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ooooao

oooooao

ooooDoDOoO0o0ooOoooooooopoooOoog

oooooao

oooo

2-(2-000-4-00000000000O0O0O0QODO-6-0D00H)0O000O-2-0000

0o0oooooo2m00d0noo3-000-2-000003.41g(40.5mmo)0 000 O OO.

29g(4-1mmo)0 300 00000 0O4.98g(43-9mmo) 000010000 O0O3,3-00000

ooo0oD0-2-0000000000O0OO0ODOO0OO0O0OO25mO0O0D0OD6G6-0000O00O0

ooooooog-2,4,5-000007.549(33.8mmol)0 2mol/L0 O 0O O O 16.9mL(33.8mmo
HO3,3-000000000~-2-000000000000100DOODOOO0O0ODODOOOdoOo.

86g(3-4mmol)0 300 000D DO0O11.48g(101.3mmo) 000 OO0 D ODODOOOOOODOD

oooooDoODO0OO000oU0oO0ooooOOoO0ODDODDODO0DO00DU0DO0O0DOoDOoDoODOooDoODDODOOoDOoDOg

ooooz2--000-4-000000000D00O000OD-6-00)0D000-2-0004.4

5g(14.7mmoH)0O O O O

1H NMR (DMSO): & /ppm = 1.27-1.84 (m, 8H), 1.51 (s, 6H), 1.97-2.07 (m, 2H), 5.23

-5.34 (m, 1H), 5.44 (s, 1H), 7.02-7.14 (br-s, 2H), 9.09 (s, 1H)

ocooooao

oooo

1-(2-000-4-00000000000Q00ODODDO-6-00)-2-0000C0ODDO-1-000

04-000-2-000 0000000000000 O0OOOOODOOODOOO0OO

1H NMR (DMSO): & /ppm = 0.81 (d, 3H, J=6.6Hz), 0.89 (d, 3H, J=6.6Hz), 1.26-1.47
(m, 3H), 1.51-1.65 (m, 3H), 1.73-1.85 (m, 2H), 1.98-2.11 (m, 1H), 4.41 (dd, 1H,

J=4_8Hz, 6.3Hz), 5.23-5.32 (m, 1H), 5.57 (d, 1H, J=4.5Hz), 7.13 (br-s, 2H), 8.85
(s, 1H)

ocooooao

oooao

1s-2-000-4-00000D00O0O00DODOOO-6-0D0)-00D00-1-000

ooooDoDDoDOoOo400ml0000000000O4A 2090 L-0 000 00ODODODODO6-53g(27.

Immo)0 0000 O00OD0ODDOOOOO®.-60g(23.27mol) 0 0 00 -300 000 00O 800 O

00000000 oDoass8.3g@ed4mmo)) I 0 00O -2-0000-1-00 0O 20g(232mmol)T

oo0o0100D0000000oo0ooooDoDo0DooDoo0oooooDoODDoDODOo0oDOoO0oon

Oo0o0o0oODDOO0O0O(@2sS,38)-2,3-0000-1-00000016.2g(159mmol)0 0 0 O

oooooogisomOoooooi1somlt0 0000000 (2S,38)-2,3-0000-1-00

ooo0ov7.73g(75.-7mmol)0 2,2,6,6-0 0 0 0 0 000000 -1-000 0 118mg(0-76mmol

) OODDOD0D0DO0DO0DO0DO0DO0DDOoOoODDoOOO0O2244mgo-76mmo)0 00000 O0OOOODODOG®G.51

gs.ommoD)0 00 100D0OOCO0O0ODDOOODODDODOODODODOOODODOGOO(Z2S,3S

)-2,3-0000-1-0000000000

ooooooDOoOo3somMLO0oooe6e-0000000000O0ODODODO-=-2,4,5-00000

16.89g(75.7mmol)0 1mol/L0 O O O O 76mL(75.7mmol)0 (2S,35)-2,3-0 000 -1-0 0 O

0000000100000 0o0oo0oDoOoO0onoil.92g(r-6mmol)0 3000000 O O 25.74g(22

/mmoD0 00 0O0O0OO0ODODDOODODODODOODOOOODDODODOODODODOOOOODOODDOO

oooooDoOOoO0oO0ooOoooooooOoDOoDOoOooOoi1s-2-0o0o0-4-000000000

0o0oooo-6-00)-0000-1-0005.31g(17.5mmol)0 00O

1H NMR (DMSO): & /ppm = 0.91 (t, 3H, J=7.2Hz), 1.27-1.45 (m, 3H), 1.56-1.60 (m,

3H), 1.70-1.80 (m, 4H), 1.99-2.03 (m, 2H), 4.56-4.62(m, 1H), 5.24-5.31 (m, 1H),

5.57 (d, 1H, J=4.5Hz), 7.13 (br-s, 2H), 8.89 (s, 1H)

oooooao

oooo
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D00000-2-0000-1-00000L-00000000000D-0000000000

000000000000 0O00O0O00O0O00O0O000000000

14 NMR (DMSO): & /ppm = 0.91 (t, 3H, J=7.2Hz), 1.27-1.45 (m, 3H), 1.56-1.60 (m,

3H), 1.70-1.80 (m, 4H), 1.99-2.03 (m, 2H), 4.56-4.62(m, 1H), 5.24-5.31 (m, 1H),

5.57 (d, 1H, J=4.5Hz), 7.13 (br-s, 2H), 8.89 (s, 1H)

DO0o0o0a0

0ooo

1S-(2-000-4-000000000000000-6-00)-00000

00000-2-000-1-000000000000000000000000000¢0

14 NMR (DMSO): & /ppm = 1.22-1.40 (m, 2H), 1.43 (d, 3H, J=6.0Hz), 1.52-1.59 (m,

2H), 1.76-1.79 (m, 2H), 1.98-2.07 (m, 2H), 4.80-4.87 (m, 1H), 5.23-5.29 (m, 1H),
5.58 (d, 1H, J=6.0Hz), 7.13 (br-s, 2H), 8.92 (s, 1H)

Do0o0o0a0

0ooo

1S-(2-000-4-000000000000000-6-00)-000-1-000
00000-2-0000-1-0000000000000000000000000000

14 NMR (DMSO): & /ppm = 0.90 (t, 3H, J=7.8Hz), 1.24-1.85 (m, 12H), 1.99-2.09 (m,
2H), 4.66 (dd, 1H, J=6.3Hz, 11.1Hz), 5.20-5.33 (m, 1H), 5.55 (d, 1H, J=4.5Hz),

7.13 (br-s, 2H), 8.89 (s, 1H)

Do0o0o0a0

0ooo

1IR-(2-000-4-000000000000000-6-00)-000-1-000
00000-2-0000-1-0000000000000000000000000000

14 NMR (DMSO): & /ppm = 0.90 (t, 3H, J=7.8Hz), 1.24-1.85 (m, 12H), 1.99-2.09 (m,
2H), 4.66 (dd, 1H, J=6.3Hz, 11.1Hz), 5.20-5.33 (m, 1H), 5.55 (d, 1H, J=4.5Hz),

7.13 (br-s, 2H), 8.89 (s, 1H)

Do0o0o0Q0

0ooo

1S-(2-000-4-000000000000000-6-00)-0000-1-000
00000-2-0000-1-0000000000000000000000000000

14 NMR (DMSO): & /ppm = 0.85 (t, J=6.3Hz, 3H), 1.17-1.50 (m, 10H), 1.50-1.66 (m,
2H), 1.66-1.85 (m, 4H), 1.98-2.11 (m, 2H), 4.61-4.69 (m, 1H), 5.23-5.33 (m, 1H)
, 5.57 (d, J=5.1Hz, 1H), 7.14 (br-s, 2H), 8.89 (s, 1H)

Do0o0o00

oooo

1IR-(2-000-4-000000000000000-6-00)-0000-1-000
00000-2-0000-1-0000000000000000000000000000

14 NMR (DMSO): & /ppm = 0.85 (t, J=6.3Hz, 3H), 1.17-1.50 (m, 10H), 1.50-1.66 (m,
2H), 1.66-1.85 (m, 4H), 1.98-2.11 (m, 2H), 4.61-4.69 (m, 1H), 5.23-5.33 (m, 1H)
, 5.57 (d, J=5.1Hz, 1H), 7.14 (br-s, 2H), 8.89 (s, 1H)

