo oo

oooooao

0 CH,CI, (5.5mI)0 000000 (0.56mmol)0 000000 (0.10mI0 1.2mmol)0 00 O O
000000000 (EEmgdo0.29mmo)0 D0 000D O0O0D40000000000000

0 O NaHCO50 O 0O (25m1)0 0 0 0 O CH,Cl, (20mIx 3)0 000000 0 00 0 (NayS0,)0 30
0000000000000 00000000000000O0O0O0O0O0O0O0OOOO (CH,
CI,/MeOHO 32:1)0 0000000 4-[(R)-2-000-5-0000-3-(000000-000
-4-00)-0000000-1-00]-00000-1-00000tert-0 000000000
00000 (94mgl 81%)0 0 O O O O

'HNMR

(CDCls) 8 1.34-1.48 (m, 2H), 1.38 (s, 9H), 1.58-1.85 (m, 6H), 2.50-2.70 (m, 2H), 3.08 (dd, 1H,
J=18.4,6.9Hz), 3.43-3.53 (m, 2H), 3.64 (t, 1H, J= 9.0 Hz), 3.66-3.78 (m, 1H), 3.85-4.16 (m,
5H), 4.56 (dd, 1H, J=9.2, 7.0 Hz), 7.24-7.38 (m, 5H)

goooogao

OCoOO0O0O0cCcoOO0D0OODO0tert-00000D000QCDOO194mg0O 0.45mmol)0 00O (R)-4-00 O
o-s-0oooo0-4-00-~1-(000D00-O0D0D0-4-00)-0D0O0DODOD0-2-00D00O
Oo0oo0O0ODD@z28mgd 86O O OO OO

40
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'H NMR (CDCls) § 1.07 (qd, 1H, J= 12.4, 4.3 Hz), 1.41-1.50 (m, 2H),

1.56-1.84 (m, 6H), 2.47 (td, 1H, J=12.3, 2.5 Hz), 2.58 (td, 1H, J=12.0, 3.1 Hz), 2.84-2.92
(m, 1H), 3.02-3.09 (m, 1H), 3.06 (dd, 1H, J= 8.4, 6.9 Hz), 3.43-3.52 (m, 2H), 3.64 (t, 1H,
J=18.9 Hz), 3.69 (tt, 1H, J=11.9, 3.9 Hz), 3.94-4.10 (m, 3H), 4.60 (dd, 1H, J=9.5, 6.7 Hz),
7.28-7.37 (m, 5H)

oooooao

OO0O0O0O0OBOODOO : MeOH (2.0mDO O O OO O O (128mgd 0.39mmol)O 2-(3-0 0 O -0
0o0)-oo0o0oo0o0O0O-1,3-000 (173mgd 0.80mmol)O O O O AcOH (60 )OO O O O O NaBH
CN (80mgO 1.27mmoDD0 0 00 DOSG50 000000000220 000000000000
OO0O0O000O000O000O00O000000ECHCI/MeOHO 29:1)000 00000
00000000000 @26emgl 61%)0 OO0 0O O O

Ooodon

00O0DODDODO0ODODOODO (@26mgd 0.24mmol)0 O O (R)-3-[1-(3-0 0 O -1-0O
-oooo)-oooooD-4-00]14-0000-1-(COO0ODODO-000-4-00)-00
000-2-00000000000.3mg0os%0 000 00d

'H NMR (CDCls) 8 0.86 (d, 3H, J = 6.6 Hz), 1.00-1.92

(m, 12H), 1.99 and 2.12 (td, 1H, J= 11.6, 2.2 Hz), 2.24 and 2.37 (td, 1H, J= 11.4, 2.2 Hz), 2.49-
2.79 (m, 5H), 3.05 (t, 1H, J= 7.2 Hz), 3.43-3.52 (m, 2H), 3.54-3.64 and 4.00-4.10 (m, 1H), 3.63
(t, 2H, J= 9.0 Hz), 3.94-4.03 (m, 2H), 4.59 (dd, 1H, J=9.2, 6.6 Hz), 7.28-7.37 (m, SH)

000000
OO0DO0O0OOEDDOO: DMF (0.50m)0 O (R)-3-[1-(3-0 00 -1-000-000 0 )-00
000-4-00]-4-0000-1(00000C0-000-4-00)-0000000-2-00(3
0.1mgd 0.075mmol)0 6-0 0 0 -2,4-0 0 00 -000 00000 (22mg0 0.099mmol)d EDCI

(21mg0 0.11mmol)O HOBT (17mgd 0.13mmol)O0 O O NMM (22p LO 0.20mmol)0 0 0 0 O O
0018.500000000000000000CC0C000000000000000O0GO(C
H,Cl,/MeOH/NH,OHO 32:1:0.17) 0 0 0000000002950 000000 0 (32.9mgd 77
)0 OOOOO

