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ocoooooOoOooooooooooooDoOoov7.2me, 69.7 mmolOOODOOOO

ggoooOoOO0OO0cOoOoO0oO0oooooooooooooobbDbODbODOO0O0?200MLOO0O0d
oooooooooooooob,oooooooobobbobooboobbooooogo,onn
;2000000000000 OCCOO0OO0OO0O0ODO0OOoOoooooooobobboDoODbOOs:-1000
ooooooooooooobboboooooooooooooooooobobDbODbODOao

oo0ooooDooooobooobooDoooDooboOooDbe.4 g, 75.80 00000000
0 364.2, 308.20
Ooo0o0oaoao
[
: "HNMR (400 MHz, CDCl3) 6 0.83 (t, 3H,
[ .
. J =659 Hz), 0.87 (d, 3H, J = 6.59 Hz), 1.08-1.34 (m, 6H), 1.39 (s, 9H),
[ 1.41-1.52 (m, 2H), 2.39 (m, 2H), 4.02 (m, 1H), 5.05 (s, 2H), 5.09 (m, 1H),
~ RU7.24-7.32 (m, 5H) ppm.
[
[
O
oo0oooaod
goooooooboood0oo0ooodooodoofdoodoodogodoododdodgtan
ooooosonlO00000O0O0O0OO0DO0O0OO0DO0DO0OODO0DO0OO0ODO0DOoDOoOODOoDO0OOO0oOooOoOOaOan
0o0ooooDoooDoooDoooDoooDoO02.14 g, 5.8 mmolO 000 O0D0OOCODOOOO0
.2 g0000O050psi00,0200000000000000O0DO0OOODDOOODODOODOGOAO
goodooooooooooooootoooboobo0oooooooobooo0ooooooooao
Oo0O0o0oO00oo0oo0oooo0oob0oooo0oano?230.2, 174.10
O00Oaoao
"HNMR (400
MHz, CDCls) § 0.85-0.86 (& t & d, 6H), 1.13-1.40 (m, 6H),
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OooooooooogU
OoorooOoNOOO0

1.44 (s, 9H), 1.60 (m, 1H), 2.31 (dd, 1H, J = 7.81 & 1} 15.86 Hz), 2.38(dd,
1H, J = 5.13 %X 15.86 Hz), 3.31(m, 1H), B 1X3.45(br s, 2H) ppm.

ooogad
00o0dogoggoooooooooooooo0ofo0o0oogogne NODODDOOa1L00 mL
ooooooooooooooooboobooboboooooooooooooooooooao

.59 g, 11.3 mmolOC D000 O0OOOOOOO1IS0O0O0DODDODDDOOCOCODODODOOOO

ooooooooooooo2ssn000oooooooboboboObOOoOOocCocbObooooo
UoooooooooooobooboDbDDbODODoOO0OO0OCOCO0OO0O0O0O0Oi142.50142. 70000

.29, 50.56000000000000000.91¢g000000,0,,00,00000

Ooooooooos1.550009.6100 06.68000016.9100 00 0 00 51.69
09.720 0 06.56000016.6300000000174.10
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(46) JP 2007-506726 A 2007.3.22

"HNMR (CDsOD) & 0.89 (t, 3H,

J = 7.32 Hz), 0.92 (d, 3H, J = 6.35 Hz), 1.12-1.18 (m, 1H), 1.25-1.35 (m,
2H), 1.35-1.42 {m, 2H), 1.54-1.64 (m, 2H), 2.50 (dd, 1H, J = 7.81 R
17.33 Hz), 2.65 (dd, 1H, J = 4.64 % Tf17.32 Hz), R T 3.52 (M, 1H) ppm.

ogoooodd

oo oooooooooobbiofddddooooooosoomlooOoOao
gooobooobgooboobobogs.3gbbbboobooboobboboboobog
0 I I I e e S O N R M AR A
6.4 g0 0000000 0DD0ODDODUODDOD0ODDODDDODDODODODDOO0ODODDOO4SO0O00O
I I I I I I I I I o O 0 0 R A O B A R N R O B R
1 1 I I A 1 O B A I A 0 R
dilonLkO 6 NOOOOOOODDODOODO450650 000000000 0O0OOOOOGOGOGOGOGODAO
Jglo0 14 nlO0 00 OODODOOSBOO0O0DO0O0DO000000O0OOOOODODOOODOOOGOGOD:O
0 I I 0 e e A 1 I I I A 0 I 0 0 O N O N A N R MV AR A
goooboobgoobz2.9¢ge70 0000000 0boobobboboboobod
dodooooooooooaisro o

gooaoad

[

[ HNMR (400 MHz, D6 DMS0) 514 0. 84-

E 088 (F#HE d &t 6H), 1.03-1.13(m, 1H), 1.16 - 1.37 (m 4H),

[ 1.57-1.68 (m, 2H), 2.55 {dd, 1H, J=7, 17 Hz), 2.67 (dd, 1H, J =8, 17

L Hz), 3.40 (m, 1H), 8.1 (brs, 3H), 12.8 (br s, 1H).