000000

Doooo
1IR-(2-000-4-000000000000000-6-00)-3-0000-0000-1-00
0
00000-5-0000-2-0000-1-00000000000000000000000
Doooao

14 NMR (DMSO): & /ppm = 1.26-1.47 (m, 3H), 1.52-1.67 (m, 3H), 1.73-1.87 (m, 2H),
1.99-2.12 (m, 4H), 2.64-2.77 (m, 2H), 4.64-4.71 (m, 1H), 5.23-5.34 (m, 1H), 5.7

3 (d, J=4.2Hz, 1H), 8.93 (s, 1H), 7.10-7.31 (m, 5H).
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ooooao
IR-2-000-4-0000000000D0ODODODDO-6-00)-3-00000DOD-0000-
1-000
ooooo-5-0000000-2-0000-1-000000000D00ODO00OO0ODODOOOd
ocooooooo

TH NMR (DMSO): & /ppm = 0.74-0.92 (m, 2H), 1.01-1.48 (m, 9H), 1.52-1.85 (m, 12H)
, 1.97-2.09 (m, 2H), 4.59-4.76 (m, 1H), 5.23-5.33 (m, 1H), 5.56 (d, J=5.1Hz, 1H)
, 7.15 (br-s, 1H), 8.89 (s, 1H).

oooooao

ooooao
R-2-000-4-00000D00D0O0O0DO0DDOOO-6-00)-3-@-0DO0O0OTOODDOOO-O
ooo)-0000-1-000
oooooD-5-@¢-0000000O0DOD-DO000)-2-0000-1-0D00-0000000
Oo0o0o0oDDoDOo0oO0ooOooooooooooOoao

1H NMR (DMSO): & /ppm = 1.25-1.48 (m, 3H), 1.52-1.69 (m, 3H), 1.73-1.87 (m, 2H),
1.99-2.19 (m, 4H), 2.76-2.90 (m, 2H), 4.66-4.75 (m, 1H), 5.23-5.34 (m, 1H), 5.8

0 (d, J=4.8Hz, 1H), 7.19 (br-s, 2H), 7.48 (d, J=7.2Hz, 2H), 7.61 (d, J=7.2Hz, 2H

), 8.96 (s, 1H).

oooooao

ooooao
R-2-000-4-0000000D00O00O0DOOO-6-00)-3-@-0000-0000)-0O
ooo-1-000
ocoooo-5-@¢-0000-oo0o0oQ)y-2-0000-1-000000O0CODDODDDODOOOOO
ooooooooooo

1H NMR (DMSO): & /ppm = 1.26-1.47 (m, 3H), 1.53-1.67 (m, 3H), 1.75-1.85 (m, 2H),
1.95-2.10 (m, 4H), 2.58-2.68 (m, 2H), 3.71 (s, 3H), 4.61-4.69 (m, 1H), 5.23-5.3

3 (m, 1H), 5.71 (d, J=4.2Hz, 1H), 6.82 (d, J=7.8Hz, 2H), 7.15 (d, J=7.8Hz, 2H),

8.92 (s, 1H).

oooooao

ooooao
IR-2-000-4-00000D00D00O0DO0DOOO-6-00)-3-p-0000-0000-1-0
0 O -3-p-tolyl-propan-1-ol
ooooo-5-p-0000-2-0000-1-000000000C0CDODODDODOOOOOOO
ocooooao

ocooooao

ooooao

1-2-000~4-00000D000000D0D00O0O-6-00)-00000
0l1-(2-000-4-000000000000DO0O-6-00)-00000®6.57g (22.7mmol

YOODODODO0DOoDOOe657/ml00 000000 OOOA4.67g (29.6mmol)0 O O O 500 O 2.50
oooooOoOO0oO0o00oO0ooooooODOoODOoDO0oU0DoDOoOoooooOoODD-DO0000000
oooooi1-(2-000-4-000000000000O0O0O-6-00)-00002.049 (7-
10mmo)O O O O

1H NMR (DMSO): & /ppm = 1.33-1.50 (m, 4H), 1.53-1.73 (m, 2H), 1.76-1.87 (m, 2H),
2.00-2.10 (m, 2H), 2.62 (s, 3H), 5.30-5.36 (m, 1H), 7.63 (br-s, 1H), 7.79 (br-s
, 1H), 9.21 (s, 1H)

oooooao

ooooao
1-2-000-4-0000000D000O0DDO0O0-6-00)-2-0000000O=-1-00
01-2-000-4-00000000O0OD0ODDOOO-6-00)-2-0D00D0D00O00O-1-000
ooo0o0oDDoDOoOO0O0o0oU0oO0oOooooooDoDoOoOoOoO
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1H NMR (DMSO): & /ppm = 1.16 (d, 6H, J=6.6Hz), 1.35-1.86 (m, 8H), 1.96-2.07 (m,

2H), 3.89-3.98 (m, 1H), 5.32-5.37 (m, 1H), 7.63 (br-s, 1H), 7.78 (br-s, 1H), 9.2
1 (s, 1H)

oooooo

ooooao

1-(2-000-4-000000000000000O0-6-00)-000-1-00
01-(2-000-4-000000000000000-6-00)-000-1-00000000
0000000000000 D0000000

1H NMR (DMSO): & /ppm = 0.96 (t, 3H, J=7.2Hz), 1.32-1.88 (m, 10H), 1.97-2.10 (m,
2H), 3.11 (t, 2H, J=6.9Hz), 5.31-5.37 (m, 1H), 7.62 (br-s, 1H), 7.77 (br-s, 1H)
, 9.21 (s, 1H)

0oooooo

ooooao

1-(2-000-4-0000000000D00000-6-00)-3-0000-0000-1-00
01R-(2-000-4-000000000000000-6-00)-3-0000-0000-1-0
0000000000000 D00D000O00D0O00DO0ODOan

1H NMR (DMSO): & /ppm = 1.30-1.49 (m, 3H), 1.50-1.72 (m, 3H), 1.73-1.85 (m, 2H),
1.98-2.09 (m, 2H), 2.98 (t, J=7.8Hz, 2H), 3.43 (t, J=7.8Hz, 2H), 5.27-5.39 (m,

1H), 7.16-7.32 (m, 5H), 7.67 (br-s, 1H), 7.82 (br-s, 1H), 9.22 (s, 1H).
0oooooo

ooooao

2-000-6-(1-00000-1-000-000)-34-00000-4-00
02-(2-000-4-000000000000000-6-00)0000-2-000 1.59(4.9

dmmol)0d 3mol/LO0 0 15mO0 0000 O0O03mO00D0D0O0500050000000000
0000000000000 pH=700000000000000000002-000-6-(

1-00000-1-000-000)-34-00 000 -4-00 0.99g(4.5mmol)0 O O O

1H NMR (DMS0-d®): & /ppm = 1.48 (s, 6H), 5.44 (s, 1H), 6.84 (br-s, 2H), 8.94 (s,
1H), 11.45 (br-s, 1H)

0oooooo

ooooao

2-000-6-(1-00000-2-000-0000)-3H-00000-4-00
01-(2-000-4-000000000000000-6-00)-2-0000000-1-000
0000000000000 D00D000O00D0O0DOn

TH NMR (DMS0-d®): & /ppm = 0.82 (d, 3H, J=6.9Hz), 0.85 (d, 3H, J=6.9Hz), 1.97-2.