'H NMR (CDCls) § 0.70-1.03 (m, 1H), 0.90 and 0.92 (d, 31,

J=6.6 Hz), 1.19-1.37 (m, 2H), 1.45-1.76 (m, 7H), 1.86-2.12 (m, 1H), 2.33 and 2.34 (s, 3H),
2.35-3.00 (m, 4H), 2.52 and 2.54 (s, 3H), 3.08-3.69 (m, 6H), 3.91-4.20 (m, 5H), 7.11 and 7.12
(s, 1), 7.20-7.37 (m, SH), 8.11 and 8.31 (br s, 1H); ES-MS m/z 568 (M+I), 570 (M+H+2)

ooooonoD
Ooo296

OQ'NINQ H\'p\l,m
Y

000296: 6-000-2,4-0000-N-GB-{4-[(R)-5-0000-3(000000-000 -
4-00)-2-0000-0000000-1-00]1-00000-1-003}000)-00000
00

Oo0oOO0O0ooogow
OoOoo0oo0ogao
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ooooDbDDbOO0OO0oDOoooooobDbbobooooooooDbDDbOoboOo2%B00000000
ocooocoooooDbDOg2e004-[(RHD-1-0DO0O0D0-2-(ODO0O0DODO-0DO00-4-DO00O
O)-oooooo]j]-0b0ooboo00-1-00000terte-00000D00O00CDOODOOODODOO
20000000000 000O0O0ODODO

'H NMR (CDCl3) § 0.58-0.98 (m, 2H),
0.92 and 0.94 (d, 3H, J = 6.6 Hz), 1.23-2.23 (m, 9H), 2.30-2.79 (m, 4H), 2.33 and 2.35 (s, 3H),

2.54 and 2.56 (s, 3H), 3.07-3.40 (m, 1H), 3.25 (dd, 1H, J= 9.6, 3.1 Hz), 3.45-3.69 (m, 3H), 3.86
(td, 1H, J= 9.9, 2.5 Hz), 3.91-4.05 (m, 2H), 4.09 and 4.22 (dd, 1H, J=9.9, 3.1 Hz), 4.42-4.58

(m, 1H), 4.80 (tt, 1H, J= 11.9, 4.4 Hz), 7.11-7.17 (m, 3H), 7.29-7.37 (m, 3H), 8.42 and 8.68 (br
s, 1H); ES-MS m/z 586 (M+H+2)

gooocooao
g oo297

H |

O0O0O297: 6-000-2,4-00 00 -N-GB-{4-L(RA-3-1-000-1H-O0DO0DOO-2-000C0O
0)-2-000-5-0000-0000D000-1-00]J-00000-1-003}000)-000
Oooao

O00O0O0ADDOOO = CH,CI, (5mDH0 0O [(+/-)-3-4-0 00 -00000-1-00)-00
O1-000000tert-0 000000 (942mg0 3.49mmo)0 0000 OO 0O O 2-C(R)-2-
ooo-2-0000-0go)-0oo0o000-1,3-000 (930mgld 3-49mmol)D O O NaBH(O
Ac)s; (935mgd 4.19mmo)D 0 00 O00O0O0OO0O0O0DODOOOOOODODOOOOOOOOO
Oo0Do0@4mg 000D OooO))yOooDOoooDOoooDooooao

OoDoooao

OO0O0DO0OOcCOUOO0OO0:CHCI, GmhoooooouoooooooouooooooooorT
FA@GmDHOODOoOOoDODoDODOooOoooDooo2000000000002-{R)-2-[1-B-00
0-1-000-0000)-00000-4-000007]-2-0000-000Y0000O0O00O
-1,3-0 0 0 (1-68g0 100%)0 O O O

OoDoooo

OOO0OD0O0OECODODO:CHCI, (aompoooooo 2-{(R)-2-[1-(3-0 00 -1-000 -0
ooo)-ooOooo-4-00000]J-2-000D0-0003¥0OO0O0O0O0O0O-1,3-000 (45
Omgd 1.07mmo)O 6-0 00 -2,4-0 000 -00 0 0O O (238mgd 1.07mmol)0 EDCI (247mgO
1.28mmol)0 HOBT (174mgC 1.28mmol)0 O O DIPEA (0.65ml0 3.75mmo)0 0 000 O OO
OO00000O00000000000000000ECHCI/MeOHDO 9:DHO OO O0DOODOO
6-0 0 0 -N-GB-{4-[(R)-2-(1,3-0 000 -1,3-0000-0000000-2-00)-1-00
oco-oooooo]l]-cobo0o00-1-003000)-2,4-0000-0000000 (346mg
0 55%)0 000

OoDoooo

O0ODO0O0OODO0ODO: EEOH (2m)O O 6-0 0 O -N-GB-{4-L(R)-2-(1,3-0 00 0O -1,3-0
ocoo-ooooooQ-2-00)-1-0000-0O0000O0])-00O0O0OD0-1-003000O
)-2,4-0 000 -0000000 (194mg0 0.33mmo)0 00O 00O OO OO (0-05m1 mlO O-1m
moHDOODODODODOODOO0DO0DOQOUODODOODOODODOUDDOODDODODODODUODDOODOODEHC
>/MeOH/NH,,OHO 100:10:2)0 000000 ON-{3-4-((RA-2-000-1-0000-00000C
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00)-000O00-1-00]-00036-000-2,4-0000-0000000 (102mgd 67%
YooO

