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1H), 7.33 (s, 1H), 7.22 (t, J = 8.0, 4.0 Hz, 1H), 7.15 (t, J = 8.0, Hz, 2H), 5.9
9 (s, 1H), 3.81 (d, J = 32.0 Hz, 1H), 3.52 (m, 1H), 2.40 (s, 3H). [M+H] C,gH,eNe
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MeOH-d4) & : 8.03 (dd, J = 2.0, 8.0 Hz, 1H), 7.66 (m, 1H), 7.39 (d, J = 4.0 Hz,
1H), 7.24 (t, J = 4.0, 8.0 Hz, 1H), 7.19 (d, J = 8.0 Hz, 1H), 7.11 (d, J = 2.0
Hz, 1H), 5.76 (dd, J = 4.0, 8.0 Hz, 1H), 2.28 (m, 1H), 2.01 (m, 2H), 1.67 (m, 4H

), 1.18 (m, 4H), 0.99 (m, 2H). [M+H] CooH.oN405,S0 0000000 399;00 0 399.
Do0o0o0a0

0000000000000 0000000000000000000000000000
D0000000000000000000000000000000000NO0Noonoon
0D0O00oO0O0O0OO0O0O0

Do0o0o00

Do0o0o00

0] H N
N hd
od /
s N/i§0 0 S“*i
o H

Dooooao

00000000000 000000000000000000000O02H NMR (400 MHz,
DMSO-d6) & : 11.98 (s, 1H), 11.83 (s, 1H), 8.17 (d, J = 8.0 Hz, 1H), 7.73 (d, J
= 8.0 Hz, 2H), 7.08 (s, 1H), 5.55 (dd, J = 4.0 Hz, 1H), 3.30 (s, 3H), 2.33 (s,

3H), 2.22 (m, 1H), 1.92-1.76 (m, 2H), 1.59 (m, 5H), 1.11 (m, 3H), 0.97-0.82 (m,

2H). [M+H] CooHogN40sS,0 0 000 00 0491;0 00 491.
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00000000000 00000000000000000000000

0ooooon
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D0O0O0GmM)IOODDONDO0DONDONDODONDONDODONDONONONDONONONDONONONDONOONDONoNONOooon
0000000000000 (@5mg, 0.4mmoDI00DO0CO0ODO0ODOO0ODODOO (44 m
g, 0.4 mmol)D 00 DO (51 mg, 0.4 mmol)0000.1mOD00, 0000000000
000000000000 0O000O000O000000000000O0 NMR (400 MHz, D
MSO-d6) & : 11.37 (s, 1H), 10.97 (s, 1H), 8.20 (d, J = 8.0 Hz, 1H), 7.81 (s, 1H)
, 7.51 (s, 1H), 7.03 (d, J = 8.0 Hz, 1H), 4.58 (s, 2H), 2.33 (s, 3H), 1.77 (s, 3
H). [M+H] Cy5H,,N,0,0 0000000 275;000 275.
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0000000000000 00000000 NMR (400 MHz, DMSO-d6) & : 11.34 (s
, 1H), 10.99 (s, 1H), 7.98 (d, J = 8.0 Hz, 1H), 7.80 (d, J = 8.0 Hz, 1H), 7.50 (
s, 1H), 4.55 (s, 2H), 2.52 (s, 3H), 1.76 (s, 3H). [M+H] C,5H,5BrN, 0,0 000 0 O
00 354;000 354.

oooooo

0000000000000 O000000000000000000000000000
0000000000000 000000000000000000000

Dooooo
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o
oooooao

0000000000000 O000000000000000000000000000
00000000000 00000H NMR (400 MHz, DMSO-d6) & : 11.36 (s, 1H), 10.
97 (s, 1H), 8.68 (m, 1H), 8.13 (m, 2H), 7.73 (m, 2H), 7.71 (s, 1H), 7.48 (t, J =
8.0, 16 Hz, 2H), 7.39 (t, J = 8.0, 16.0 Hz, 1H), 4.60 (s, 2H), 1.78 (s, 3H). [M
+H] CigH,gN,030 0000000 336;000 336.

oooooo

000000000000 0000000000000000000000000000
0000000000000 000000000000000000000

oooooo

oooooo

9 H
HNLNWNYN
0
ooooo

0

000000000000 0000000000000000000000000000
0000000000000 O00O0O0H NMR (400 MHz, DMSO-d6) & : 11.42 (s, 1H), 8
.00 (d, J = 8.0 Hz, 1H), 7.77 (d, J = 8.0 Hz, 1H), 7.55 (d, J = 4.0 Hz, 1H), 7.5
4 (m, 1H), 7.32 (m, 1H), 4.68 (s, 1H), 2.62 (s, 1H). [M+H] Cy4H,,N,0,S0 0 0 00O
00 317;000 317.
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000000

0000000000000 0000O00000000000000000000000

000000000000 0O00YH NMR (400 MHz, DMSO-d6) & : 11.37 (s, 1H), 11.29
(s, 1H), 8.88 (d, J = 4.0 Hz, 1H), 8.32 (dd, J = 4.0, 8.0 Hz, 1H), 8.14(m, 1H),
7.51 (s, 1H), 4.61 (s, 2H), 3.86 (s, 3H), 1.77 (s, 3H). [M+H] C,,4H,,N,0.0 O O

00000 319;000 319.

Do0o0o00

10

20

30

40

50



(113) JP 5302012 B2 2013.10.2

gbooboooooobooboobobobooooboobobobooboooboobobobao
ooobooooboobooocooboobooooobooooobooooooDon

oooooao
ooooDoo

0o0oooo0

0000000O000000000000000000000000000000000

00000O00O00O000000 NMR (400 MHz, DMSO-d6) & : 11.36 (s, 1H), 11.03
(s, 1H), 8.47 (s, 1H), 8.03 (m, 2H), 7.51 (s, 1H), 4.57 (s, 2H), 1.77 (s, 3H).
[M+H] C,.H,,BrN,0,0 0000000 340;00 0 340.
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0000000000000 00@m)IODDO0DDDODO0DODn( g, 13.2 mmol)O
boooO0o0oO0@.831g, I3.5mmoH) 00 O0OO0OOO0OOOODOOOOOOODOOOOO
oooDoODDODO0OO0000,0000000DD0OO0D000O000DO0DOD0O(23.25 9, 80%0O O
0 [M+H] C,-Ho,N,0,0 000 DO OO0 305;0 00 305.
ooooao
boooo0o0dooo0o0ooooooooooooooooooooooooooooooao
ooooooooooood

I5mO00c00D0000000@g, 3.29mmoDHI0DO0DOOOOOOODODOOOOOO
O@.s7moDHOODOOOO.5mO0ODDOO0OODODODODODOOOODODDOODODOOOO

OooooooooooooooooogogoaoQg

000D000000D00000D0D0000D0D00000D00000000000000
000000000000 7.9mMO0000000000D00000D00O0O000DOO00O0
00000000000 0000000000000000000000000, 00
000D000000D00000D000000([M#H] Cy HoNo0;0 0000000 301;
00 301.
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oooooao
N
N =
Cﬁ;ow
ooOoooao

0000000000000 0000000O0000000000000000000n
0 *H NMR (400 MHz, DMOS-d6) & : 12.78 (s, 1H), 8.51 (s, 1H), 8.16 (d, J = 8.0 Hz
, 1H), 7.88 (t, J = 8.0 Hz, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.57 (t, J = 8.0 Hz,

1H), 7.51 (d, J = 4.0 Hz, 1H), 7.27 (d, J = 4.0 Hz, 1H), 5.82 (dd, J = 4.0, 8.0

Hz, 1H), 2.27 (m, 1H), 2.04 (m, 1H), 1.74 (br. d, 1H), 1.68-1.50 (m, 4H), 1.17-0
.92 (m, 6H). [M+H] CooHooN,0,S0 0000000 383;000 383.
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0000000000000 0000O000O000O000O00000000000000
0000000000000 000000000000000000
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oooooao

0000000000000 000000000000000000¢02H NMR (400 MHz,
DMOS-d6) & : 12.57 (s, 1H), 8.50 (s, 1H), 8.15 (d, J = 8.0 Hz, 1H), 7.88 (t, 8.

0 Hz, 1H), 7.73 (d, J = 8.0 Hz, 1H), 7.57 (t, J = 8.0 Hz, 1H), 7.16 (s, 1H), 5.7
9 (dd, J = 4.0, 8.0 Hz, 1H), 2.33 (s, 3H), 2.24 (br. d, 1H), 2.02 (m, 1H), 1.76-
1.69 (br. d, 1H), 1.66-1.50 (m, 4H), 1.14-0.92 (m, 6H). [M+H] C,,H,,N,0,S0 O O
ooOooo 397;000 397.
goooogood
o000 oo oD oo oD oo oD oo oDoDogao
godooooooDoooooooooDooogoodd
oooogodd
gdoooogad
Cry T

N/)O/
ogoodooogad

000000000000 00000000000000H NMR (400 MHz, DMOS-d6) &

1 1.22 (s, 1H), 8.50 (s, 1H), 8.36 (d, J = 4.0 Hz, 1H), 8.16 (d, J = 8.0 Hz, 1H)
, 7.98 (d, J = 8.0 Hz, 1H), 7.87 (t, J = 8.0 Hz, 1H), 7.79 (t, J = 8.0 Hz, 1H),

7.73 (d, J = 8.0 Hz, 1H) 7.57 (t, J = 4.0, 8.0 Hz, 1H), 7.14 (t, J=8.0, 4.0 Hz,

1H), 5.35 (dd, J=4.0, 8.0 Hz, 1H), 2.28 (m, 1H), 2.02 (m, 1H), 1.64 (m, 5H), 1.1
4-0.94 (m, 6H). [M+H] CooHo,N,0,0 0000000 377;000 377.
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gboooaod
DDDDDD

d/\w\(\)

000000

00000000000000000000000000O0H NMR (400 MHz, MeOH-d4) &

: 8.17 (dd, J = 4.0, 8.0 Hz, 1H) 7.91 (m, 1H), 7.69 (d, J = 8.0 Hz, 1H), 7.58 (m
, 1H), 7.41 (d, J = 4.0 Hz, 1H), 7.15 (d, J = 4.0 Hz, 1H), 2.83 (s, 3H), 2.63 (m
, 1H), 1.96-1.62 (m, 7H), 1.75-0.90 (m, 6H). [M+H] C,,H,,N,0,S0 0000000 3
97;0 00 397.

Do0o0o0a0

0000000000000 0000000000000000000000000000

0000000000000 000000000000000000

Do0o0o00

Do0o0o0ao

e
OOy

Do0o0o00

0000000000000 0000000000000000000O0H NMR (400 MHz,
MeOH-d4) & : 8.36 (dd, J = 4.0, 8.0 Hz, 1H), 8.29 (m, 1H), 8.16 (dd, J = 4.0, 8
.0 Hz, 1H), 7.91 (m, 1H), 7.76 (d, J = 12.0 Hz, 1H), 7.71 (d, J = 8.0 Hz, 1H), 7
.58 (m, 1H), 7.51 (m, 1H), 2.87 (s, 3H), 2.70-2.60 (m, 1H), 1.94-1.50 (m, 7H), 1
.35-0.95 (m, 6H). [M+H] CogH,gN,0,0 0000000 391;00 0 391.

ogooooad
0o0oooooboobob o000 ooooooDooboDooDoboooooOoao
gfddooooooodoooooooooobooobDooboob oo boDooooOoon
gooouoooooooada
ogooooao
ogooooad
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oooooad

0000000000000 0000O00000000000000000000000
0000000000000 0000000000000000000000000000
00000000000 00000O0H NMR (400 MHz, MeOH-d4) & : 0.89-1.09 (m, 2H),
1.14-1.29 (m, 4H), 1.58-1.76-8 (m, 4H), 1.95-2.06 (m, 2H), 2.28 (m, 1H), 4.71 (

s, 2H), 5.75 (m, 1H), 7.22 (m, 1H), 7.27 (s, 1H), 7.49 (m, 1H), 7.70 (m, 1H). [M

+H] Co,HogFN,0,S0 0000000 447.5;0 00 447.5.
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CgHiNg0,0 0000000 182.
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000000000000 000
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000000000 00000,
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0000000000000 000000D000000000000000000000
0000000000000 D00000000000000000000000000
00000000000 C.7m, 1.33mmol)J 00000000000 (@ m)00O00
024 mg, 1.11 mmol)D 0000000000000 000000000000000
0000000000000 000000D00000O0000000,000000000
0000000000 (200 mg)d OO O [MHH] CigHieN40,0 0000000 329.1;00
0 329.1.

oooooan

000000000 0000000000D0000000000000000000000
00000000000000000000000000000000
00000000000 000000000000000000000000000000
00000 [M+H] CueHauN40,0 0000000 315.1;00 0 315.1.

