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AFII-1,1-OFFY-6-T z =)L-
FFPOF2-AIIL]IAFIL]I T =
WI-N-Q2,2-DA XL ITFIL)T RS
EFOES 4722

0. 071

190

3-[2,5-2 714 RA-4-[[(3S, 6R)-3-
AFI-1,1-DFFY-6-Tx=)L-
FT7IOF2-AMIN]AFIL]I T =)L]
FTHFEa2-3-732

0.0715

191

N-[3-[2,5-C 7 LA Rn-4-[[(3S, 6R) -
SFAFI-1,1-OFFYU-6-T =)L~
FTOF2-AMINIAFIL]I T =)L]
x4 -3-4IL]-2-AF)-TAN
-2-RIWNT 4T IR

0. 0553

192

3-[2,5-T 7 )LA4A01-4-[[(3S, 6R)-3-
AFI-1,1-DFFY-6-T =)L
FTOF2-AINL]IAFIL]I Tz =)L]
Fxt2-3-A—1

0. 00265

193

1-[2,5- 7 )0L48-4-[[(3S, 6R)-3-
AFI-1,1-OFFY-6-Txz=)L-
FTFOF2-AIN]IAFN]I T =
W]-3-FFv->onTa2hiLRF
H3IFK

0.00807

194

1-[2,5-C 7 )LAA-4-[[(3S, 6R) -3~
AFIL-1,1-OFFI-6-T =)L~
FFPOF2-AIILIAFIL]I T =
L1-3,3-CoAn->HnJavh
JLARFHIF

0. 00305

195

2-[[3-[2,5-L 7 )LARA-4-[[(3S, 6R) -
SAFI-1,1-OFFV-6-T =)L~
FTOF2-AIN]IAFIL]I Tz =)L]
X2 -3-ANIF72/]17E T
SN

0.035
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F (@
\Y/;
N,S 1-[3-7 LA B-4-[[(3S, 6R) -3-* FJL
195 -1, 1-CFFV-6-TJxZI-FF7F 1 08
D D-ANIAFN]T =N BT '
ONRVALREYI R
o "NH;
x4
ooooaon

oo0o0o0oDoODoO00o0DOo0o0ooooo0o0DoDDoODo0o0o0DO00o0oooDooDoDoDoDoOooooOg
ooooDoDOo0o0ooDOoOoooooooooOoo

ocooooao

000000 NMR (400 MHz, DMSO) & 7.49 - 7.43 (m, 2H), 7.43 - 7.33 (m, 4H),

6.86 - 6.78 (m, 2H), 4.53 - 4.39 (m, 2H), 4.36 - 4.26 (m, 1H), 4.20 - 4.03 (m, 1

H), 3.81 - 3.71 (s, 2H), 3.71 - 3.60 (m, 2H), 3.60 - 3.50 (m, 2H), 2.46 - 2.34 (

m, 1H), 2.15 - 2.04 (m, 1H), 1.91 - 1.73 (m, 1H), 1.70 - 1.55 (m, 3H), 1.39 - 1.

26 (m, 2H), 1.15 - 1.02 (m, 6H)O

ocooooao

000000 NMR (400 MHz, DMSO) & 7.50 - 7.44 (m, 2H), 7.44 - 7.34 (m, 4H),

6.87 - 6.81 (m, 2H), 4.52 - 4.41 (m, 2H), 4.36 - 4.28 (m, 1H), 4.17 - 4.06 (m, 3

H), 3.71 - 3.62 (m, 4H), 3.56 - 3.48 (s, 2H), 3.04 - 2.96 (s, 3H), 2.47 - 2.37 (

m, 1H), 2.13 - 2.05 (m, 1H), 1.88 - 1.75 (m, 3H), 1.74 - 1.60 (m, 3H), 1.12 - 1.

05 (d, J = 6.9 Hz, 3H)O

oooooao

000000 ™ NMR (400 MHz, DMSO-dg): & 7.23-7.48 (8 H, m), 5.22 (1H, s), 4.54
(2 H, m), 4.34 (2H, m), 4.13 (1H, dd, J = 11.96, 6.88 Hz), 3.69 (1H, d, J = 13.