0DoO0o00oo

0 CHZOH (2mI)O O N-{3-[4-((R)-2-0 00 -1-0 0 00-000000)-00000 -1-0
0]-00036-000-2,4-0000-0000000(60mgd 0.13mmol)0 00 1-00 0 -1
H-O0ODOO-2-0000000 (15mgd 0.13mmoN0 0000000200000 00000
0000000000 0NaBH, (8nwgld 0.2mmol)0 0 00000000000 D0200000
OODOOONH,CIH (1 00001ImDO0OO0O0O0O0OOCHCI, (3x 10mDO 0000000
0000000000000 0000000000000000 (CHyCl,/MeOHD 9:1)0 O
0000006-000-2,4-00 00 -N-[3-(4-{(R)-2-[(1-0 00 -1H-00 00 -2-00 O
00)-000]-1-0000-000000300000-1-00)-00071-0000000
(57mgd 79%)0 O O O

0Do0O0O00o

0 CH,Cl, 2mDO O O0O0O0O0O0 (57mgd O.dmmol)d O 0 0 0 0 O (0.02mid 0.25mmol)0 00
00000000000 @6mgD 0.05mmol)J 000 O0O0O0C0OO0DOODO30000000

000100000000 0000000DOD0OD00OD0O00?297 (20mgd 35%)0 00O OO O
ooooDoaD

'H NMR (CDCls) mixture

of diastereoisomers 8 0.77-2.20 (m, 10H), 2.26-2.80 (m, 10H), 3.10-4.00 (m, 7H), 4.01-4.25 (m,
1H), 4.35 (s, 2H), 5.97 (s, 2H), 6.57 (s, 1H), 7.16 (s, 1H), 7.18-7.33 (m, 5H), 7.95-8.13 (m, 1H);
3C NMR (CDCls) 8 13.41, 13.90, 19.21, 22.52, 29.52, 30.54, 30.81, 31.04, 31.88, 32.06, 33.16,
34.20, 39.95, 40.22, 40.57, 43.68, 44.36, 52.04, 52.45, 52.59, 55.58, 55.83, 59.94, 60.60, 106.98,
109.91, 117.16, 122.98, 123.41, 124.88, 126.54, 127.13, 127.66, 128.35, 129.15, 130.04, 133.01,
133.12, 143.20, 143.36, 147.91, 148.02, 150.56, 155.73, 160.54, 167.35, 167.84; ES-MS m/z
577 (M+1)

ooocooao
0 oao?298

>iN7//:\€ W YT

000298: 6-0 00 -N-{3-[4-((R)-3-0 00 000-2-000-5-0000-0000001
0-1-00)-00000-1-00]1-0003-2,4-0000-0000000
O00DO0O0ADDOOOONA{3-[4-(R)-2-000-1-0000-000000)-00000-1
-00]-00036-000-2,4-0000-0000000CQO0O0207000)000000
0000000000000 OCHCE, 200 0000000000000 00000
0000000000000 00000O000300000000001000000000
000000000 0000028000000000000
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' NMR

(CDCl3) mixture of diastereoisomers § 0.77-2.20 (m, 10H), 2.26-2.80 (m, 10H), 3.10-4.00 (m,
7H), 4.01-4.25 (m, 1H), 4.35 (s, 2H), 5.97 (s, 2H), 6.57 (s, 1H), 7.16 (s, 1H), 7.18-7.33 (m, SH),
7.95-8.13 (m, 1H); *C NMR (CDCls) § 13.41, 13.90, 19.21, 22.52, 29.52, 30.54, 30.81, 31.04,
31.88, 32.06, 33.16, 34.20, 39.95, 40.22, 40.57, 43.68, 44.36, 52.04, 52.45, 52.59, 55.58, 55.83,
59.94. 60.60, 106.98, 109.91, 117.16, 122.98, 123.41, 124.88, 126.54, 127.13, 127.66, 128.35,
129.15, 130.04, 133.01, 133.12, 143.20, 143.36, 147.91, 148.02, 150.56, 155.73, 160.54, 167.35,
167.84; ES-MS m/z 577 (M+H)

goooooaon
000299

000299: N-B-{4-[(R)-3-(2-0 0 0-0000)-2-000-5-0000-0000000
-1-00]-00000-1-003¥000)-6-000-2,4-0000-0000000¢0
00000 @mDOO(R)-2-000-1-0000-000)-000000 tert-00 0 00O
00 (400mg0 1.69mmol)J 0 000 00002-0000000000 (423mg0 1.69mmol)0]
Pd,(dba); (31mgl 0.34mmol)0 4,5-0 0 (00D D000 D000)-9,9-00000000
0 (39mg0 0.68mmol)0 O O Cs,CO5 (551mgd 1.69mmol)0 000 0 0 0 O O 1100 O 240 O
0000000000000 00000000C00000000@:1000000 /EtOAC
YIOOODODODODOOO[R)-2-(2-000-0000000)-1-0000-00073-000
000 tert-0 000000 (390mgl 64%)0 O O O