Oooo0a0

00000000000 000000000000000000000000000000
00000000000 000000000000000000000000000000
DoOoOooooo

O DMFO O O 301 (75 mg, 0.24 mmol)O 30J (24 mg, 0.24 mmol)O HBTU (91 mg, 0.24 mmo
DHDOOOOTEA (0.07 mL, 048 mmo)DO0ODODOODOOODOOOOOOODOOOOOO
00000000000 O30040 mg)d OO O 1H NMR (400 MHz, MeOH-d4) & : 3.60 (m,

1H), 4.13 (m, 1H), 6.11 (£, J = 8.0, 4.0 Hz, 1H), 7.15 (d, J = 4.0 Hz, 1H), 7.
19 (d, J = 8.0 Hz, 1H), 7.26 (t, J = 8.0, 16.0 Hz, 1H), 7.39 (d, J = 4.0 Hz, 2H)

, 7.69 (t, J = 8.0, 16.0 Hz, 1H), 8.00 (d, J = 8.0 Hz, 1). [M+H] C,gH,Ng05SO
Oooooon0o 397.1;000 397.4.
oooooad
oo ob0 oo oo oo b oo bbb ooooog
gooooobobobooiboiboiooood0d0ddUoUoooooDoobDooDbooboooooOoao
oooooad
ogooooad
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H/QOOS
ogooooad

000000000000 000000D0O00000000000000000H NMR (
400 MHz, DMSO-d6) & :0.88 9m, 2H), 1.12 (m, 4H), 1.57 (m, 4H), 1.78 (m, 1H), 1.8
4-1.93 (d, J = 12.0 Hz, 1H), 2.24 (m, 1H), 5.55 (m, 1H), 7.19 (d, J = 4.0 Hz, 1H
), 7.24 (m, 1H), 7.41 (d, J = 4.0 Hz, 1H), 7.63 (m, 2H). [M+H] C,ooH,,FN,05S0 O

gooooo 417.1;000 417.1.
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000000
000000000000 0000000O00000000000000000H NMR (
400 MHz, MeOH-d4) & : 0.96 (m, 2H), 1.20 (m, 4H), 1.96 (m, 4H), 1.99 (m, 2H), 2.
27 (m, 1H), 2.33 (s, 3H), 5.75 (m, 1H), 7.09 (d, J = 4 Hz, 1H), 7.23 (m, 1H), 7.
48 (m, 1H), 7.70 (m, 1H). [M+H] Co HosFN,0,SO0 0 D000 D000 431.2;000 431.5

gboooog
ugboooooobooboobobooboboooboboboboobooooobobobaa
oooobooooooobooooooboooooobooooooboon

oooooao
oooooao
o
F\CﬁLN O , (EO)cH AMHOIA 4 i o 5
H o NMP, 120 °C N o
NH; \©\):/J o)

2 H
—_ F N.__N
N o
1SOREY
33

Dooooo
0000000000000 O000000000000000000000000000¢0
0000000000 000000000000002H NMR (400 MHz, MeOH-d4) & : O.
99 (m, 6H), 1.62 (m, 5H), 2.05 (m, 1H), 2.27 (m, 1H), 5.79 (m, 1H), 7.26 (d, J =
4.0 Hz, 1H), 7.50 (d, J = 4.0 Hz, 1H), 7.80 (m, 3H), 8.51 (s, 1H). [M+H] CooH»
JFN,0,S0 0000000 401.1;000 404.1.

Dooooo

0000000000000 O000000000000000000000000000
0000000000000 00000000000000000000

Ogdooogad
godoooogad
N
N N
C(i 5L
N
godoooogad

00000O0000000000000000000000000000000H NMR (
400 MHz, MeOH-d4) & : 1.00 (m, 6H), 1.51 (m, 5H), 2.02 (m, 1H), 2.26 (m, 1H), 2.
33 s, 3H), 5.77 (m, 1H), 7.16 (d, J = 4.0 Hz, 1H), 7.82 (m 3H), 8.50 (s, 1H). [
M+H] CoqHosFN,0,S0 0000000 415.2;000 415.2.
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sEsRagslsls
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LRRts
N

DO00O0O0D

0000000000000 O000O00D0D000D00000000000000H NMR (
400 MHz, MeOH-d4) & : 1.02 (m, 6H), 1.61 (m, 4H), 1.76 (d, J = 8.0 Hz, 1H), 2.12
(m, 1H), 2.29 9m, 1H), 5.80 (m, 1H), 7.32 (m, 1H), 7.45 (m, 1H), 7.80 (m, 4H),
7.98 9d, J = 16.0 Hz, 1H), 8.53 (S, 1H). [M+H] Co4H,sFN,0,SO0 000000 O 451.

2;000 451.2.
oooooao
goddoooooooooooooooooobooobDooboob oo boDooooOoon
godooooooodoodoboooooobooobooao
ogooooao
oooooao
2 H
F N N | N
NCJ 0 i
oooooao

00000000000 0000000000000000000000000HNMR (
400 MHz, MeOH-d4) & : 1.00 (m, 6H), 1.63 (m, 5H), 2.02 (m, 1H), 2.26 (m, 1H), 5.
91 (m, 1H), 7.14 (m, 1H), 7.80 (m, 4H), 7.96 (d, J = 8.0 Hz, 1H), 8.35 (m, 1H),
8.50 (s, 1H). [M+H] CooH,gFN,OL,O0 OO0 O OO OO 395.2;00 0 395.2.
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0000000000000 0000000000000000000000000HN
MR (400 MHz, MeOH-d4) & : 0.99-1.28 (m, 6H), 1.58-1.78 (m, 4H), 1.84 (d, J = 12.
0 Hz, 1H), 2.11 (m, 2H), 2.21 (m, 1H), 5.94 (m, 1H), 7.14 (d, J = 4.0 Hz, 1H), 7
.45 (d, J = 4.0 Hz, 1H), 7.72 (d, J = 12.0 Hz, 1H), 7.83 (m, 1H), 8.20 (s, 1H),
8.50 (s, 1H). [M+H] CooH,,CIN,0,SO D00 D000 433.1;00 0 433.1.
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000000
o CMPI b = —= o b 5% 0 -
F\[::I%\ OH N F N___N
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HAWO g 8 HCI Nkbo s\g
H
38A 38B 38 ¢
000000

0000000000000 O00O00O000000000000000000000000
000000000000 0000000000000000000 (150 mg, 0.47 mmol
YO OOO(E89 mg, 0.52 moDI 000000000 OD0O0OD0O0OOOOO(CMPI,

149 mg, 0.56 mmo)I D 00O CODCOOCOOD (0.25mL, 1.41 moDI OO COOODOCOO
00000000000 O00000000000000 (66 mg)d OO0 NMR (400 MHz
, MeOH-d4) & : 0.97 (m, 2H), 1.20 (m, 4H), 1.69 (m, 4H), 1.99 (m, 2H), 2.27 (m,

1H), 5.73 (m, 1H), 7.20-7.27 (m, 2H), 7.49 (m, 1H), 7.71 (m, 1H). [M+H] CooHaoC
IFN,O,S0 0000000 451.1;00 0 451.1.

opooooo
0o0oooooooobib oo oooooooooDbobboobood
goooooboobob bbbt ooooooboboboboboobod
oooood
oooooao
opooooo
0 - . o g
Cl N _N NaCNBH, =N
N s+ CH,0 N hg
\[::I%LH 0 ?;47 ’ \I:jI%\H o s/
NH 5 ﬁH
oty
T/£§O (0] S
39
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0odoooooooDoooo0ooooO0oooDoOOoOoUooDooOOoOooDoDoOooOooOoDoOoOOg
00000000000 0000000000000000000000000HNMR (
400 MHz, MeOH-d4) & : 0.98 (m, 2H), 1.21 (m, 4H), 1.70 (m, 4H), 1.98 (m, 2H), 2.
32 (m, 1H), 3.61 (s, 3H), 5.80 (m, 1H), 7.11 (d, J = 4.0 Hz, 1H), 7.39 (d, J = 4
.0 Hz, 1H), 7.48 (d, J = 8.0 Hz, 1H), 7.78 (m, 1H), 8.11 (s, 1H). [M+H] C,;H,5C
INSOSSO OO OODOODO 447.1;0 00 447.1.
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0000000O000000000000000000000000000000000
0000000000000000000000% NMR (400 MHz, MeOH-d4) & : 1.01 ( 10
m, 2H), 1.19 (m, 4H), 1.69 (m, 4H), 1.97-2.12 (m, 2H), 2.25 (m, 1H), 5.74 (m, 1H

), 7.25 (m, 1H), 7.51 (m, 1H), 7.74 (m, 1H), 7.84 (d, J = 8.0 Hz, 1H), 7.97 (t,

J = 8.0, 16.0 Hz, 1H), 8.35 (d, J = 8.0 Hz, 1H). [M+H] CogH,sFN,0.0 0 0 0 0 O

00 455.2;00 0 455.2.
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0000000000000 00000000000000000O0O0O0OOTH NVMR C

400 MHz, MeOH-d4) & : 0.99 (m, 2H), 1.17 (m, 4H), 1.67 (m, 4H), 1.97 (br d, J =
12.0 Hz, 1H), 2.08 (m, 1H), 2.21 (m,1H), 3.76 (s, 3H), 5.66 (m, 1H), 6.43 (d, J

= 4.0 Hz, 1H), 7.18 (d, J = 8.0 Hz, 1H), 7.44 (s, 1H), 7.65 (m, 1H), 7.99 (d, J 30
= 4.0 Hz, 1H). [M+H] CoyHo,FNSOSO DO DO D 0D 414.2;000 414.2.
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0000000000000 O0O0O0O00O0O0C0O0O00000000000000IH NMR (

400 MHz, MeOH-d4) & : 1.33 (m, 2H), 1.54 (m, 2H), 1.92 (m, 1H), 2.05 (m, 1H), 2.

37 (m, 1H), 3.35 (m, 2H), 3.91 (m, 2H), 5.77 (m, 1H), 7.14 (d, J = 4.0 Hz, 1H),

7.23 (m, 1H), 7.41 (d, J = 4.0 Hz, 1H), 7.49 (m, 1H), 7.71 (m, 1H). [M+H] C,oH,
oFN,0,S0 0000000 419.1;00 0 419.1.
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0000000000000 0000000000O00DO0DO0DO0DO0DO0DO0O0OODO™NMR(
400 MHz, MeOH-d4) & : 0.79-0.98 (m, 2H), 1.11 (m, 4H), 1.58 (m, 4H), 1.79 (m, 1H
), 1.83-1.93 (d, J = Hz, 1H), 2.21 (m, 1H), 2.33 (s, 3H), 5.52 (m, 1H), 7.07 (

s, 1H), 7.24 (m, 1H), 7.57-7.70 (m, 2H). [M+H] Co H,sFN,0,SO0 0 D000 0O 0O 430
.2;000 430.2.
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000000000000000000000000000000000000H NMR (
400 MHz, DMSO-d6) & : 1.32 (m. 2H), 1.47-1.64 (m, 2H), 1.94 (m, 1H), 2.03 (m, 1H
), 2.37 (m, 1H), 3.33-3.39 (m, 2H), 3.90 (m, 2H),5.77 (m, 1H), 7.12-7.22 (m, 2H)

, 7.42 (d, J = 4.0 Hz, 1H) 7.65 (m, 1H), 7.99 (s, 1H). [M+H] C,oH,oCIN,0,SO O
OO00000 435.1;00 0 435.1.
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000000000000 000000000000000000000000H NMR (

400 MHz, MeOH-d4) & : 1.34 (M, 2H), 1.50-1.65 (m, 2H), 1.92 (m, 1H), 2.05 (m, 1H

), 2.40 (m, 1H), 3.20 (s, 3H), 3.33-3.40 (m, 2H), 3.91 (m, 2H), 5.78 (m, 1H), 7.
12 (d, J = 4.0 Hz, 1H), 7.40 (d, J = 4.0 Hz, 1H), 7.76 (m, 1H), 8.27 (d, J = 8.0
Hz, 1H). [M+H] CooH2oN40sS,0 000D 00O 479.1;00 0 479.1.
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0000000000000 O000O00D0D0O0O000000000000000H NMR (
400 MHz, DMSO-d6) & : 1.14-1.42 (m, 3H), 1.55 (m, 2H), 2.09 (m, 1H), 2.33 (m, 1H
), 3.15 (m, 2H), 3.77 (m, 2H), 5.80 (m, 1H), 7.26 (d, J = 4.0 Hz, 1H), 7.50 (d,
J = 4.0 Hz, 1H), 7.72-7.86 (m, 3H), 8.53 (s, 1H). [M+H] C,oH,oFN,05S0 0 O O O
0 403.1;0 00 403.1.
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0000000000000 00D000D000000000000000000 Y NMR (
400 MHz, DMSO-d6) & : 0.99-1.25 (m, 6H), 1.59-1.78 (m, 4H), 1.87 (m, 1H), 2.09 (
m, 1H), 2.20 (m, 1H), 5.89 (m, 1H), 7.34 (s, 1H), 7.72 (d, J = 12.0 Hz, 1H), 7.8
3 (m, 1H), 8.20 (s, 1H), 8.49 (s, 1H). [M+H] CooHaoCIoN,0,S0 0000000 451
.1;000 451.1.
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000000000000 00000O0D0O00000000000000000H NMR (
400 MHz, MeOH-d4) & : 0.97-1.25 (M, 6H), 1.58-1.76 (m, 4H), 1.87 (m, 1H) 2.15 (m
, 2H), 2.48 (s. 3H), 5.84 (m, 1H), 7.71 (d, J = 8.0 Hz, 1H), 7.83 (m, 1H), 8.18
(d, J = 4.0 Hz, 1H), 8.46 (s, 1H). [M+H] CooH.oCINGO,0 0O D D000 416.1;0
00 416.1.
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0000000000000 O000O00D0D0O0O000000000000000H NMR (
400 MHz, MeOH-d4) & : 0.99-1.25 (m, 6H), 1.59-1.77 (m, 4H), 1.85 (m, 1H), 2.06-2
.27 (m, 2H), 2.66 (s, 1H), 5.92 (m, 1H),7.73 (d, J = 8.0 Hz, 1H) 7.84 (m, 1H), 8
.20 (m, 1H), 8.49 (s, 1H). [M+H] CooHsoCINGO,SO O D OO DO 0O 432.1;000 432

oooooao
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0000000000000 00D000D000000000000000000 Y NMR (
400 MHz, MeOH-d4) & : 0.99-1.55 (m, 6H), 1.59-1.78 (m, 4H), 1.81-1.90 (m, 1H), 2
.09 (m, 1H), 2.22 (m, 1H), 5.90 (m, 1H), 7.31 (s, 1H), 7.66 (m, 1H), 7.79 (m, 1H
), 7.88 (m, 1H), 8.46 (s, 1H). [M+H] CooHaoCIFN,0,SO 0000000 435.1;0 0
0 435.1.
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oooooao
0000000000000 0000D000000000D0D00000O000OH NMR (
400 MHz, MeOH-d4) & : 1.23 (m, 3H) 1.55 (m, 2H), 1.88-1.97 (m, 1H) 2.02 (m, 1H),
2.24 (m, 1H), 3.90 (m, 3H), 5.75 (m, 1H), 7.23 (m, 2H), 7.49 (m, 1H), 7.71 (m, 1
H). [M+H] C,oH,6CIFN,0,S0 0000000 453.1;00 0 453.1.
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000000000000 000000000000000000000000H NMR (

400 MHz, DMSO-d6) & :1.14-1.42 (m, 3H), 1.54 (m, 2H), 2.09 (m, 1H), 2.31 (m, 1H)
, 3.13 (m, 2H), 3.77 (m, 2H), 5.75 (m, 1H), 7.56 (s, 1H) 7.73-7.86 (m, 3H), 8.51
(s, 1H). [M+H] CyoH,gCIFN,0,SO 000D 000 437.1;0 00 437.1.
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0000000000000 00000D0O00000000000000000YH NMR (
400 MHz, MeOH-d4) & : 1.17 (m, 2H), 1.49 (m, 2H), 1.57-1.83 (m, 4H), 1.90 (m, 1H
). 2.17 (m, 1H), 2.38 (m, 1H), 5.69 (m, 1H), 7.23 (m, 2H), 7.49 (m, 1H), 7.72 (m
, 1H). [M+H] CyoH,gCIFN,0,SO 000000 O 437.1;00 0 437.1.
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0000000000000 O00O0O00O0O000O00000000000000H NMR (
400 MHz, MeOH-d4) & : 1.17 (m, 1H), 1.32 (m, 1H), 1.51 (m, 2H), 1.59-1.84 (m, 5H
), 2.21 (m, 1H), 2.35 (m, 1H), 5.80 (m, 1H), 7.35 (s, 1H), 7.64 (m, 1H), 7.78 (m
, 1H), 7.87 (m, 1H), 8.43 (s, 1H). [M+H] CyoH,gCIFN,0,SO 0000000 421.1;

000 421.1.
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00000000000 00000000000D0000000000000d*H NMR (

400 MHz, MeOH-d4) & :

0.97 (m, 2H), 1.19 (s, br, 4H), 1.59-1.76 (m, 4H), 1.91-2.
, 2H), 2.22-2.35 (m, 1H), 3.20 (s, 3H), 5.74 (m, 1H), 7.25 (s, 1H), 7.74 (d

= 4.0 Hz, 2H), 8.26 (d, J = 8.0 Hz, 1H), ). [M+H] C,3Ho5CIN,05S,0 0 O O O

gbobobooooooobgoboboboboooboobobobobooooooboonn
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0000000000000 D0D0D000000000000000000000HNMR (

400 MHz, MeOH-d4) o :

1.07 (m, 2H), 1.20 (m, 4H), 1.69 (m, 4H), 1.85 (m, 1H), 2.

