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, 3H), 2.46 (d, J=0.9 Hz, 3H), 1.66 (s, 9H). LCMS (M+H) = 439.3
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1.17 (s, 7.8H), 1.04 (s, 1.2H). LCMS (M+H) = 499.4
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6.02 (s, 1H), 4.87 (s, 1H), 4.58 - 4.46 (m, 3H), 4.34 (d, J=5.8 Hz, 2H), 3.36 -
3.32 (m, 4H), 2.18 (s, 3H), 1.91 (s, 9H). LCMS (M+H) = 597.4
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0000000 0)IDODODODODOOOO[D,0O00]000000000000000¢(

O00OmgO O .0O0O0mmol0 00 .0000)IO0CO0O0O0O000000HNMR (500 MHz,

CDCl;) & 8.28 (s, 1H), 7.21 (d, J=0.9 Hz, 1H), 6.73 (d, J=8.5 Hz, 1H), 5.50 (d,
J=8.5 Hz, 1H), 4.06 - 4.02 (m, 3H), 3.80 - 3.74 (m, 3H), 3.60 - 3.50 (m, 1H), 3
.46 (t, J=11.0 Hz, 1H), 2.88 (d, J=11.5 Hz, 1H), 2.69 (d, J=11.7 Hz, 1H), 2.43 (
d, J=0.9 Hz, 3H), 1.85 - 1.67 (m, 2H), 1.54 - 1.41 (m, 2H), 1.17 (s, 3H), 1.09 (
s, 3H). LCMS (M+H) = 390.4
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0000000000000 0O00000000H NMR (500 MHz, CDClL) & 8.18 (s,

1H), 7.26 (d, J=0.9 Hz, 1H), 6.43 (s, 1H), 4.03 (s, 3H), 3.72 (s, 3H), 3.67 (t,

J=11.2 Hz, 1H), 3.32 (t, J=11.3 Hz, 1H), 2.98 (d, J=11.5 Hz, 1H), 2.82 (d, J=11.
5 Hz, 1H), 2.37 (d, J=1.1 Hz, 3H), 1.76 - 1.61 (m, 2H), 1.53 - 1.40 (m, 2H), 1.2
6 (s, 9H), 1.16 (s, 3H), 1.08 (s, 3H). LCMS (M+H) = 446._4
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0000 NMR (500 MHz, CDCl3) & 8.26 (br. s., 1H), 7.37 - 7.32 (m, 1H), 6
.42 (br. s., 1H), 3.74 (s, 3H), 3.70 (br. s., 1H), 3.33 (br. s., 1H), 3.00 (br.
s., 1H), 2.85 (br. s., 1H), 2.41 (s, 3H), 1.73 (br. s., 1H), 1.75-1.44 (m, 4H),
1.27 (s, 9H), 1.17 (br. s., 3H), 1.09 (br. s., 3H). LCMS (M+H) = 432.4
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O000C0CO[0,.00O0]000000000)00000C@OmgDO .000 mmolD OO
.0000)3 ™ NMR (500 MHz, DMSO-dg) & 8.98 (t, J=6.0 Hz, 1H), 8.31 (s, 1H), 7
.23 (d, J=7.9 Hz, 1H), 7.17 (br. s., 1H), 7.12 (s, 1H), 7.09 - 7.03 (m, 1H), 6.1
4 (s, 1H), 4.42 (d, J=6.1 Hz, 2H), 3.22 - 3.13 (m, 2H), 3.09 (br. s., 2H), 2.30
(s, 3H), 2.21 (s, 3H), 1.62 (d, J=9.8 Hz, 1H), 1.55 (d, J=11.3 Hz, 1H), 1.51 - 1
.43 (m, 1H), 1.39 (d, J=13.4 Hz, 1H), 1.16 (s, 9H), 1.10 (s, 3H), 1.01 (s, 3H).
LCMS (M+H) = 539.5
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.0O0D0Ommol0 00 .0000)I000D00000000 NMR (500 MHz, CDCIZ) & 8.
07 (s, 1H), 7.69 (t, J=4.9 Hz, 1H), 7.27 - 7.24 (m, 2H), 7.23 - 7.20 (m, 1H), 7.
11 - 7.04 (m, 2H), 6.44 (s, 1H), 4.42 (d, J=5.0 Hz, 2H), 3.82 (s, 2H), 3.71 (s,
3H), 3.70 - 3.64 (m, 1H), 3.31 (t, J=11.3 Hz, 1H), 2.95 (d, J=12.0 Hz, 1H), 2.79
(d, J=11.7 Hz, 1H), 2.37 (d, J=0.9 Hz, 3H), 1.75 - 1.61 (m, 2H), 1.54 - 1.40 (m
, 2H), 1.25 (s, 9H), 1.14 (s, 3H), 1.06 (s, 3H). LCMS (M+H) = 582.5
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00O00)I0O0O00OO0O0O0OOCO[D,0O0D0]000000000)0000 (@ O0mgDDO
.00O0mmold 00 .0000)I M NMR (500 MHz, DMSO-dg) & 8.35 (s, 1H), 7.73 (s,
1H), 7.36 (dd, J=8.1, 5.6 Hz, 2H), 7.16 (t, J=8.7 Hz, 2H), 7.10 (s, 1H), 6.13 (
s, 1H), 4.24 (s, 2H), 3.24 - 3.17 (m, 2H), 3.08 (br. s., 2H), 2.27 (s, 3H), 1.68
- 1.51 (m, 2H), 1.49 - 1.43 (m, 1H), 1.39 (d, J=12.5 Hz, 1H), 1.16 (s, 9H), 1.1
0 (s, 3H), 1.00 (s, 3H). LCMS (M+H) = 565.4
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I OOODODOOOOO[O,0O00]0O0O0D0O0O0000)IOD0DO0O@OmgDO .0O00m
mol0 0O .00 O0O0)3 ™ NMR (500 MHz, DMSO-dg) & 8.39 (s, 1H), 7.41 - 7.31 (m,
2H), 7.18 (t, J=8.9 Hz, 2H), 7.08 (s, 1H), 7.12 (s, 1H), 6.14 (s, 1H), 4.15 (s,
2H), 3.22 - 3.16 (m, 2H), 3.07 (br. s., 2H), 2.28 (s, 3H), 1.62 (d, J=7.9 Hz, 1H
), 1.54 (d, J=9.2 Hz, 1H), 1.50 - 1.43 (m, 1H), 1.39 (d, J=11.9 Hz, 1H), 1.16 (s
9H), 1.10 (s, 3H), 1.01 (s, 3H). LCMS 4(M+H) = 549.5
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000000 .Ommold 00 .00 00)0 NMR (500 MHz, CDClg) & : 7.98 (t, J=1.7
Hz, 1H), 7.72 (dt, J=7.7, 1.3 Hz, 1H), 7.53 - 7.48 (m, 1H), 7.32 (t, J=7.9 Hz, 1