Doo0Q0oO0

O[R)-2-(2-000-0000000)1-0000-000]1-000000 tert-00 00
000000000 0CO0DDDOOOOOO0O0O0O0O0O([R)-3-(4-000-00000
-1-00)-000]1-000000tert-00000000000000A0C0CCOOO00O
0000000000000 00000000C00000000000@G-{4-[(R)-3-(2-
000-0000)-2-000-5-0000-0000000-1-00]1-00000 -1-00 3}-
O00)-000O0O0O0tert-000000000C0O

Oooo0Q0O0

0 CHzOH (BmIDO 0 B-{4-[(R)-3-(2-000-0000)-2-000-5-0000-00000
00-1-00]-00000-1-003}000)-000000tert-00 00000 (180mgd O
.334mmol)0 0 0 O O Pd/C (20mgd 50%)0 0 000 O0 OO OH,0 (@00)01000 0000
00000000000 @G-{4-[(R)-3-(2-000-0000)-2-000-5-0000-00
00000-1-00]1-00000-1-003000)-000000tert-0000 000 (16
Omgd 94%)0 0 0 000D 0CODODOOTFA (AmI)D OO CHCl, (mDO O O 00O (R)-3-
[l-(3-000-1-000-0000)-00000-4-007-1-(2-000-0000)-4-00
00-0000000-2-00 (114mg0 94%)0 0 O O

OoooQoO

OO0O0OOOEDOOO : CH,Cl, (2.0mDO O (R)-3-[1-(3-000-1-000-000 0 )-0
0000-4-00]-1-(2-000-0000)-4-0000-0000000-2-00 (57mgd 0.
14mmol)0 6-0 0 0 -2,4-0 0 0 0000 O O (34mgd 0.30mmol)0 EDCI (33mgll 0.14mmol)
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0 HOBT (19mgC 0.14mmol)O O O NEt; (0.06mld 0.40mmol)0 0000000000000
00000000 0000000000000 (CHCIL,/MeOHD 9:1) 0000000000
0299 (51mgD 63%)0 0000000 OO0O0O0OO0ONDOD)O0O0000O

'"H NMR
(CDCl3) & 0.80-1.25 (m, 4H), 1.26-2.20 (m, 6H), 2.28-2.80 (m, 9H), 3.10-4.49 (m, 7H), 6.71-
6.78 (m, 2H), 6.99-7.12 (m, 3H), 7.27-7.45 (m, 5H), 8.15 (s, 0.44H), 6.30(s, 0.56H); ES-MS m/z

575 (M+H)

goooogao
000 300

Q/N(ZI/NQ : qu\l/u
T

00 O0300: 6-000-2,4-000 0 -N-{3-[4-((R)-2-0 0 0-3-0000-5-0000-0

00O0O000-1-00)-00000-1-00]1-00030000000

0 1M NaOH (25m1)0 O O t-BuOH (25ml)0 O D-0 O O O O (2.05g0 17.5mmol)0 O O Boc,0
(3.55g0 16.3mmol)0 0 000 00O03.500000000000000000000000
DOO0O04MHCIOO O OpH20 0O OO OODODOCHCE; (3B0mIx 3) 00000000000
000000 Ma,S0,)0 0 0000000000000 R)-2-tert-00000000

0O0D0-0000000000000(38.5590 100%)0 0000 O

ooooo

THF (12m1)0 0000 O O O (652mgd 3.00mmol)0 O O NMM (0.50mi0 4.5mmol)0 00 O

0000000000000 (0.45m03.5mmol)0 00000000000 O000OS00

O0O0OOO0OO0THF (3mDO OO0 OO0 (0.45mi04.9mmo)0 0000000000000
0000060000000 0000IMHCI (30mI)I 0000 Et,0 (25mix 3)0 00

00000000000 C@GomMDIOO00NO0DODONOMNay,S0,)0 000000000000
O(R)-1-0000000000-000)-000000tert-00000000000

Do0O0O000O0O0O0O0O0O00

ooooo

CH,CI, (I5mMDO 00 tert-0 00000000 (3.00mmol)0 0 O TFA (3.0mI)0 0 00O

0005500000000 0001M NaOH (50mi)0 0 0 0 0 O O CHClg (25mix 3)0 O

000000000000 000Nay,S0,)00000000000000000000
000000000 O00000 (CH,CI,/MeOHD 9:1)0 0 000000 (R)-2-0 00 -0

00000000000 O0000O000 (265mgd 46%)0 00 000

'H NMR (CDCL) 5 0.97 (¢, 3H, J="7.0 Hz), 1.37-
1.70 (m, 5H), 1.86-1.99 (m, 1H), 3.46-3.55 (m, 1H), 7.09 (t, 1H, J="7.3 Hz), 7.32 (t, 2H, J= 7.5
Hz), 7.60 (d, 2H, J = 7.9 Hz), 9.48 (br s, 1H)

Ooooooo0oooooQgoooao

0Ooo0o00oo

0 THF (5.0mI)0 0 0 O O (265mgd 1.38mmol)0 O O BH5O THF (THFO O 1.0MO 5.0mi0 5.0m
mDOODODODOD0DD0DO0O00D0O0015.50000000000000006MHCI (8ml)d O
000000000000 000060000030000000000000000001
.7M NaOH (30mI)0 0 0 OO OO CHLCl, (25mix 3) 0000000000000 (NaySO,
Y IO0OOODODODOOOOOO0O0O000000000000000000000 (CH,CI/M
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€OH/NH,0HO 29:1:0.150 19:1:0.20 0 0 00)0 0000000 R)-N'*-0000-000
0-1,2-0000000D0000O04mgd 83%)0 0D OOCDOO