12 (m, 1H), 2.22 (m, 1H), 3.23 (s, 3H), 5.91 (m, 1H), 7.34 (s, 1H), 8.07 (m, 1H)
, 8.29 (m, 1H), 8.43 (m, 1H), 8.61 (S, 1H). [M+H] C,,H,5CIN,0,S, 00000 OO
0 495.1;0 00 495.1.
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r, 44), 1.68 (br d, 4H), 1.98 (m, 2H), 2.26 (m, 1H), 5.71 (m, 1H), 7.01 (d, J =
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4.0 Hz, 1H), 7.22 (m, 1H), 7.48 (m, 1H), 7.70 (m, 1H). [M+H] CooHooFoN,405S0 O

000000 435.1;00 0 435.1.
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0000000000000 00000000000O0o0o0o0o0ooo0o0ooOo0n™ NMR (
400 MHz, DMSO-d6) & : 1.04 (m, 1H), 1.12 (m, 1H), 1.42 (m, 2H), 1.53 (m, 3H), 1.
68 (m, 1H), 1.17 (m, 1H), 1.97 (m, 1H), 2.26 (m, 1H), 5.52 (m, 1H), 7.25 (m, 2H)
, 7.62 (m, 2H). [M+H] CyoH,gFoN,05,S0 0000000 421.1;00 0 421.1.
gooooad
gooooobobooibib o000 oooDooDoDoooboooobooOoo

gooobooooooboooooboooooooboooooboocooobobooooboOooo
ooobDoo

goooogood
IseR G
g N/) © SQ
0, cl
oooogodd

000000000000 0O00O0O000O000O00000000000000 Y NMR (
400 MHz, MeOH-d4) & : 1.06 (m, 2H), 1.19 (m, 4H), 1.69 (m, 4H), 1.87 (m, 1H), 2.
11 (m, 1H), 2.23 (m 1H), 3.23 (s, 3H), 5.91 (m, 1H),7.31 (s, 1H), 8.06 (m, 1H),

8.20 (d, J = 4.0 Hz, 1H), 8.45 (d, J = 8.0 Hz, 1H), 8.60 (s, 1H). [M+H] C,,H.sC
IN,S,0OODODDO0D 495.1;000 495.1.
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000000000000 000000000000000000000000H NMR (

400 MHz, MeOH-d4) & : 1.01.01-1.29 (m, 6H), 1.60-1.76 (m, 4H), 1.86 (d, J = 12.0
Hz, 1H), 2.11-2.31 (m, 2H), 3.23 (s, 3H), 5.94 (m, 1H), 7.35 (t, J = 4.0, 12.0
Hz, 1H), 7.86 (d, J = 8.0 Hz, 1H), 8.07 (m, 2H), 8.28 (d, J = 4.0 Hz, 1H), 8.35
(d, J = 4.0 Hz, 1H), 8.46 (d, J = 4.0 Hz, 1H), 8.61 (S, 1H). [M+H] CozH.gN,0,S
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00000000 455.2;00 0 455.2.
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0000000000000 O0000000000000000000000002H NMR (
400 MHz, MeOH-d4) & : 1.07 (m, 2H), 1.19 (m, 4H), 1.69 (m, 4H), 1.81-1.89 (m, 1H
), 2.11 (m, 1H), 2.21 (m, 1H), 2.33-2.42 (s, 3H), 3.23 (s, 3H), 5.94 (m, 1H), 7.
10 (s, 1H), 8.05 (m, 1H), 8.45 (d, J = 4.0 Hz, 1H), 8.61 (S, 1H). [M+H] CooH,N
.0,5,00000000 475.1;000 475.1.
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0000000000000 000000000000OY NMR (400 MHz, MeOH-d4) &
:1.00 (m, 2H), 1.21 (m, 3H), 1.37 (br s, 1H), 1.71 (m, 4H), 2.04 (m, 2H), 2.43 40
(m, 1H), 3.21 (s, 3H), 6.74-6.89 (br s, 1H), 7.09 (m,1H), 7.37 (d, J = 4.0 Hz, 1
H), 7.82 (m, 2H),8.23 (d, J 8.0 Hz, 1H). [M+H] C,;H,,N,0,S;0 0000000 4
93.1;0 0 0O 493.1.
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0000000000000 O000O00D0D000D00000000000000H NMR (

400 MHz, DMSO-d6) & : 0.92 (m, 2H), 1.12 (m, 3H), 1.35 (br s, 1H), 1.61 (m, 4H),
1.75 (m, 1H), 1.92 (m, 1H), 2.31-2.45 (br s, 1H), 3.31 (s, 3H), 5.94 (br s, 1H)
, 7.13 (m, 1H), 7.83 (m, 2H), 7.92 (s, 1H), 7.97 (d, J = 8.0 Hz, 1H), 8.14 (m, 1

H), 8.27 (m, 1H). [M+H] CogHogN,0,S,0 000 D000 O 487.1;00 0 487.1.
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00000000000 0000000000000000000000000H NMR (
400 MHz, MeOH-d4) & : 0.99 (m, 2H), 1.19 (m, 4H), 1.68 (m, 4H), 2.02 (m, 2H), 2.
29 (m, 1H), 3.19 (s, 3H), 5.73 (m, 1H), 7.75 (m, 2H), 8.18 (d, J = 8.0 Hz, 1H),
8.20 (m, 2H), 8.81 (s, 1H). [M+H] C,o HgN,O0,SO OO OO OO 0O 515.2;00 0 b515.
2.
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0000000000000 O0000000000000000000000000000
0000000000000 O000000000000000000000000000
0000000000000 0000 Y NMR (400 MHz, MeOH-d4) & : 1.08 (m, 3H), 1.
18 (m, 3H), 1.59-1.65 (m, 1H), 1.71 (m, 3H), 1.87 (m, 1H), 2.09-2.30 (m, 2H), 3.
23 (s, 3H), 5.99 (m, 1H), 8.05 (m, 1H), 8.16 (d, J = 8.0 Hz, 1H), 8.30 (m, 2H),
8.46 (d, J = 8.0 Hz, 1H), 8.62 (s, 1H), 8.90 (s, 1H). [M+H] Co,H,gN,0sSO O O O
0000 499.2;0 00 499.2.
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000000000000 000000000000000000000000H NMR (

400 MHz, DMSO-d6) & : 0.89 (m, 2H), 1.06 (m, 3H), 1.55 (m, 3H), 1.78 (d, J = 8.0
Hz, 1H), 2.01 (m, 1H), 2.13 (m, 1H), 2.54 (s, 1H), 2.73 (s, 1H), 2.89 (s, 1H),

5.08 (m, 1H), 5.40 (m, 1H), 6.90 (d, J = 8.0 Hz, 1H), 7.80 (m, 3H), 7.95 (s, 1H)
, 8.06 (br d, J = 8.0 Hz, 1H), 8.46 (s, 1H). [M+H] CogH,eFN,0,0 0000 0 OO

00 425.2.
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80-1.88 (d, J = 8.0 Hz, 1H), 2.12 (m, 1H), 2.17-2.27 (m, 1H), 3.23 (s, 3H), 5.95
(m, 1H), 7.76 (m, 1H), 8.06 (m 2H), 8.26 (2H), 8.46 (d, J = 8.0 Hz, 1H), 8.61 (
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, 1H),7.57 (m, 1H), 8.02 (m, 1H), 8.09 (m, 1H), 8.22 (m, 2H), 8.47 (d, J = 8.0 H
z, 1H), 8.62 (s, 1H). [M+H] Co,H,,FN,0,S0 0000000 487.2;00 0 487.2.
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400 MHz, MeOH-d4) & : 1.00-1.30 (m, 10H), 1.58-1.65 (m, 1H), 1.71 (m, 3H), 1.86
(d, J = 12.0 Hz, 1H), 2.12 (m, 1H), 2.22 (m, 1H), 3.34 (d, J = 8.0 Hz, 1H), 5.95
(m, 1H), 7.76 (m, 1H), 8.00 (m, 1H), 8.07 (d. J = 12.0 Hz, 1H), 8.24 (m, 2H), 8
.46 (d, J = 12.0 Hz, 1H), 8.61 (s, 1H). [M+H] C,4H,,CIN,0,S0 00D 0000 503
.1;000 503.1.
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). 2.13 (m, 1H), 2.20 (m, 1H), 3.34 (d, J = 4.0 Hz, 1H),4.70 (s, 2H), 5.93 (m, 1
H), 7.32 (s, 1H), 8.00 (m, 1H), 8.24 (s, 1H), 8.46 (d, J = 8.0 Hz, 1H), 8.62 (s,
1H). [M+H] CogHogN,0sS,0 000 D000 0 505.2;00 0 505.2.
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(m, 1H), 7.76 (m, 1H), 8.01 (m, 1H), 8.08 (d, J = 8.0 Hz,1H), 8.23 (m, 1H), 8.39
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400 MHz, MeOH-d4) & : 1.07 (m, 3H), 1.19 (m, 6H), 1.63 (m, 1H), 1.72 (m, 3H), 1.

87 (d, J = 8.0 Hz, 1H), 2.09-2.28 (m, 2H), 2.66 (t, J = 8.0, 16.0 Hz, 2H), 2.94

(t, J = 8.0, 16.0 Hz, 2H), 3.23 (s, 3H), 4.08 (m, 2H), 5.93 (m, 1H), 7.84 (m, 2H

), 8.05 (m, 1H), 8.21 (s, 1H), 8.28 ( m, 1H), 8.45 (d, J = 8.0 Hz, 1H), 8.61 (s,
1H). [M+H] CogHauN,0,S0 0000000 555.2;00 0 555.2.
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3.91 (s, 3H), 5.98 (m, 1H), 8.02 (m, 1H), 8.17 (d, J = 8.0 Hz, 1H), 8.23 (m, 1H)
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1H). [M+H] CogHosCIN,0,SO0 00D D000 489.1;00 0 489.1.
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m, 2H), 8.47 (d, J = 12.0 Hz, 1H), 8.62 (s, 1H), 8.02 (m, 1H). [M+H] CosHooNsOs
S0O000000 512.2;000 512.1.
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84-1.93 (d, J = 12.0 Hz, 1H), 2.23 (m, 1H), 3.23 (s, 3H), 5.47 (m, 1H), 7.37 (d,
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.71 (m, 3H), 1.84 (d, J = 8.0 Hz, 1H), 2.13 (m, 1H), 2.20 (m, 1H), 3.41 (m, 1H),
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6.0 Hz, 1H), 8.88 (m, 1H). [M+H] C,,H5oN,0,S0 0000000 555.2;0 00 555.2
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0000000000000 O000O00D0D0O0O000000000000000H NMR (
400 MHz, MeOH-d4) & : 3.23 (s, 3H), 3.67 (d, J = 8.0 Hz, 2H), 5.95 (t, J = 8.0,
16.0 Hz, 1H), 6.16 (d, J = 4.0 Hz, 1H), 6.23 (m, 1H), 7.32 (m, 1H), 7.60 (m, 1H)
, 8.02 (m, 1H), 8.13 (m, 1H), 8.20 (m, 1H), 8.41 (d, J = 8.0 Hz, 1H), 8.47 (s, 1
H). [M+H] CoqH,,FN,0,SO0 0000000 457.1;000 457.1.
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0000000000000 0000 [MHH] CyHoyFN30,0 0000000 354.2;000
354.2.
ooooon

D000000000000000000000000000000000000000
000000000000 O0OO0O0O0O00

00000O0@EmMDOODO0DO0O0@.0g, 2.85mmol)J00000O000O000O00O0O0
0D@E.9omMHIODDODDONDDONODDNODONONODONONDONDONODONONODONONOONONOONOn
0000000 (888 mg)d OO OO0 [MH] CyuH gFNg0,0 0000000 253.1;000
253.1.
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D000000000000000000000000000000000000000
0000000000000 0000000O00000000000000000000