H), 7.14 (s, 1H), 3.98 (s, 3H). LCMS (M+H) = 281/283
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, 7.19 (s, 1H), 5.40 (s, 2H), 3.89 (s, 3H), 2.25 (s, 3H). LCMS (M+H) = 339.1
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=7.8, 0.8 Hz, 1H), 7.84 - 7.78 (m, 1H), 7.49 (ddd, J=8.0, 2.0, 1.1 Hz, 1H), 7.32
(t, J=7.9 Hz, 1H), 7.12 (d, J=0.8 Hz, 1H), 2.47 (d, J=1.1 Hz, 3H), 1.67 (s, 9H)
. LCMS (M+H) = 405.2
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Hz, 1H), 8.11 (t, J=1.7 Hz, 1H), 7.87 (dq, J=7.7, 0.9 Hz, 1H), 7.54 (ddd, J=8.0
, 2.0, 1.0 Hz, 1H), 7.34 (t, J=7.9 Hz, 1H), 6.96 (s, 1H), 2.43 (d, J=1.1 Hz, 3H)
, 1.65 (s, 9H). LCMS (M+H) = 537.2
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, 7.47 (t, J=7.9 Hz, 1H), 7.34 (s, 1H), 2.39 (d, J=1.1 Hz, 3H). LC/MS (M+H) = 48
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, 2.87 (d, J=11.2 Hz, 2H), 2.33 (d, J=1.1 Hz, 3H), 1.90 (d, J=12.3 Hz, 2H), 1.68
- 1.60 (m, 2H), 1.28 (s, 3H). LCMS (M+H) = 430.3
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d, J=7.4, 1.6 Hz, 1H), 7.14 (td, J=7.7, 1.7 Hz, 1H), 6.97 - 6.90 (m, 1H), 6.84 (
dd, J=8.1, 1.0 Hz, 1H), 3.86 (q, J=6.5 Hz, 2H), 2.91 (t, J=6.5 Hz, 2H), 1.62 (t,
J=5.8 Hz, 1H), 1.05 (s, 9H), 0.28 (s, 6H)
OoooQoO
ooooo
ooooo

OTBDMS

O

H

00@o@oOUOOooODO0D0OO0O0o000000)o00)000)0O0oooOooooan
(Oo0oUoOOooODO0oO0oO0DO0o0DO0o0D0DO0o0)O0oo0o)0o0oOo) 0000 (@.00DO0OO.
CoOmmoD)O OO, 00, (O0OmL) DODOOOODODODOODOOODODOODODODDCE@
O.000o00o0.cmmoD000O0OO0OO0OOCDODOOODOOODODODODODOOODOOOODOO
ocoooooooooooooobooDo0, 00, @OOmMDHOODOOCODBOO0DDODOOD
@gomppoooobooooboo@oypO0O0pgHYyboooobooopooboooDooboo
Oo0o0oo0oooo@ooDoOoooooUoooDUoooDOo)yoUoooDUoDoOD@UEooOoOoo
0000000 0oOD0oDOoO)OOoOoH)oooo)H)oDoOoooDD(M@ .OODODOO .O0OmmolO
00000)I00000000000M NMR (500 MHz, CDCl3) & 9.72 (t, J=2.2 Hz,
1H), 7.22 (td, J=7.8, 1.8 Hz, 1H), 7.17 (dd, J=7.5, 1.5 Hz, 1H), 7.01 - 6.94 (nm
, 1H), 6.90 (dd, J=8.1, 0.9 Hz, 1H), 3.66 (d, J=2.2 Hz, 2H), 1.04 (s, 9H), 0.29(
s, 6H)
oooooao
ooooao
ooooao

OTBDMS

OH

NH>

00000000 @OQ@@OoOOOO0O0OOO0O0O0OO0O0O0O0OO0)IO00)DO0O0Oo)dooan
000000000000 (@.000mMOO00.0COmmoDDO0O0OOODONODOODOOO
(OO0@OO0DO0O000DO0O000D0D0O0D)XO00)XO0O00)O0000O00n(@ .00
Doo0O0oooo0ooo

0 0

O

O

Oooo0ooogogao

00 .0O0mmoDO00OO0OOOO, (0.000000.000mmol)O
0000000000000 000000O0O00000000000(@mL)OO000N
000000000000 C@.00mO0C0 .00mmo)IDDDODO@OM)DOOO
0000000000000 @m)OIOO0OCOO0O000000@mL)OO0 @)D OO0
000000000000 @OD0000000000)I00000@O, 00, )0
0000000000000 @O@OOOODODD0DO0O00000000)I00)IO000)
0000000000 C@.0000.00mmol0 00 .0000)I00000C00000
0000000000000 00000000000Y NMR (500 MHz, CDClZ) & 7.19
(dd, J=7.4, 1.7 Hz, 1H), 7.13 (td, J=7.7, 1.7 Hz, 1H), 6.95 - 6.91 (m, 1H), 6.84

(dd, J=8.1, 1.0 Hz, 1H), 3.85 - 3.78 (m, 1H), 2.86 - 2.73 (m, 3H), 2.62 (dd, J=
12.9, 7.7 Hz, 1H), 1.06 (s, 9H), 0.29 (s, 6H)
000000
ooooo

10

20

30

40



(62) JP 2016-512558 A 2016.4.28

(00)IO0DO0DO0OO0OO(@O@O@OONONDOON))I0OO0O0O0D0O0000000000)0O0

Yoo @o@ooooo)oooao
00
00
o0
0o
00
mgO

O
4
O
gooboooobboooobaD
4
O

O0@ .000mLO0 O 000 mmol)O
oooobODbOO0OO0oo0oooooooooboao
oooobDbOoo0oooooooooDbao
(gooooo)H)ooooooooDooOoo
O00oo0O0ooDOoo)H)bDOooo)DOoo
oooobDo)Yyooo@ooooooao