[

[

L

ogoooodd

oo0gogogogogogogogogooooao

oogogogogogogogogoooao

ooboooooooagoodoan

ooogooogooogooogooogoogooaoaan

,00,0800mM00000000
00000091 mk, 0.657 molO
000026 mL, 0.329 molO O O
00000000000 O0000
060.5¢g, 94000000000
00 1. 143[1000 1O

0Do0o0o0
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O 0Ooo0oooi;oio;m
O 0Oo0oo0ooi;io;m

OoODO0oO0oo0D0O42.8 g, 0.274 molDDOOOCDODOO
oooooo,0o0,gz200mMLt00O0O0O0OODOOO
ooobbO200000001NOO0O0O0O0O0O0O0O
oo,00000C0CCO0O000O0O0O0O0O0O0O00O
OooooooooooooooooboDbDbDi139[10

TH NMR (400 MHz; CDCl3) 5.05 (1H, m), 4.2

(2H, m), 2.95 (3H, s), 1.98 (2H, m), 1.75 (1H, m), 1.6 (3H,s}, 1.5 (4H, m},
1.35 (2H, m), 1.2 (1H, m), 0.91 (3H, d, J= 6.5 Hz).
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ogoooodd

oo gooooooooobioidddddoool Loooooobooaoan
0ooodooDoooDoooDoo0ooDoo0ooDoooDoo0ooDooooQdgeo g, 0.256 molO OO
0ooo0ooDoooDoooDoos3.8g, 0128 mol0 00 0D0OOYO0D0OODOORO3.8 gOd
I I e I e A 1 A O
0 I I I I e 2 o I 0 e A A R A B A B A R R R AR A
oo ooooobobobobobboobobtodddoouoo o UooooOo20 0000
goooooobdoobogobob,00boboboboobooboobbobboob g
0o0oo0o0oDOoo0ooDOoooDOoooDoooDoooooonoaoaoai139[iooo o

gooooao

I I I I I U s I I I 6 6 O A O A N W A
goooooobooobooboboDoooe.3g, 560000000 0DODOO?2963, 2931,
2877, 2675, 1107, 1461, 1414 en 000000000000 DD012900 000 1000
oo

gooaoad

[

[ TH NMR {400 MHz; CDCla) §2.35 (m, 2H),

[

[ 1.66 (m, 1H), 1.37 (m, 4H), 1.29 (m, 1H), 0.86 (m, 6H); 13C NMR (100

E MHz; CDCl3) § 181.02, 34.09, 32.12, 31.39, 29.29, 18.94, 11.44.

[

L

oooooao

uboboobobodgoogoogoodgdonodoogonodgoogoodgoodgooaggnad

todogogogogoooooooooooooocooooooooooooobobobooOoDbooOan

ooooooboooobooobooooboooboobooboobooboobooboobao
ooooooooooooobobbooOooboss.7g, 950000000000 00O00OC0DAO
2900 0 0 0O O1100000

gooaao
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ggdag

TH NMR (400 MHz; CDCl3) 8 7.4-7.25 (m, 5H), 5.6 (d, J = 7.32 Hz,
1H), 4.75 (m, 1H), 2.97 (m, 1H), 2.85 (m, 1H), 1.68 (M, 1H), 1.43 (m, 2H),
1.12 (m, 2H), 0.87 (m, 9H); 13C NMR (100 MHz; CDCl3) § 173.71, 153.24,

133.56, 128.94, 128.90, 125.83, 79.14, 54.95, 34.22, 33.72, 31.07, 29.45,
27.20,26.52, 19,19, 19.15, 14.77,14.53, 11.54.

Uoogooogooooooooooooooocogogoggg

oo

0o0oo0oooooogoogooooogoooooogoan

©Cooopmjooo -
~goojojooao
Coooooo o
Lo ooo|ojoo
Dooojojoloo
ODooojojoloo
Oooolojol|lo
Oooolojo|lo
Oooooljolo
Oooooliolo

ood
ooad
ooad
2967,

ogodad

goboooboooboooboocoboocobooboooboooan
oooooooooooooboboboboOooboboooooao
oobooobooboooboobooboonv7.48 g; 310
2934, 1770, 1716, 1696, 1344, 1148, 1121, 1068, 1037,
ooogoggailrgoio000, 16901000000 a O,0021.6
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googb,gbogan

gooooao
goooooooboooboooodoooooodoboooooooooooogoaao
gooooo,oos3ml000000obo17y7emlO00 0000 0ODODO0DDODODODOOOO
I I I I I I I I I I B A A 6 R R A R B R
oooooooooDooooooDoooDoooDoooDoooDoooDov7.26 g, 0.018 mol
goooobuoobobpoo.8MODOD37T mLOODDDODO,O0,03000010.57 mLkOo O O0OoOd
goooboobuoobobotoobgouo200booboobobobobgorgbbobono
goooooi13gd0bboooedmlD0 002000000 D0O0DU0DDLODODODODODODOO
0 I I e 0 T e e 22 0 10 1 I I A O A O VA I A
gooooooboobgoobobogoboobgopob,boobobbobboonb g
goooood4 4900000000000 0D O0DU0DODODDODUOODODUODbDOODOO?
430 1000 O O

ooogaoao

[

E TH NMR (400 MHz; CDClg) §2.88 {m, 1H), 2.59 (m, 1H), 2.36 (m, 1H),

[ 1.85(m, 1H), 1.41 (s, 9H), 1.20 (m, 4H), 0.84 (m, 6H)

[

[

L

ooooodd

oo oogooooooooooibododddoooooogogoonooonoaonanan
I I I I I I I I I I I O I 6 R R A R B R
1 1 I I A 1 O B A I A 0 R
0 I I e 0 e e e A 0 o A O A O N A VA B A
dododo0ooooooooooo 3.3000

gooaoad

[

: 'H NMR (400 MHz; CDCl,) § 0.84(t, 3H, J = 7.33 Hz),

E 0.89(d, 3H, J = 6.60 Hz), 1.12-1.38 (m, 4H), 1.41 (s, 9H), 1.43-1.59 (m,

[ 2H), 2.42 (m, 2H), 4.05 (m, 1H), 5.07 {t, 2H J =12.95 Hz), and 7.28-7.34

E (m, 5H).