11 (m, 1H), 4.40 (t, 1H, J=5.1Hz), 5.50 (d, 1H, J=5.1Hz), 6.87 (br-s, 2H), 8.71
(s, 1H), 11.43 (br-s, 1H)

oooooo

ooogoao

2-000-6-(1S-00000-0000)-3H-000 00 -4-00

01s-(2-000-4-000000000000000-6-00)-0000-1-000000

0000000000000 00000000a0

1H NMR (DMSO-d®): & /ppm = 0.87 (t, 3H, J=7.4Hz), 1.61-1.90 (m, 2H), 4.48-4.72 (

m, 1H), 5.54 (d, 1H, J=4.5Hz), 6.89 (br-s, 2H), 8.75 (s, 1H), 11.45 (br-s, 1H)

oooooo

ooooao

2-000-6-(AR-000D00-0000)-3H-000 00 -4-00

01R-(2-000-4-000000000000000-6-00)-0000-1-000000

0000000000000 00000000a0d

1H NMR (DMSO-d®): & /ppm = 0.87 (t, 3H, J=7.4Hz), 1.50-1.98 (m, 2H), 4.37-4.74 (

m, 1H), 5.54 (d, 1H, J=4.8Hz), 6.89 (br-s, 2H), 8.75 (s, 1H), 11.44 (br-s, 1H).
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oooooao
ooooao

2-000-6-(1S-00000-000)-3H-00000-4-00

01s-(2-0 00 -4-000000000000000O0-6-00)-000-1-0000000
00000000000 DO0OO0O0DOoOO0OOOao

1H NMR (DMS0-d®): & /ppm = 0.89 (t, 3H, J=7.4Hz), 1.10-1.51 (m, 2H), 1.60-1.83 (

m, 2H), 4.52-4.76 (m, 1H), 5.53 (d, 1H, J=4.8Hz), 6.87 (br-s, 2H), 8.76 (s, 1H),
11.43 (br-s, 1H)

oooooao

ooooao

2-000-6-(AR-000D0D0-000)-3H-00000-4-00

01R-(2-0 00 -4-0000000000D0000DO0-6-00)-000-1-0000000
00000000000 DO0OO0O0DOO0OO0OOaO

1H NMR (DMS0-d®): & /ppm = 0.89 (t, 3H, J=7.4Hz), 1.23-1.54 (m, 2H), 1.55-1.83 (

m, 2H), 4.49-4.84 (m, 1H), 5.52 (d, 1H, J=4.5Hz), 6.94 (br-s, 2H), 8.75 (s, 1H),
11.53 (br-s, 1H).

oooooao

ooooao

2-000-6-(1S-000D0D0-0000)-3H-00000-4-00

01s-(2-0 00 -4-0 000000000000 00O0-6-00)-0000-1-000000
0000000000000 00D0D0O00000

1H NMR (DMS0-d®): & /ppm = 0.85 (t, 3H, J=6.2Hz), 1.15-1.49 (m, 6H), 1.59-1.81 (

m, 2H), 4.52-4.68 (m, 1H), 5.53 (d, 1H, J=4.8Hz), 6.90 (br-s, 2H), 8.76 (s, 1H),
11.47 (br-s, 1H)

oooooao

ooooao

2-000-6-(AR-000D0D0-0000)-3H-00000-4-00

01R-(2-0 00 -4-0000000000D0000DO0-6-00)-0000-1-000000
000000000000 0DO0O0DDOoOOoOOoDao

1H NMR (DMS0-d®): & /ppm = 0.85 (t, 3H, J=6.3Hz), 1.16-1.49 (m, 6H), 1.59-1.82 (

m, 2H), 4.51-4.76 (m, 1H), 5.53 (d, 1H, J=4.5Hz), 6.93 (br-s, 2H), 8.75 (s, 1H),
11.50 (br-s, 1H).

oooooao

ooooao

2-000-6-(AR-000D0D0-3-0000-0000)-3H-00000-4-00

01R-(2-0 00 -4-000000000D00000O0DO-6-00)-3-0000-0000-1-0
000000000000 000D00000D000000a0

1H NMR (DMS0-d®): & /ppm = 1.90-2.12 (m, 2H), 2.56-2.81 (m, 2H), 4.66 (dd, J=5.2
, 6.9Hz, 1H), 5.72 (br-s, 1H), 6.97 (br-s, 2H), 7.13-7.34 (m, 5H), 8.80 (s, 1H).
oooooao

ooooao
2-000-6-(3-000000D0-1R-00D000-0000)-3H-00000-4-00
01R-(2-0 00 -4-00000000000000DO0-6-00)-3-0000000-000
0-1-0000000000000000000000000D00a0

1H NMR (DMSO): & /ppm = 0.72-0.91 (m, 2H), 1.05-1.33 (m, 6H), 1.53-1.82 (m, 7H),
4.55-4.63 (m, 1H), 5.47-5.55 (m, 1H), 6.85 (br-s, 2H), 8.75 (s, 1H), 11.41 (br-
s, 1H).

oooooao

ooooao
2-000-6-(AR-000D0D0-3-(4-000000000-0000)-0000)-3H-000
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O0-4-00
O1R-2-000-4-00000000D0DDOOOOO-6-00)-3-@4-000000O00O0O -
oooo)-OOOoO0O-1-00000O0O0ODODDODODO0DO0DU0DO0D0ODU0ODO0DDODODODDDODOOOOO

1H NMR (DMSO): & /ppm = 1.97-2.12 (m, 2H), 2.71-2.88 (m, 2H), 4.61-4.71 (m, 1H),
5.74 (d, J=4.5Hz, 1H), 6.87 (br-s, 2H), 7.45 (d, J=7.5Hz, 2H), 7.62 (d, J=7.5Hz
, 2H), 8.79 (s, 1H), 11.43 (br-s, 1H).

oooooao

ooooao
2-000-6-(1R-OO0D0DDO-3-¢-0000-0O0DO0DO)-0000)-8H-O0ODODODO-4-00
O1R-2-000~4-000000D00000DODOOO-6-00)-3-@-000C0-0000)-
o000 -1-000000000000D0DD0DOoDO0D0D00DO0O0o0oooooOao

1H NMR (DMSO): & /ppm = 1.89-2.05 (m, 2H), 2.56-2.70 (m, 2H), 3.71 (s, 3H), 4.58
-4.69 (m, 1H), 5.68 (d, J=3.6Hz, 1H), 6.83 (d, J=7.8Hz, 2H), 6.96 (br-s, 2H), 7.
12 (d, J=7.8Hz, 2H), 8.78 (s, 1H), 11.53 (br-s, 1H).

ocooooao

ooooao

2-000-6-(AR-0000D0-8-p-0000-0000)-8H-00000O-4-00
O1R-2-000-4-00000000D0DODDODO0O0O00O-6-00)-3-p-0000-0000)-
oooo0-1-0000000000O0O0o0DoDoDOoDoDO0oOoOoo0ooooooao

ocooooao

ooooao

2-000-6-0000-3H-00000-4-00
01-2-00o0-4-00000000CO0ODODDDOOO-6-00)-2-0D00-1-DO00000O00
Oo0o0o0oDDoDOo0oO0ooOooooooooooOoao

1H NMR (DMS0-d®):8 /ppm = 0.95 (t, J=7.2Hz, 3H), 1.66 (sext, J=7.2Hz, 2H), 3.11
(t, J=7.2Hz, 2H), 9.09 (s, 1H), 11.71 (br-s, 1H)

ocooooao

ooooao

6-0 00 0-2-000-5,6,7,8-000000-3H-00000-4-0000000
01-2-000-4-0000000C00OD0ODOO0O00O-6-00)-00004.479 (15.6mmol)
OTHF 9OmLO 0 0 O O -tert-0 0 0 10.2g (46.7mmoDON,N-O 00000 O0O0O0DODOL1.7m

g (O.17mmoH)0 OO D000 DODOODODODODODOODOOODDODOODODODODOOOOOODOD
O01-4-0000000000-2-(N,N-O-tert-0 0000000 OOOOOOO-6
-007]-00005.73g (11.8mmo)d O O O
O1-4-0000000000-2-(N,N-O-tert-0 000000000 OOOOOOO-6
-00]1-00002.00g (4. 10mmol)00 0 00O 0O DO 200mLO 100 Pd-C 1.00g0 00O 0O0OO