22 Hz), 3.41 (1H, t, J = 12.83 Hz), 2.89 (1H, t, J = 12.46 Hz), 2.43 (2H, dd, J

= 14.64, 13.17 Hz), 2.10 (2H, dd, J = 13.93, 3.80 Hz), 2.02 (3H, s), 1.52-1.95 (

4H, m), 1.09 (3H, d, J = 6.90 Hz)

oooooao

0000000 ™ NMR (400 MHz, DMSO-dg): & 8.50 (s, 2 H); 7.41-7.43 (m, 9 H); 4
.36-4.38 (m, 5 H); 3.54 (s, 3 H); 2.43 (m, 3 H); 2.09 (t, J = 13.2 Hz, 5 H); 1.6

6-1.79 (m, 4 H); 1.09 (d, J = 6.9 Hz, 3 H)O

ocooooao

0000000 NMR (400 MHz, DMSO-dg): & 8.62 (S, 2 H); 7.40-7.41 (m, 9 H); 4
.29-4.31 (m, 5 H); 3.67 (s, 3 H); 2.64 (d, J =9.2 Hz, 2 H); 2.44 (dd, J = 13.2,
3.5 Hz, 1 H); 2.10-2.17 (m, 3 H); 1.71-1.75 (m, 6 H); 1.09 (d, J = 6.9 Hz, 3 H)
oooooao

0000000 NMR (400 MHz, DMSO-dg): & 7.35-7.36 (6 H, m), 7.10 (1 H, dd, J
= 12.15, 6.11 Hz), 5.23 (1 H, s), 4.49-4.51 (1 H, m), 4.33-4.35 (2 H, m), 4.08
(1 H, dd, J = 11.95, 6.92 Hz), 3.83 (4 H, dd, J = 6.36, 3.80 Hz), 2.38-2.40 (1L H
, m), 2.18 (2 H, t, J = 13.19 Hz), 2.05 (1 H, dd, J = 13.88, 3.86 Hz), 1.88 (2 H
, t, J =12.98 Hz), 1.72-1.77 (L H, m), 1.51-1.58 (6 H, m), 1.07 (3 H, d, J = 6.

88 Hz), -0.05 (1 H, s)O

oooooao

0000000 NMR (400 MHz, CHCIs-d): & 8.27 (2 H, s), 7.76 (1 H, t, J = 8.0

7 Hz), 7.15-7.48 (7H, s), 4.49-4.51 (2H, m), 4.28 (1H, m), 4.18 (1H, m), 4.00 (1
H, m), 2.68 (3H, m), 2.30-2.36 (5 H, m), 2.01 (2H, d, J = 16.80 Hz), 1.77-1.79 (

2H, m), 1.15 (3H, d, J = 6.91 Hz)
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oooooad

0000000 NMR (400 MHz, DMSO-dg): & 7.58 (t, J = 8.2 Hz, 1 H); 7.37-7.39
(m, 7 H); 4.52-4.55 (m, 2 H); 4.39 (d, J = 17.7 Hz, 1 H); 4.14 (dd, J = 12.0, 6
.9 Hz, 1 H); 3.92 (t, J = 2.5 Hz, 4 H); 2.43-2.45 (m, 1 H); 2.19 (d, J 13.2 Hz
, 2 H); 2.04-2.07 (m, 3 H); 1.82-1.88 (m, 5 H); 1.66 (d, J = 14.2 Hz, 1 H); 1.10
(d, J = 6.9 Hz, 3 H)

oooooaog

0000000 NMR (400 MHz, DMSO-dg): & 7.58 (t, J = 8.2 Hz, 1 H); 7.37-7.39
(m, 7 H); 4.52-4.55 (m, 2 H); 4.39 (d, J = 17.7 Hz, 1 H); 4.14 (dd, J 12.0, 6
.9 Hz, 1 H); 3.92 (t, J = 2.5 Hz, 4 H); 2.43-2.45 (m, 1 H); 2.19 (d, J 13.2 Hz
, 2 H); 2.04-2.07 (m, 3 H); 1.82-1.88 (m, 5 H); 1.66 (d, J = 14.2 Hz, 1 H); 1.10
(d, J = 6.9 Hz, 3 H)

oooooao

0000000 NMR (400 MHz, DMSO-dg): & 7.54-7.56 (m, 1 H); 7.39-7.40 (m, 7
H); 4.81 (t, J = 4.1 Hz, 1 H); 4.51-4.53 (m, 2 H); 4.38 (d, J = 17.7 Hz, 1 H); 4
.13 (d, J = 9.3 Hz, 1 H); 3.49-3.58 (m, 2 H); 2.38 (d, J = 42.0 Hz, 1 H); 2.10 (