[

[

ooooodd

oo ogooooooooooboodddoooooogogoononoonoananan
I I I I I I T I I 1 I O I 6 R R A R R
1 1 I I A 1 O B A I A 0 R
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gooado

'H NMR (400 MHz; CDCl3) & 0.84
(EE t & d, 6H), 1.08-1.16(m, 2H), 1.27-1.30(m, 2H), 1.42(s,
OH), 1.62 (br s, 2H), 2.15 (dd, 1H, J= 8.54 & 1X15.62 Hz), 2.29(dd, 1H, J =
4.15 X TA5.37 Hz), R1A3.20(br s, 2H).
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10
oooooad
I I I I I 1 e e R A O O O SO I | M A
I I I e I A I A e Y 9
, 6.69 mmol0 000000 ODODOOO3SO0DDOOO0ODO0O0O0OO0OO0OOUOUOOODOODDOOOODaO
I I I I I I I I o O I 0 R A N O R R A R B R
gooobooobuoobobbouobd0ouobOo0.95 49, 8500 00DO0O0DO126.30128.30
0
O00Oaoao
[
[ 'H NMR (400 MHz; CD50D) § 0.92 (t, 3H, J = 20
[
. 7.32Hz), 0.92 (d, 3H, J =6.35 Hz), 1.15-1.24 (m, 1H), 1.33-1.43 (m, 2H),
[ 1.44-1.52 (m, 1H), 1.60-1.67 (m, 1H), 2.57 (ddd, 1H, J = 7.32 17.67 B\
" 5.12 Hz), 2.69 (ddd, 1H, J = 0.97, 4.88 &1} 17.32 Hz), R1X3.28 (m, 1H).
[
[
L

Ug0,;00,000000000000000048.6500009.290007.09000017.

50 00 0f0bO0o48.6l0 00091000 07.27000017.870 000 000OO0OZ160.20
gooaoan 30
o0 0ooo00go0ooooooooooooooococfogogoogogdd
Ooo0oo0goggogooooooooooooooo0cb0o0oo0oo0ogo.39g, 912 mmolO O OOO
OoOO0O0O0DO0.61 g, 4.56 mmolO000O0CDOOOOCDO4S mtO0OOCDODOO1000000
goooooOOOOOOOOOOOOOoOoOoooOooooDbODbODODOO1I MODODOA45 mL, 45 mm

olO OoOO0oOoooOOoOooooOs.0¢9, 22,8 mmol0 00000 OCDOOO
oooooooooo,0co0o0oo0ooooooooooooooOo0an

g, 0o0ooooooo,0boo0o0oboo0ooboosooobooooooan
a
O

O
O

oooooo,00o0bo0o0cboboocoboocoboooboocobooaoan

ooooooooooooosonmt0000O0O0O0OODODODOODOO
3.8 g, 22.8mmolC000O0O0O0OODODOOOODODO,00,0000 40
MO 40 mL, 108 mmolO O ODOOOOODOOOOOOOOCDOODODODOOOODODOOO
oco,0oooo0,0oooooobbbobOoOoOooOoboo0oooooooooooooao
ooo,0b000000000O0D0DO0DO0DO0DO0DOoOoooooboboDbODbDse:10000000
ooooooooooooobbz2.14g059000000000000000000
156.90 0 00 0O

O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oooao
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O

TH NMR (400 MHz; CDClg): §2.33 (m, 2H), 1.66 (m, 1H),
1.43 (m, 2H), 1.23 (m, 5H), 1.10 (m, 1H), 0.86 (m, 6H).

6.7 900,00, 23 00000000,000000100mt0000000A0

ooooooooao
O

goooooooogoooooobo,bd,d2s5 mkO 0O

OoooIo;ooodg
Ooooiooo:®

Ooooooooooiooood
oDooooeNMNOoOOoOooodod
o

[

7.34 (m, 5H), 5.64 (d, J = 7.3 Hz, 1H), 4.73 (quint, J = 6.8 Hz, 1H), 2.96

02.14 g, 13.5 mmolO OO0 OO DOO30O0O0C0O0OO
42 mL,16.2 mmol0 0000000 DOO0OODOOOO
I 1 A A M 0

4 g, 14.9mmolO000O00CDO780 0000000000

mL, 14.9 mmol0 OO0 O0O0OO0ODODOO100D000000O0
oooooooooooorsobosooooocboooooooooooooooan
;sgo0o0ooooooooooobooo,0obbobo0oO0Ooo,00000000000OC
goooobooobooobooboo,0bo0o0bo0oo03.2g0b00bo0oobOO

O
O

ooooooooonosis.2znoood
O

TH NMR (400 MHz; CDCls): &

1H), 0.88 (m, 9H).

2
O
O
Uoogooooooooooooooooooooogogogoogogogogooooan
O
O
1
O

gooooooboooooao
ooooobooooadad
ooooooooooao
mtOOoDoooOoooao
oooooogdil.e mOoO
oooooogdgilo mLOo

[
[
[
[
[ (m, 1H), 2.86 (m, 1H), 1.66 (m, 1H}, 1.47 (m, 2H), 1.26 (m, 5H), 1.13 (m,
[
[
[
[

1 mmolD 0 DS50000000
oo,00000000,0

ooooogosooooooooi1coooooooooao
oooooooooooooobbobooboboboboooo

uboboooboooboooboooboaado
oooooad
oopooooogoooooooogonogooogonogonoooogoogoogonad
Uo0odoooooooooooooooooc0oooooooooooooooooonan
oooo30omltOOOO0OO0OO0OO0OO0OOOOOOOO1.8mL, 12,6 mmolO0OODODODOODO 780 0O
ocooooooOooooooooDO0l1l.eMOODOV7.6 ML, 12,1 mmolO 00 O0O0O0DOOOO
ljopoooooooobooooOoocooi1omODODODOOOCOOOOOOOOOOoOooOooOooOon
oooooobooobooboobooboooboobobobobbobobobDbDs3.2g, 1
O.1mmolODDOOOOOOOCOCDO3WOOOODOODODODODODODOODODODOODOD1L1.8 ML,12.
oad
oo