5.67g (41.ommoDH)0 00D OOS00 000000000 O0OO300000DO0O0OO0O0OO
00000000 ooooooooo24mlD 00 O03GMLO 00 0Ooos000200000
gcoooopoOOoOoo0oOooooooooODoDOoDoDoDoooooeé-0o0o00O-2-000-5,6,7,8-
oOo0oo0oDDoODO0o000O0-4-000000 39mg (1-46mmol)0 0O 0O DO

1H NMR (DMSO): & /ppm = 2.30 (s, 3H), 3.46 (dd, 1H, J=7.5, 14.1Hz), 3.76 (dd, 1H
, J=3.6, 14_.1Hz), 4.36 (dd, 1H, J=3.6, 7.5Hz), 6.97 (br-s, 2H), 7.60 (br-s, 1H)
oooooao

ooooao

2-000d-6e-00000DO-5,6,7,8-000000-3H-00000-4-000000
01-2-000-4-00000000CO0ODODDDOOO-6-00)-2-0D00D0D00O00O-1-000
oooo0oDDOoOO0O0o0oUoOooooooooDOoOoOOO

TH NMR (DMSO): & /ppm = 1.00 (d, 3H, J=6.6Hz), 1.08 (d, 3H, J=6.6Hz), 3.03 (sep,
1H, J=6.9Hz), 3.43 (dd, 1H, J=6.9, 13.8Hz), 3.78 (dd, 1H, J=3.6, 13.8Hz), 4.49
(dd, 1H, J=3.6, 6.9Hz), 7.13 (br-s, 2H), 7.69 (br-s, 1H), 8.39 (br-s, 2H)
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oooooao

ooooao

2-000-6-0000-5,6,7,8-000000-3H-00000-4-0000000C
0l-(2-000-4-00000000D0O0OO0O0DDOO-6-00)-000-1-0000DDODOO
ooooDoDoODOoOoooOooooooooao

1H NMR (DMSO): & /ppm = 0.86 (t, 3H, J=7.2Hz), 1.51 (sext, 2H, J=7.2Hz), 2.62 (t
, 2H, J=6.9Hz), 3.46 (dd, 1H, J=6.9, 14.4Hz), 3.77 (dd, 1H, J=3.3, 14_.4Hz), 4.34
(dd, 1H, J=3.3, 6.6Hz), 7.14 (br-s, 1H), 7.67 (br-s, 1H)

oooooao

ooooao

2-000-6-B3-0000-0DO0000O0DO)-5,6,7,8-000000-3H-00000-4-000
ooo
01-2-00o0-4-0000000O0DODDOOOO0OO-6-00)-3-0000-0000-1-0
0Oo0000oDDoDO0O000DU0O0ooooooDoDDoOoOoOoooOg

1H NMR (DMSO): & /ppm = 2.81 (t, J=7.8Hz, 2H), 3.05 (t, J=7.8Hz, 2H), 3.43-3.54
(m, 1H), 3.72-3.83 (m, 1H), 4.35-4.43 (m, 1H), 7.05-7.36 (m, 5H), 7.70 (br-s, 1H

), 10.20 (br-s, 4H).

ocooooao

ooooao

2-000d-e-00oooD-7,8-0000-3H-0000D0-4-00000
02-000-6-000000-5,6,7,8-00000000000-4-000000 617mg(1.

99mmol)J O 12mLO 300 00 00 0 0 0-.23g (1-99mmo) 000000010 00O0O0ODOOO
ocooooDe-0DO0O0U0UOO-2-000-7,8-000000-4-000 00 251mg(0-92mmol)d
ooo

1H NMR (DMSO): & /ppm = 0.99 (d, 6H, J=6.9Hz), 3.82 (sep, 1H, J=6.9Hz), 4.09 (s,
2H), 6.74 (br-s, 2H), 7.42 (s, 1H), 10.18 (s, 1H)

ocooooao

ooooao

2-000-6-0000-7,8-0000-3H-00000-4-00000
oz2-000-6-0000-5,6,7,8-00000000000-4-000000000000
Oo0o0oo0oDoDoODO0oOoooooooooooao

14 NMR (DMSO): & /ppm = 0.87 (t, 3H, J=7.5Hz), 1.53 (sext, 2H, J=7.5Hz), 2.78 (t
, 2H, J=7.5Hz), 4.09 (s, 2H), 6.74(br-s, 2H), 7.40 (s, 1H), 10.17 (s, 1H)
ocooooao

ooooao

2-000d-6-B3-0C00D-0DO000O00O)-7,8-0000-3H-00000-4-0000D0
o2-000-6-3-0000-000000O)-5,6,7,8-00000000000-4-0000
0Oo000oDD0D0ODO00000O0o0oooooDoDDoDDoDOoOOoooDooo

1H NMR (DMSO): & /ppm = 2.82 (t, J=7.8Hz, 2H), 3.13 (t, J=7.8Hz, 2H), 4.10 (s, 2
H), 6.75 (br-s, 2H), 7.12-7.30 (m, 5H), 7.43 (br-s, 1H), 10.18 (br-s, 1H).

ooooDoo

goooao
2-000-6-1,2-000D0D0O0-0000)-7-0000D0DO0DO00O0-8H-00000-4-D00O
OO00D00O0O0O?200g(843ammo0 040 000004000000 700 0O 93.89(337mmol)
ooobooooobobozoomlO0 300 00000 02l00000000000000000
oooboooooobOooobobooodpHl20000000OO0CO0O0O0ODODOCOOOODDOOO
ocooooOobOOoO0OO0O0oO0oooz2-000-6-1,2-000000-0000)-7-0000000

00-34-0 0000 -4-0 0 138g(516mmol)0 O O O
14 NMR (DMSO-d®): & /ppm = 1.22 (d, 3H, J=6.0Hz), 3.84-3.96 (m, 1H), 4.46-4.62 (
m, 2H), 4.65-4.82 (m, 2H), 5.18 (t, 1H, J=5.4Hz), 5.29 (d, 1H, J=6.9Hz), 6.88 (b
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r-s, 2H)

0oooooo

ooooao
2-000-6-(1,2-000000-0000)-7-0000000-3H-00000-4-0000
O
02-000-6-(1,2-000000-0000)-7-00000000-3H-00000-4-00
279g(1.04mol) 0 DMF2.8L0 DMADMFO 498g(4.17mo)0 0 000 0400000000000
0000000000000 00000ON -[6-(1,2-000000-0000)-7-000
000D00-4-000-3,4-0000-00000-2-00]-NN-O0000-0000000
0132g@R74mmoDN0 0 00000000 0ODMFL.3LOp-0 000000000000 74.69(
392mmol)0 2,2-0 0 000000001.3L000000200000000000000
00001300 00000000000000pH6.5000000090mMO00000
0220000300 0000000000000000O0O00DO0ODO0OO0DOODODOOD
0000 O0ON -[7-00000000-4-000-6-(2,2,5-00000-[1,3]00000
0-4-00)-3,4-0000-00000-2-00]-N,N-0000-0000000046.29(12
7amoD)0 00000000 OO0OTHFI.L2L0 0O OO0 DO DO OO OO0 50.29(191mmol)0 2-(4-
0000000)I000025.6g(A583mmoN0 00000000 DOODOODOODODOO
00041.2g(04mmo)0 000 0001000000000 000000O0O0DOO0OO
000D0O00ON -[7-00000000-3-[2-(4-0000000)-0007-4-000 -6
-(2,2,5-00000-[1,3]000000-4-00)-3,4-0000-00000-2-007-N,N
-0000-0000000013.6g(26.6mmol)0 000000000000 O000O0I1LO
0000003BmO 0000000000000 0DO0D0O00DO0oo0ooooooag
002-000-7-00000000-3-[2-¢4-0000000)-0007-6-(2,2,5-000
00-[1,3]000000-4-00)-3H-000 00 -4-003.58g(7-84mmo)0 000 00O
O0DO0OOTHF72mLO D0 00000 01.19g(11.8mmo)0 0 00 0 O O O O 998mg(8.63mm
oI 00010 00000000000S4m0 00000540 000000300000
0000000000000 0000000 2-000-3-[2-¢¢-0000000)-000
1-4-000-6-(2,2,5-00000-[1,3000000-4-00)-3,4-0000-00000
7-00000000002.05¢¢(3.883mmoN)I 00000000 OO0DODOODO6E2mLO
0000000000 1.48g(7-65mmol)0 000005000100 00000000000
0000000000000 000000000000000000000002-000
7-0000000-3-[2-¢4-0000000)-0007-6-(2,2,5-00000-[1,3]00
0000-4-00)-3H-00000-4-0001.09g(2.32mmoN0 000000000 OMODM
FlemlD 000000000000 2.12g(A3.9mmoDN0 00000000 DOO0DOODOOO
00000000 MUMmO00300000000000000000000O02ND0 1m0 0
00O00s0002000000000000000001mL00030000000000
00000002-000-6-(1,2-000000-0000)-7-0000000-3H-000
00-4-00 00 00 290mg(0.912mmol)0 O O O