d, J = 13.3 Hz, 3 H); 1.94 (t, J = 12.0 Hz, 4 H); 1.57-1.62 (m, 3 H); 1.40 (d, J
= 7.1 Hz, 1 H); 1.10 (d, J = 6.9 Hz, 2 H)I

oooooao

0000000 NMR (400 MHz, CHCI5;-d): & 8.20 (2H, s), 7.68 (1H, t, J = 8.15

Hz), 7.45-7.47 (2H, m), 7.37-7.39 (3H, m), 7.17 (1H, dd, J = 8.20, 1.86 Hz), 7.0

6 (1H, dd, J = 11.79, 1.86 Hz), 5.47 (1H, br s), 5.30 (1H, br s), 4.56 (1H, d, J
= 17.09 Hz), 4.41 (1 H, d, J = 17.06 Hz), 4.28-4.30 (1H, m), 4.04-4.06 (2 H, m)
, 2.58-2.63 (3H, m), 2.16-2.24 (6bH, m), 1.76-1.80 (4H, m), 1.16 (3H, d, J = 6.90
Hz)O

oooooao

0000000 NMR (400 MHz, CHCIs-d): & 8.24 (2 H, s), 7.69 (1H, t, J = 8.24
Hz), 7.45-7.46 (2 H, m), 7.37 (3 H, d, J =6.76 Hz), 7.17 (1 H, dd, J = 8.24, 1
.84 Hz), 7.03 (1 H, dd, J = 12.32, 1.84 Hz), 4.53 (1 H, d), 4.44 (1 H, d), 4.40
, 4.26 (1 H, m), 4.09 (1 H, t, J =4.32 Hz), 4.00 (1 H, dd, J = 12.88, 3.57 Hz

), 3.77 (2 H, d, J = 6.17 Hz), 2.64 (1H, m), 2.31 (1H, s), 2.27 (1 H, s), 2.22-2
.24 (1H, m), 2.15 (AH, d, J = 6.38 Hz), 2.12 (1H, d, J = 4.77 Hz), 2.00 (2H, d,

J = 12.23 Hz), 1.79-1.83 (2 H, m), 1.77 (3 H, d, J = 6.97 Hz), 1.27-1.29 (2 H, m

), 1.16 (3 H, d, J = 6.91 Hz)O

oooooag

00000000 NMR (400 MHz, DMSO-dg): & 7.43 (dd, J = 7.5, 1.8 Hz, 2 H); 7.3

3-7.34 (m, 7 H); 4.42-4.44 (m, 2 H); 4.26-4.28 (m, 1 H); 4.06 (dd, J = 11.9, 6.8
Hz, 1 H); 3.78 (dt, J = 11.9, 3.7 Hz, 2 H); 3.58 (s, 3 H); 3.38 (t, J = 11.3 Hz
, 2 H); 2.33-2.37 (m, 3 H); 2.06-2.08 (m, 1 H); 1.80-1.84 (m, 3 H); 1.62 (dd, J

14.2, 3.1 Hz, 1 H); 1.03-1.04 (m, 3 H)O

oooooaog

0000000 NMR (400 MHz, DMSO-dg): & 7.42-7.45 (m, 2 H); 7.34-7.36 (m, 7

H); 4.37-4.39 (m, 4 H); 3.76 (d, J = 11.5 Hz, 2 H); 3.43 (t, J = 11.9 Hz, 4 H);

2.31-2.37 (m, 2 H); 2.05-2.10 (m, 1 H); 1.67-1.73 (m, 4 H); 1.33 (d, J = 7.1 Hz,
1 H); 1.06 (d, J = 6.9 Hz, 2 H)O

oooooao

0000000 NMR (400 MHz, DMSO-dg) & 7.42-7.43 (m, 9 H); 4.52 (d, J = 17.1
Hz, 1 H); 4.41 (dd, J = 12.7, 3.5 Hz, 1 H); 4.32 (d, J = 17.1 Hz, 1 H); 4.08 (d

d, J =12.0, 6.9 Hz, 1 H); 3.98 (dd, J = 11.9, 3.5 Hz, 2 H); 3.63 (td, J = 11.6,
2.8 Hz, 2 H); 2.40 (td, J = 13.2, 3.7 Hz, 1 H); 2.03-2.07 (m, 5 H); 1.77-1.81 (