,00000000000D0000000D0000000D016:108:1000000000
D000D0DO0000O00DO00D02.659g061000000000000000000840
860 0 Do O,°°017.10 0000 ,00 01.0000
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gooado

1H NMR (400 MHz; CDClg): 8 7.34 (m, 5H), 5.62 (d, J = 7.3 Hz, 1H), 4.73
(quint, J = 6.8 Hz, 1H), 4.29 (m, 1H), 2.67 (dd, J = 9.8, 16.4 Hz, 1H), 2.40
(dd, J = 5.1, 16.4 Hz, 1H), 1.69 (m, 1H), 1.38 (s, 9H), 1.28 (m, 7H), 1.08
(m, 1H), 0.88 (m, 9H); 13C NMR (400 MHz; CDCl3) § 176.45, 171.22,

152,71, 133.64, 128.86, 125.86, 80.83, 78.87, 55.33, 40.02, 38.21, 37.59,
36.31, 30.86, 20.29, 28.22, 23.14, 20.41, 14.36, 14.26.
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O,s0,;;,00;00000000000069.580008.6400 03.25000000069.3
70 0 0O8.680 0 0O 3.050

oooogd

I O O I I O I I I o o o o N L e e e g
ooodoobodz2nbo000d0O0000O0000O0000O000O0O00DOO0O0O0DO00O0O0
oooooooooooooboboboooooooooooooooooooboboobonan
ocooooooOoooobz2.65¢g, 6.14 mmolO0OO0ODOOOOODOO,010mMO000000O
O0D00D01.09, 23.8mmolODO0O0OCODOOOO30O000D0O0O0S5.0mO00000000
opobooOooocoOOoOoOoOOOoOoeODobobOOOOoObODUOOOODODOoOoDOOoeCOOn
ooooi1eo0o0oooo;,0b0o0oooooocooooobooooooooono,000an
oooooooooooooooboboobooobooboogoooooooo,boo0o0oo0oooOoOod
oogooaoaooooooooooao

oooooao

I O O O O O O I o o o o o o e P P P g
coooooo0o0ofooonoooobooooboooooooocoooooo0oooooooan
ooooooooooooobobbobooooboooooooooooooooboboboDboDOao
ooooooooooooobboboooooooooooooooooooboboo0onan
ocoooooO0DOoO0ooO0O0oooo0o00vyl.eddnO

oooogd

L

[ 'HNMR (400 MHz; CDCly) &

E 0.81(t, 3H, J = 4.40 Hz), 0.85(d, 3H, J = 6.55 Hz), 1.06-1.20(m, 7H),

[ 1.36(s, 9H), 1.38-1.50(m, 2H), 2.36(m, 2H), 3.99(m, 1H), 5.02(m+s, 3H),

E % 147.28-7.28(m, 5H).

t

L

oooooao

I O O O O O O I o o o o o o e P P P g
ocooooobOO0ooooo0ooooOb0oOooob0oooobOoO0ooocoOob0ooooOob0oooooo0ooan
ooooooooooooobobbobooooboooooooooooooooboboboDboDOao
ooooooooooooobboboooooooooooooooooooboboo0onan
ooooooogooo9rond
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gooado

'HNMR (400 MHz; CDCla) 8 0.82 (E# d & t, 6H),
1.02-1.08(m, 1H), 1.08-1.36(m, 6H), 1.39(s, 9H), 1.47(br s, 1H), 1.80(s,
2H), 2.13(dd, 1H, J = 8.564 ] 1X15.61 Hz), Rrr2.27(dd, 1H, J = 4.15 B
15.38 Hz).

ogooaoan

Uoooooooooooooooooooocf00o0ooggogogns3 NOOO0OO0ai100 mLd
gooooobooooboooboooboobooboobooboobooboobogobao
1.50 ¢g, 6.6 mmol0D 00 C000O0OCDODOO300000000O0O0O0O0OOOO0ODOO30Mm
LooocoooooooooooooooooboboboDoODbOOoO3sNOODODOOoODDDODDODOODOO
ooboDoobooboo0obi142.50143. 3000 000000000001.03 g0 70.400
gooad

oooogad

THNMR (400 MHz; CDs0OD) §=0.91(t,
3H, J = 6.84 Hz), 0.92(d, 3H, J = 6.35 Hz), 1.16-1.26(m, 1H), 1.27-1.35(m,
4H), 1.38-1.45(m, 1H), 1.61(br s, 1H), 1.63-1.68(m, 1H), 2.58 (dd, 1H, J =
7.32 1K 17.34 Hz), 2.69(dd, 1H, J = 5.13 &KX 17.59 Hz), R 3.59(m,
1H).

0.,.,0,,00,0000000000000000O053.680009.910006.260 00015
.50 00000 nOos3.8900010.110006.130 0 000000O188.10

oooooad
gbooooooooooooooogooogooooogooogooooooga
uboboobobodgoogoogoodgdonodoogonodgoogoodgoodgooaggnad
odogogogoooooooooooooococooooi1sontb0000obobbODOOO
ooooooboooobooobooooboooboobooboobooboobooboobao
ocoooooOOOooooooobDO0oO0oooOOoDOoobOb0O0O0oo0DO0O03.9g9, 9.34 mmold O
goooobooobooobov7.21mL, 9340000000 O0DOODO1B000000O00
ooooooooooooooobobooooocooooiconmtooo0ooobbODODOOO
ooo0dos3.38 gi0on0oloo00dnni14z201430 000000000 362.10
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'H NMR (400

MHz; CDCly) & 0.85(2t, 6H, J=7.1Hz), 0.93(d, 3H, J = 6.1Hz), 1.14(m, 1H),
1.2-1.49(m, 6H), 2.56(dd, 1H, J= 4.15 &k 17.57 Hz), 2.81(dd, 1H, J=
17.33 &% 7810.74 Hz), 4.28(m, 1H), 4.74(quint, 1H, J = 6.84Hz), 5.64(d, 1H,
J = 7.32Hz), 7.29-7.43(m, 5H).