000000000

0000000000000 O000O000O00000000000000000H NMR (
400 MHz, 0O OO -d6) & : 1.65 (m, 1H), 1.91 (m, 2H), 2.39-2.75 (m, 2H), 3.27 (s
, 3H), 3.69 (m, 2H), 3.92 (m, 2H), 5.91-6.00 (m, 1H), 7.63 (m, 1H), 8.03 (m, 1H)
, 8.21 (m, 3H), 8.42 (m, 1H), 8.54 (m, 1H). [M+H] C, H,,FN,0,SO 00D O 0 OO
00 461.1.
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000000000000 000000000000000000000000HNMR (
400 MHz, MeOH-d4) & : 1.39 (m, 2H), 1.51 (m, 1H), 1.65 (m, 3H), 1.76 (m, 3H), 1.
89 (m, 2H), 2.02 (m, 2H), 2.17 (m, 1H), 2.30 (m, 1H), 3.26 (m, 1H), 3.33 (m, 1H)
, 3.74-3.93 (m, 3H), 5.97 (m, 1H), 7.57 (m, 1H), 7.99 (m, 1H), 8.09 (m, 1H), 8.2
1 (m, 1H), 8.23 (m, 1H), 8.45 (d, J = 8.0 Hz, 1H), 8.65 (S, 1H). [M+H] CogHooFN
,0.S00000000 529.2;000 529.2.
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400 MHz, MeOH-d4) & : 1.00-1.15 (m, 4H), 1.22 (m, 4H). 1.59-1.79 (m, 6H), 1.82-1
.90 (m, 1H), 2.02 (m, 1H), 2.13 (m, 1H), 2.22 (m, 2H), 2.28 (m, 1H), 3.91 (s, 3H

), 5.97 (m, 1H), 7.97 (m, 1H), 8.21 (m, 2H), 8.30 (m, 1H), 8.46 (d, J = 8.0 Hz,

1H), 8.61 (s, 1H), 8.91 (m, 1H). [M+H] CogHaoN40SO 0000 D000 553.2;0 0O
553.2.
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0000000000000 000000000000000000000000000
00000 NMR (400 MHz, MeOH-d4) & : 1.14 (m, 8H), 1.31 (m, 2H), 1.61 (m, 1H)
, 1.72 (m, 3H), 1.87 (m, 1H), 2.16 (m, 1H), 2.23 (m, 1H), 2.81 (m, 1H), 5.98 (m,
1H), 8.02 (M, 1H), 8.13 (d, J = 8.0 Hz, 1H), 8.21 (m, 2H), 8.45 (d, J = 8.0 Hz,
1H), 8.62 (s, 1H), 8.81 (m, 1H). [M+H] CogHooNs0sSO 0O D0 00O O 524.2;0 O
0 524.2.
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00
0000000000000000 @O m)DO0C0O0C0O0 (500 mg, 2.18 mmol)D 0 00O O
0(306 mg, 2.29 mol)J 0000000000000 OD0OONOONOODOOOODOOOO
0000000000000 000,00000000000000000 (595 mg)d 0
0 O [M+H] CoH,oCINO,SO 0O OO0 D OO 264.0;0 00 264.0.

oooooo

0000000000000 0000000000000000000000
0000000000000 O000000000000000000000000 [M+H]
CgHgCINO,SO DO O D000 250.0;000 250.0.

oooooQ

000000000000 0O000000000000000000000000000
0000000000000 00O00O00O0000000000000000000
0000000000 00000000000000000000000000HNMR (
400 MHz, MeOH-d4) & : 1.10 (m, 3H), 1.19 (m, 3H), 1.59-1.65 (m, 1H), 1.71 (m, 3H
), 1.86 (d, J = 8.0 Hz, 1H), 2.16 (m, 1H), 2.22 (m, 1H), 3.23 (s, 3H), 5.98 (m,
1H), 8.14 (m, 1H), 8.22 (m, 1H), 8.42 (d, J = 4.0 Hz, 1H), 8.70 (d, J = 4.0 Hz,
2H), 8.81 (m, 1H). [M+H] Co4H,sCINGOSO OO DO OO0 532.1;00 0 532.1.
Dooooo

000000000000 0O0000000000000000000000000000
0000000000000 0000000000000000000

ooooooQ
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Do0oo0Q

000000000000 0O00O0O000O000O00000000000000 Y NMR (

400 MHz, MeOH-d4) & : 1.10 (m, 3H), 1.22 (m, 3H), 1.59-1.65 (m, 1H), 1.71 (m, 3H

), 1.86 (d, J = 8.0 Hz, 1H), 2.16 (m, 1H), 2.22 (m, 1H), 3.20 (s, 3H), 5.98 (m,

1H), 7.92 (d, J = 8.0 Hz, 1H), 8.12 (d, J = 8.0 Hz, 1H), 8.23 (m, 1H), 8.32 (m,
1H), 8.66 (s, 1H), 8.79 (m, 2H). [M+H] CouHooNgOSSO OO OO DO OO 498.2;00

0 498.2.
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0000000000000 O000000000000000000000002H NMR (
400 MHz, MeOH-d4) & : 1.31-1.58 (m, 3H), 1.61-1.78 (m, 2H), 2.17 (m, 1H), 2.31 (
m, 1H), 3.23 (s, 3H), 3.26 (d, J = 4.0 Hz, 1H), 3.34 (m, 1H), 3.89 (m, 2H), 5.98
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(m, 1H), 7.77 (m, 1H), 8.07 (m, 2H), 8.29 (m, 2H), 8.46 (d, J = 8.0 Hz, 1H), 8.
64 (s, 1H). [M+H] CooHosFN,0.SO0 0000000 475.1;0 00 475.1.
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0 H NMR (400 MHz, CDCl3) & : 9.56 (s, 1H), 8.91 (d, J = 3.0 Hz, 1H), 8.89 (d, J
= 5.5 Hz, 1H), 8.44 (s, 1H), 8.31 (dd, J = 2.0, 8.8 Hz, 1 H), 8.21 (d, J = 9.1
Hz, 1H), 7.61 (d, J = 5.1 Hz, 1H), 5.76 (m, 1H), 3.93 (s, 3H), 2.21 (m, 1H), 2.0
1 (m, 1H), 1.67 (m, 5H), 1.12 (m, 6H). [M+H] CogH,eNg0,0 0O O 00 OO 436.19;

000 436.29.
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0 'H NMR (400 MHz, CDCI3)d : 9.24 (s, 1H), 9.13 (s, 1H), 8.77 (s, 1H), 8.44 (s,
1H), 8.15 (m, 2H), 7.44 (m, 1 H), 5.79 (t, J = 7.8 Hz, 1H), 2.20 (m, 1H), 2.04 (
m, 1H), 1.67 (m, 5H), 1.11 (m, 6H). [M+H] CoqHooFNgOLO0 0O D DO OO 396.2;0

OO0 396.2.
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0 TH NMR (400 MHz, CDCIZ)d : 8.82 (s, 1H), 8.53 (s, 1H), 8.24 (m, 1H), 8.04 (s,
1H), 7.93 (s, 1H), 7.43 (m, 1 H), 5.31 (dd, J = 5.31, 9.09 Hz, 1H), 2.20 (m, 1H)
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, 2.09 (m, 1H), 1.92 (d, J = 12.88 Hz, 1H), 1.63 (m, 4H), 1.19 (m, 4H), 0.87 (m,
2H). [M+H] Co HooFNGO,O0 O DO D0 DO 0 412.2;000 412.4.
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0 H NMR (400 MHz, CDCIZ)d : 8.82 (s, 1H), 8.04 (s, 1H), 8.15 (m, 2H), 7.51 (s,
1H), 7.43 (m, 1 H), 5.73 (t, J = 7.2 Hz, 1H), 4.04 (s, 3H), 2.19 (m, 1H), 2.02 (
m, 1H), 1.70 (m, 5H), 1.11 (m, 6H). [M+H] CopHousFNSOLO 0O 00 OO0 O 426.2;0
00 426.3.
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0 *H NMR (400 MHz, CDCl3) & : 9.25 (s, 1H), 8.85 (s, 1H), 8.78 (s, 1H), 8.46(s,
1H), 8.37 (dd, J = 1.8, 8.2 Hz, 1 H), 8.31 (d, J = 8.1 Hz, 1H), 8.20 (s, 1H), 5.
89 (m, 1H), 3.93 (s, 3H), 2.20 (m, 1H), 2.07 (m, 1H), 1.70 (m, 5H), 1.12 (m, 6H)
[M+H] C,o3HosNs0,0 00 00000 436.2;000 436.3.
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O H NMR (400 MHz, CDCl3) & : 9.19 (s, 1H), 8.64 (s, 1H), 8.24 (dd, J = 3.54, 9.
35 Hz, 1 H), 8.04 (s, 1H), 7.44 (dd, J = 2.91, 16.8 Hz, 1 H), 7.09 (d, J = 5.81

Hz, 1H), 5.69 (dd, J = 5.31, 9.09 Hz, 1 H), 2.23 (m, 1H), 2.07 (m, 1H), 1.94 (d,
J = 12.63 Hz, 1H), 1.63 (m, 4H), 1.17 (m, 4H), 1.03 (m, 2H). [M+H] C,;H,,FN-O4
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O0000000 412.2;000 412.4.
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0 H NMR (400 MHz, CDClZ) & : 9.01 (d, J = 2.02 Hz, 1H), 8.89 (d, J = 2.27 Hz, 2
H), 8.60 (s, 1H), 8.39 (dd, J = 1.8, 8.2 Hz, 1 H), 8.32 (d, J = 8.6 Hz, 1H), 5.8
7 (dd, J = 6.06, 10.11 Hz, 1 H), 3.95 (s, 3H), 2.25 (m, 1H), 2.10 (m, 1H), 1.75
(m, 7H), 1.15 (m, 4H). [M+H] CooHouNgO,0 0000000 437.2;0 00 437.2.
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0000000000000 O000000000000000000000000000 *H
NMR (400 MHz, CDCl3) & : 8.860 d, J = 1.26 Hz, 1H), 8.63 (s, 1H), 8.48 (d, J =
2.02 Hz, 1H), 8.47 (s, 1H), 8.43 (s, 1H), 5.88 (dd, J = 5.18, 10.74 Hz, 1H), 3.9
7 (s, 3H), 3.40 (s, 3H), 2.22 (m, 1H), 2.060 m, 1H), 1.74 (m, 5H), 1.12 (m, 6H).

[M+H] CogHogN40gS,0 00 00 0 00 519.1; O O 0 519.3.
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oooooan
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oooooan

O H NMR (400 MHz, CDCl) & : 8.63 (s, 1H), 8.49 (s, 1H), 8.19 (dd, J = 3.79, 9.
09 Hz, 1H), 8.14 (d, J = 2.27 Hz, 1H), 7.49 (m, 1H), 5.82 (dd, J = 6.32, 9.25 Hz
, 1H), 3.39 (s, 3H), 2.19 (m, 1H), 2.05 (m, 1H), 1.73 (m, 5H), 1.11 (m, 6H). [M
+H] C,,Ho5FN,0,S,0 0 000 00 0479.1; O 00O 479.2.
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000000 NMR (400 MHz, CDCIZ) & : 8.88 (d, J = 2.02 Hz, 1H), 8.62 (s, 1H),
8.460 s, 1H), 8.35 (dd, J = 0.76, 2.02 Hz, 1H), 8.27 (m, 1H), 5.85 (dd, J = 5.9
4, 9.47 Hz, 1H), 3.94 (s, 3H), 3.87 (m, 1H), 2.20 (m, 1H), 2.05 (m, 1H), 1.73 (m
5H), 1.45 (d, J = 6.86 Hz, 3H), 1.30 (d, J = 6.86 Hz, 3H), 0.95 (m, 6H). [M+H
CosHaoNA0gS,0 0 0 0 0 0 00 547.2; OO 0 547.2.
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0 TH NMR (400 MHz, CDCI;)d : 8.57 (s, 1H), 8.48 (s, 1H), 8.060 m, 2H), 7.260 m,
1H), 5.80 (dd, J = 6.02, 10.11 Hz, 1H), 3.80 (m, 1H), 2.07 (m, 1H), 1.960 m, 1H)
, 1.660m, 5H), 1.360d, J = 6.86 Hz, 3H), 1.21 (d, J = 6.86 Hz, 3H), 1.01 (m, 6
H). [M+H] CosH,,FN,0,S,0 000 0 0 O 0507.15; O O O 507.22.
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0 'H NMR (400 MHz, CDCI3)d : 8.63 (s, 1H), 8.49 (s, 1H), 8.32 (dd, J = 4.04, 9.3
5 Hz, 1H), 8.11 (d, J = 2.53 Hz, 1H), 7.61 (m, 1H), 5.90 (dd, J = 5.81, 10.11 Hz
, 1H), 3.960d, J = 11.1 Hz, 2H), 3.860 m, 1H), 3.32 (m, 2H), 2.25 (m, 1H), 2.11
(m, 1H), 1.75 (d, J = 11.87 Hz, 1H), 1. 060 d, J = 10.11 Hz, 1H), 1.45 (d, J =
.82 Hz, 3H), 1.39 (m, 3H), 1.32 (d, J = 6.82 Hz, 3H). [M+H] C,,H,sFN,05S,0 O
0509.1; O OO 509.3.
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0 H NMR (400 MHz, CDCI3)d : 8.44 (s, 1H), 8.28 (s, 1H), 8.09 (m, 1H), 7.49 (t,
J = 8.08 Hz, 1H), 5.69 (dd, J = 4.93, 8.46 Hz, 1H), 3.960 m, 2H), 3.38 (m, 2H),
3.32 (m, 1H), 2.31 (m, 1H), 2.11 (m, 1H), 1.91 (d, J = 14.65 Hz, 1H), 1. 64 (d,
J = 15.66 Hz, 1H), 1.460 m, 1H), 1.42 (d, J = 2.53 Hz, 3H), 1.40 (d, J = 2.50, 3
H), 1.30 (m, 2H). [M+H] CooHosFN,0gS,0 0 000 00 0525.1; 0O 00 525.2.
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0 TH NMR (400 MHz, CDClZ) & : 8.860 s, 1H), 8.25 (m, 2H), 8.17 (m, 1H), 8.05 (s,
1H), 5.82 (dd, J = 6.19, 10.23 Hz, 1H), 3.98 (s, 3H), 3.89 (s, 3H), 2.10 (m, 1H