10

20

30

40



(143) JP 6458041 B2 2019.1.23

m, 1 H); 1.62-1.66 (m, 1 H); 1.06 (d, J = 6.9 Hz, 3 H)O

oooooao

O00000D0OM NMR (400 MHz, DMSO-dg): & 7.40-7.42 (m, 5 H); 7.32 (s, 4H); 7.
14 (s, 1H); 6.94 (s, 1H); 4.48 (d, J = 17.0 Hz, 1H); 4.39 (dd, J = 12.7, 3.6 Hz,
1H); 4.26 (d, J = 17.0 Hz, 1H); 4.06 (dd, J = 11.9, 6.9 Hz, 1 H); 3.71 (d, J =
11.4 Hz, 2H); 3.44 (t, J = 11.0 Hz, 2H); 2.39-2.43 (m, 3H); 2.07 (dd, J = 13.9,
3.8 Hz, 1 H); 1.76 (t, J = 12.6 Hz, 3H); 1.62 (d, J = 14.2 Hz, 1H); 1.06 (d, J =
6.9 Hz, 3H)

ocooooao

OO00O000OTH NMR (400 MHz, DMSO-dg & 7.37-7.39 (m, 9 H); 4.60 (t, J = 5.4 H

z, 1 H); 4.51 (d, J = 16.9 Hz, 1 H); 4.41 (dd, J = 12.6, 3.6 Hz, 1 H); 4.28 (d,

J =16.9 Hz, 1 H); 4.06-4.10 (m, 1 H); 3.65-3.69 (m, 2 H); 3.35 (d, J = 6.3 Hz,

4 H); 2.42-2.44 (m, 1 H); 2.10 (dd, J = 13.9, 3.9 Hz, 1 H); 1.84-1.89 (m, 5 H);
1.65 (d, J = 14.1 Hz, 1 H); 1.10 (d, J = 6.9 Hz, 3 H)

ogooooad

00000000 NMR (400 MHz, DMSO-dg): & 7.46 (dd, J = 7.5, 1.8 Hz, 2 H); 7.3

9 (d, J = 8.0 Hz, 5 H); 7.21 (d, J = 8.2 Hz, 2 H); 4.52 (d, J = 16.8 Hz, 1 H); 4
.41 (dd, J = 12.6, 3.6 Hz, 1 H); 4.29 (d, J = 16.9 Hz, 1 H); 4.05-4.08 (m, 1 H);
3.74 (d, J = 11.3 Hz, 2 H); 3.59 (t, J = 11.2 Hz, 2 H); 2.63 (br s, 6 H); 2.40-

2.43 (m, 1 H); 2.10-2.14 (m, 3 H); 1.82-1.89 (m, 3 H); 1.63-1.67 (m, 1 H); 1.06
(d, J = 6.9 Hz, 3 H)

ogooooad

00000000 NMR (400 MHz, DMSO-dg): & 8.63 (2 H, s), 7.42-7.44 (6 H, m), 7
.22 (1H, dd, J = 11.92, 6.06 Hz), 5.46 (1 H, s), 4.50-4.52 (3 H, m), 4.32 (1 H,
br s), 3.65 (L H, t, J = 6.60 Hz), 2.74 (1 H, d, J = 13.34 Hz), 2.0-2.23 (5 H, t
, J =9.11 Hz), 1.93 (2 H, s), 1.77 (2 H, d, J = 8.89 Hz), 1.65 (1H, d, J = 14.0

3 Hz), 1.41 (3 H, d, J = 7.11 Hz)O

gooooad

0000000 NMR (400 MHz, DMSO-dg): & 8.63 (2 H, s), 7-33-7.49 (6 H, m), 7
.20 (1H, dd, J = 11.92, 6.06 Hz), 5.43 (1 H, s), 4.56 (1H, m), 4.43 (2H, dd, J =
15Hz), 4.30 (1H, br s), 4.12 (1H, m), 3.65 (L H, t, J = 6.60 Hz), 2.44 (1 H, m)
, 2.10-2.18 (4H, m), 1.92 (2 H, s), 1.74-1.83 (2H, m), 1.66 (1H, m), 1.13 (3 H,

d, J =7.11 Hz2)