Oooooooooooo4gogoooog

(000000000 @OO0O0000O0O000)IO000)IOO0OO0O0)XOO0O0
O0O0O0[0.0O00]000000000)I00(@OO00O00O000)IO00000(

ooooDDOoOOoDOooooo)H)Yooo@o@eoao

0O0)IO0DO0DOO0O0DDCOODODOOODODODO)IOOOODOOOOO[D,.0O00]0
0000000 (@OO0mgdDO .
0O(@ .000mMOO0.000mmol)J 0000000000000 O0O0O0O00O0O

OO0O0OmmoDO OO, 00, (@m)OOOOOO

Oo0Ooo0o0ooooooDoooooooo@ao

cooocoooOoooOo)ooo)oooo)oooooooooooooo@o
AOo0OmmoDH)OOODOOCDO@.OOOMmMOD .OCO0mo) D0 OO0, 00,y (O .0
mH)OODoODOODODODOoOoooobODbDobooooooooobbboboooooooooDbaOo
ooooooooooooooo@oy,O0b0pH)ooooooooOooOOoOoOOODOO

00O0(@.00Om)OOO0D0D0OO0O0O0DODO0OOO0
00000000000 O0000O000(@OO
0O0)IDODOODOD(@O)IOO0OO00(@O@
00O0O000)IODOQEODOOODONDOOOn(@
00O0)I0O0O0O00OO0O0O0OO0[O.0O00]000
O)DODODODO@OOmgDO .00 0mmolD OO .

00O0)I0O0000000O0O0™ NMR (500 MHz, CDCIZ) & 8.03 (s, 1H), 7.58 - 7
.45 (m, 1H), 7.27 (s, 1H), 7.21 - 7.

13 (m, 1H), 7.10 - 7.03 (m, 1H), 7.00 - 6.93

(m, 1H), 6.86 (t, J=7.4 Hz, 1H), 6.47 - 6.37 (m, 1H), 6.14 - 5.92 (m, 1H), 5.45
(dd, J=17.2, 1.4 Hz, 1H), 5.30 (d, J=11.5 Hz, 1H), 4.33 - 4.24 (m, 1H), 4.10 -
3.95 (m, 2H), 3.86 (t, J=11.3 Hz, 1H), 3.71 (s, 3H), 3.65 - 3.45 (m, 3H), 3.03 -
2.87 (m, 3H), 2.72 (d, J=11.2 Hz, 1H), 2.38 (s, 3H), 2.03 - 1.87 (m, 2H), 1.82

goooand
ooao
ogadg

I |

O
O
N

e
%
NH

1.65 (m, 2H), 1.30 (s, 3H), 1.25 (s, 9H). LCMS (M+H) = 623.5
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.20 (m, 2H), 6.96 (t, J=7.3 Hz, 1H), 6.93 - 6.82 (m, 1H), 6.45 - 6.39 (m, 1H), 6
.17 - 5.95 (m, 2H), 5.45 (dd, J=17.3, 1.3 Hz, 2H), 5.37 - 5.26 (m, 2H), 4.67 - 4
.57 (m, 2H), 4.14 (dd, J=6.1, 3.0 Hz, 1H), 4.06 - 3.95 (m, 2H), 3.87 (t, J=10.9
Hz, 1H), 3.77 (tdd, J=10.1, 6.3, 3.4 Hz, 1H), 3.71 (s, 3H), 3.56 - 3.46 (m, 1H),
3.46 - 3.38 (m, 1H), 3.19 - 3.11 (m, 1H), 3.07 - 2.99 (m, 1H), 2.93 - 2.85 (m,
2H), 2.72 (d, J=10.6 Hz, 1H), 2.37 (s, 3H), 2.03 - 1.85 (m, 2H), 1.80 - 1.65 (m,
1H), 1.32 (s, 3H), 1.26 (s, 9H). LCMS (M+H) = 663.6
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9 - 7.21 (m, 1H), 7.14 - 7.04 (m, 1H), 6.99 (s, 1H), 6.89 (t, J=7.2 Hz, 1H), 6.2
8 (s, 1H), 6.23 - 6.18 (m, 1H), 6.18 - 6.05 (m, 1H), 4.90 (d, J=4.9 Hz, 2H), 4.1

4 (s, 2H), 4.07 (d, J=5.5 Hz, 2H), 3.87 - 3.73 (m, 1H), 3.66 (d, J=13.7 Hz, 2H),
3.57 - 3.51 (m, 1H), 2.83 (d, J=7.0 Hz, 1H), 2.31 (s, 3H), 1.86 - 1.69 (m, 2H),
1.67 - 1.54 (m, 1H), 1.29 (s, 3H), 1.20 (s, 9H). LCMS (M+H) = 617.5
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, 7.88 (dt, J=7.8, 1.2 Hz, 1H), 7.51 (ddd, J=8.0, 2.0, 1.0 Hz, 1H), 7.33 (t, J=7
.9 Hz, 1H), 7.01 (d, J=0.6 Hz, 1H), 6.07 (ddt, J=17.2, 10.3, 5.1 Hz, 1H), 5.51 -
5.42 (m, 1H), 5.33 - 5.27 (m, 1H), 3.98 (dt, J=5.0, 1.6 Hz, 2H), 3.92 (s, 3H),
3.59 (t, J=11.0 Hz, 2H), 2.84 (d, J=10.1 Hz, 2H), 2.32 (d, J=1.1 Hz, 3H), 1.91 (
d, J=12.0 Hz, 2H), 1.67 - 1.58 (m, 2H), 1.30 - 1.26 (m, 3H). LC/MS(M+H) = 526.2,
528.2
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00000 ™ NMR (500 MHz, CDClZ) & 8.22 (s, 1H), 8.07 (t, J=1.7 Hz, 1H),