1H NMR (DMS0-d®): & /ppm = 1.23 (d, 3H, J=6.0Hz), 3.35 (s, 3H), 3.83-3.94 (m, 1H
), 4.55 (d, 1H, J=8.1Hz), 4.62 (d, 1H, J=13.2Hz), 4.81 (d, 1H, J=13.2Hz), 7.58 (
br-s, 2H)

oooooo

ooooao

2-000-6-(1,2-000000-0000)-7-000-3H-00000-4-00
02-000-6-(1,2-000000-0000)-7-00000000-3H-00000-4-00
5.00g(18.7mmol)0 0 200mLO0 0 0 0 D0 O 00 O 25.2g(300mmol)0 00007000000
00000000000 O026.1g(15ommo)0 0000000200000 0000000
0000000000000 000002-000-6-(1,2-000000-0000)-7-0
00-3H-00 000 -4-001.7259(6.87mmol)0 0 O O

0oooooo
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goooaon
2-000d-6-(1, 2-000O0ODOO0-00O0O0)-7-0D00D0DDOOO-5,6,7,8-000000 -
3H-0 0 0oo-4-000000
02-000-6-(l,2-000000-0000)-7-00000000-3H-00000-4-00
20.0g(74.8mmol)D 0 O 360mMLO 0D OO0 DO O 0O5.47g(74.8mmol)0 00000 OO O 539(5
23mmol)J Pt-Black5gD OO0 0000 O0OOOBMPRO 0D DO DOODODODODOOOOOODOD
0oo0ooooooooobbobob b0 ooo444oml0 0 0ooa
ooooooooo2-0o00-6-(1, 2-00000O0-0D0O0OO0)-7-00000O00ODOO-5,6
,7,8-000000-3H-00000-4-00000015.8g(45-9mmo)O0 0O OO
TH NMR (DMS0-d®): & /ppm = 1.19 (d, 3H, J=3.9Hz), 3.44-3.51 (m, 1H), 3.55-3.69 (
m, 3H), 3.70-3.79 (m, 1H), 6.87 (br-s, 2H), 7.69 (br-s, 1H)
gooooao
ooooao
2-000d-6-1, 2-000D0O0OO0-0O0DOO)-7-0D00OO0OOO-5,6,7,8-000000-3H
-jggdduo-4-000ggag
o2-000-6-1,2-000000-0000)-7-0000000-3H-00000-4-000
0o0ooooooooobobobob b oo oooooooooad
TH NMR (DMS0-d®): & /ppm = 1.19 (d, 3H, J=5.7Hz), 3.25 (s, 3H), 3.44-3.50 (br-s,
1H), 3.55-3.65 (m, 5H), 3.81-3.91 (br-s, 1H), 5.57-5.79 (br-s, 1H), 6.70-6.88 (
br-s, 2H), 7.60-7.72 (br-s, 1H), 10.70-10.82 (br-s, 1H)
ogooooao
goooao
2-000d-6-(1, 2-0O00ODOOO-00O00O)-7-000-5,6,7,8-000000-3H-000
0oo-4-000000
02-000-6-(l,2-000000-0000O0)-7-000-3H-00000-4-00000003
ooooDoODoOoOoooooooooooOoao
TH NMR (DMS0-d®): & /ppm = 1.18 (d, 3H, J=6.6Hz), 1.20 (d, 3H, J=5.1Hz), 3.36-3.
50 (m, 2H), 3.56-3.70 (m, 2H), 3.75 (br-s, 1H), 3.85 (d, 1H, J=5.1Hz)
oooooao
ooooao
2-000-6-(L,2-000000-0000)-3-00000-3H-00000-4-00000
000000 D40.0g(169mmol)0 O DMF 800mLO p-0 D0 D OO0 D000 DO OO 33.79(177
mmolO 2,2-0 0 0000000400mL00000C00OD0ODOOOO0DODOOOOOODODDOO
g2 00bo00oo0booobboobobpHe.70 000D 00D ODOU0DDOOO0DDOOO
02-000-6-(2,2,5-00000-[1,3]00000-4-00)-3H-00 0 00 4-0 0 44.3g(
leommol)D 0 00O OOOOOOOODMF 880mLO DMFDMA 52_.2g(449mmol)0 0 00 0 O O
0000000000000 oooooDobDoOONN-OD000
-N-[4-000-6-(2,2,5-00000-[1,3]000000-4-00)-3,4-0000-0000
O0-2-00]1-0000000534g(leommoDDO 0000 O0ODODOOOOODOODOODOODO
O013L00000000000059.2g(226mmo)d2-0 00000000 22.1g(181mmo
DOODODODODODODODODO0ODODOO0DOD48.7g241mmo)DI 0 0DODO1IDODOODOOODO
0doo0ooooooDooDOobOOo0o0ooooDO0oDONN-OD0D00-N-[4-0D00-3-00000 -
6-(2,2,5-0 0000 -[1,3]0 00000 -4-00)-3,4-0000-00000-=-2-0017]-0O
00000054 7g(125mmoD)0 000000 ODODODODOOOOSB4mMLO7M OO ODOO
/000007 aml0 0000030000000 oooooooovyoomltO0 00O OOnO
govoOp3000O0O0OODODOODODDODOODODODODODODODDOO?2-000-3-00000 -
6-(2,2,5-0 0000 -[1,3]000000-4-00)-3H-00 000 -4-0 0 19.7g(51.6mmol
YDooooDooooooooavoo1zemlDO OO O OO 126ml0 00 00 0O 700 O 1.50 0
0oodooooooooDOooOOo0bOOobOoooooDooDoobOooo2-000-6-(1,2-000
ooo0o-0000)-3-00000-3H-00000-4-0000009.939(26-3mmol)0 OO

10

20

30

40

50



(22) JP 6809781 B2 2021.1.6

O

1H NMR (DMS0-d®): & /ppm = 1.07 (d, 3H, J=6.0Hz), 2.92 (t, 2H J=7.8Hz), 3.84-4.0
2 (m, 1H), 4.24 (t, 2H J=7.7Hz), 4.50 (d, 1H, J=5.4Hz), 5.91 (br-s, 2H), 7.21-7.
37 (m, 5H), 8.49 (br-s, 2H), 8.81 (s, 1H).

oooooao

ooooao
2-000-6-(1,2-000000-0000)-3-(1-000-00000-2-00000)-3H-
0oo0Do0O0-4-00000
02-0000000000Q@-000-00000-2-00)-0000000000000
000000000000 000D0O00000000

1H NMR (DMS0-d®): & /ppm = 1.07 (d, 3H, J=6.3Hz), 1.76-2.48 (m, 4H), 2.76-3.23 (
m, 4H), 3.52-4.05 (m, 3H), 4.36-4.76 (m, 3H), 7.07 (br-s, 3H), 8.86 (s, 1H), 9.3
1 (br-s, 2H), 10.79 (br-s, 1H)

oooooo

ooooao
2-000-6-(1S-000D0D0-000)-3-00000-3H-00000-4-00000
02-000-6-(1S-00000-000)-3H-00000-4-00000000000000
0o0oDo0O0O0DooOoOoooao