oooooad

0000000 NMR (400 MHz, DMSO-dg): & 7.36-7.37 (m, 9 H); 4.43-4.45 (m, 3

H); 4.28 (d, J = 17.0 Hz, 1 H); 4.07-4.12 (m, 1 H); 3.69-3.74 (m, 3 H); 3.42-3.4

7 (m, 3 H); 2.54-2.55 (m, 2 H); 2.40-2.43 (m, 2 H); 2.10 (dd, J = 14.2, 3.8 Hz,

1 H); 1.77-1.85 (m, 3 H); 1.36-1.40 (m, 1 H); 1.10 (d, J = 6.9 Hz, 3 H)O
ogooooad

0000000 NMR (400 MHz, DMSO-dg): & 7.30-7.49 (8H, m), 5.76 (1H, s), 4.4

7-4.49 (2H, m), 3.61 (2H, m), 3.58 (1H, d, J = 6.88 Hz), 3.35 (1H, m), 3.04 (1H,
d, J = 13.47 Hz), 2.75 (2H, m), 2.40 (2H, m), 2.37 (1H, s), 2.17 (1H, m), 2.08
(1H, d, J = 3.38 Hz), 2.01 (AH, d, J = 14.53 Hz), 1.63 (1H, d, J = 14.04 Hz), 1.

39 (3 H, d, J =7.13 Hz)O

gooooad

0000000 NMR (400 MHz, DMSO-dg): & 7.38-7.40 (8H, m), 5.73 (1H, s), 4.5

3 (1H, m), 4.52 (AH, d, J = 17.57 Hz), 4.37 (QH, d, J = 17.57 Hz) 4.15 (1H, s),

4.11 (1H, s), 3.33 (2H, m), 3.03 (2H, m), 2.39 (2H, m), 2.10 (1H, m), 1.99 (2H,

m), 1.81 (1H, m), 1.66 (1H, m), 1.10 (3H, d, J = 6.90 Hz)O

ocooooao
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0000000 M NMR (400 MHz, DMSO-dg) O O 7.49 - 7.33 (6H, m), 7.18 - 7.09 (2H
, m), 4.52 - 4.45 (2H, m), 4.35 (1H, d, J=17.5 Hz), 4.14 - 4.04 (1H, m), 3.89 (2

H, q, J=7.1 Hz), 3.66 - 3.61 (2H, m), 3.33 (2H, dd, J=9.6, 9.6 Hz), 2.45 - 2.35
(AH, m), 2.11 - 1.98 (8H, m), 1.85 - 1.70 (8H, m), 1.09 - 1.04 (6H, m)
oooooo

00000000 M NMR (400 MHz, DMSO-dg) O 7.47 - 7.43 (3H, m), 7.40 - 7.33 (3H,

m), 7.15 (1H, m), 7.08 (1H, m), 4.50 (3H, m), 4.35 (1H, d, J=17.7 Hz), 4.24 (1H,
t, J=5.3 Hz), 4.13 - 4.05 (1H, m), 3.63 (2H, m), 3.35 (1H, m), 3.18 (2H, m), 2.

41 (1H, m), 2.10-1.95 (4H, m), 1.86-1.60 (4H, m), 1.53 (3H, m), 1.07 (3H, d, J=6
.7 Hz2)

oooooo

0000000 ™ NMR (400 MHz, DMSO-dg) O O 7.51 - 7.34 (6H, m), 7.20 - 7.12 (2H
, m), 4.52 - 4.45 (2H, m), 4.35 (1H, d, J=17.4 Hz), 4.13 - 4.05 (2H, m), 3.67 -

3.63 (2H, m), 3.38 - 3.30 (2H, m), 2.44 - 2.37 (2H, m), 2.12 - 1.63 (9H, m), 1.0

6 (3H, d, J=6.8 Hz)

oooooo

OO0O000O0OQ0 (400 MHz, DMSO-dg) O O 7.47 (3H, m), 7.38 (3H, m), 7.13 (3H, m), 6
.60 (1H, br s), 4.50 (2H, m), 4.37 (1H, d, J=17.0 Hz), 4.11 (1H, m), 3.67 (2H, m