(dt, J=7.9, 1.2 Hz, 1H), 7.52 - 7.47 (m, 1H), 7.34 - 7.31 (m, 1H), 7.29 (d
, J=8.7 Hz, 1H), 6.94 (d, J=0.5 Hz, 1H), 6.16 (ddt, J=17.2, 10.3, 5.1 Hz, 1H), 5
.55 (dg, J=17.1, 1.8 Hz, 1H), 5.45 (d, J=9.0 Hz, 1H), 5.41 (dg, J=10.4, 1.5 Hz,

1H), 4.01 (dt, J=5.1, 1.5 Hz, 2H), 3.88 - 3.80 (m, 1H), 3.78 - 3.68 (m, 4H), 2.8
0 (d, J=11.3 Hz, 1H), 2.62 (d, J=10.9 Hz, 1H), 2.41 (d, J=0.9 Hz, 3H), 2.04 - 1.
94 (m, 2H), 1.86 (td, J=13.1, 4.6 Hz, 1H), 1.77 (td, J=13.3, 4.6 Hz, 1H), 1.32 (

. LCMS (M+H) = 530.3
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(s, 1H), 8.08 (t, J=1.7 Hz, 1H), 7.88 (dt, J=7.8, 1.2 Hz, 1H), 7.50 - 7.46 (m, 1

H), 7.33 - 7.28 (m, 1H), 6.98 (s, 1H), 6.46 (s, 1H), 6.15 (ddt, J=17.2, 10.3, 5.
1 Hz, 1H), 5.55 (dq, J=17.1, 1.7 Hz, 1H), 5.38 (dd, J=10.4, 1.7 Hz, 1H), 4.03 (d
t, J=5.0, 1.4 Hz, 2H), 3.95 - 3.87 (m, 1H), 3.69 (s, 3H), 3.64 - 3.55 (m, 1H), 2
.89 (m, 1H), 2.70 (m, 1H), 2.36 (d, J=0.9 Hz, 3H), 2.04 - 1.93 (m, 2H), 1.77 (td
, J=13.1, 4.7 Hz, 1H), 1.69 (td, J=13.0, 4.5 Hz, 1H), 1.32 (s, 3H), 1.26 (s, 9H)
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8.07 (t, J=1.7 Hz, 1H), 7.88 (dt, J=7.9, 1.2 Hz, 1H), 7.50 (ddd, J=8.0, 1.9, 0.9
Hz, 1H), 7.32 (t, J=7.9 Hz, 1H), 6.99 (d, J=0.5 Hz, 1H), 6.16 (ddt, J=17.1, 10.
4, 5.1 Hz, 1H), 5.55 (dq, J=17.2, 1.7 Hz, 1H), 5.41 (dd, J=10.4, 1.6 Hz, 1H), 4.
02 (dt, J=5.1, 1.5 Hz, 2H), 4.00 - 3.96 (m, 1H), 3.68 (t, J=11.1 Hz, 1H), 3.28 (
d, J=9.5 Hz, 1H), 2.75 (d, J=11.2 Hz, 1H), 2.42 (s, 3H), 2.08 - 1.96 (m, 2H), 1.
81 (td, J=13.4, 4.3 Hz, 2H), 1.33 (s, 3H), 1.30 (s, 10H). LCMS (M+H) = 572.4
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& 8.15 (s, 1H), 8.02 - 8.00 (m, 1H), 7.98 (m, 1H), 7.55 (t, J=7.7 Hz, 1H), 7.4
7 - 7.44 (m, 1H), 7.14 (d, J=1.7 Hz, 1H), 7.09 (dd, J=8.3, 2.0 Hz, 1H), 7.02 (s,
1H), 6.91 (d, J=8.2 Hz, 1H), 6.46 (s, 1H), 6.08 (ddt, J=17.0, 10.4, 5.2 Hz, 1H)
, 5.46 (dd, J=17.2, 1.7 Hz, 1H), 5.17 - 5.12 (m, 2H), 4.00 (d, J=5.2 Hz, 2H), 3.
69 (s, 3H), 3.63 - 3.55 (m, 1H), 2.90 (d, J=9.0 Hz, 1H), 2.71 (d, J=11.2 Hz, 1H)
, 2.37 - 2.33 (m, 6H), 2.02 - 1.93 (m, 2H), 1.77 (td, J=13.1, 4.7 Hz, 1H), 1.68
(td, J=13.0, 4.4 Hz, 1H), 1.30 (s, 3H), 1.26 (s, 9H). LCMS (M+H) = 612.5
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0000 ™ NMR (500 MHz, CDCl3) & 8.19 - 8.13 (m, 1H), 8.06 (t, J=1.5 Hz, 1H),