'HNMR (CDCl) & 0.95 (t, 3H, J = 6.6 Hz), 1.25-1.54
(m, 6H), 2.81-2.90 (m, 1H), 2.95-3.04 (m, 1H), 3.15-3.24 (m, 1H), 4.12 (br s, 1H), 6.63 (d, 2H, J
=17.9 Hz), 6.69 (t, 1H, J="7.5 Hz), 7.17 (t, 2H, J= 7.7 Hz)

OoooQoO

OO0O0O0OADDODODO = CH,Cl, (7.5mI)0 00 O O (204mg0 1.14mmol)0 1-Boc-4-0 O O O
0 (232mg0 1.16mmol)0 O O NaBH(OAC)5 (345mgd 1.63mmol)0 00 00 17.50 000 00O
00000000 04(R)-1-00000C0CC0O0O0-000000)00000-1-00
O00tert-0 0 0000000000000 (460mg)0 00000

000000

OCH,Cl, (12nDO0 0000000 (1.14mmol)0 00 0 0 O O (0.20mid 2.5mmol)0 00 O
0000000000 @74mgd 0.59mmoD0 0000000000000 O0CO600000O
00O0O0O0D0O0O0.5M HCl (30mI)0 0 0O O CHCl, (25mix 2)0 00000000000
00(Na,S0,)0 0 0000000000000 0000000000000000000
0 (CH,CIL,/Et,00 14:10 9:10 000 0)0 0000000 4-(R)-2-000-3-0 000 -5

-0oooo0-0oooooo0-1-00)00000-1-00000tert-00000O000O0OO
OOO000000D0O 05mgd 92%)0 OO OO0

'HNMR (CDCl3) § 0.96 (t, 3H, J = 7.2 Hz), 1.23-1.58 (m, 3H), 1.46 (s, 9H), 1.65-1.97

(m, SH), 2.68-2.83 (m, 2H), 3.42 (dd, 1H, J = 8.7, 5.2 Hz), 3.68-3.86 (m, 2H), 3.86 (t, 1H, J =
9.0 Hz), 4.11-4.31 (m, 2H), 7.00 (t, 11, J=7.3 Hz), 7.31 (t, 2H, J= 8.0 Hz), 7.51 (d, 2H, J= 8.0
Hz)

Oooooo

OoDO0O0O0cCcO0DU0OD0tert-0000D000QODOO05mg0 1.05mmo) 000 O00OODOO
0oo0oDoDoDO0@E1mgd 0 o)H)Dooooo

Oooooo

OoDOoooOoBOODOO: MeOH (2.5mH0 0 R-1-0000-3-0000C0-4-00-4-000
0-00000d0oo-2-00 (152mg0d 0.53mmo)0O 2-G@B-000-000)-000000O00O-1,
3-0 0 O (230mgO 1.06mmol)0 NaBH5CN (108mgO 1.72mmol)0 O O O AcOH (8O YO O O O O
600 016,500 000000000 DUODODODODDODODODDUODODDOODODODODODDOODOO
(CH,CI/NMeOHO 29:1)H)0 0000 OO0 2-{3-4-(RH-2-000-3-0000-5-0000 -
ooooooo-1-0oO0)-00000-1-00jJ]-000¥0OO0O00O0O0OO-1,3-000000
OoDooo0o@oezzmg) 00000000 DODODODOOODODOODOOn

ooDoooo
0o0ooDoDDOUODD0DD0DDDODO0DODODODO0DD0DDDDODODODODOOODODODODO(@92-3mgd 49%)0
ooooao

'H NMR (CDCl;) § 0.96 (t, 3H, J= 7.2 Hz), 0.96 and 0.97 (d, 3H, J

= 6.6 Hz), 1.23-2.04 (m, 12H), 2.17-2.28 (m, 1H), 2.41-2.52 (m, 1H), 2.67-2.91 (m, 5H), 3.42
(dd, 1H, J = 8.7, 4.8 Hz), 3.63-3.80 (m, 2H), 3.87 and 3.88 (t, 1H, J= 9.0 Hz), 7.00 (t, 1H, J=
7.1 Hz), 7.31 (t, 2H, J = 8.0 Hz), 7.52 (d, 2H, J = 7.8 Hz)

Ooo00Q0O

O0OO0DO0OCOEDOOD: DMF (0.85mDO 00O O O O O (46.1mgd 0.13mmol)0 6-0 O O -2,
4-0 00000000 (30mgd 0.16mmol)0 EDCI (34mgD 0.18mmol)0 HOBT (25mgd O.18mmo
DO O ONMM (35u LO0.32mmoD0 000000 D015.500 0000000000000
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OO0O0000O000O00C0O00O000000(CHCI/MeOHO 19:109:10 0000 )00 O
OCoOOoO0O0OOo0OO0oseo0DOdDb0DnOODns6.2mgh 83 O OO OD0O