), 3.38 (2H, m), 2.43 (1H, dt, J=6.9, 16.1 Hz), 2.10 (1H, m), 2.02 (2H, m), 1.84
-1.58 (8H, m), 1.08 (3H, d, J=6.7Hz)O

oooooao

00000000 *H NMR (400 MHz, DMSO-dg) & 7.50 - 7.44 (m, 2H), 7.44 - 7.33 (m
, 3H), 7.21 - 7.08 (m, 2H), 4.72 (t, J = 5.6 Hz, 1H), 4.60 - 4.46 (m, 2H), 4.36
(d, 3 =17.8 Hz, 1H), 4.20 - 4.06 (m, 1H), 3.75 - 3.65 (m, 2H), 3.57 (d, J = 5.6
Hz, 2H), 3.47 - 3.34 (m, 2H), 2.48 - 2.37 (m, 1H), 2.16 - 2.01 (m, 3H), 1.88 -
1.75 (m, 3H), 1.73 - 1.62 (m, 1H), 1.13 (d, J = 6.8 Hz, 3H)O

oooooao

00000000 *H NMR (400 MHz, DMSO-dg) O 7.51 (1H, dd, J=8.2, 8.2 Hz), 7.45 (

2H, dd, J=1.5, 8.0 Hz), 7.42 - 7.34 (3H, m), 7.35 - 7.27 (4H, m), 4.55 - 4.49 (2
H, m), 4.38 (1H, d, J=17.6 Hz), 4.16 - 4.06 (1H, m), 3.78 - 3.64 (4H, m), 3.36 (

2H, s), 2.47 - 2.37 (1H, m), 2.13 - 1.78 (6H, m), 1.65 (1H, dd, J=2.1, 14.2 Hz),
1.09 (BH, d, J=6.9 Hz)O

oooooo

00000000 NMR (400 MHz, DMSO-dg) & 7.49 - 7.45 (m, 2H), 7.42 - 7.35 (m
, 4H), 7.23 (dd, J = 11.9, 6.3 Hz, 1H), 4.60 - 4.49 (m, 2H), 4.38 (d, J = 17.9 H

z, 1H), 4.17 - 4.06 (m, 1H), 3.66 (s, 3H), 2.58 - 2.54 (m, 2H), 2.46 - 2.41 (m,

2H), 2.32 - 2.22 (m, 5H), 2.13 - 2.05 (m, 1H), 1.83 - 1.73 (m, 1H), 1.70 - 1.62
(m, 1H), 1.13 (d, J = 6.8 Hz, 3H)O

oooooo

00000000 NMR (400 MHz, DMSO-dg) & 7.49 - 7.43 (m, 2H), 7.43 - 7.34 (m
, 3H), 7.10 (ddd, J = 18.6, 12.7, 6.5 Hz, 2H), 4.61 - 4.40 (m, 4H), 4.34 (d, J =
17.7 Hz, 1H), 4.18 - 4.06 (m, 1H), 3.63 - 3.50 (m, 3H), 2.43 - 2.37 (m, 1H), 2.
16 - 2.04 (m, 1H), 2.03 - 1.92 (m, 2H), 1.85 - 1.64 (m, 4H), 1.56 - 1.44 (m, 4H)
, 1.11 (d, J = 6.8 Hz, 3H)O

oooooao

00000000 NMR (400 MHz, DMSO-dg) & 8.65 (s, 2H), 7.50 - 7.44 (m, 2H),
7.44 - 7.33 (m, 3H), 7.21 - 7.10 (m, 2H), 4.64 (t, J = 5.3 Hz, 1H), 4.59 - 4.46
(m, 2H), 4.36 (d, J = 17.7 Hz, 1H), 4.26 - 4.07 (m, 2H), 3.87 (d, J = 5.3 Hz, 2H

), 2.47 - 2.39 (m, 1H), 2.28 - 2.18 (m, 2H), 2.16 - 2.05 (m, 1H), 2.05 - 1.88 (m
, 4H), 1.85 - 1.65 (m, 4H), 1.13 (d, J = 6.9 Hz, 3H)O
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DoooooQ

00000000 NMR (400 MHz, DMSO-dg) O 12.61 (1H, br. s), 7.46 - 7.33 (6H,
m), 7.24 (1H, dd, J=6.1, 10.7 Hz), 4.88 (2H, d, J=7.7 Hz), 4.77 (2H, d, J=8.0 Hz
), 4.56 - 4.48 (2H, m), 4.36 (1H, d, J=18.0 Hz), 4.15 - 4.07 (1H, m), 3.79 (2H,
s), 2.45 - 2.39 (1H, m), 2.12 - 2.03 (1H, m), 1.85 - 1.72 (1H, m), 1.68 - 1.60 (
1H, m), 1.09 (3H, d, J=6.5 Hz)O