7.90 (d, J=7.7 Hz, 1H), 7.57 (d, J=7.9 Hz, 1H), 7.49 - 7.41 (m, 1H), 7.25 (d, J=
1.9 Hz, 1H), 7.10 (dd, J=8.2, 1.7 Hz, 1H), 7.01 (s, 1H), 6.91 (d, J=8.4 Hz, 1H),
6.46 (s, 1H), 6.07 (ddt, J=17.0, 10.4, 5.2 Hz, 1H), 5.80 - 5.70 (m, 1H), 5.48 (
d, J=1.7 Hz, 1H), 5.46 - 5.43 (m, 1H), 5.14 (dd, J=10.5, 1.5 Hz, 1H), 5.05 - 4.9
5 (m, 2H), 4.33 - 4.16 (m, 2H), 4.04 - 3.97 (m, 2H), 3.92 (t, J=11.0 Hz, 1H), 3.
74 - 3.66 (m, 3H), 3.59 (t, J=11.6 Hz, 1H), 2.90 (d, J=9.0 Hz, 1H), 2.72 (d, J=1
1.0 Hz, 1H), 2.45 - 2.33 (m, 6H), 2.24 (dt, J=14.0, 6.9 Hz, 1H), 2.03 - 1.92 (m,
2H), 1.76 (td, J=13.1, 4.7 Hz, 1H), 1.68 (td, J=13.0, 4.3 Hz, 1H), 1.30 (s, 3H)
, 1.26 (s, 9H), 1.18 (d, J=6.1 Hz, 2H). LCMS (M+H) = 681.7
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Cl;) 8 8.24 (s, 2H), 8.17 - 8.07 (m, 1H), 7.56 - 7.46 (m, 1H), 7.42 - 7.35 (m,
1H), 7.22 - 7.16 (m, 1H), 7.15 - 7.05 (m, 2H), 6.96 - 6.88 (m, 1H), 4.60 - 4.51
(m, 1H), 4.03 - 3.89 (m, 1H), 3.67 (t, J=11.6 Hz, 1H), 3.56 - 3.42 (m, 2H), 3.34
(br. s., 1H), 3.20 (d, J=10.1 Hz, 1H), 2.82 - 2.64 (m, 1H), 2.41 (s, 2H), 2.35
(s, 3H), 2.02 - 1.92 (m, 3H), 1.87 - 1.74 (m, 5H), 1.70 - 1.51 (m, 3H), 1.31 (s,
9H), 1.27 (s, 3H), 1.15 (d, J=6.0 Hz, 3H). LCMS (M+H) = 640.6
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7.52 (m, 1H), 7.50 - 7.40 (m, 1H), 7.25 (d, J=1.9 Hz, 1H), 7.10 (dd, J=8.3, 2.0
Hz, 1H), 7.02 (s, 1H), 6.90 (d, J=8.4 Hz, 1H), 6.51 - 6.39 (m, 1H), 6.14 - 5.94
(m, 1H), 5.73 (ddt, J=17.0, 10.3, 6.7 Hz, 1H), 5.51 - 5.31 (m, 1H), 5.22 - 5.07
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H), 2.72 (d, J=11.0 Hz, 1H), 2.36 (s, 6H), 2.13 - 2.04 (m, 2H), 2.02 - 1.93 (m,
2H), 1.81 - 1.64 (m, 3H), 1.30 (s, 3H), 1.27 (s, 9H), 1.18 (d, J=6.1 Hz, 2H). LC
MS (M+H) = 694.5
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50 (t, J=8.1 Hz, 1H), 7.33 (d, J=7.3 Hz, 1H), 7.13 (d, J=4.3 Hz, 2H), 7.10 - 7.0
3 (m, 1H), 6.87 (s, 1H), 6.20 (s, 1H), 4.51 (d, J=5.2 Hz, 1H), 3.78 (t, J=10.5 H
z, 1H), 2.99 (br. s., 1H), 2.66 (d, J=10.4 Hz, 1H), 2.28 (s, 6H), 1.93 - 1.76 (m
, 2H), 1.71 - 1.43 (m, 10H), 1.21 - 1.11 (m, 12H), 1.03 (d, J=6.1 Hz, 3H). LCMS
(M+H) = 654.8