'H NMR (CDCl3) & 0.92 and 0.93 (t, 3H, /= 6.8 Hz), 1.06 and

1.09 (d, 3H, /= 7.1 Hz), 1.23-1.95 (m, 10H), 2.23-2.35 (m, 1H), 2.33 (s, 3H), 2.53 (s, 3H), 2.59-
2.71 (m, 1H), 2.81-3.00 (m, 3H), 3.27-3.50 (m, 2H), 3.40 (dd, 1H, J = 8.6, 4.4 Hz), 3.66-3.94
(m, 2H), 3.85 and 3.86 (t, 1H, J= 8.5 Hz), 6.99-7.05 (m, 2H), 7.32 (t, 2H, J = 8.1 Hz), 7.49 (d,
2H, J= 8.0 Hz), 8.11 (br s, 1H); ES-MS m/z 526 (M+H), 528 (M+H+2). Anal. Calcd. for
Ca9H40CIN5O,0.2CH,Cly: C, 64.58; H, 7.50; N, 12.89. Found: C, 64.59; H, 7.57; N, 12.83

goooooaon

000301
-

0

N;IC@ H./|CI
0 N N_AN
. o A

@]

000 301: 4-[(S)-3-(1-{3-[(6-0 00 -2,4-0000-0000-3-00000)-000]
-1-000-000000000-4-00)4-0000000-2-000-0000000 -
1-00000]-00000000000
O(R)-2-tert-0 000 00000000-3-00000-0000000000000 (2.
2mgd 10mmol)0 O THF (20mDHO0 000000000 O O (818mg0 12mmol)0 O O TBDPSO O
00 (.m0 11mmol)0 0 0000000000000 0000000000CHCI,OO(
3omi/30m)0 00 0O0O0OOOOCCOOO0O0O0O0ONODODODOOOOOOOOO(6/10000
00 /EtOAC)D 0000000 (R)-2-tert-0 00000000000 -3-Ctert-00 O -0
0000-0000000)0000000000000(38.3g072%)0000
Dooo0QoO
O(R)-2-tert-0 00000000000 -3-(tert-000-00000-0000000)-
0000000000000 (3.3¢g07.2nmo)0 00000 E@smDOIOOOOOD0D0O00N
000000000 0O0LIBH, (2.32g010mmol) 0 00 0000000000000 000
00020 000000000000000060000000000000HCIOOO(
240 10mD0 0000000000 0EOAC (20mlx 2)0 00000000 0 Nay,S0,0 00
00000000000 O0000 (2.6g90 81%)0 00 O
DoooQoO
000000 (2.6g0 5.85mmol)0 O THF (60mI)0 0O 0 O 0 0 O O (1-.2990 8.5mmol)0 DEAD
(2.3mI0 14.6mmol)0 O O PhgP (4.6¢90 17.4mmol)0 000 0000000000000
000000000 [S)-2-(tert-000-00000-0000000)-1-(1,3-0000
-1,3-0000-0000000-2-00000)-000]1-000000¢tert-000000
0 (2.3g0 63%)0 0 O O

OoooQoO

0 [(S)-2-(tert-0 00 -00000-0000000)-1-(1,3-0000-1,3-000 0 -0
000000-2-00000)-000]1-000000¢tert-0000000 (1-190 1.92mmo
DOODEtOH GmDO D OD0O0C0ODO0O0CO0(@.5mI09%mmoD)0C0 00000000 DOO0[(S)-1
000000 -2-(tert-000-00000-0000000)-0007-000000 tert
-0000000 (640mgd 75%)0 O O O

000000
O[ES)-1-000000-2-(tert-000-00000-0000000)-0007-0000
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00 tert-0 000000 (640mgd 1.44mmol)0 O CH,O0H (3mDO0 0 4-0 00000000
00 (237mg0 1.44mmol)0 0 0002000 0 0 O O NaBH, (58mgd 1.44mmol)0 0 0 0O O O
00000020 00000000NHCIO0000000000000000CHLCILO
O@oml/2o0mDI 0D 0O 0000000000 04-{[(S)-2-tert-0 00000000001
0-3-(tert-0 00 -00000-0000000)-000000071-000300000
000000 (650mgd 76%)0 O O O
0Doo0O00oOo

00O0O00COO0O004-{[(S)-2-tert-0 00000000000 -3-Ctert-000-0001
00-0000000)-000000071-000300000000000 (650mgd 1.1mm
oDOOTFA 2mI)O O OCHLCL, )0 0000000000000 00000O0000
A0 O O O CH,CI, (5ml)0 0 4-BOCO O O O O (237mg0 1.2mmol)0 O O NaHB(OAc)5 (362mg
01.5mmo0 00000 04-{(S)-2-(tert-0 0 0-00000-0000000)-1-[(4-
000000O000-0000000)-000]1-0000003}00000-1-00000
0000000 (@05mgd 20 00 0042%)000000000000CHCI, (2mI)0 00
00000 (68mgd 0.9mmol)0 0 0000 O (0-Aml0 ImmoDD D0 OO OO OO OO4-[(S
)-5-(tert-0 00 -00000-0000000000)-3-4-000000000-000
0)-2-000-0000000-1-00]1-00000-1-0000000000G00 (380mg
Doo0O0oOoO0)dOooao