), 1.960m, 1H), 1.68 (m, 5H), 1.05 (m, 6H). [M+H] CooHogNg0,0 000 000 O 43

9.2; 00D 439.3.
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0 'H NMR (400 MHz, CDCI3)d : 8.21 (s, 1H), 8.15 (m, 2H), 8.10 (m, 1H), 7.43 (m,
1H), 5.760 m, 1H), 4.01 (s, 3H), 2.18 (m, 1H), 1.98 (m, 1H), 1.72 (m, 5H), 0.90
(m, 6H). [M+H] CooH.sFNgO,0 0 000 00 0 399.2; O O O 399.3.
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0 H NMR (400 MHz, CDCI3)d : 8.32 (d, J = 8.08 Hz, 1H), 8.15 (s, 1H), 8. 060 s,
1H), 8.02 (s, 1H), 7.78 (d, J = 8.84 Hz, 1H), 5.78 (dd, J = 5.31, 10.61 Hz, 1H),
4.02 (s, 3H), 2.360's, 3H), 2.20 (m, 1H), 1.19 (m, 1H), 1.73 (m, 5H), 1.08 (m,
6H). [M+H] Co HoeNgO,0 0O 0 00 0 0395.2; 000 395.3.
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gboboooooboobobobooooboooboao
oooooao
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000000
O H NMR (400 MHz, CDCI3)d : 8.33 (s, 1H), 8.14 (d, J = 3.03 Hz, 1H), 8.12 (d, J
= 5.05 Hz, 1H), 7.43 (td, J = 3.03, 8.34 Hz, 1H), 5.760 t, J = 6.79 Hz, 1H), 4.
10 (s, 3H), 3.46(s, 3H), 2.22 (s, 1H), 1.94 (m, 1H), 1.73 (m, 5H), 1.13 (m, 6H).
[M+H] Co1HoeFNgO,SO 00 00 0 00O 477.2; OO O 477.3.
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0 'H NMR (400 MHz, CDCI3)d : 8.25 (s, 1H), 7.44 (s, 1H), 5.82 (dd, J = 5.94, 9.4
7 Hz, 1H), 4.11 (s, 3H), 3.42 (s, 3H), 2.29 (m, 1H), 2.04 (m, 1H), 1.72 (m, 5H),
1.35 (m, 6H). [M+H] C,oH55CINGO,S,0 00 0 000 0499.1; 00 O 499.2.
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gboooooooobgobobobooooboboboboobooooboobobobao
ugbooboooooboobooboboobobooobooboboboobooooobobobaa
ooooooooao

gboooog

gbooood

Q H
/ij\N N N\

FH% INA 5 71;1#

0ooooo

O H NMR (400 MHz, CDCI3)d : 8.81 (s, 1H), 8.39 (s, 1H), 8. 14 (m, 1H), 7.42 (m,

1H), 5.71 (t, J = 8.61 Hz, 1H), 2.82 (s, 3H), 2.21 (m, 1H), 2.01 (m, 1H), 1.65
(m, 5H), 1.10 (m, 6H). [M+H] CooH2oFNS0,S,0 0 0 00 0 0 0 448.1; O O 0 448.2.
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gboooaod
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O H NMR (400 MHz, CDCI3)d : 8.29 (s, 1H), 8.19 (m, 1H), 8. 10 (s, 1H), 7.95 (m,

1H), 7.44 (m, 1H), 7.32 (m, 5H), 5.77 (t, J = 7.96 Hz, 1H), 5.62 (s, 2H), 2.18 10
(m, 1H), 2.00 (m, 1H), 1.73 (m, 5H), 1.07 (m, 6H). [M+H] CogHosFNgO,0 O 0 O O

0O00475.2; 00 0O 475.3.
oooogodd
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goooogod
20
N N
N gy
Qf T,
LN S
oy
oooogodd
O *H NMR (400 MHz, CDCl3)d : 7.67 (s, 1H), 7.47 (m, 1H), 7.34 (m, 5H), 7.07 (s,
1H), 5.77 (m, 1H), 5.55 (s, 2H), 2.32 (m, 1H), 1.960 m, 1H), 1.64 (m, 5H), 1.01
(m, 6H). [M+H] Co,HogNgO02SO O 0 00 00 O 479.2; 00O 479.1.
gooogod
oo oo oD oo oD oo oD oo ooDogao 30
oo oo o o oD oo oD oo oD oo oD oo o
goooood
godoooogad
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0 *H NMR (400 MHz, CDCI)3 : 8.87 (s, 1H), 7.960 m, 1H), 7.90 (d, J = 10.36 Hz, 40

1H), 7.57 (d, J = 3.28 Hz, 1H), 7.23 (s, 1H), 7.15 (s, 1H), 5.83 (m, 1H), 2.48 (
m, 2H), 2.05 (m, 3H), 1.69 (m, 3H), 1.49 (m, 2H), 0.87 (m, 1H). [M+H] C,ooHqoFsN
,0,S00000000437.1; 00 O 437.3.
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0 TH NMR (400 MHz, CDCI;)d : 8.43 (s, 1H), 8.30 (d, J = 8.34 Hz, 1H), 8.14 (dd,
J = 4.04, 9.09 Hz, 1H), 8,04 (s, 1H), 7.91 (d, J = 9.6 Hz, 1H), 7.43 (ddd, J =
3.03, 7.58, 9.09 Hz, 1H), 6.63 (s, 1H), 5.82 (t, J = 7.96 Hz, 1H), 3.89 (m, 2H),
3.260 m, 2H), 2.07 (m, 1H), 1.65 (t, J = 13.35 Hz, 2H), 1.50 (m, 1H), 1. 38 (dt

, J =3.06, 11.62 Hz, 2H), 0.91 (m, 2H), 0.21 (m, 2H). [M+H] CogHogFNO,0 O O
00000480.2; 000 480.4.
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0 H NMR (400 MHz, CDCIZ)d : 8.41 (s, 1H), 8.35 (d, J = 8.34 Hz, 1H), 8.160m, 1
H), 8,04 (s, 1H), 7.92 (d, J = 8.08 Hz, 1H), 7.42 (ddd, J = 3.05, 7.28, 9.28 Hz
, 1H), 8.58 (s, 1H), 5.77 (t, J = 7.11 Hz, 1H), 2.23 (m, 4H), 2.01 (m, 1H), 1.69
(m, 4H), 0.85 (m, 5H), 0.89 (m, 2H), 0.70 (m, 2H). [M+H] CogHogFNsO50 O O O O

000478.2; 00O0OA478.2.
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0 *H NMR (400 MHz, CDCI3)3 : 8.360 d, J = 5.56 Hz, 1H), 8.34 (s, 1H), 8,15 (m, 1
H), 8.02 (d, J = 5.08 Hz, 1H), 7.41 (ddd, J = 3.05, 7.28, 9.28 Hz, 1H), 6.45 (s
, 1H), 5.77 (dd, J = 7.33, 12.88 Hz, 1H), 2.23 (m, 4H), 2.21 (m, 1H), 2.02 (m, 4
H), 1.15 (m, 5H), 0.89 (m, 2H), 0.70 (m, 2H). [M+H] CogHogFNS0,0 00 000 0 O
494.2; 00O O 494.1.

10

20

30

40

50



(153) JP 5302012 B2 2013.10.2

oooDoo
oooobooooooboooooboooooobooboooooboboooobobooooobooo
gooobobooooobooooobooooooobooooobooboooobbooooboOooo
oooooooooboooooooooonon

oooooo

oooDoo

P H

F
N _-N
- 2T
O

Do0o00o0a0

0 H NMR (400 MHz, CDCIZ)3 : 8.40 (s, 1H), 8.13 (d, J = 8.08 Hz, 1H), 7.87 (s, 1
H), 7.79 (d, J = 8.34 Hz, 1H), 7.54 (d, J = 3.54 Hz, 1H), 7.05 (d, J = 3.54 Hz,

1H), 6.77 (d, J = 3.03 Hz, 1H), 6.68 (d, J = 5.56 Hz, 1H), 6.58 (tt, J = 2.24, 8
.87 Hz, 1H), 5.960 t, J = 7.71 Hz, 1H), 3.660 dd, J = 7.45, 14.02 Hz, 1H), 3.34

(dd, J = 8.08, 14.15 Hz, 1H), 2.95 (td, J = 3.54, 7.07 Hz, 1H), 0.88 (m, 2H), O.
67 (m, 2H). [M+H] CouH,oFoNgO5SO 00000 0 0496.1; O 0 0 496.0.
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0 *H NMR (400 MHz, CDCIZ) & : 8.69 (d, J = 4.29 Hz, 1H), 7.90 (d, J = 8.59 Hz, 1
H), 7.53 (td, J = 1.52, 4.39 Hz, 1H), 7.43 (d, J = 3.54 Hz, 1H), 7.22 (d, J = 3.
54 Hz, 1H), 6.97 (tt, J = 2.27, 9.47 Hz, 1H), 6.88 (m, 2H), 5.88 (dd, J = 5.31,

9.60 Hz, 1H), 3.67 (dd, J = 5.18, 13.77 Hz, 1H), 3.260dd, J = 9.73, 14.15 Hz, 1
H), 2.85 (td, J = 3.794, 7.49 Hz, 1H), 0.70 (m, 2H), 0.58 (m, 2H). [M+H] CosH.o
FoNg0,SO0 00000 D00512.1; 00 O 512.1.
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0 TH NMR (400 MHz, CDClZ) & : 8.60 (s, 1H), 8.260 s, 1H), 8.00 (m, 3H), 7.83 (s,
1H), 7.44 (d, J = 7.07 Hz, 1H), 7.27 (s, 1H), 6.00 (d, J = 5.05 Hz, 1H), 6.460
t, J = 9.47 Hz, 1H), 5.81 (t, J = 8.44 Hz, 1H), 3.50 (dd, J = 6.06, 18.65 Hz, 1H
), 3.20 (dd, J = 10.36, 13.09 Hz, 1H), 2.69 (m, 1H), 0.69 (m, 2H), 0.48 (m, 2H).
[M+H] Co HooFoNg0,0 000000 0533.2; 000 533.1.
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0 H NMR (400 MHz, CDCIZ)d : 8.03 (s, 1H), 7.82 (d, J = 8.34 Hz, 1H), 7.59 (s, 1
H), 7.53 (d, J = 7.07 Hz, 1H), 7.04 (brs, 1H), 6.99 (brs, 1H), 6.78 (m, 1H), 6.6
60 s, 1H), 6.57 (d, J = 7.33 Hz, 2H), 5.61 (t, J = 9.35 Hz, 1H), 3.28 (dd, J = 6
.28, 14.33 Hz, 1H), 2.97 (dd, J = 8.08, 14.15 Hz, 1H), 2.49 (m, 1H), 0.44 (m, 2H
), 0.27 (m, 2H). [M+H] CouHooFNsOSSO 00 0000 0 478.1; O O O 478.0.
Dooooo
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0 TH NMR (400 MHz, CDCIZ)d : 8.360 s, 1H), 7.20 (d, J = 8.34 Hz, 1H), 7.92 (s, 1
H), 7.84 (d, J = 8.34 Hz, 1H), 7.57 (d, J = 3.57 Hz, 1H), 7.07 (m, 2H), 6.84 (t,
J = 8.59 Hz, 2H), 6.59 (s, 1H), 5.85 (t, J = 8.21 Hz, 1H), 3.65 (dd, J = 7.45,
14.02 Hz, 1H), 2.97 (dd, J = 8.46, 14.27 Hz, 1H), 2.95 (m, 1H), 0.90 (m, 2H), O.
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67 (m, 2H). [M+H] Co,HooFNg05,SO 00 0 000 0 478.1; OO O 478.1.
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0 H NMR (400 MHz, CDCIZ)d : 8.360 s, 1H), 7.90 (d, J = 8.08 Hz, 1H), 7.42 (m, 1
H), 7.360 s, 1H), 7.22 (s, 1H), 7.12 (s, 1H), 5.83 (dd, J = 9.22, 6.95 Hz, 1H),

3.74 (s, 3H), 2.41 (s, 3H), 2.04 (m, 2H), 1.63 (m, 5H), 1.21 (m, 6H). [M+H] Cos
H,,FNg0,S,0 0 0 00 00 0527.2; 000 527.1.
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0 'H NMR (400 MHz, CDCI)d : 7.73 (d, J = 7.83 Hz, 1H), 7.25 (m, 1H), 7.22 (d, J
= 1.26 Hz, 1H), 7.13 (m, 1H), 7.02 (m, 1H), 5.03 (m, 1H), 3.74 (s, 3H), 2.42 (s
, 3H), 2.40 (m, 2H), 1.62(m, 5H), 1.28 (m, 6H). [M+H] CosHo,FNg05S,0 0 0 0 O O
543.2; 00 O 543.1.
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DoooooQ
00000000000 (0 g, 36.8mmol)D 0000 (21 g, 55.2 mmol)J 000000
00O00@om)ODOO0D,0@OmL, 73.6 mol)J0 0000000000 0000O
0000000000000 0@.4g, 4.1mmo)J000000000O00O00O00O
0000000000 0000000O(rashout)J000000000000000O
000000000000000000000000000 [MHH] CyoHoNz0SO0 0000
000 254; 000, 254.