Dooooo

00000000 NMR (400 MHz, DMSO-dg) O 12.68 (1H, s), 7.45 - 7.34 (6H, m),
7.25 (1H, dd, J=6.2, 10.9 Hz), 4.57 - 4.47 (3H, m), 4.41 - 4.33 (2H, m), 4.19 (1
H, d, J=10.9 Hz), 4.12 - 4.04 (2H, m), 3.79 (2H, d, J=5.7 Hz), 2.45 - 2.37 (1H,
m), 2.12 - 2.03 (1H, m), 1.83 - 1.72 (4H, m), 1.68 - 1.60 (1H, m), 1.08 (3H, d,
J=6.2 Hz)O

oooooo

00000000 NMR (400 MHz, DMSO-dg) d 7.46 - 7.43 (2H, m), 7.41 - 7.32 (4H
, m), 7.30 - 7.24 (2H, m), 7.18 (1H, s), 4.89 (2H, d, J=7.4 Hz), 4.80 (2H, d, J=
8.1 Hz), 4.58 - 4.50 (2H, m), 4.38 (1H, d, J=17.5 Hz), 4.15 - 4.10 (1H, m), 3.58
(2H, s), 2.45 - 2.36 (1H, m), 2.12 - 2.04 (1H, m), 1.85 - 1.73 (1H, m), 1.69 -
1.61 (1H, m), 1.10 (3H, d, J=7.1 Hz)O

oooooo

00000000 NMR (400 MHz, DMSO-dg) O 7.46 - 7.15 (7H, m), 4.58 - 4.48 (1H
, m), 4.37 (1H, d, J=17.8 Hz), 4.17 - 4.06 (1H, m), 3.80 - 3.63 (6H, m), 3.47 (2
H, s), 2.46 - 2.37 (1H, m), 2.14 - 1.98 (6H, m), 1.85 - 1.73 (1H, m), 1.65 (IH,

dd, J=2.1, 14.1 Hz), 1.11 (3H, d, J=6.9 Hz)O

oooooo

00000000 NMR (400 MHz, DMSO-dg) O O 7.45 - 7.25 (6H, m), 7.18 (1H, dd,
J=6.3, 12.4 Hz), 4.67 (1H, d, J=4.2 Hz), 4.57 - 4.41 (3H, m), 4.34 (1H, d, J=17
.7 Hz), 4.23 (1H, d, J=12.7 Hz), 4.12 - 4.05 (1H, m), 3.64 (1H, dd, J=1.6, 11.6
Hz), 3.57 (1H, d, J=4.4 Hz), 3.14 - 2.96 (2H, m), 2.87 (1H, dd, J=11.0, 20.3 Hz)
, 2.44 - 2.35 (1H, m), 2.13 - 2.04 (3H, m), 1.98 (3H, s), 1.95 - 1.71 (3H, m), 1
.68 - 1.61 (1H, m), 1.08 (3H, d, J=6.8 Hz)

oooooo

00000000 NMR (400 MHz, DMSO-dg) O 7.65 (1H, q, J=5.2 Hz), 7.45 - 7.41
(2H, m), 7.40 - 7.32 (3H, m), 7.26 - 7.17 (2H, m), 4.56 - 4.46 (2H, m), 4.35 (1H
, d, J=17.9 Hz), 4.15 - 4.05 (1H, m), 3.80 - 3.61 (4H, m), 3.49 (2H, s), 2.62 (3

H, d, J=4.7 Hz), 2.45 - 2.37 (1H, m), 2.14 - 1.95 (5H, m), 1.84 - 1.71 (1H, m),

1.69 - 1.59 (1H, m), 1.09 (3H, d, J=7.0 Hz)O

oooooQ

00000 NMR (400 MHz, DMSO-dg) O 7.46 - 7.43 (2H, m), 7.41 - 7.24 (5H, m),

7.23 - 7.16 (2H, m), 4.56 - 4.47 (2H, m), 4.34 (1H, d, J=18.0 Hz), 4.14 - 4.06 (

1H, m), 3.63 (2H, s), 2.46 - 2.35 (1H, m), 2.12 - 2.04 (1H, m), 1.83 - 1.74 (1H,
m), 1.68 - 1.62 (1H, m), 1.53 (6H, s), 1.10 (3H, d, J=6.7 Hz)O

Dooooo

00000000 NMR (400 MHz, DMSO-g) O 7.44 (3H, m), 7.40 - 7.33 (3H, m), 7.

26 - 7.19 (3H, m), 7.01 - 6.96 (1H, m), 4.52 - 4.45 (2H, m), 4.34 (1H, d, J=17.5
Hz), 4.15 - 4.05 (1H, m), 3.85 - 3.77 (2H, m), 3.54 (2H, tt, J=3.9, 3.8 Hz), 2.