0Dooooo

0 4-[(S)-5-(tert-0 00 -00000-0000000000)-3-(4-000000000
-0000)2-000-0000000-1-00]1-00000-1-000000000000
(380mgd 0 OO OO )00 THF (3mI)I O 0 O O TBAF (283mg0 1.1mmol)D 0 0O O 10 0O
000000000 OCHCIL,OO @omi/iomi)0 000000000 NayS0,0 00 000
000000000000 00O0O0O00O0(CtAC)D 00000000 DN0ND0O0ONno @7
Omg)0 00 O0O00O0OO00CODMF (2mI) D000 O0O00CO0O0D0C0OO0DONaH (22mgd 0.6m
molD 00 60%)I O ODO0D0DC0OODO0D0D0100000000Mel (0.05mI0 0.8mmol)0 O O O
000000000000 000D0000000000000000(Et0AC)D 000
04-[(S)-3-(4-0 0 0000000-0000)-5-0000000-2-000-00
00-1-00]1-00000-1-000000000000(87mgd 49%)0 0 0 O

000
00COODODO4-[(S)-3-(4-000000000-0000)-5-0000000-2-
00-0000000-1-00]1-00000-1-00000000000 0 (87mgd 0.18mm
oI OTFA/CH,Cl, (2mi/2nDHO0 0000 00000BOOODODODOOOOO0O0O0000O00
0D2-(3-000-000)0000000-1,3-0000000000000000000
00O000DODOD0OO0OOOO0D0O4-{(S)-3-[1-(3-000-1-000-0000)-00000
-4-00]1-4-0000000-2-000-0000000-1-00000300000000
000 (4omg)d 000

0Doo0o00oo
DO0O0OO0OO0EDOOD4-{(S)-3-[1-(3-000-1-000-0000)-00000-4-00 ]-4
-0000000-2-000-0000000-1-00000300000000000 (40m
Q0 O006-000-2,4-0000-000000004-[(S)-3-(1-{3-[(6-0 00 -2,4-010
00-0000-3-00000)-00071-1-000-0000300000-4-00)-4-00
00000-2-000-0000000-1-00000]1-00000000000 (32mgd 60
%O 00 O

Dooooo

0 4-[(S)-3-(1-{3-[(6-0 00 -2,4-0000-0000-3-00000)-0007-1-0001
-00003}00000-4-00)4-0000000-2-000-0000000-1-000
00]1-00000000000 (32mgd 0.045mmol)d O CHZOH (AmI)O O O O O O NaOH (0.
05mi0 10ND 0.47mmol)0 0 000000600 0300000000000 00000 CHL0H
000000 E@EMDOCOCOOOINHIOODOOOOOOOOOpHO GO 0 O0O0OO0O0O000DO

OOoo0oooo
O 0O ogo
OOoo0oooao
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OO00O0000000OCHLC1,/CHZ0H (4710 10mix 3D OO0 OO O0O0OOO0OOOOCODODO
OoODO000O0s010 00000 emgd 94%0 00000

'H NMR (CD;0D) § 1.30-1.45 (m, 3H), 1.70-2.80 (m, 11H), 2.85-4.00 (m,
18H, CH3;0H signal), 4.10-4.45 (m, 2H), 7.30-7.40 (m, 2H), 7.95-8.00 (m, 2H); ES-MS m/z 586
(M+1) |

gooooao
000302

00D0302: 4,6-0000-00000-5-000004{(S)-3-[4-((R)-2-000 000 -5-
0000-3-0000-3-00000-0000000-1-00)-00000-1-007-00
03}-000

O THE (55mI)0 0 (R)-(-)-2-0 000000000 (3.03g0 22.1mmol)0 O O NEtg (4.50m
10 32.3mmol)0 00 0 0 0 O 0 Boc,0 (4.82g0 22.Aammol)0 0 0000000000000
0O001000000000000000(R)-2-00000-1-0000-000)-000
O00tert-0 0000000000000 (4.759091%)0 00000

000000

O THF (130omI)0 000 00 O (4.7590 20.0mmol)0 0 0 O O O O (3.32g0 22.6mmol)0 O
0 PPh, (6.30g0 24.0mmol)J 00 00 000 OO0 O DEAD (3.3mI0 21.0mmol)d 0 0 O O
00000000000 00003000000000000000000O0O0DO0I[R)-2-
(1,3-0000-1,3-0000-0000000-2-00)-1-0000-00071-00000
Dtert-0 00 0000000000000 0COOO0O0000000000000GC00QO
000000

OEtOH (00000 0000000000000 OO00C0 (10.0mi0 177mmol)D 00O O
0000100000000 00000000000000000000031.5M HCl (200
mIDOODODODOCHCE, (50mlx 3))d 000000000 04M HCE (50mix 2)0 000 00O
0000000000 10M NaOH (100mI)O0 00 0 O O O CH,Cl, (50mix 4)0 000000
000000000 WayS0,) 000000000000 00000000(R)-2-000 -
1-0000-000)-000000tert-000000000000000000O (2.41g0
20000051%)000000