1H NMR (DMS0-d®): & /ppm = 0.90 (t, 3H, J=7.2Hz), 1.21-1.51 (m, 2H), 1.59-1.86 (
m, 2H), 2.92 (t, 2H, J=8.0Hz), 4.24 (t, 2H, J=8.3Hz), 4.60-4.82 (m, 1H), 7.00 (b
r-s, 2H), 7.22-7.38 (m, 5H), 8.88 (s, 1H), 8.95 (br-s, 2H)

oooooao

ooooao
2-000-6-(AR-000D0D0-000)-3-00000-3H-00000-4-00000
02-000-6-(1R-0000D0-000)-3H-00000-4-00000000000000
0o0o0Do0O0O0DDoOoOoooao

1H NMR (DMS0-d®): & /ppm = 0.90 (t, 3H, J=6.9Hz), 1.30-1.45 (m, 2H), 1.65-1.80 (
m, 2H), 2.93 (t, 2H, J=7.8Hz), 4.25 (t, 2H, J=7.8Hz), 4.73, (t, 1H, 7.2Hz), 7.21
-7.41 (m, 5H), 8.89 (s, 1H), 9.12 (br-s, 2H)

oooooao

ooooao
2-000-6-(1,2-00000D0-0000)-3-00000-5,6,7,8-000000-3H-00
0o00-4-000000
02-000-6-(1,2-000000-0000)-3-00000-3H-00000-4-00000
0000000000000 00D0DO0OO0O0DDOOO0n

TH NMR (D,0): & /ppm = 0.66 (t, 3H, J=3.0Hz), 2.36 (t, 2H J=6.8Hz), 2.93-3.01 (m
, 1H), 3.23-3.54 (m, 4H), 3.57 (t, 2H J=6.8Hz), 6.63-6.72 (m, 5H).

oooooao

ooooao
2-000-6-(1,2-000000-0000)-3--000-00000-2-00000)-5,6,
7,8-000000-3H-00000-4-000000
02-000-6-(1,2-000000-0000)-3-(1-000-00000-2-00000)-3H
-00000-4-00000000000000000000000DOO000DO0OO0

TH NMR (D,0): & /ppm = 1.17 (d, 3H, J=4.2Hz), 1.68-2.21 (m, 4H), 2.78-2.96 (m, 3
H), 3.00-3.14 (m, 1H), 3.31-3.75 (m, 7H), 4.23-4.49 (m, 2H), 5.67 (br-s, 2H), 7.
48 (br-s, 2H), 7.58 (br-s, 1H), 10.10 (br-s, 2H), 10.74(br-s, 1H)

oooooao

ooooao
2-000-6-(1S-000D0D0-0000)-7,8-000000-3H-00000-4-00
02-000-6-(1S-00000-0000)-3H-00 000 -4-00 500mg (2.26mmol)0 1mo
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I/L0ODODO0ODO0DO0O0DO004omMO00000004m000000000060000000
0000000000000 00 1.97g (A1.3mmmol)D 00300 00000000000
0000000000000 2-000-6-(AS-00000-0000)-7,8-000000-3
H-OO O DO0O-4-00 295mg (1.32mmol)0 0 O O

1H NMR (DMSO-d®): & /ppm = 0.85 (t, 3H, J=7.4Hz), 1.43-1.60 (m, 2H), 3.89-3.95 (
m, 3H), 4.93 (d, 1H, J=4.5Hz), 6.37 (br-s, 2H), 6.72 (s, 1H), 9.92 (br-s, 1H).
oooooo

ooooao
2-000-6-(AR-000D00-0000)-7,8-000000-3H-00000-4-00
02-000-6-(AR-00000-0000)-3H-00000-4-0000000000000
00000O00oO0ooooooao

1H NMR (DMS0-d®): & /ppm = 0.85 (t, 3H, J=7.4Hz), 1.40-1.62 (m, 2H), 3.89-3.94 (
m, 3H), 4.97 (d, 1H, J=4.5Hz), 6.35 (br-s, 2H), 6.71 (s, 1H), 10.02 (br-s, 1H).
oooooo

ooooao
2-000-6-(AS-000D00-000)-7,8-000000-3H-00000-4-00
02-000-6-(1S-00000-000)-3H-00000-4-00000000000000
0000oO0o0o0o0o0ooooo

TH NMR (D,0): & /ppm = 1.25 (d, 3H, J=6.3Hz), 4.40 (d , 1H, J=19.5Hz), 4.50 (d,
1H, J=19.2Hz)

oooooo

ooooao
2-000-6-(AS-000D00-000)-7,8-000000-3H-00000-4-00
02-000-6-(1S-00000-000)-3H-00000-4-00000000000000
0000O00o0o0o0O0oo0oon

1H NMR (DMS0-d®): & /ppm = 0.88 (t, 3H, J=7.4Hz), 1.19-1.50 (m, 4H), 3.97-4.03 (
m, 1H), 4.98 (d, 1H, J=4_.8Hz), 6.36 (br-s, 2H), 6.72 (s, 1H), 9.91 (br-s, 1H).
oooooo

ooooao
2-000-6-(AR-000D00-000)-7,8-000000-3H-00000-4-00
02-000-6-(AR-00000-000)-3H-00000-4-00000000000000
0000000000 00n

1H NMR (DMS0-d®): & /ppm = 0.88 (t, 3H, J=7.4Hz), 1.24-1.52 (m, 4H), 3.90 (s, 2H
), 3.99-4.01 (m, 1H), 4.97 (d, 1H, J=4.5Hz), 6.38 (br-s, 2H), 6.72 (s, 1H), 10.2
1 (br-s, 1H).

0oooooo

ooooao
2-000-6-(1S-000D0D0-0000)-7,8-000000-3H-00000-4-00
02-000-6-(1S-00000-0000)-3H-00000-4-0000000000000
0000DO00DO0DO0OOoOoOn

1H NMR (DMS0-d®): & /ppm = 0.86 (t, 3H, J=6.4Hz), 0.98-1.82 (m, 8H), 3.73-4.09 (
m, 3H), 6.36 (br-s, 2H), 6.72 (s, 1H), 10.22 (br-s, 1H).

0oooooo

ooooao
2-000-6-(AR-000D00-0000)-7,8-000000-3H-00000-4-00
02-000-6-(AR-00000-0000)-3H-00000-4-000000000000D0
000000000 O0OOooOon

1H NMR (DMS0-d®): & /ppm = 0.86 (t, 3H, J=6.3Hz), 0.98-1.90 (m, 8H), 3.47-4.33 (
m, 3H), 6.36 (br-s, 2H), 6.72 (s, 1H), 9.92 (br-s, 1H).

0oooooo

10

20

30

40

50



(24) JP 6809781 B2 2021.1.6

ooooao

2-000-6-QR-OO0O0DO0D-3-00D0D0-0000O0)-7,8-000000-3H-00000 -4-
od
02-000-6-(R-0000D0-3-0000-0000)-8H-00000-4-0000000
oooooooooooooooooooaon

1H NMR (DMSO): & /ppm = 1.70-1.89 (m, 2H), 2.54-2.76 (m, 2H), 3.94 (s, 2H), 3.96

-4.05 (m, 1H), 5.09-5.16 (m, 1H), 6.35 (br-s, 2H), 6.73 (br-s, 1H), 7.13-7.32 (m
, bH), 9.89 (br-s, 1H).

oooooao

ooooao

2-000-6-(1-0CO0O0O0DO-000-000)-5,6,7,8-000000-3H-00000O0-4-0
ooooao
o2-000-6-(1-000C000-1-000-000)-3H-000CO0-4-000000D000CO
Joooooooooooooooo

TH NMR (DMS0-d®): & /ppm = 1.21 (s, 3H), 1.29 (s, 3H), 3.17 (dd, 2H, J=10.8, 22.

2Hz), 3.47 (d, 1H, J=10.8Hz), 6.80-7.08 (br-s, 2H), 7.36-7.67 (br-s, 1H)
oooooaog

ooooao

2-000-6-Q-C0O00D-2-000-0000)-5,6,7,8-000000-3H-00000 -4

-0ooood
02-000-6-(1-0CO000D0-2-000-0000)-3H-00000-4-00000000003
ooooooooooooooooooa

1H NMR (DMS0-d®): & /ppm = 0.85 (d, 3H, J=6.6Hz), 0.93 (d, 3H, J=6.6Hz), 3.21-3.