62 - 2.56 (2H, m), 2.45 - 2.35 (1H, m), 2.11 - 2.04 (1H, m), 1.90 - 1.71 (6H, m)
, 1.63 (1H, dd, J=2.0, 14.1 Hz), 1.06 (3H, d, J=6.7Hz)O

Dooooo

00000000 NMR (400 MHz, DMSO-dg) O 7.47 - 7.16 (9H, m), 4.58 - 4.48 (3H
, m), 4.45 - 4.35 (2H, m), 4.23 - 4.05 (3H, m), 3.56 (2H, d, J=5.1 Hz), 2.45 - 2
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.37 (H, m), 2.12 - 2.04 (1H, m), 1.83 - 1.73 (4H, m), 1.68 - 1.60 (1H, m), 1.10
(3H, d, J=6.3 Hz)O

Do0o0o0a0

00000000 NMR (400 MHz, DMSO-dg) O 7.60 (1H, t, J=5.9 Hz), 7.46 - 7.41
(2H, m), 7.41 - 7.34 (4H, m), 7.27 (1H, dd, J=6.0, 11.0 Hz), 4.90 (2H, d, J=7.5
Hz), 4.81 (2H, d, J=7.5 Hz), 4.66 (1H, t, J=5.4 Hz), 4.58 - 4.49 (2H, m), 4.38 (
1H, d, J=17.8 Hz), 4.15 - 4.05 (1H, m), 3.64 (2H, s), 3.35 (2H, g, J=5.9 Hz), 3.

09 (2H, q, J=5.9 Hz), 2.44 - 2.36 (1H, m), 2.12 - 2.04 (1H, m), 1.83 - 1.72 (IH,
my, 1.69 - 1.61 (1H, m), 1.10 (3H, d, J=7.5 Hz)O

Do0o0o0Q0

00000000 NMR (400 MHz, DMSO-dg) O 7.71 - 7.63 (dH, m), 7.46 - 7.32 (6H
, m), 7.26 (1H, dd, J=5.8, 10.9 Hz), 4.89 (2H, d, J=8.2 Hz), 4.80 (2H, d, J=8.5
Hz), 4.58 - 4.48 (2H, m), 4.37 (1H, d, J=18.0 Hz), 4.13 - 4.05 (1H, m), 3.61 (2H
, S), 2.54 (3H, d, J=4.4 Hz), 2.45 - 2.36 (1H, m), 2.12 - 2.04 (1H, m), 1.83 - 1
.72 (1H, m), 1.68 - 1.61 (1H, m), 1.09 (3H, d, J=7.3 Hz)O

DO0o0o0a0

00000000 NMR (400 MHz, DMSO-dg) O O 7.47-7.43 (3H, m), 7.41- 7.35 (4H,
my, 7.28-7.20 (3H, m), 6.81 (1H, br d, J=2.3 Hz), 4.50 (2H, m), 4.36 (1H, d, J

=16.6 Hz), 4.15-4.06 (1H, m), 3.87 - 3.78 (2H, m), 3.55 - 3.41 (3H, m), 2.66-2.5

5 (1H, m), 2.42 (1H, m), 2.09 (1H, m), 1.93 (1H, m), 1.86-1.60 (4H, m), 1.07 (3H
, d, J=6.9 Hz), 0.87 (3H, d, J=6.4 Hz)

Do0o0o00

00000000 NMR (400 MHz, DMSO-dg) O 7.56 (1H, t, J=8.0 Hz), 7.46 - 7.43
(2H, m), 7.41 - 7.32 (7H, m), 4.82 (2H, d, J=7.5 Hz), 4.72 (2H, dd, J=2.0, 7.5 H

z), 4.57 - 4.49 (2H, m), 4.38 (1H, d, J=17.7 Hz), 4.17 - 4.06 (1H, m), 3.56 (2H,
s), 2.45 - 2.36 (1H, m), 2.10 - 2.06 (1H, m), 1.85 - 1.75 (1H, m), 1.68 - 1.60
(1H, m), 1.08 (3H, d, J=6.6 Hz)O
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