Dooooo

0000000000 0000000 (.89, 22.7mmoD)0O0 000065 n)0O000
O, 0@6m, 1135 moNI 0000000000000 D0000ND0ON00D0O0O
0000000000000 00000000000000000 (6.9g, 27.2 mmol)O

000000000000 00000000000000000000000 (crash out
)0 [M+H] CooHogNA405SO 00 0 00 0 0 403; O O O 403.

oooooo

0000000000000 O0000000000000000000000000000
0000000000000 0000000000000(.5g, 1.24 mmol)J 0000
0,00000,0@:1,2m)0000000000000000000000000
000000000000 0000000000000 NMR (400 MHz, 0O OOCOO -
d) & ppm 0.95 - 1.31 (m, 6H) 1.54 - 1.77 (m, 4H) 1.85 (s, 1H) 2.05 - 2.18 (m, 1
H) 2.23 - 2.360 m, 1H) 4.04 (s, 3H) 5.68 - 5.80 (m, 1H) 7.13 (d, J=4.29 Hz, 1H)
7.30 (d, J=8.08 Hz, 1H) 7.45 - 7.59 (m, 2H) 7.85 (d, J=8.08 Hz, 1H) 8.60 (s, 1H)
[M+H] Co,Ho,N,0,S0 000 0000 413; 0O O 413.
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ggooboobooooboooboboobboobboobtbooobuoobbboobboo
opooooog
goboooo
gogoogad
1
HQNIQE O
S HN O w
o HBTDUMLEA /C;I\:S DA ACH /Q(H N 1) aM HOWi 4+
N.__N BocHN = 2
A & Y b

MNH-
HBTU TEA
DMF

0
O CI)LCI o NO
EtgN THF H
N 3 F N%N\(/N
K&
N0
b
12

8

<

0 S

oooo
000000000 ( g, 4.87 mmol)0 0000 (3.69 g, 9.7 nmol)J 000000
OD@smM)0DDO000, O@.7m, 12.2mol)J0000000000000000
00000000000(.7329g, 7.3mo)00000000000000000
000D0D00000D00000O0O0O(erash out)D 00000000000 000
(0.971 mL, 12.6 mmol)D 0000, O (@.7 mL, 12.6 mmol)0 0000000000
00000000000 000@Sm)0000000(.3mL, 13.1 mmol)dJ 00 O
0¢.9m, 16.4mmol)0 0000000000000 0000000000000O0
0000000000 0000D00000D00000D000000000000000
00O [MHH] CygHagN405S0 000 00 0 0 355; OO 0O 355.
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0000000000000 00000000 Y NMR (400 MHz, OO0 00O -d) & ppm

1.37 - 1.54 (m, 1H) 1.76 2.01 (m, 2H) 2.73 (s, 8H) 3.70 - 3.87 (m, 1H) 3.94 - 4
.060 m, 1H) 4.10 - 4.23 (m, 1H) 6.25 - 6.32 (m, 1H) 7.09 (s, 2H) 7.28 - 7.33 (m,
1H) 7.39 (d, J=3.79 Hz, 1H) 7.63 (d, J=8.08 Hz, 1H). [M+H] C,oH.oFNsO5SO O O

OO0000418; 00O 0O 418.
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oooooao

gbooogd

OTOQ
Q H
F. N~ =N
Cf:ﬁ I

Do0o0o0a0

0000000000000 0000000000000000000000000000
0000000000000 0000O00000000000000000000000
0000000000000 O00Y NMR (400 MHz, 000000 -d) & ppm 2.20 - 2.3
5 (m, 2H) 2.760 s, 2H) 3.59 - 3.75 (m, 2H) 3.97 - 4.12 (m, 2H) 5.12 - 5.21 (m, 2
H) 7.15 (d, J=4.29 Hz, 1H) 7.30 - 7.41 (m, 5H) 7.47 (d, J=4.29 Hz, 1H) 7.54 - 7.
63 (m, 1H) 7.80 - 7.90 (m, 2H) 8.89 (s, 1H). [M+H] C,gH,,FNS0,S0 00000 00
508; O O O 508.
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0000000000000 0000000000000000000000O0O0HNMR
(400 MHz, 00O OO O -d) & ppm 0.87 - 1.07 (m, 2H) 1.09 - 1.360 m, 4H) 1.50 -

1.77 (m, 4H) 1.94 - 2.10 (m, 2H) 2.30 - 2.43 (m, 1H) 3.97 (s, 3H) 5.80 (dd, J=8.

46, 5.43 Hz, 1H) 6.74 (d, J=3.03 Hz, 1H) 7.05 - 7.160 m, 2H) 7.24 (d, J=3.79 Hz,
1H) 7.59 (dd, J=7.71, 1.39 Hz, 1H). [M+H] CnqH,,4N,0,S0 000 00 0 O 429; OO

0 429.
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000000

0000000000000 O00O0O00O0O000O000000000000000 NMR
(400 MHz, OO OO0 O O -d) & ppm 0.98 - 1.31 (m, 6H) 1.68 (s, 4H) 1.83 - 1.91 (m
, 1H) 2.06 - 2.18 (m, 1H) 2.27 - 2.39 (m, 1H) 3.95 (s, 3H) 5.78 (dd, J=10.86, 4.

80 Hz, 1H) 7.15 (d, J=4.04 Hz, 1H) 7.45 (dd, J=8.97, 2.91 Hz, 1H) 7.51 (d, J=4.2

9 Hz, 1H) 7.65 (d, J=2.78 Hz, 1H) 7.80 (d, J=8.84 Hz, 1H) 8.57 (s, 1H). [M+H] C

21H24N40,S0 000000 0413; 00 0O 413.
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000000000000 000D0D000000000D0000D0000D0O000H NMR
(400 MHz, 000000 -d) & ppm 0.85 - 1.060 m, 2H) 1.08 - 1.33 (m, 4H) 1.55 -
1.75 (m, 4H) 1.90 - 2.04 (m, 2H) 2.33 - 2.460 m, 1H) 3.83 (s, 3H) 5.83 (s, 1H) 6
.93 - 7.05 (m, 2H) 7.12 - 7.21 (m, 1H) 7.40 (d, J=4.29 Hz, 1H) 7.45 (d, J=2.27 H
z, 1H). [M+H] C,4Ho,N,0,S0 00 00 000 429; OO O 429.
ggooogad
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0000000000000000000000000000000000000 NWR
(400 MHz, 0O OO OO -d) & ppm 1.03 (s, 2H) 1.12 - 1.35 (m, 4H) 1.42 - 1.54 (m
, 1H) 1.61 - 1.79 (m, 5H) 1.88 (s, 1H) 2.74 (s, 1H) 2.89 (br. s., 3H) 3.88 (s, 3
H) 7.09 (d, J=4.04 Hz, 1H) 7.38 - 7.44 (m, 2H) 7.50 (d, J=2.53 Hz, 1H) 7.79 (d,
J=9.09 Hz, 1H). [M+H] CooH,gN,05S0 00 00 0 00 428; 00O O 428.
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0000000O000000000000000000000000000000000
0000000000000 000000000000000000000000000
1H NMR (400 MHz, 0O OO OO -d) & ppm 1.81 - 1.94 (m, 2H) 1.95 - 2.07 (m, 2H)
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2.27 - 2.37 (m, 2H) 2.77 - 2.88 (m, 2H) 6.99 (d, J=3.79 Hz, 1H) 7.38 (d, J=3.54
Hz, 1H) 7.47 - 7.53 (m, 1H) 7.75 (dd, J=9.09, 4.80 Hz, 1H) 7.860 dd, J=8.46, 2.9
1 Hz, 1H) 8.24 (s, 1H). [M+H] C,-H,sFN,0,S0 00 0000 0 359; O O O 359.
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0000000000000 000000D000000000000000000000
000D00000D00000000000000000000

oooooo

oooooo

H
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Qf) I

Do0o00o0a0

0000000000000 O00O0O000O000O000O00000000000O0 NMR
(400 MHz, 0O OO O O -d) & ppm 0.86 1.32 (m, 6H) 1.67 (s, 4H) 1.78 (s, 1H) 2.0

3 -2.14 (m, 1H) 2.1.4 - 2.25 (m, 1H) 2.64 (s, 3H) 5.84 - 5.91 (m, 1H) 7.03 (s,

1H) 7.42 (t, J=7.71 Hz, 1H) 7.61 - 7.68 (m, 2H) 8.18 (d, J=7.58 Hz, 1H) 8.360 s,
1H). [M+H] C,,H,,N,0,S0 00000 00 397; 00O O 397.

Do0o0o00

000000000000 0000000000000000000000000000

0000000000000 O00O0O00O0O00O0OOOOoOoan

gooooao
oooooao
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oooooao

0000000000000 O00O0O00O0O00O0O000O000000000000 NMR
(400 MHz, 00O OO O -d) & ppm 0.84 - 1.30 (m, 6H) 1.63 (s, 4H) 1.760's, 1H) 2
.01 - 2.12 (m, 1H) 2.12 - 2.23 (m, 1H) 2.50 (s, 3H) 5.95 (s, 1H) 7.060 d, J=3.54
Hz, 1H) 7.62 (d, J=2.02 Hz, 1H) 7.65 (s, 1H) 7.77 (d, J=3.79 Hz, 1H) 8.11 - 8.1

4 (m, 1H) 8.35 (s, 1H). [M+H] C, H,,N,0,S0 000000 0 397; OO O 397.
Do0o00o00

0000000000000 0000000000000000000000000000
0000000000000 O0C0OO0OO00OD0OO0OOOOODOOODOoO

ogooooao
ogooooao
N i NN
N -
TOCLYYTD
ogooooao

0000000000000 O00000000000000000000000O00* NMR
(400 MHz, DO OO OO -d) & ppm 0.82 - 1.31 (m, 6H) 1.51 - 1.81 (m, 5H) 1.97 -
2.09 (m, 1H) 2.13 - 2.27 (m, 4H) 5.92 - 6.02 (m, 1H) 7.04 (d, J=3.54 Hz, 1H) 7.5
9 (s, 1H) 7.74 (s, 2H) 8.23 (s, 1H) 8.26 - 8.34 (m, 2H). [M+H] C,,H,cN505SO O

00000 O0440; OO O 440.
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gbooboooooobooboobobobooooboobobobooboooboobobobao
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H
NN,
CLY

CF3

oooooQ

0000000000000 O000000000000000000000000* NMR
(400 MHz, 0O OO OO -d) & ppm 0.86 - 1.35 (m, 6H) 1.63 - 1.74 (m, 4H) 1.78 (

s, 1H) 2.03 - 2.13 (m, 1H) 2.1.4 - 2.260 m, 1H) 5.87 (s, 1H) 7.060 d, J=3.54 Hz,
1H) 7.60 (t, J=7.83 Hz, 1H) 7.63 - 7.71 (m, 1H) 8.12 (d, J=7.33 Hz, 1H) 8.52 (s
, 2H). [M+H] C,,H5,F5N,0,S0 00000 0 0451; 00O 451.

oooooo

000000000000 0000000000000000000000000000¢0

0000000000000 O00O00O00O00O00O00O0O0O

Dooooo

0ooooo
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N._N_
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Do0o0o0Q

000000000000 O0O00O0O00O0O00O0O000O000O000000000 NMR
(400 MHz, 0O OO OO -d) & ppm 0.85 - 1.32 (m, 6H) 1.64 - 1.73 (m, 4H) 1.77 (

s, 1H) 2.04 - 2.24 (m, 2H) 5.85 (s, 1H) 7.05 (d, J=3.54 Hz, 1H) 7.460 t, J=7.96

Hz, 1H) 7.63 - 7.68 (m, 1H) 7.89 (dd, J=7.83, 1.26 Hz, 1H) 8.25 (dd, J=8.08, 1.2

6 Hz, 1H) 8.460's, 1H). [M+H] C,oH5,CIN,0,SO 000000 0417; OO0 O 417,

Do0o00o00

0000000000000 0000000000000000000000000000

0000000000000 O00OD0O00OD0O0OO0OODOODOOoO

oooooao
oooooao
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0000000000000 000000000000000000000000* NMR
(400 MHz, OO0 OO OO -d) & ppm 0.83 - 1.33 (m, 6H) 1.54 - 1.72 (m, 4H) 1.74 -
1.84 (m, 1H) 2.03 - 2.24 (m, 2H) 2.44 (s, 3H) 2.60 (s, 3H) 5.92 (dd, J=9.60, 6.

57 Hz, 1H) 7.05 (d, J=3.54 Hz, 1H) 7.47 (s, 1H) 7.71 (dd, J=5.43, 3.66 Hz, 1H) 7

.97 (s, 1H) 8.34 (s, 1H). [M+H] CooHogN,0,SO0 00000 00 411; 00 O 411.
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Oooogood
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0000000000000 O00O0000000000000000000000* NMR
(400 MHz, DO OO OO -d) & ppm 0.86 - 1.33 (m, 6H) 1.63 - 1.73 (m, 4H) 1.77 (

s, 1H) 2.02 - 2.12 (m, 1H) 2.13 - 2.25 (m, 1H) 2.61 (s, 3H) 5.88 (s, 1H) 7.05 (d
, J=3.54 Hz, 1H) 7.60 (d, J=1.77 Hz, 1H) 7.69 (d, J=3.54 Hz, 1H) 8.14 (d, J=2.27
Hz, 1H) 8.37 (s, 1H). [M+H] C,,H,5CIN,0,SO0 0 0000 0 0431; 00 O 431.

oooooo

0000000000000 O000000000000000000000000000

0000000000000 O0000O000000000000000000000000
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H
N.__N
N \(/\
P Y
@:A by

CF3

Do0oo0Q

000000000000 0O00O0O00O0O000O000O000000000000 NMR
(400 MHz, 0O OO OO -d) & ppm 0.83 - 1.32 (m, 6H) 1.63 (s, 4H) 1.75 (s, 1H)

1.99 - 2.10 (m, 1H) 2.10 - 2.22 (m, 1H) 5.89 (dd, J=8.84, 7.07 Hz, 1H) 7.51 (s,

1H) 7.60 (t, J=7.83 Hz, 1H) 8.13 (d, J=6.82 Hz, 2H) 8.52 (s, 1H) 8.54 (dd, J=7.9

6, 1.39 Hz, 1H). [M+H] C,,H,oCIFgN,0,S0 0000 0 00 485; OO O 485.

Do0o00o00

0000000000000 0000000000000000000000000000
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0000000000000 O0O0O0O0O0O0O00O0O000O000000000000 NMR
(400 MHz, DMSO-dg) & ppm 0.90 - 1.19 (m, 6H) 1.51 - 1.69 (m, 4H) 1.70 - 1.79 (m
, 1H) 2.01 - 2.12 (m, 1H) 2.21 - 2.37 (m, 1H) 5.79 (dd, J=11.62, 4.55 Hz, 1H) 7.