O
gooogoao
oopoobooogooogoogoodgonodoogonodgonoagoogonoagooagonad
t0oooo0ooooooooooooocfc0ogooooooooooooooooonan
goooobooboooboobooboobooboobooboobooboobao
OO0O001.98 g, 5.4 mmol0 0 000O0O0DO0DO0O0ODODOO0.92 mL, 6.57 mmolO O O OO
ocoooooOoOO0oobODDOoOOoooDO0O1.2mL, 548 mmolO0O0O00DOOOOCDO30O000O0
oooo3ooooboooooooooooooooooobDbDbDbOOOODbDDbODDODDODOoGOZ2.8
mL, 27.4 mmol0 000000 ODOO0OOCDO3WODOOOOOOODOODODODDODOODOGO
goooooboi1soml0000000b00b00,0b000bO0Oo0bO0oobooOoobOoo
I o I W B
ooooooooooooooboboboboooobobobooooooooz2.0g9, 78.30000
ogoobOooanod4e7.10
gooado
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"M NMR

(400 MHz; CDCly) § 0.86(2t, 6H, J = 7.1Hz), 0.83(d, 3H, J = 5.8Hz),
1.14(m, 1H), 1.08-1.36(m, 6H), 1.50(d, 1H, J= 5.2 Hz), 3.49(t, 1H, J= 6.1
Hz), 4.10(m, 1H), 4.71(quint, 1H, J = 6.61Hz), 5.06(d, 2H, J =3.42 Hz),
5.20(t, 1H, J =5.61 Hz), 5.64(d, 1H, J = 7.08Hz), 7.28-7.43(m, 10H).

looocoooi1c0moooooooobobODbOODODOOOOOOOOOOoOooooooao
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O

gooooobooobooboobooboobooboobooboobao
g3 mmolO OO OOOODOODOOOODOOO.8NODODOOO17.5 mL, 14 mmol

0,0,0
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00
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00
00

O 0Ooo0oooao
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308.

=~ Oo0ooOgogaog s

.94 L, 44 mmolD D0 O0OCOOOOCDODDOOOODOOOODDOSO

oo30omODDODOOOOODO,02.37 gbODODO0O0O,00,04.53
oooi1ooo0oo0oocoooooooooooooo0on0Db?200 mLO
gooooobooobooboobooboo,0bo0o0oboonn
ooooooooooooooobboboboooboobi1.25 go0d
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gooado

"H NMR (400 MHz;
CDCls) § 0.83(t, 3H, J = 6.84 Hz), 0.87(t, 3H, J = 6.35 Hz), 1.14(m, 1H),
1.08-1.54(m, 7H), 2.7(br s, 1H), 3.30(m, 2H), 5.05(g, 2H, J = 12.2Hz),
5.14(t, 1H, J = 5.61 Hz), 7.30(br s, 5H).
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ogooaoan
Uooooogooooooooooooooocoooogogogogogonooooonoonoansomt
goooobooooboooobooobooobobobobobooboobooboboboboobooboobDbal.
25 g, 4.07 mmolOODOOOOODOOZ200, 0.1 g0D0OOCOOOSB0 psid1800000
ooooooooooooobobobooooocooooooooooooooboboDbODODOao
ooooooboooboobooobooboobooboobooboobooDbo.28 g,
40000 00000226.30228.0000000000174.00

oooogad

H
NMR (400 MHz; CDsOD) § 0.89(t+d, 6H, J = 6.35 Hz), 1.11{m, 1H), 1.25-
1.40(m, 4H), 1.47-1.62(m, 2H), 2.48(br s, 1H), 2.93(m, 2H).

L e T e T e T e T e B |

L

o,0,,0o0,0o0.1 0, 00000000 O0OODOO®e1I.7500 0 11.060008.00000
0O0000e61.8500010.8300 0 8.010

Ooo0oonoao

ooooo0oooo0oooooooooodoo0doooooododdanad
Ooo0o0o00o0ooboo0oo0oboooobofoo0ofooooooboooooobooooonoaoan
gol7vonmlDO000O0OODOOODDODOODDODOOODOODOOOS.0g9, 4 mmolO0O0OOODOO
dodoooooogds.12mL, 48 mmol0O 00 O0O0OO0OOO1.3 mL, 14 mmolO OO DODODODOA4.5
2mL, 80 mmol0O 0O O0O0O0O0O0OO0OO0OOOOOOODODDOODODOODDODOOOOOOOOOOO
0180000000 OnmltO00CO0DO0OOCOOOOOODOOOODODOOOLINOOOOODGO
I I I e e A I I I 0 B A 0 O M O B A R WA
godooooooooo0ooboooooo0oboob0oooboooooozoo00bo0OooOonOOao
ooooog.3 g9l 200 0000 bbooooOodd

O00Oaoao

[

E 'H NMR (400 MHz; CDCly) 1.28 (s, 6H), 1.32 (t, 3H, J = 7 Hz)..

[ 2.26(d, 2H, J=7.6 Hz), 4.27 (q, 2H, J = 7.2 Hz), 5.08 (d, 1H, J = 12 Hz),

E 5.10 (d, 1H, J = 4 Hz), 5.72 (m, 1H).