Ooo00Q0O

OMeOH (4.6mI)003-0 000000000000 (49mgd 0.46mmol)0 O O ((R)-2-0 O
0-1-0000-000)-000000tert-000 0000 (108mgd 0.457mmol)d O O O
000010000000 NaBH, (17mgd 0.45mmol)0 0 0000000005000 000
000000000000 00O0D0O0O0O0D0O0O0DO0ODO0OOO0O0O0OCOO0O0DOOnOonoan
000000 O0O00[S)-3-(U-000-00000-1-00)-00071-000000 tert-
0000000 @6Imgd 0.595mmol)0 0 0000000000000 O0000O0O00O0O
0Ooo0o00oo
0oO0O0O0CcoO0O0OoOoOE-@-{l-0000-2-[(C000-3-00000)-0007-00
00O003}00000-1-00)-0007]1-000000tert-0000 00O (80mgd 0.166

mmol)0 O O CH,CIL,O TFA (1:10 im0 0000000000 0 0 (@émgd 73%)0 0 O O
oooooo
O0000OEDDDO0O0O0O00O0O0O0@6émgd 0.12nmmol)0 0 04,6-0000-00000 -5
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-00o000@8mg 0.12nmmoD)0 00 0 OO0 DODO OO (32mgd 52%)0 O O O

Oo0oooad

000000 @mooooooo@Ggoo.ocemmo)I 0 DDOOODODDOOODDOOO
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"H NMR (CDCls) § 0.90-0.94

(m, 3H), 1.55-1.57 (m, 2H), 1.67-1.88 (m, 3H), 2.36-2.48 (m, 3H), 2.52 (s, 6H), 2.67-2.76 (m,
2H), 2.85-3.05 (m, 1H), 3.20-3.26 (m, 1H), 3.46-3.54 (m, 1H), 3.67-3.85 (m, 2H), 4.09-4.77 (m,
4H), 7.07-7.16 (m, 2H), 7.33-7.35 (m, 4H), 7.65 and 7.58 (two d, 1H, J = 7.8 Hz), 7.85-7.91 (m,
1H), 8.46-8.55 (m, 2H), 8.94 and 8.97 (two s, 1H); *C NMR (CDCls) & 13.46, 13.78, 22.40,
29.66, 30.10, 31.80, 32.06, 32.16, 32.41, 39.81, 39.89, 43.48, 43.83, 45.38, 46.03, 47.33, 51.85,

52.36, 52.51, 52.66, 53.83, 53.96, 54.75, 55.74, 57.00, 60.20, 60.36, 116.50, 124.01, 124.27,
125.94, 126.58, 128.58, 129.13, 129.27, 129.68, 131.26, 131.34, 133.03, 136.17, 136.35, 141.79,

149.41, 149.76, 150.09, 157.81, 158.48, 160.78, 163.53, 163.65, 166.42; ES-MS m/z 588.5
(M+Na)
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ODOO0Otert-0 0000 00 (128mgd 59%)0 0 O O
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0-4-00]1-4-0000-0000000-2-000030000-3-00-000 (82.1mg0
80%)D O O O

0DoO0o00oo

O0O0DO0ODEDOODOOOODDOOO(82.1mgd 0.209mmol)0 0 0 6-00 0 -2,4-00 00 -0
00 O0HCIO (48.6mgd 0.219mmol)0 O O O O O 303 (102mgd 87%)0 O O O

'H NMR (CDCls) & 0.88-1.01 (m, 2H), 0.93 (d, 3H, J= 6.6 Hz), 1.42 (d, 1H, J
=12.3 Hz), 1.49-1.55 (m, 1H), 1.91 (d, 1H, J = 12.0 Hz), 2.20 (t, 15, J= 11.1 Hz), 2.32 (s, 3H),
2.39 (t, 1H, J = 11.1 Hz), 2.53 (s, 3H), 2.56 (m, 1H), 2.72-2.81 (m, 2H), 3.14-3.22 (m, 1H),
3.81-3.90 (m, 2H), 4.05 (dd, 1H, J = 8.4, 3.9 Hz), 4.24 (dd, 1H, J = 8.4, 3.9 Hz), 4.53 (t, 1H, J=
8.4 Hz), 7.07 (s, 1H), 7.12-7.16 (m, 1H), 7.26-7.46 (m, 611), 8.16 (br s, 1H), 8.29 (d, 1H, J = 6.0
Hz), 8.33 (br s, 1H); >C NMR (CDCls) § 13.57, 19.18, 22.53, 29.11, 31.79, 31.94, 39.84, 43.72,
52.03, 53.11, 58.15, 60.51, 73.92, 122.92, 123.52, 126.45, 128.87, 129.50, 130.59, 133.28,
142.09, 143.19, 144.36, 146.17, 148.23, 150.38, 154.14, 155.75, 167.26; ES-MS m/z 562
(M+H). Anal Caled. for Cs;Hz7NeC10,:0.2CH,Cly: C, 64.82; H, 6.52; N, 14.54. Found: C, 64.71;
H, 6.70; N, 14.59
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