48 (m, 4H), 3.65 (d, 1H, J=8.8Hz), 5.82 (br-s, 3H), 7.02 (br-s, 1H), 7.49 (br-s,
1H), 10.53 (br-s, 1H)

oooooao

ooooao

2-000-6R-(1S-00DO0D0O0O-0000)-5,6,7,8-000000-3H-00000-4-000

ooo

02-000-6-(1S-00000-0000)-3H-00 000 -4-00 1.50g9(6-80mmol)0 O 36

mLO Pt-Black 1560mg0 0 0D 00D 000 O0DO0ODO0OD0DODODOOOOODOPpPH=1200 00

gopoz0o0dooo.sMPal D OO D ODODDODDODODOODODODOODODDODODOODODOO

0odoooooooDoooo0ooDooO0oooDoDoOoOoo0oDooOOoO0oon?2-004d-6rR-(1s-0

oooo-0o0o0ono)-5,6,7,8-000000-3H-00000-4-000000 1.159(3-86m

moDHOODODOD0ODO0OODOU0OODO0OOOOOoDOoO

1H NMR (DMS0-d®): & /ppm = 0.90 (t, 3H, J=7.2Hz), 1.34-1.55 (m, 2H), 3.11-3.20 (

m, 1H), 3.30 (dd, 1H, J=10.5, 13.5Hz), 3.44 (dd, 1H, J=2.7Hz, 13.5Hz), 3.86-3.94
(m, 1H), 7.00-7.42 (br-s, 2H), 7.42-7.77 (br-s, 1H)

oooooao

ooooao

2-000-6S-(s-000D0O0-0000O0)-5,6,7,8-000000-3H-00000-4-000

oood

00000000 o0DoDoOo0o0oU0o0DoDoO0o0ooDoDoDoOO37.5mMO00 000 t-0002.259(10.2

mmoD)ON,N-O 00 O0O0D0DOCOO0O 55mg0.68mmo)0 00 0000010000000

0000000000000 UUoDoODUoUOUDOoOOoOO5SMLODOOOSMLODOOO

0o0il00o000o0ooDoooU0oDooO0o0o0DoDoO0Uoo0DoDoOoOoUooDooDOooOooDoDoOOo

ooo2-000-6S-(S-000O0O0-0000)-5,6,7,8-000000-3H-00000 -4-

Oooooo0o 469mg(1.57mmo)0O O O O

1H NMR (DMS0-d®): & /ppm = 0.91 (t, 3H, J=7.2Hz), 1.26-1.43 (m, 1H), 1.52-1.68 (

m, 1H), 3.16-3.27 (m, 2H), 3.40-3.58 (m, 2H), 7.09 (br-s, 1H), 7.54 (br-s, 1H),
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9.44 (br-s, 2H), 11.00 (br-s, 1H)

oooooao

ooooao
2-000-6S-(IR-00000-0000)-5,6,7,8-000000-3H-00000-4-000
ooo
02-000-6-(1R-00000-0000)-3H-00000-4-0000000000000
00000000000 ooao

TH NMR (DMSO-d®): & /ppm = 0.90 (t, 3H, J=7.2Hz), 1.36-1.48 (m, 2H), 3.12-3.19 (
m, 1H), 3.30 (dd, 1H, J=10.2, 13.2Hz), 3.39-3.48 (m, 1H), 3.85-3.95 (m, 1H), 7.1
6 (br-s, 2H), 7.60 (br-s, 1H)

oooooao

ooooao
2-000-6R-(IR-00000-0000)-5,6,7,8-000000-3H-00000-4-000
ooo

0000000000000 000D0O000D0DO00O0D0O0O0O0DooOOan

1H NMR (DMS0-d®): & /ppm = 0.91 (t, 3H, J=7.2Hz), 1.29-1.39 (m, 1H), 1.53-1.67 (
m, 1H), 3.15-3.27 (m, 2H), 3.39-3.57 (m, 2H), 7.07 (br-s, 1H), 7.53 (br-s, 1H),
9.54 (br-s, 2H), 11.00 (br-s, 1H)

oooooao

ooooao
2-000-6R-(1S-00O000-000)-5,6,7,8-000000-3H-00000-4-0000
0o
02-000-6-(1S-00000-000)-3H-00000-4-00000000000000
0000000 D0DO0OoOooao

TH NMR (DMSO-d®): & /ppm = 0.89 (t, 3H, J=6.8Hz), 1.15-1.58 (m, 4 H), 3.06-3.19
(m, 1H), 3.23-3.37 (m, 1H), 3.37-3.50 (m, 1H), 3.90-4.14 (m, 1H), 7.13 (br-s, 2H
), 7.58 (br-s, 1H).

oooooao

ooooao
2-000-6S-(1S-00000-000)-5,6,7,8-000000-3H-00000-4-0000
0o

0000000000000 000D0O000D0D000O0D0O0O00DDoOoOan

1H NMR (DMS0-d®): & /ppm = 0.88 (t, 3H, J=6.5Hz), 1.09-1.66 (m, 4H), 3.05-3.35 (
m, 2H), 3.35-3.77 (m, 2H), 7.24 (br-s, 2H), 7.63 (br-s, 1H).

oooooao

ooooao

2-000-6S-(AR-0 00 00-000)-5,6,7,8-000000-3H-00000-4-0000
0o
02-000-6-(1R-0000D0-000)-3H-00000-4-00000000000000
0ooDo0O0O0DoOoOoooao

TH NMR (DMS0-d®): & /ppm = 0.89 (t, 3H, J=6.9Hz), 1.20-1.51 (m, 4H), 3.06-3.16 (
m, 1H), 3.30 (dd, 1H, J=10.2, 12.9Hz), 3.37-3.48 (m, 1H), 3.96-4.06 (m, 1H), 7.0
5 (br-s, 2H), 7.53 (br-s, 1H)

oooooao

ooooao
2-000-6R-(IR-00000O0-000)-5,6,7,8-000000-3H-00000-4-0000
0o

000000000000 0000D0000D0D0000D0O0000D0000

1H NMR (DMSO-d®): & /ppm = 0.88 (t, 3H, J=6.5Hz), 1.15-1.64 (m, 4H), 3.07-3.34 (
m, 2H), 3.34-3.72 (m, 2H), 7.18 (br-s, 2H), 7.61 (br-s, 1H).
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oooooao

ooooao
2-000-6R-(1S-00000O0-0000)-5,6,7,8-000000-3H-00000-4-000
ooo
02-000-6-(1S-0000D0-0000)-3H-00000-4-0000000000000
0o0oDo0O0O0DoDOoOooooao

1H NMR (DMS0-d®): & /ppm = 0.87 (t, 3H, J=6.6Hz), 1.13-1.57 (m, 8H), 3.01-3.20 (
m, 1H), 3.20-3.53 (m, 2H), 3.90-4.09 (m, 1H), 7.13 (br-s, 2H), 7.58 (br-s, 1H),
11.02 (br-s, 1H).

oooooao

ooooao
2-000-6S-(1S-00000O0-0000O0)-5,6,7,8-000000-3H-00000-4-000
ooo

000000000000 D0000D00000D0000000000000

1H NMR (DMS0-d®): & /ppm = 0.87 (t, 3H, J=6.6Hz), 1.01-1.71 (m, 8H), 3.10-3.33 (
m, 2H), 3.38-3.70 (m, 2H), 7.20 (br-s, 2H), 7.60 (br-s, 1H) , 11.12 (br-s, 1H).
oooooao

ooooao
2-000-6S-(IR-00000-0000)-5,6,7,8-000000-3H-00000-4-000
ooo
02-000-6-(1R-00000-0000)-3H-00000-4-0000000000000
0o0oDo0O0O0DOoDOoOooooao