[

L

oo0oooaod

uboboobobodgoogoogoodgdonodoogoodggodgooaooboaoooaoonod
ooo0oo0oooOO0OO0oooobOO0oOoobO0O0ooDODDbODO0OO0DbODOGb5.88¢9, 28 mmolOODOODODODODNY

10

20

30

40

50



(55) JP 2007-506726 A 2007.3.22

1mlO00DDOO0ODDO6mMLOO0DDO0ODDODDO.49g0000,0000000000000
015000000100 psi0 00 0D0D00O0ODOO0OODOO0OODOOODOOODODOS3.8g0000
0000000000000 0DDODO0ODD0DO0DDO0OO0DO0O0D0O0O0DO0DO0ODODO0ODOOnD
00000000D00216.200000'0000075mlO06 N0OO0DOOCO18000000
0000000000000 O0DDO0ODDO0OD0DDO0D0DDO0O0D0DO0DO0DO0DO0DOoDOoODOoOnD
0000000000000 O0D0DD0D0O0DO0O0D0O0DO0DOO0ODDOO01188.10 0000018
6.10 000070

ooo0oao

[

E 'H NMR 10
(400 MHz; CD;0D): 0.91 {8H, m), 1.30 (5H, m), 1.81 (dd, 1H, J = 7.2 Hz,

[ 14.4 Hz), 2.72 (1H, m), 3.04 (2H, m);

[

[

0

0,,0,,00,000000000000000053.680009.910006.260 00015
.850 00000 D053.830 00 10.150 00 6.220 0 0 0 15.400 0 0 O 229.50 231.00 0O
oooooo

0000000000000 000000D0O000oO0ooooogaon 20
0000000000000 000000oO000oDO000oO0oo00oOoOooOoOoooooooaon
00000000 0D0DO0ooDoDOoooOoooosoml000D000DO0O0DDODO0ODDOODO1

.58 g, 10 mmolD 00 D00DDOO0ODODOOODO4.6mM0000000000D000DOODN
00000000000 DD0D0DD1.36Ml00000001000000000D00O000D
0000000000000 0D0DD00O0D1.95¢g, 11 mmolO 0D DO O0DDOODODOOO0.47

g, 11mmol0000D0O0O0DDO0180000000000000000OO0O0ODOOODOO
0000000000000 0000000000000000020mML000,000
00000000000 ,00.5N000000000000000000DO0O0O0DOOOAD
o000 ,00000000000000O0D0DD0DO0O0OO00003.0g9g, 95000

ooooao 30

'HNMR (400 MHz; CDCl5): 0.73-0.84 (m,
12H), 1.10-1.22 (m, 4H), 1.46-1.54 (m, 2H), 2.75-2.87 (m, 2H), 4.70 (m,
1H, J = 7 Hz), 5.59 (d, 1H, J = 7 Hz), 7.22-7.37 (m, 5H).
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gooado

[
E "HNMR (400 MHz; CDCl3): 0.85-0.89 (m,
. 12H), 1.18-1.32 (m, 6H), 1.41 (s, OH), 1.88 (dd, 1H, J = 6 Hz, 8.4 Hz), 2.41
[ (dd, 1H, J = 6 Hz, 16 Hz), 2.62 (dd, 1H, J = 8.4 Hz, 16 Hz), 4.30-4.40 (m,
E 1H), 4.72 (m, 1H), 5.62 (d, 1H, J = 7 Hz), 7.30-7.40 (m, 5H). m.p.: 83-
[ 85°C.

[

[

O
gooogoao
oopoobooogooogoogoodgonodoogonodgonoagoogonoagooagonad
oco0o0ooooo0O0oobDb0O0oO0s.4g07.9mmol0000D00O0O0ODOOOODOODODOO
goooobooboooboobooboobooboobooboobooboobao

OCoO0oO0ooo0OO0O0O016 mLtO12.8 mmolOD O 0.8 NOODODOOODO4.5 0003000 ,0,0
oodz2.42 gl10000000000O0O0O0O0O00O00O0O0
gooaao

"HNMR (400 MHz; CDCly): 0.77-0.82 {m, 9H), 1.14-
1.29 (m, 5H), 1.42 (s, 9H), 1.77 (dd, 1H, J = 8 Hz, 16 Hz), 2.36 (dd, 1H, J
=6 Hz, 16 H2), 2.59 (dd, 1H, J = 8 Hz, 16 Hz), 2.75-2.85 (m, 1H).
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oo oooooooooooooooogoooooogoogooogooogoogooad
OCoo0o0ooo0o0ogoooooooDoOoooo0O02.14907.9mmol00000O0O00O0DOOOO
ooooooooooooobobbooboooooooooooOo.7ml00O0D0DDO1.1 mL
gobO,0000244 nt0D000000011.63 gO2000684. 800000000000
gooado

oooogad

THNMR (400 MHz; CDCl3): 0.78-0.89 {m, 9H), 1.10-
1.30 (m, 5H), 1.36 (s, 9H), 2.39 {1, 2H, J = 5 Hz), 4.95-4.05 (m, 1H), 5.00
(s, 2H), 5.09 (d, 1H, J =9.6 Hz), 7.22-7.30 (m, 5H).
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0ooogaoao
"HNMR (400 MHz; CDCly): 0.84-0.89 (m, 9H), 1.13-1.39 (m, 6H), 1.43 (s,

9H), 2.25 (dd, 1H, J = 8.4 Hz, 15.6 Hz), 2.35 (dd, 1H, J = 4.4 Hz, 15.6 Hz),
2.79 (s, br, 2H), 3.25-3.35 (m, 1H). MS, m/z, 244.2 (M+1)".
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oooooad
oopoobooogooogoooooogoogooogoogoogoooooaooooond
oooooooooooooobobooboooococoooooooooooosNDODDODDODOOO
gobo286mg 00 000000000000

gooaao

THNMR
(400 MHz; CD50OD): 0.87-0.93 {m, 9H), 1.18-1.31 (m, 4H), 1.51 (dd, 1H, J
= 4 Hz, 14.4 Hz), 1.62 (dd, 1H, J = 6.8 Hz, 14.4 Hz), 2.60 (dd, 1H, J=8
Hz, 17.6 Hz), 2.73 (dd, 1H, J = 4 Hz, 7.6 Hz), 3.55-3.60 (m, 1H). MS
(APCI), m/z 1881 (M+1)*. 1861 (M-1)".
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O