0Do0O0O00o

Doooo

Dooo0oo

OOoooooaog

(o) oo(@oooooooo)ooooo)o,o0o,.00,000000000
ooo0,.0o0Do0Do0ooooOoo,0,00000000000001[00.0.0.06,°.01%9,14
.02%2,”.0'%™,?jooouoooooooo,0,0,0@O0),00@O),00,00,00(¢(
0oo),00,000000000000]J0000000000O0O0OO0OOOOOOOOQ@.
0000000 .00pml000.00000)J00000TH NMR (400 MHz, DMSO-dg)
d 8.40 (s, 1H), 8.03 (s, 1H), 7.94 (d, J=7.6 Hz, 1H), 7.52 (t, J=7.6 Hz, 1H), 7
.37 (d, J=7.6 Hz, 1H), 7.26 - 7.10 (m, 2H), 7.10 - 6.99 (m, 1H), 6.91 - 6.79 (m,
1H), 6.19 (s, 1H), 4.56 (br. s., 1H), 3.84 - 3.64 (m, 1H), 3.00 (br. s., 1H), 2
.72 (d, J=8.3 Hz, 1H), 2.29 (s, 7H), 2.00 (d, J=13.4 Hz, 1H), 1.86 - 1.40 (m, 11
H), 1.35 (s, 2H), 1.20 (s, 3H), 1.19 - 1.12 (m, 12H). LCMS (M+H) = 654.8
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000000 .000mmol000000)IO000000000000O0H NMR (500 M
Hz, CDCl3) & 8.19 - 8.13 (m, 1H), 8.10 - 8.03 (m, 1H), 7.92 (d, J=7.9 Hz, 1H),
7.60 - 7.52 (m, 1H), 7.50 - 7.41 (m, 1H), 7.25 (d, J=2.2 Hz, 1H), 7.11 (dd, J=8.
3, 1.8 Hz, 1H), 7.01 (s, 1H), 6.92 - 6.83 (m, 1H), 6.46 (s, 1H), 6.07 (ddt, J=17
.1, 10.4, 5.1 Hz, 1H), 5.79 (ddd, J=17.4, 10.4, 7.1 Hz, 1H), 5.50 - 5.42 (m, 1H)
, 5.12 (dd, J=10.4, 1.6 Hz, 1H), 5.02 (d, J=17.2 Hz, 1H), 4.96 (dt, J=10.4, 1.3
Hz, 1H), 4.09 - 3.96 (m, 2H), 3.96 - 3.88 (m, 1H), 3.88 - 3.82 (m, 1H), 3.79 - 3
.72 (m, 1H), 3.72 - 3.67 (m, 3H), 3.64 - 3.55 (m, 1H), 2.94 - 2.87 (m, 1H), 2.75
- 2.68 (m, 1H), 2.58 (dt, J=13.2, 6.6 Hz, 1H), 2.38 - 2.34 (m, 6H), 2.03 - 1.93
(m, 2H), 1.77 (td, J=13.1, 4.7 Hz, 1H), 1.68 (td, J=13.0, 4.5 Hz, 1H), 1.30 (s,
2H), 1.26 (s, 9H), 1.04 (d, J=6.9 Hz, 3H). LCMS (M+H)= 682.6
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7.02 (m, 2H), 6.94 (t, J=8.1 Hz, 1H), 6.50 (d, J=7.7 Hz, 1H), 6.22 - 6.14 (m, 1
H), 5.89 - 5.74 (m, 1H), 4.21 - 4.16 (m, 1H), 4.08 - 3.93 (m, 3H), 3.87 - 3.79 (
m, 1H), 3.67 (d, J=2.4 Hz, 3H), 3.63 (d, J=14.0 Hz, 1H), 3.07 - 2.83 (m, 1H), 2.
75 - 2.61 (m, 2H), 1.98 (dd, J=10.9, 2.5 Hz, 2H), 1.79 - 1.62 (m, 2H), 1.31 (d,
J=1.6 Hz, 3H), 1.28 - 1.24 (m, 11H), 1.05 - 0.94 (m, 3D DD DO O0DODOOOODO
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- 7.35 (m, 1H), 7.23 (dd, J=6.0, 2.0 Hz, 1H), 7.15 - 7.06 (m, 2H), 6.92 (d, J=8
.4 Hz, 1H), 6.49 (d, J=11.2 Hz, 1H), 4.25 - 4.17 (m, 1H), 3.98 - 3.88 (m, 1H), 3
.72 - 3.65 (m, 4H), 3.60 (t, J=11.7 Hz, 1H), 3.56 - 3.47 (m, 2H), 2.96 - 2.83 (m
, 1H), 2.72 - 2.61 (m, 1H), 2.38 - 2.33 (m, 6H), 2.11 (dd, J=8.1, 4.3 Hz, 1H), 2
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0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000O0C0O000000000000000000
00000000000 000(@.0000000.000mmol000 .0000)000
000000000 NMR (400 MHz, CDClg) & 8.22 (d, J=13.9 Hz, 2H), 8.04 (d, J
=7.8 Hz, 1H), 7.52 (t, J=7.7 Hz, 1H), 7.40 (d, J=7.6 Hz, 1H), 7.20 (d, J=2.2 Hz,
1H), 7.12 (dd, J=8.2, 2.1 Hz, 1H), 7.06 (s, 1H), 6.92 (d, J=8.3 Hz, 1H), 4.01 (
t, J=10.8 Hz, 1H), 3.95 - 3.87 (m, 1H), 3.81 (dd, J=9.0, 3.4 Hz, 1H), 3.67 (t, J
=10.8 Hz, 1H), 3.51 (br. s., 2H), 3.29 (d, J=10.0 Hz, 1H), 2.79 - 2.68 (m, 1H),
2.42 (s, 3H), 2.35 (s, 3H), 1.97 (d, J=13.4 Hz, 3H), 1.89 - 1.73 (m, 7H), 1.30 (
s, 9H), 1.28 (s, 3H), 0.91 (d, J=7.1 Hz, 3H). LCMS (M+H) = 640.5
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H NMR (400 MHz, CDCl3) & 8.25 (d, J=6.4 Hz, 2H), 8.08 (d, J=7.8 Hz, 1H), 7.51 (
t, J=7.7 Hz, 1H), 7.39 (d, J=7.8 Hz, 1H), 7.22 (d, J=2.0 Hz, 1H), 7.16 - 7.08 (m
, 2H), 6.91 (d, J=8.3 Hz, 1H), 4.22 (d, J=7.6 Hz, 1H), 4.02 (t, J=11.5 Hz, 1H),
3.67 (dd, J=9.3, 5.4 Hz, 2H), 3.59 - 3.43 (m, 2H), 3.33 (br. s., 1H), 2.78 - 2.6
8 (m, 1H), 2.42 (s, 3H), 2.35 (s, 3H), 1.99 (d, J=13.2 Hz, 3H), 1.94 - 1.74 (m,
7H), 1.30 (s, 9H), 1.28 (s, 4H), 0.86 (d, J=6.8 Hz, 3H). LCMS (M+H) = 640.5
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0.00O0mmol0 00 .00000)0 ™ NMR (500 MHz, DMSO-dg) & 8.40 (s, 1H), 8.
05 - 7.91 (m, 2H), 7.51 (t, J=7.6 Hz, 1H), 7.40 - 7.27 (m, 2H), 7.10 - 6.97 (m,
2H), 6.95 - 6.83 (m, 1H), 6.22 (br. s., 1H), 4.67 (br. s., 1H), 3.80 (t, J=11.3
Hz, 1H), 2.98 (br. s., 1H), 2.56 (d, J=10.1 Hz, 1H), 2.28 (s, 3H), 1.98 - 1.84 (
m, 2H), 1.81 - 1.60 (m, 6H), 1.59 - 1.42 (m, 2H), 1.16 (s, 15H), 1.10 (d, J=6.1
Hz, 3H). LCMS (M+H) = 644.7
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Hz, 1H), 3.43 (br. s., 1H), 3.15 (br. s., 1H), 3.00 - 2.80 (m, 1H), 2.67 (d, J=
11.3 Hz, 1H), 2.28 (s, 3H), 1.82 - 1.25 (m, 8H), 1.21 (s, 2H), 1.20 - 1.14 (m, 1
2H), 0.77 (t, J=7.3 Hz, 3H). LCMS (M+H) = 632.6
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(500 MHz, CDCl3) & 8.12 (s, 1H), 8.05 (t, J=1.5 Hz, 1H), 7.96 (dt, J=7.8, 1.3 H
z, 1H), 7.54 (t, J=7.7 Hz, 1H), 7.46 - 7.41 (m, 1H), 7.06 - 6.99 (m, 2H), 6.97 -
6.90 (m, 2H), 6.46 (s, 1H), 6.09 (ddt, J=17.1, 10.4, 5.1 Hz, 1H), 5.92 (s, 1H),
5.47 (dq, J=17.2, 1.7 Hz, 1H), 5.16 (dd, J=10.4, 1.6 Hz, 1H), 4.00 (dt, J=3.4, 10
1.5 Hz, 2H), 3.95 - 3.86 (m, 1H), 3.69 (s, 3H), 3.63 - 3.55 (m, 1H), 2.94 - 2.85