1H NMR (DMS0-d®): & /ppm = 0.87 (t, 3H, J=6.5Hz), 1.15-1.56 (m, 8H), 3.02-3.20 (
m, 1H), 3.20-3.52 (m, 2H), 3.88-4.11 (m, 1H), 7.08 (br-s, 2H), 7.56 (br-s, 1H),
10.97 (br-s, 1H).

oooooao

ooooao
2-000-6R-(IR-00000-0000)-5,6,7,8-000000-3H-00000-4-000
ooo

0000000000000 0000000D0D0D000000000DO0O0an

1H NMR (DMS0-d®): & /ppm = 0.87 (t, 3H, J=6.6Hz), 1.09-1.68 (m, 8H), 3.08-3.33 (
m, 2H), 3.37-3.70 (m, 2H), 7.10 (br-s, 2H), 7.55 (br-s, 1H) , 11.02 (br-s, 1H).
oooooao

ooooao
2-000-6R-(1S-00O00O0-00DO0)3-00000-5,6,7,8-000000-3H-0000
0-4-000000
02-000-6-(1S-00000-000)-3-00000-3H-00000-4-0000000
00000000000 D0DO000DO0O0O0DDOO0

1H NMR (DMS0-d®): & /ppm = 0.89 (t, 3H, J=6.9Hz), 1.13-1.50 (m, 4H), 2.71-2.87 (
m, 2H), 3.07-3.19 (m, 1H), 3.24-3.47 (m, 2H), 3.79-4.16 (m, 3H), 4.95 (br-s, 5H)
, 7.19-7.50 (m, 5H), 9.99 (br-s, 1H)

oooooao

ooooao
2-000-6S-(1S-00O000O0-000)-3-00000-5,6,7,8-000000-3H-0000
0-4-000000

0000000000000 000D0000D0DO00O0D0DOoO0OooooOan

1H NMR (DMSO-d®): & /ppm = 0.89 (t, 3H, J=6.3Hz), 1.19-1.62 (m, 4 H), 2.80 (t, 2
H, J=8.0Hz), 3.08-3.30 (m, 2H), 3.35-3.53 (m, 1H), 3.61 (t, 2H, J=8.5Hz), 3.90-4
.14 (m, 2H), 5.38 (br-s, 4H), 6.79-7.69 (m, 5H), 9.60 (br-s, 1H)

oooooao

10

20

30

40

50



27) JP 6809781 B2 2021.1.6

ooooao
2-000-6S-(AR-00000-000)-3-00000-5,6,7,8-000000-3H-0000
0-4-000000
02-000-6-(R-00000-000)-3-00000-3H-00000-4-0000000
000000000000 0000O0oO0O0oooOao

1H NMR (DMS0-d®): & /ppm =0.89 (t, 3H, J=6.9Hz), 1.22-1.54 (m, 4H), 2.72-2.88(m,
2H), 3.08-3.18 (m, 1H), 3.26-3.48 (m, 2H), 3.96-4.17 (m, 3H), 5.22 (br-s, 4H),
7.19-7.50 (m, 5H), 10.02 (br-s, 1H)

oooooao

ooooo

2-000-6R-(AR-0 D0 O0DO0DO0-000)-3-00000-5,6,7,8-000000-3H-0000
0-4-000000

000000000000 0000000000000000000000

1H NMR (DMS0-d®): & /ppm = 0.89 (t, 3H, J=6.6Hz), 1.21-1.61 (m, 4H), 2.80 (t, 2H
, J=7.8Hz), 3.13-3.36 (m, 2H), 3.35-3.56 (m, 1H), 3.55-3.70 (m, 2H), 3.90-4.21 (
m, 2H), 6.33 (br-s, 1H), 7.21-7.36 (m, 5H), 7.49 (br-s, 2H), 9.70 (br-s, 1H).
oooooo

gooooao
2-000-6R-(IR-00000-3-0000-0000)-5,6,7,8-000000-3H-0000
0-4-000000
02-000-6-(R-00000-3-0000-0000)-3H-00000-4-0000000
000000000000 000D0O000O0Do0oOooooao

1H NMR (DMSO): & /ppm = 1.57-1.74 (m, 1H), 1.82-1.96 (m, 1H), 2.55-2.63 (m, 1H),
2.75-2.88 (m, 1H), 3.18-3.31 (m, 2H), 3.49 (d, J=9.6Hz, 1H), 3.66 (t, J=6.6Hz,
1H), 5.95 (br-s, 1H), 7.14-7.34 (m, 5H), 7.56 (br-s, 1H), 11.02 (br-s, 1H).
oooooao

ooooo

2-000-6R-(3-0000000-1R-00000-0000)-5,6,7,8-000000-3H-0
0oo0o0-4-000000
02-000-6-(3-0000000-1R-00000-0000)-3H-00000-4-0000
000000000000 D0D0000D0000DO00O0ooooan

1H NMR (DMSO): & /ppm = 0.76-0.96 (m, 2H), 1.04-1.44 (m, 7H), 1.51-1.76 (m, 6H),
3.14-3.27 (m, 2H), 3.38-3.51 (m, 1H), 3.51-3.62 (m, 1H), 7.07 (br-s, 1H), 7.52
(br-s, 1H), 10.97 (br-s, 1H).

oooooo

ooooao

2-000-6R-(IR-0000O0-3-(¢-000000D0O00-0000)-0000)-5,6,7,8-
000000 -3H-00000-4-000000
02-000-6-(1R-00000-3-(4-000000000-0000)-0000)-3H-00
000-4-0000000000000000000D000O0D0O000ODOOO000O000

1H NMR (DMSO): & /ppm = 1.61-1.78 (m, 1H), 1.85-2.01 (m, 1H), 2.63-2.78 (m, 1H),
2.83-2.97 (m, 1H), 3.17-3.32 (m, 2H), 3.49 (d, J=12.6Hz, 1H), 3.62-3.72 (m, 1H)
, 7.03 (br-s, 2H), 7.47 (d, J=7.8Hz, 2H), 7.65 (d, J=7.8Hz, 2H), 10.97 (br-s, 1H
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TH NMR (DMSO): & /ppm = 1.53-1.70 (m, 1H), 1.75-1.93 (m, 1H), 2.38-2.63 (m, 1H),
2.65-2.81 (m, 1H), 3.10-3.29 (m, 2H), 3.35-3.51 (m, 1H), 3.53-3.66 (m, 1H), 3.7
2 (s, 3H), 6.84 (d, J=7.8Hz, 2H), 7.13 (d, J=7.8Hz, 2H), 7.44 (br-s, 1H), 10.84
(br-s, 1H).
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TH NMR (DMSO): & /ppm = 1.54-1.70 (m, 1H), 1.78-1.93 (m, 1H), 2.26 (s, 3H), 2.45
-2.61 (m, 1H), 2.69-2.83 (m, 1H), 3.17-3.31 (m, 2H), 3.42-3.54 (m, 1H), 3.60-3.6

9 (m, 1H), 7.05-7.14 (m, 4H), 7.26 (br-s, 2H), 7.62 (br-s, 1H).
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TH NMR (DMSO): (/pp m = 2.74 (t, J=7.2Hz, 2H), 2.99 (t, J=7.2Hz, 2H), 3.44 (d, J

=7_.2Hz, 13.8Hz, 1H), 3.72 (s, 3H), 3.67-3.79 (m, 1H), 4.34-4.39 (m, 1H), 6.84 (d
, J=8.4Hz, 2H), 7.14 (d, J=8.4Hz, 2H), 7.63 (br-s, 1H).
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TH NMR (DMSO): (/pp m = 1.66-1.82 (m, 2H), 2.44-2.69 (m, 2H), 3.71 (s, 3H), 3.92
(s, 2H), 3.95-4.01 (m, 1H), 5.09 (d, J=4.8Hz, 1H), 6.35 (br-s, 2H), 6.71 (br-s,
1H), 6.83 (d, J=8.1Hz, 2H), 7.12 (d, J=8.1Hz, 2H), 9.90 (br-s, 1H).
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L&Y Control | BH4 Data CB CD CD/CB
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