U,.0,;,00,0000000000000000:%3.170009.9200 06.200000 15
.60 0 0000 065k3.1900010.000006.08000015.2500 0020 ODOOOOO
0O 000194.20 195.20 0O

oooogood
Uoooogooooooooooooooooooooooooooooooooonan
oo oo0o0ooooooooooooocfc0o0oooooonooooooooooonan

s5onmt00g,000,000000D0DDDOOOCOCOOOOOOOOAINDrich, 1.13 mL, 11.
emmol0D 0 O0O0O0DOOOO0DO2.5¢g0000000D00O02.59¢g, 11.6 mmolOOO0ODOOOO
ooooooooostooooooooooooooobbboDbDDO1lcemb000OoOd
ooooogo,0ocooo0ooooooosm0ooobDbDbDbDOOOCOODO0DO0DOOOI0mL
ocoooooooooo01.2wm, 12.3mmolD0O0O0OCDODOOS00000000000R0C
sioboooboooboooboobooboobooboob,b00b0O0bO0o0DbO,d

gooooooooocoboobooboobocobooboobooboobo,aao
oooooooooooooboboboooooboooooooi0-15000000000C000
goboooo.53gb250 00000000000 O0DOO0OO0ODOOO0ODOOO0ODOODOOODOOO
0Oo0ggaoassosron

oooogad

'H NMR (CDCls) § 6.99 (s, 1H), 4.27 {(q, J = 7.3 Hz, 2H), 1.55 (s,
3H), 1.32 (t, J= 7.3 Hz, 3H), 1.14 (s, 2H), 1.07 (s, 2H). °C NMR . 170.44,
162.90, 115.17, 103.69, 62.52, 21.24, 21.07 (2C), 20.71, 14.35.
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100, 00,00000000000067.020007.310007.820 00000 0G66.8
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dbb1enmt000O0D0O0OO0DOOO01I10D00D0O0O0DOOODODOODODOODOOODOOOD

OCoO0O0o0o0OO0O0O0OD0OO0DO0O0O0D0OO000.459¢g, 2.51 mmol0O0O0D0O0ODODOO0.4 90000
OCO0OO0O0O0D0OD0O0D0D0ODD0O0OD048 psid15.5000000000000D00000O00O®0OO.
gbO0obOoOoooooobooobooboi1sooooobooboboobobobobooboobooan
oooooooooooooobb2-3-4-5-6-800000000,00,0000
0.25 g054000000000O00O0O0O0ODODDODODOODAO

oooad

'H NMR (CDCla) & 3.97 (m, 2H), 2.67 {m, 2H), 2.46 (m, 1H), 1.28 (d, J =
7.3Hz, 2H), 1.19 (bs, 2H), 1.09 (t, J = 7.3 Hz, 3H}, 0.85 (s, 3H), 0.04 (m,
4H). LRMS: m/z 186.1 (M+1).
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I I I I O W N I
uoobooobooooooboocoboooboobocobooboobooboobooodnn
Oo0DO0O0o00O000.259¢9, 1.35mmol0 0000 OOO0O0O100 00000000110 mL
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oooogo.ls5gO07i00O0O0DODODDODDODOOOOOOOOOO

gooaod

"H NMR (CDCls) § 2.72 (m, 2H), 2.42 (m, 1H), 1.34 (dd, J = 8.5,
13.9 Hz, 1H), 1.19 (dd, J = 6.1, 13.9 Hz, 1H), 0.82 (s, 3H), 0.05 (m, 4H).
LRMS: m/z 158.0 (M+1).
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O

oo ODOOOOOOOCOO0OO0OO0OOUOoOoOoooooooooboboDbDbODbODbODbOODbODSs.o
15 mmolODO1000O0COCDOOODO,000000000DO0DO0O0O0DOOODOO
a oooooooooooz2oni000000oooooooooboDbDbODbDDOOO
cooouo,0oococoooo4,b0b0Db0000CCOCO0O0OO0OO0OOOoOoooooooano
gooooobooooboobo,00bo0obo0oo0obooboobooboobao
oooo-3-500000000000o0oo0oo0oo0ob011.ogo290000o0oon0Ooan
O
a

—

Oooooooe
O 0Ooo0ooo

ooooooooooao

oo oooog 20
O 0Ooo0oooo

'H NMR (CDCls) § 6.75 {m, 1H), 5.66 (m, 1H), 5.30
(m, 2H), 2.03-2.29 (m, 3H), 1.58 (d, J = 6.1 Hz, BH), 1.41 (s, 9H), 0.91 (g,
J = 6.6 Hz, 3H).
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‘0000000000000 0000D000000000000000000000HIil
I, R.K.; Soman, R.; Sawada, S., J. Org. Chem., 1972, 37, 3737000000000
ooooooboooobooobooooboooboobooboobooboobooboobao
ocoooooOoOoobooooobobooooboDodLiang, J.; Hoard, D.W.; Van Khau, V.; Mart

inelli, M.J.; Moher, E.D.; Moore, R.E.; Tius, M.A. J. Org. Chem., 1999, 64, 1459
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Ooo0oooao
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0o0oodoooooooooooodooooooooogooe.oml00oocoooonOad
000000000 0O0DeO0OO0D0OOODOODOOODODO.60mL, 2.85 mmolO OO OODOAO
80 0000 ib0ooDoo0ooDooboooboo11.eM, l.6eml000O00OD0OOO0DDODODOO0OAO
0ooOoooDoooysO0Oo300000oDOoOOooDOoOOoODoDOl1.onml00OO0DOOODOOOOGO
0000000000 ooDo0o0ooDo0oo0ooDoooDoooDoo0ooDooO0oDoOoo0.5 g9, 2.38 mmolO
0 3 A o A A I A R
003000 o0oo0o0ooo0ooo,0000000O0O0D0DOO0DDOoOO0DDODOoOOoOoDOooOooDOoOooOad
oooogooooooooooooooooo, 0000000000000 0DO0oDoOooOd