(m, 1H), 2.75 - 2.66 (m, 1H), 2.34 (d, J=0.9 Hz, 3H), 2.02 - 1.92 (m, 2H), 1.82
- 1.63 (m, 2H), 1.31 (s, 3H), 1.26 (s, 9H). LCMS (M+H) = 617.6
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, 1H), 8.06 (t, J=1.6 Hz, 1H), 7.97 - 7.89 (m, 1H), 7.56 (d, J=7.7 Hz, 1H), 7.50
- 7.43 (m, 1H), 7.16 (dd, J=9.1, 2.9 Hz, 1H), 7.05 - 6.92 (m, 3H), 6.52 - 6.39
(m, 1H), 6.16 - 5.93 (m, 1H), 5.73 (ddt, J=17.1, 10.2, 7.1 Hz, 1H), 5.53 - 5.31 40
(m, 1H), 5.21 - 5.13 (m, 1H), 5.05 - 4.94 (m, 2H), 4.09 - 3.98 (m, 2H), 3.93 (t,
J=10.8 Hz, 1H), 3.74 - 3.67 (m, 3H), 3.60 (t, J=10.9 Hz, 1H), 2.90 (d, J=7.7 Hz
, 1H), 2.71 (d, J=10.9 Hz, 1H), 2.41 - 2.31 (m, 5H), 2.29 - 2.19 (m, 1H), 2.03 -
1.92 (m, 2H), 1.77 (td, J=13.1, 4.7 Hz, 1H), 1.69 (td, J=13.1, 4.4 Hz, 1H), 1.3
0 (s, 3H), 1.26 (s, 9H), 1.16 (d, J=6.1 Hz, 3H). LCMS (M+H) = 684.6
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), 1.20 - 1.12 (m, 12H), 1.12 - 1.08 (m, 3H), 1.07 (d, J=5.8 Hz, 2H). LCMS (M+H)
= 644.35
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78 (m, 1H), 7.60 - 7.46 (m, 2H), 7.34 (d, J=9.2 Hz, 1H), 7.15 (d, J=5.2 Hz, 2H),
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6.93 (s, 1H), 6.16 (br. s., 1H), 4.63 (br. s., 1H), 3.92 - 3.82 (m, 1H), 3.01 (
br. s., 2H), 2.73 (d, J=7.3 Hz, 1H), 2.60 - 2.53 (m, 1H), 2.37 (d, J=7.6 Hz, 1H)
, 2.30 (s, 3H), 1.87 (d, J=17.7 Hz, 3H), 1.72 - 1.50 (m, 4H), 1.24 - 1.11 (m, 15
H). LCMS (M+H) = 630.30
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NMR (500 MHz, CDCl;) & 8.13 (s, 1H), 8.02 - 7.95 (m, 2H), 7.56 (t, J=7.6 Hz, 1H
). 7.44 - 7.37 (m, 1H), 7.28 - 7.25 (m, 1H), 7.02 (s, 1H), 6.78 - 6.70 (m, 2H),
6.48 - 6.36 (m, 1H), 6.08 (ddt, J=17.1, 10.4, 5.1 Hz, 1H), 5.75 - 5.67 (m, 1H),
5.51 - 5.30 (m, 1H), 5.14 (dd, J=10.4, 1.7 Hz, 1H), 4.09 - 3.97 (m, 2H), 3.96 -
3.87 (m, 1H), 3.74 - 3.67 (m, 3H), 3.63 - 3.54 (m, 1H), 2.90 (d, J=7.4 Hz, 1H),
2.71 (d, J=11.0 Hz, 1H), 2.35 (d, J=0.9 Hz, 3H), 2.03 - 1.93 (m, 2H), 1.81 - 1.6
4 (m, 2H), 1.31 (s, 2H), 1.26 (s, 9H). LCMS (M+H) = 617.7
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]J00C000)0O0000ODO0OD0[D,00D0]000000000)0O0@OO0O00
00O00)I0O0O0O0(@.0000000.000mmo)D0O0O000 (@ .000mDIO0O
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I000.0000)I00000000000 NMR (500 MHz, CDClZ) & 8.16 (s, 1H
, 8.08 - 8.01 (m, 1H), 7.91 (d, J=7.7 Hz, 1H), 7.59 - 7.51 (m, 1H), 7.49 - 7.43
(m, 1H), 7.39 (dd, J=8.3, 7.0 Hz, 1H), 7.02 (s, 1H), 6.81 - 6.68 (m, 2H), 6.51
- 6.39 (m, 1H), 6.15 - 6.02 (m, 1H), 5.79 (ddt, J=17.1, 10.1, 7.1 Hz, 1H), 5.47
(dd, J=17.1, 1.8 Hz, 1H), 5.15 (dd, J=10.4, 1.6 Hz, 1H), 5.10 - 5.02 (m, 2H), 4.
01 (d, J=5.2 Hz, 1H), 3.94 (t, J=11.3 Hz, 1H), 3.73 - 3.69 (m, 3H), 3.65 - 3.57
(m, 1H), 2.92 (d, J=9.6 Hz, 1H), 2.73 (d, J=10.4 Hz, 1H), 2.48 - 2.40 (m, 1H), 2
.37 (d, J=0.8 Hz, 3H), 2.35 - 2.28 (m, 1H), 2.03 - 1.95 (m, 2H), 1.78 (td, J=13.
2, 4.8 Hz, 1H), 1.70 (td, J=13.0, 4.3 Hz, 1H), 1.32 (s, 2H), 1.28 (s, 9H), 1.27
1H). LCMS (M+H) = 684.4
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&) & 8.42 - 8.33 (m, 1H), 8.22 - 8.06 (m, 1H), 8.03 - 7.92 (m, 1H), 7.51 (t, J=
7.8 Hz, 1H), 7.44 - 7.30 (m, 2H), 7.09 (d, J=10.7 Hz, 1H), 7.05 - 6.90 (m, 1H),
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6.84 (t, J=8.1 Hz, 1H), 6.35 - 6.11 (m, 1H), 4.72 (br. s., 1H), 3.78 (t, J=11.6
Hz, 1H), 3.04 (br. s., 1H), 2.54 (s, 2H), 2.36 - 2.20 (m, 3H), 2.05 - 1.87 (m, 2
H), 1.87 - 1.63 (m, 6H), 1.52 (d, J=7.9 Hz, 2H), 1.23 - 1.03 (m, 15H)0 0 0 O O
0000000000000 0000000000000000000000O0O0LCMS (
M+H) = 644.4
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0O *H NMR (500 MHz, CDClg) & 8.13 (s, 1H), 8.00 (dt, J=7.8, 1.3 Hz, 1H), 7.9
7 (s, 1H), 7.57 (t, J=7.6 Hz, 1H), 7.39 (d, J=7.4 Hz, 1H), 7.06 (t, J=8.4 Hz, 1H
). 7.01 (s, 1H), 6.74 (dd, J=8.4, 0.8 Hz, 1H), 6.46 (s, 1H), 6.07 (ddt, J=17.1,
10.4, 5.1 Hz, 1H), 5.52 (s, 1H), 5.45 (dq, J=17.1, 1.6 Hz, 1H), 5.13 (dd, J=10.4
, 1.7 Hz, 1H), 4.02 - 3.96 (m, 2H), 3.95 - 3.86 (m, 1H), 3.68 (s, 3H), 3.63 - 3.
55 (m, 1H), 2.89 (d, J=8.7 Hz, 1H), 2.70 (d, J=11.0 Hz, 1H), 2.35 (d, J=0.9 Hz,
3H), 2.25 (d, J=1.7 Hz, 3H), 2.01 - 1.92 (m, 2H), 1.68 (s, 2H), 1.30 (s, 3H), 1.
26 - 1.25 (m, 9H). LCMS (M+H) = 630.6
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1H), 8.00 - 7.92 (m, 2H), 7.48 (t, J=7.6 Hz, 1H), 7.41 (d, J=7.6 Hz, 1H), 7.09
(t, J=8.4 Hz, 1H), 7.01 (s, 1H), 6.71 (d, J=8.2 Hz, 1H), 6.46 (s, 1H), 6.06 (ddt
, J=17.1, 10.4, 5.1 Hz, 1H), 5.76 - 5.62 (m, 1H), 5.44 (dq, J=17.1, 1.7 Hz, 1H),
5.11 (dd, J=10.4, 1.6 Hz, 1H), 5.01 - 4.97 (m, 1H), 4.96 (d, J=1.1 Hz, 1H), 4.2
8 - 4.21 (m, 1H), 4.01 - 3.97 (m, 2H), 3.92 (t, J=11.1 Hz, 1H), 3.72 - 3.66 (m,
3H), 3.59 (t, J=11.1 Hz, 1H), 2.94 - 2.66 (m, 2H), 2.36 (d, J=0.9 Hz, 3H), 2.35
- 2.30 (m, 1H), 2.27 (d, J=1.6 Hz, 3H), 2.24 - 2.15 (m, 1H), 2.02 - 1.91 (m, 2H)
, 1.81 - 1.63 (m, 2H), 1.30 (s, 3H), 1.26 (s, 9H), 1.15 (d, J=6.1 Hz, 3H). LCMS
(M+H) = 698.7
0DoO0o00oo
Doooo
0Doo0Oo0oo