74 - 7.87 (m, 3H) 8.07 (s, 1H) 8.51 (s, 1H). [M+H] C,qH,,FN,0,S0 0000000

445; 0 0 O 445.
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gboooaod

oooooQ

0000000000000 O000000000000000000000000* NMR
(400 MHz, DMSO-dg) & ppm 0.89 - 1.21 (m, 6H) 1.50 - 1.77 (m, 5H) 1.98 - 2.11 (m
, 1H) 2.25 - 2.360m, 1H) 5.91 (m, 1H) 7.47 - 7.53 (m, 1H) 7.74 - 7.90 (m, 3H) 8
.05 (s, 2H) 8.23 (dd, J=8.72, 2.40 Hz, 1H) 8.50 (s, 1H) 8.84 (s, 1H). [M+H] C.s

HouFNgO5O0 00 0 000 0438; OO0 438.

oooooo
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0000000000000 O00O00O000000000000000000000000
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oooooQ
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oooooo

0000000 (.19, 0.225 mmol)J 0O 0O (256 mg, 0.675 mmol)D 000000 O
0000@m)ODO00O00, 0¢.125m., 0.9 mmol)0 00 0000000000000
000000, 0¢.028mL, 0.270 mmol)J 0000000000000 O00O00O000
0000000000000 O00rashout) 0000000000000 O0O0O0O0O%
H NMR (400 MHz, DMSO-dg) & ppm 0.88 - 1.25 (m, 12H) 1.48 - 1.81 (m, 5H) 2.00 - 2
.13 (m, 1H) 2.21 - 2.360 m, 1H) 3.460 s, 4H) 5.80 (dd, J=11.87, 4.80 Hz, 1H) 7.7
3 - 7.92 (m, 4H) 8.52 (s, 1H). [M+H] CosHaoFNsO5SO 0 0 0 0 O 0O O 500; O O O 500

oooooo
ooooooooobooooobooooooobooooobooooobooooobooo
gooooooooboooooooooooboooobobooobobboooobooboo
ooooDoo
oooooo
oooooo
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000000

0000000000000 O0O0O0O0O0O0O00O0O000000000000000 NMR
(400 MHz, DMSO-dg) & ppm 0.89 - 1.19 (m, 6H) 1.51 - 1.81 (m, 5H) 2.00 - 2.13 (m
, 1H) 2.21 - 2.360m, 1H) 3.58 - 3.70 (m, 8H) 5.78 (dd, J=11.37, 4.55 Hz, 1H) 7.

74 - 7.88 (m, 4H) 8.51 (s, 1H). [M+H] C,ogH.gFN0,S0 000000 0O514; 00 O 51

4.
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ooooooooobooooooooooobobooooboobooooobboooobooo
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0000000000000 O0O0O0O0O0O0OO0O0O0OO00O0O000O00000000O0 NMR
(400 MHz, OO OO0 OO -d) & ppm 0.91 - 1.35 (m, 6H) 1.57 - 1.85 (m, 5H) 2.00 -
2.21 (m, 2H) 2.87 (s, 3H) 3.1.4 - 3.37 (m, 4H) 3.88 - 4.260 m, 4H) 5.88 (dd, J=

9.73, 6.44 Hz, 1H) 7.50 - 7.59 (m, 1H) 7.72 (s, 1H) 7.78 (dd, J=9.09, 4.80 Hz, 1

H) 7.90 (dd, J=8.34, 2.78 Hz, 1H) 8.34 (s, 1H). [M+H] CogHs,FNgO5SO O 0 O O O

0 0os527; 0O0O0OS27.
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oooooooooobooooooooooobooboooobooooobooooobooo
ooooooooobooooobooooooobooooobooooobooooobooo
gooooooobood

ooooDoo

oooooao

H
F. N NYN\
NJ ) Sii,’ﬁj
0 NHJN\g

0ooDoo0oo
0000000000000 000000000000000000000000HNMR
(400 MHz, DMSO-dg) & ppm 0.89 - 1.19 (m, 6H) 1.50 - 1.80 (m, 5H) 2.02 (s, 3H) 2

.05 - 2.14 (m, 1H) 2.28 (s, 1H) 3.51 (s, 4H) 3.64 (s, 4H) 5.78 (dd, J=11.37, 4.0
4 Hz, 1H) 7.74 - 7.87 (m, 3H) 7.87 (s, 1H) 8.51 (s, 1H). [M+H] CoHg FNgO,SO O
00000O00S555; 000 555.
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0000000000000 00D0D0000D0000D0D0000D0000D0O000H NMR
(400 MHz, DMSO-dg) & ppm 0.87 - 1.28 (m, 12H) 1.48 - 1.82 (m, 5H) 2.00 - 2.13 (

m, 1H) 2.19 - 2.33 (m, 1H) 3.42 (s, 8H) 3.82 - 3.99 (m, 3H) 5.77 (dd, J=11.37, 4
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.55 Hz, 1H) 7.73 - 7.87 (m, 3H) 7.92 (s, 1H) 8.48 (s, 2H). [M+H] CsoHsgFN,0,SO

ocooooboo0Oe12; 0O0O, 612.
oooooao
ocogooooOOoOoOoOoOoOoooooOoOooDODO0O0U0oOoOooooDooooDoDoooOog
gcoooooOoO0oO0oOoOooooobooOobObOOobOoooOooooobooDoOoOoo
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00000000000 000000000000000000000000[M+H] Cy,H
21FN,05,S0 0000000 429; 00 0429,

oooooao
gobooooooogoobgobobobooooboboboboboooobobobao
ugbooboooooboobooboboobobooobooboboboobooooobobobaa
ooooao

gbooobooog

oooooao

e H
F. N N\r/N
J ol s<
N P
N
A

0oooo
000000 (0.2 g, 0.4675 mmol)J 0 0, 00 (0.037 mL, 0.360 mmol)0 0 O 0 00O
0 (46 mg, 0.561 mmoDI D00 ODC0OODCOODCOOOODDO(O:1, 1m)0OODCOOCOOO
00000000000 0000, OO0 (0.056 mg, 0.891 mmo0 0D O00ODO00OO
00000000000 000000,000000000000000000000
000000000000, 00000000000000000000000H NV

(400 MHz, MeOD) & ppm 0.99 - 1.27 (m, 6H) 1.35 (s, 6H) 1.59 - 1.89 (m, 5H) 2.0

6 - 2.160 m, 1H) 2.17 - 2.28 (m, 1H) 3.21 (q, J=7.07 Hz, 4H) 4.59 (s, 2H) 5.91 (

dd, J=11.12, 5.56 Hz, 1H) 7.62 - 7.70 (m, 2H) 7.80 (dd, J=9.09, 4.80 Hz, 1H) 7.8

8 (dd, J=8.46, 2.91 Hz, 1H) 8.460 s, 1H). [M+H] C,gH5,FNg0,SO 0 O 0 0 O O O 486

0 O O 486.
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(400 MHz, OO OO OO -d) & ppm 0.91 - 1.32 (m, 6H) 1.55 - 1.84 (m, 5H) 2.01 -
2.12 (m, 1H) 2.18 - 2.30 (m, 1H) 3.00 - 3.20 (m, 4H) 3.93 (s, 4H) 4.31 (s, 2H)

5
)
0 500; O 0O O 500.
oooooao
Ooo0ogoaog
Ooogooaod
oooooobooooooaga
OoO0o0ogoogaod
OoO0o0ogoogaod
o H
F N N\;//N\
A o S\<5
N P
N N
A
oooooao

Oo0o0o0o0oD0oO0oO0ooOoooooooooooog
(400 MHz, MeOD) 6 ppm 0.98 - 1.32 (m, 6H)
1H) 2.15 - 2.27 (m, 1H) 2.84 - 2.97 (m, 7H)
0 (dd, J=10.74, 5.68 Hz, 1H) 7.34 (s, 1H) 7.

4.80 Hz, 1H) 7.88 (dd, J=8.59, 3.03 Hz, 1H)

O oOoOo0oodgogao
Oo0Oo0ooQgoQgao
O O0Oo0oodgogaog
O O0Oo0oogogao
OoOoOoodgogao
O o0Oooo0od
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N N
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gbooooao

0 0513; OO0 0O 513.

gboboooooooogooboobaa
gbobooobooooooobooba
goooboooogao

.80 (dd, J=9.35, 6.32 Hz, 1H) 7.49 - 7.60 (m, 2H) 7.79 (dd, J=9.09, 4.80 Hz, 1H

7.94 (dd, J=8.34, 3.03 Hz, 1H) 8.28 (s, 1H). [M+H] CogHsoFNs05,S0 0O 0 00O O

gobooogooboooboboboooobobobobooooboboboboo
uboooooobobooboooboboboboooobooboboobooao

000000000000 0O00H NMR
1.58 - 1.90 (m, 5H) 2.05 - 2.14 (m,
3.23 - 3.29 (m, 4H) 3.85 (s, 2H) 5.9
62 - 7.70 (m, 1H) 7.80 (dd, J=9.09,
8.47 (s, 1H).

[M+H] C,gH53FNg0,SO

oboooooboobobobooobooan
uboooobooboboobooobonn

0000000000000 O0O0O0O00O0O00O0O000O00000000000O0 NMR
(400 MHz, MeOD) & ppm 0.97 - 1.33 (m, 6H) 1.59 - 1.91 (m, 5H) 2.05 - 2.27 (m,
5H) 3.22 - 3.29 (m, 4H) 3.81 (s, 4H) 4.59 (s, 2H) 5.92 (dd, J=10.61, 5.56 Hz, 1H
) 7.61 - 7.70 (m, 2H) 7.80 (dd, J=9.09, 4.80 Hz, 1H) 7.87 (dd, J=8.46, 2.91 Hz,

1H)
oo
ao

goo

od

gboooao

460 s, 1H). [M+H] Co HasFNg0,SO 00000 0 0 541; OO O 541.
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0000000000000 000D0000D00000D0000D0000D0DO0O0O0H NMR
(400 MHz, MeOD) & ppm 0.96 - 1.33 (m, 12H) 1.58 - 1.90 (m, 5H) 2.05 - 2.15 (m,
1H) 2.16 - 2.27 (m, 1H) 3.08 (s, 8H) 3.53 (s, 2H) 3.94 - 4.05 (m, 1H) 4.15 (s,
2H) 5.90 (dd, J=10.86, 5.56 Hz, 1H) 7.460 s, 1H) 7.62 - 7.71 (m, 1H) 7.80 (dd, J
=9.09, 4.80 Hz, 1H) 7.88 (dd, J=8.46, 2.91 Hz, 1H) 8.460 s, 1H). [M+H] CgoH,oFN

,0;S00000000598; OO0 598.
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ooooooooobooooobooooooobooooobooooooboboooobooo
ooooooooobooooobooooooobooooobooooobooooobooo
O

ooooDoo

oooooao

oooooo

0000000 (.29, 0.4675 mmol)J 000 00O (46 mg, 0.561 nmol)J 0O 000 O
000D0000(0:1, 1m)I0000000000O0000000000000, 00
(0.056 mg, 0.891 mmol)J 00D O0O0DODOOODOODOOODONODODODOODODODO,
00000000000000000000000000000000,00000000
0000000000000 000Y NMR (400 MMz, 00O OO0 -d) & ppm 0.88 - 1
.31 (m, 6H) 1.73 (s, 5H) 1.99 - 2.10 (m, 1H) 2.14 - 2.260 m, 1H) 4.82 (s, 2H) 5.
83 (dd, J=8.84, 7.07 Hz, 1H) 7.47 (s, 1H) 7.48 - 7.560 m, 1H) 7.77 (dd, J=8.97,

4.67 Hz, 1H) 7.95 (dd, J=8.34, 2.78 Hz, 1H) 8.31 (s, 1H). [M+H] C,,H,5FN,05S0
0000000431; 000 431.
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000000000000 0000000D000D000D0000000000000000
00000000000 0000000000000000

oooooao
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0000000000000 O000000000000000000000000* NMR
(400 MHz, OO0 OO OO -d) & ppm 0.91 - 1.27 (m, 6H) 1.50 - 1.760 m, 5H) 1.97 -
2.10 (m, 1H) 2.23 - 2.37 (m, 1H) 5.91 (s, 1H) 7.50 (dd, J=5.05, 1.52 Hz, 1H) 7.

660 s, 1H) 7.73 - 7.88 (m, 3H) 8.17 (s, 1H) 8.360 s, 1H) 8.47 (d, J=5.30 Hz, 1H)
8.50 (s, 1H). [M+H] CosH,,FNsO,O O OO OO0 0 438; O O O 438.
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0000000000000 O000000000000000000000000* NMR
(400 MHz, OO0 OO OO -d) & ppm 0.89 - 1.27 (m, 6H) 1.49 - 1.77 (m, 5H) 1.99 -
2.11 (m, 1H) 2.26 - 2.38 (m, 1H) 3.37 (s, 3H) 5.92 (s, 1H) 7.49 (s, 1H) 8.01 -

8.09 (m, 3H) 8.23 (s, 2H) 8.40 (d, J=8.84 Hz, 1H) 8.67 (s, 1H) 8.84 (d, J=1.52 H

z, 1H). [M+H] Co Ho,NSOsSO OO D000 0 0 498; O O O 498.
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0000000000000 O00O0000000000000000000
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000000000000 O0O00O0O00O0O00O0O000O000O000000000 NMR
(400 MHz, 0O OO DO O-d) & ppm 0.89 - 1.32 (m, 6H) 1.56 - 1.97 (m, 5H) 1.98 -
2.08 (m, 1H) 2.16 - 2.260 m, 1H) 5.79 (dd, J=8.59, 7.33 Hz, 1H) 7.38 - 7.45 (m,
1H) 7.47 - 7.55 (m, 1H) 7.73 - 7.80 (m, 1H) 7.99 (dd, J=8.34, 2.78 Hz, 1H) 8.10
- 8.18 (m, 2H) 8.29 (s, 1H) 9.05 (s, 1H). [M+H] CooHooFoN,0,0 00 0000 O 41

3; 000 413.
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Do0o00o00

oooooo
0000000000000 000000000000000000000000* NMR
(400 MHz, OO0 OO OO -d) & ppm 0.92 - 1.33 (m, 6H) 1.60 - 1.84 (m, 5H) 1.97 -
2.08 (m, 1H) 2.16 - 2.27 (m, 1H) 5.70 (s, 1H) 7.48 - 7.55 (m, 1H) 7.65 (dd, J=8
.84, 2.53 Hz, 1H) 7.760 dd, J=8.97, 4.67 Hz, 1H) 7.97 (dd, J=8.34, 2.78 Hz, 1H)

8.11 (d, J=8.84 Hz, 1H) 8.22 - 8.260 m, 2H) 8.74 (s, 1H). [M+H] CooHooCIFN,O,0
000O0000429; 000 429.
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0000000000000 O00O0000000000000000000000* NMR
(400 MHz, 0O OO OO -d) & ppm 0.88 - 1.30 (m, 6H) 1.56 - 2.35 (m, 5H) 2.96 -
3.11 (m, 1H) 3.18 - 3.38 (m, 1H) 3.77 (s, 3H) 3.94 (s, 3H) 5.63 (dd, J=11.12, 5
.05 Hz, 1H) 7.45 - 7.55 (m, 1H) 7.71 - 7.80 (m, 1H) 7.93 (dd, J=8.46, 2.91 Hz, 1
H) 8.07 (s, 1H) 8.31 (s, 1H). [M+H] CogHogFNO,0 00 0 00 0 O 456; O O O 456.