ooooooooooo,0ococooooooooooobobooboooocboboooooogs
-5000000000C0000000o0.52g0b%20000D000000000000OO
ood

ooooad

'"H NMR (CDCl3) § 7.34 (m,
2H), 7.20 (m, 8H), 5.27 (m, 2H), 3.74 (m, 1H), 3.72 (d, J = 15.9 Hz, 1H),
3.41 (d, J = 14.9 Hz, 1H), 3.27 (m, 1H), 2.38 (m, 1H), 1.98 (dd, J = 3.7,
14.2 Hz, 1H), 1.81 (dd, J= 9.3, 14.4 Hz, 1H), 1.54 (d, J = 4.9 Hz, 3H), 1.32
(s, OH), 1.24 (d, J = 7.1 Hz, 3H), 0.99 (m, 2H), 0.74 (d, J = 6.6 Hz, 3H).
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0o0ood0o0ooDoooDoooDoooDoooDoooDoOoo0.92 g, 2.18 mmolO OO OO DO 200
000000.20g0 000000000000 0O0ODO0O48 psid0 230000000000
gooooooooouooDi10onml0o0o0,o0, 00000 ODOoDUOoO0oOoDOO0l.0omMLODOn
oooooooooooooooooo0oooooooobo0ooooooooooooOoaann
goo,0booooboobgooboboobgoi10boboUobOoUobUopobbooboo
goooooooooobooob,0b0b0DbooDos0obo0,000000100ml0000
0000000 b0oo0obo0oboDo0oboDouobooDbo2s g6 DO 0ODDODODODODODOO
Ooo0ooooooooooonod

ooooao

[

E 'H NMR (CD30D) § 3.41 (m, 1H),

. 2.36 {dd, J = 5.1, 16.6 Hz, 1H), 2.25 (dd, J = 8.1, 16.6 Hz, 1H), 1.42 (m,

[ 2H), 1.24 (m, 1H), 1.12 (m, 2H), 1.00 (m, 1H), 0.73 (d, J = 6.4 Hz, 3H),

E 0.68 (1, J = 6.8 Hz, 3H). LRMS: m/z 172.1 (M-1).

[

L

oooooad

000000000000 o0o0o0ooo0o0oooonodgaan
goodooooooooooooootoooboobo0oooooooobooo0ooooooooao
Oo00O0O00O0o0o0O0o0ooOooo0oo0obooz202.1000000000O0000O00O0000O00O0O0OO
Oo0oo0oooooooaoano

oo0oooaod

goooooooooodoooodooododndano
Ooo0o0oooo0oooo0ooooooofdoooooofdf0oooooooobooonOoag?2.
04 g, 84 mmolO 00 0DD0OD0DDOODODDODOODDOODDOODDOODDODOODOOO.3 MLODOO
OooooooooosnO00O0b0O0O0Oo0oo0oo0bo0o0obOoooooo0obo0oooooOoaaan

ooooooooooooobobbboooboobo0oooOos.63mL, 72 mmolO O DD DO DO 60
mtOOODODODOOOOOOoOooOooooooooobo2co0000ooosococooooooOodd
50ml000D0O00O00DO01.22 g, 9mmolO0ODOODOCDODOOO0.76 g, 18 mmolO DO O OO

OooDooooo0ooDooooogooooao
Oooooooooooooogooooao

O

goooooobooooOooboOoooboooboobooboobooz2000b00O0n0n
oo2omtO0OO0OCOCOCOOO0OOOOOOODOoOOOOOOODDODDODODDOOOOOOGO
ooooooooooooooobobobobobooooboooooooooooooooao
oooooooooooooooobDbDbDbOoOOoOO0OO0OO0O0D0oO0DO0oo0o0oO0o0n0sx 20 mL
cooooooooooooobobobooobodboooooooooo,oboooooo
oooooooooooooobbbooobocobooOooo/iobbboobobObOOoOoooo
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Box 1l Observations where certain claims were found unsearchakle {Continuation of item 2 of first sheet)

This Intemational Search Aeport has not been establishad in respact of certain clalms under Articte 17(2)(a) for the following reasons:

1. m Claims Nos.:
becauss they relate to subject madter not required o ba searchsd by this Authority, namefy:

Although claims 1-6,8,10 are directed to a method of treatment of the
human/antmal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2, I:' Claims Nos.:

becauss they relate to parts of the International Application that do not comply with the preseribed recuiramants to such
an extent that no meaningful International Search can be carried ottt specifically:

a D Clalms Nos.:

because they are dependent clalms and are not drafted In accordance with the second and third sentences of Rule 6.4(a).

Box ll Observations where unity of invention Is lacking (Continuation of item 3 of first sheet)

This Intetnetienel Ssarching Autherity feund multipls inventions in this international application, as fellows:

see additional sheet

1. lzl As all required additional search feas ware tmely paid by the appllcant, this Intemational Search Report covers all
searchable claims.

2 D As all searchable claims could be searched without effort justifying an additional fee, this Authority did nct invite paymant
of any additional faa.

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

4, D No required additional search fees were imely pald by the applicant. Consequently, this Intemational Search Report Is
restriclad to the invention firet mentioned in the claims; it is covered by claims Nos.:

Femark on Protest D The additional search fees ware accompanied by the applicant's protest.

No protest aocompanled the payment of additional search fees,
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international apptication, as follows:

1. claims: 1-6,8,10

Use of a compound of formula I, Ia in relation te the
treatment of the disorders mentioned in claims 1-5

2. claims: 7,9,11,12

Use of a compound of formuTa II, IIa, III, IV in relation te
the treatment of the disorders mentioned in claims 1-5
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