(00)ooo(@oooooooo)oooo)yDooooQooooo,o0o,oo,O
oooo0D0DOo0O0oO0oo0o ,.00D0O000D0DO00 ,0,0000000000000([O00.O0.
.oe,°egiv,¥“ g2 70" 2°|poooUooooooo,0,0,0@O),00@O),
Oo,0O0,00@@QO),00,000000000000731000@)Ya00000@0Oc
O(@O0O0O0D00)I00DO0O0DO0DDODO0OO0OODODODOODO)IOOD(@’ DOoO0ODOoDOoOO” O
D000’ O@@@))00ODODODO0OOODODOOODODOOO)I[O,0 00000010
00O0) 000000 O0OOO[D,000]000000000)I0O0O@OOOOOan
O)DODO0DO0DOD(@ . 0000000 .00O0mmeDDOODOODD@O.OmMDOODOOODOD
(00D0D00)0O0DO0DDODO0DO0DO0DDODO0OO0ODDODO(@.00mgODO .O00puwmol)DODOOO
0000000000000 000000000(@.Om)000O0O0O0O0OO0O00
O@mgD O .00pmo)00DDO0O0O0DDDOODOODODOOODDOOODDOO
D000D0D0O0(@.00pwmd00D0D0000D0D000)O0O0O0DO00O00@m)
000 .0000000(@.0O00mOD0.000mmeDDO0DOOODODODOO
0)ODO0O0DD0DO0DO0O0DO0DO0DO0O0D0DO0DO0DO0O0DDO0DO0O0DOoDOoDOoOooooOooao
0000000000000 D0D0D0DO0O0D0D(@@.0000000 .000mmoldD
0 0 )0 * NMR (500 MHz, DMSO-dg) & 8.40 (s, 1H), 7.98 (d, J=7.6 Hz, 1H), 7.
50 (t, J=7.8 Hz, 1H), 7.34 (d, J=6.1 Hz, 1H), 7.22 (t, J=8.5 Hz, 1H), 6.99 (s, 1
H), 6.92 (d, J=8.5 Hz, 1H), 6.23 (s, 1H), 4.61 (br. s., 1H), 3.78 (t, J=11.1 Hz,
1H), 2.95 (d, J=8.9 Hz, 1H), 2.54 (d, J=9.5 Hz, 1H), 2.28 (s, 3H), 2.20 (s, 3H)
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O0000OLCMS (M+tH) = 658.6
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Hz, 1H), 7.33 (d, J=6.7 Hz, 1H), 7.22 (t, J=8.7 Hz, 1H), 6.97 - 6.83 (m, 2H), 6
.33 (s, 1H), 4.58 (br. s., 1H), 3.81 - 3.70 (m, 1H), 2.77 (br. s., 1H), 2.58 (d,
J=8.9 Hz, 1H), 2.31 (s, 3H), 2.20 (s, 3H), 1.83 (br. s., 4H), 1.73 - 1.55 (m, 5
H), 1.49 (br. s., 1H), 1.19 (s, 9H), 1.17 (br. s., 3H), 1.09 (d, J=5.8 Hz, 3H)O
0000000000000 00000000O0000O00O0O0O0O0O0O0O0O0OoOOoOOan
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00D .00O0mmol0 00 .0000)0 ™ NMR (500 MHz, DMSO-dg) & 8.37 (s, 1H), 7.
89 (d, J=7.6 Hz, 1H), 7.81 (br. s., 1H), 7.57 - 7.47 (m, 1H), 7.33 (d, J=7.6 Hz,
1H), 7.25 - 7.12 (m, 1H), 6.94 (s, 1H), 6.87 (d, J=8.5 Hz, 1H), 6.24 (s, 1H), 4
.42 - 4.29 (m, 1H), 3.78 (t, J=10.8 Hz, 1H), 2.88 (br. s., 1H), 2.60 (d, J=8.9 H
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