goboooo
goooooobooib bbb ooooooobooDbobboobooo
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000000000000 0O00O0O00O0O000O000O000000000000 NMR
(400 MHz, OO OO OO -d) & ppm 0.88 - 1.30 (m, 6H) 1.41 (t, J=7.07 Hz, 3H) 1.
55 - 1.85 (m, 5H) 1.92 - 2.02 (m, 1H) 2.1.4 - 2.25 (m, 1H) 3.98 (s, 3H) 4.37 - 4
.44 (m, 2H) 5.72 (s, 1H) 7.44 - 7.54 (m, 2H) 7.74 (dd, J=8.97, 4.67 Hz, 1H) 7.95
(d, J=6.82 Hz, 1H) 8.22 (s, 1H) 9.11 (br. s., 1H). [M+H] Co4H,gFNS0,0 O O O O

0 00470; O0O0OA470.
oooooao
gfddooooooodoooooooooobooobDooboob oo boDooooOoon
o000 oo oo b oo b oo oo oooOood
ooooao
oooooao
ogooooad
Q H
F N N
N = o]
o]
oooooad

00000O00O00O0000000000000000000000000000 *H NMR
(499 MHz, MeOH) & ppm 0.89 - 1.18 (m, 6H) 1.50 - 1.75 (m, 5H) 1.99 - 2.08 (m,
1H) 2.24 - 2.33 (m, 1H) 3.53 - 3.70 (m, 8H) 5.90 (dd, J=12.31, 3.45 Hz, 1H) 7.73
- 7.89 (m, 4H) 8.04 (d, J=8.37 Hz, 1H) 8.42 - 8.44 (m, 1H) 8.49 (s, 1H). [M+H]

CoHaoFNsO,0 0 0 00 00 0 508; OO0 O508.
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gbooboooooobooboobobobooooboobobobooboooboobobobao
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0000000000000 O000000000000000000000000* NMR
(499 MHz, MeOH) & ppm 0.88 - 1.21 (m, 6H) 1.50 - 1.75 (m, 5H) 2.00 - 2.09 (m,

1H) 2.26 - 2.39 (m, 1H) 3.37 (s, 3H) 3.54 - 3.660 m, 8H) 5.91 (dd, J=11.32, 4.43
Hz, 1H) 7.87 (dd, J=8.61, 2.21 Hz, 1H) 8.02 - 8.07 (m, 2H) 8.23 (d, J=1.48 Hz,

1H) 8.40 (d, J=8.37 Hz, 1H) 8.43 (d, J=2.46 Hz, 1H) 8.660 s, 1H). [M+H] CogHssN

s0sS0 00 00000S568; OO0 568.
goboooo
gogoobooboooobooobboobboobboobbooobuoobboobboo
oo0oo000o0oU0oUOooU0OoUoOUO0DO0DO0DOUODODUODUOOoDOOoDOUOO
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oooooao
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000000000000 O0O00O0O00O0O00O0O000O000O000000000 NMR
(499 MHz, MeOH) & ppm 0.88 - 1.19 (m, 6H) 1.49 - 1.760 m, 5H) 1.98 - 2.09 (m,
1H) 2.24 - 2.34 (m, 1H) 5.89 (dd, J=11.81, 4.43 Hz, 1H) 7.74 - 7.80 (m, 1H) 7.80
- 7.87 (m, 2H) 8.14 (d, J=8.37 Hz, 1H) 8.27 (dd, J=8.86, 2.46 Hz, 1H) 8.49 (s,
1H) 8.84 (d, J=2.95 Hz, 1H). [M+H] C,5H,,FNSO,0 0000 O O O 420; O O O 420.

Do0o00o00

0000000000000 0000000000000000000000000000
0000000000000 O00D0O00D0O00O0O00ODO0ODOoOoOooOoooooon
000000

000000

oooooo

0000000000000 000000000000000000000000* NMR
(400 MHz, DMSO-dg) & ppm 0.88 - 1.19 (m, 6H) 1.49 - 1.760 m, 5H) 1.99 - 2.11 (m
, 1H) 2.26 - 2.38 (m, 1H) 3.37 (s, 3H) 5.91 (dd, J=11.87, 4.29 Hz, 1H) 8.04 (dd,
J=8.34, 1.52 Hz, 1H) 8.14 (d, J=8.59 Hz, 1H) 8.24 (d, J=1.77 Hz, 1H) 8.28 (dd,

J=8.84, 2.27 Hz, 1H) 8.39 (d, J=8.34 Hz, 1H) 8.67 (s, 1H) 8.84 (d, J=2.27 Hz, 1H

). [M+H] Co,H,eN0,SO 00 00 000 480; 00O O 480.
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gboobooooobooboobobobooooboobao
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0000000000000 O00O0000000000000000000000* NMR
(400 MHz, DMSO-dg) & ppm 0.88 - 1.18 (m, 6H) 1.49 - 1.760 m, 5H) 1.98 - 2.08 (m
, 1) 2.23 - 2.35 (m, 1H) 3.88 (s, 3H) 5.92 (dd, J=11.75, 3.92 Hz, 1H) 7.44 - 7.

50 (m, 2H) 7.53 (d, J=2.78 Hz, 1H) 7.68 (d, J=8.84 Hz, 1H) 8.05 (s, 2H) 8.22 (dd

, J=8.84, 2.27 Hz, 1H) 8.38 (s, 1H) 8.83 (d, J=2.27 Hz, 1H). [M+H] C,4H,,N50,0]
0000000450; 000 450.
oooooao
vooobooooooooooooooooodgoodgoodgooooooooooodd
oooboooOooOooooooodooUooooooouooooooogao
oooooao
oooooo
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0000000000000 00000000000000000000000O00* NMR
(400 MHz, OO OO OO -d) & ppm 0.92 - 1.33 (m, 6H) 1.60 - 1.84 (m, 5H) 2.00 -
2.09 (m, 1H) 2.16 - 2.27 (m, 1H) 3.93 (s, 3H) 5.70 (dd, J=8.72, 7.20 Hz, 1H) 7

38 (dd, J=8.84, 2.53 Hz, 1H) 7.63 - 7.71 (m, 3H) 8.12 (d, J=9.09 Hz, 1H) 8.15 (s

, 1H) 8.23 (d, J=2.53 Hz, 1H) 8.79 (s, 1H). [M+H] Co3H,sCIN,0,0 0O O DD OO 4
41; 000 441.
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10.2 mmo)0 0 D000 (7.8 g, 20.4 nmo)I OO0 D DO O MDD OO0, O (4.3 mL,
30,6 moNODODODO0DODO0OODODODODODODODODONODDODOODODODODOODODOOO (0.852 L,
12.2mmol)J000O00O00O00O00OO0OODO0OOOODDOOOOODOOOODOOOOO

OO(rash out)0 0000000000000 0O00O00O00O00O00O00O00O000O

00000000, 00000000000000000000000000000O (cra

sh out)d [M+H] C,,HN,0,0 000D 00 O221; 000, 221.

oooooo

0000000000000 O00O00O00O000000000000000000000
000000 NMR (400 MHz, DMSO-dg) & ppm 0.59 - 0.77 (m, 4H) 0.89 - 1.19 (m,

6H) 1.50 - 1.760 m, 5H) 1.99 - 2.10 (m, 1H) 2.25 - 2.360 m, 1H) 2.87 - 2.960 m,

1H) 5.91 (dd, J=11.75, 4.42 Hz, 1H) 7.49 (br. s., 1H) 7.94 (dd, J=8.34, 1.52 Hz,
1H) 8.02 - 8.08 (m, 2H) 8.15 (d, J=1.52 Hz, 1H) 8.19 - 8.24 (m, 2H) 8.560 s, 1H

) 8.78 (d, J=4.29 Hz, 1H) 8.84 (d, J=1.77 Hz, 1H). [M+H] CoHsoNg0,0 0O O OO
0 0503; OO O503.
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0000000000000 0000000000000000000000000000
000000 NMR (400 MHz, DMSO-dg) & ppm 0.60 - 0.77 (m, 4H) 0.88 - 1.18 (m,

6H) 1.50 - 1.79 (m, 5H) 2.00 - 2.11 (m, 1H) 2.20 - 2.35 (m, 1H) 2.87 - 2.960 m,

1H) 5.760 dd, J=11.37, 4.80 Hz, 1H) 7.560 s, 1H) 7.95 (dd, J=8.21, 1.64 Hz, 1H)

8.160 d, J=1.52 Hz, 1H) 8.20 (d, J=8.59 Hz, 1H) 8.560 s, 1H) 8.76 - 8.80 (m, 1H)
[M+H] Co,HoCINSOSSO 0 0 0 0 0 00 500; OO O 500.
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0000000000000 O000000000000000000000000* NMR
(400 MHz, DMSO-dg) & ppm 0.59 - 0.77 (m, 4H) 0.87 - 1.19 (m, 6H) 1.49 - 1.74 (m
, 5H) 1.97 - 2.07 (m, 1H) 2.24 - 2.35 (m, 1H) 2.87 - 2.960 m, 1H) 5.89 (dd, J=12
.13, 4.55 Hz, 1H) 7.89 - 7.97 (m, 2H) 8.03 (d, J=9.09 Hz, 1H) 8.15 (d, J=1.52 Hz
, 1H) 8.21 (d, J=8.34 Hz, 1H) 8.42 (d, J=2.78 Hz, 1H) 8.55 (s, 1H) 8.78 (d, J=4.
29 Hz, 1H). [M+H] CogHogCINGOS0 0O 0 00 0 0 494; O O O 494.

gboooog
goaoaao
gooano
gooo
gboooaod
oooooao

oooooao

uobobooooboobooboboboooboobooboboobooooobobobaa
oooobooooooobooooboooooboboooooboooooooooaon
gboboooooooboboboboooooao

000000000000 000D0D000000000D0000D0000D0O000H NMR
(400 MHz, DMSO-dg) & ppm 0.56 - 0.760 m, 4H) 0.79 - 1.22 (m, 6H) 1.53 - 1.69 (m
, 4H) 1.72 - 1.83 (m, 1H) 1.88 (s, 1H) 2.16 - 2.260 m, 1H) 2.83 - 2.92 (m, 1H) 5
.58 (dd, J=8.46, 4.93 Hz, 1H) 7.47 (s, 1H) 7.59 (dd, J=8.34, 1.26 Hz, 1H) 7.62 (
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O oO0OooogogoQg
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1H) 7.98 (d, J=8.08 Hz, 1H) 8.71 (d, J=4.29 Hz, 1H). [M+H] C,,H,CIN0,SO O
516; O O O 516.
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0000000000000 D000000000000000000000000* NMR
(400 MHz, DMSO-dg) & ppm 0.88 - 1.17 (m, 6H) 1.50 - 1.67 (m, 5H) 1.67 - 1.78 (m

oboooad

O 0O O0OO0O0goOgNM-

uoboood

4H) 1.86 - 1.98 (m, 4H) 2.00 - 2.12 (m, 1H) 2.19 - 2.37 (m, 1H) 4.21 - 4.34 (m
1H) 5.760 dd, J=11.49, 4.42 Hz, 1H) 7.560 s, 1H) 7.97 (dd, J=8.34, 1.52 Hz, 1H
8.20 (s, 2H) 8.560 s, 1H) 8.65 (d, J=7.33 Hz, 1H). [M+H] CogHzoCINSOSSO O O
0000S528; 000 528.
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00000000000 000D00000D0000000000000000
000D00000000000D00000D0000000000000000
CooH2Ns0,S0 0000000 428; 000 428.

0000, (0.51mg, 2.6 mol)J D0 O00O0DO0O00D0D
000000, 00000000000000000, 00
[M+H] CooHasNs0,S0 0 0 0 00 0 0 398; O O O 398.

0000000000000000000000000000
000000000 (.43 g, 1 mmol)J 000 O (10 mg)O

00000000000O00000000000(0.121 mL,
000000000000 0000000,00000000
000000000000, 000000000000000

O NMR (400 MHz, 00 OO0 OO -d) & ppm 0.75 - 1.41 (m, 6H) 1.
2.29 - 2.42 (m, 2H) 3.18 - 3.28 (m, 1H) 5.74 (s, 1H) 6.58 (d,

J=5.05 Hz, 1H) 6.78 (d, J=6.32 Hz, 1H) 6.87 (d, J=2.27 Hz, 1H) 7.30 (d, J=5.05 H

z, 1H) 8.04 (d, J=8.59 Hz, 1H) 8.18 (s, 1H).

502; 0O O O 502.
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[M+H] CogHooNs0,S,0 0000000
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0000000000000 0000O000000O000O000000000000000
000000 NMR (400 MHz, OO 00O O -d) & ppm 0.87 - 1.34 (m, 6H) 1.0 0O
0 1.84 (m, 5H) 1.99 - 2.10 (m, 1H) 2.17 - 2.29 (m, 1H) 3.08 (d, J=4.80 Hz, 3H)
5.74 - 5.83 (m, 1H) 6.360 d, J=4.55 Hz, 1H) 7.360 d, J=4.04 Hz, 1H) 7.92 (d, J=8

.34 Hz, 1H) 8.04 (s, 1H) 8.31 - 8.39 (m, 2H).

0 474; 00 O 474.
ooooDoo
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0000000000000 O000000000000000000000000* NMR
(400 MHz, DMSO-dg) & ppm 0.89 - 1.20 (m, 6H) 1.51 - 1.77 (m, 5H) 2.01 - 2.11 (m
, 1H) 2.22 - 2.35 (m, 1H) 2.83 - 2.93 (m, 6H) 3.28 - 3.34 (m, 2H) 3.65 (q, J=6.0
6 Hz, 2H) 5.79 (dd, J=11.75, 4.67 Hz, 1H) 7.57 (s, 1H) 7.99 (dd, J=8.34, 1.52 Hz
, 1H) 8.22 (d, J=1.52 Hz, 1H) 8.260 d, J=8.08 Hz, 1H) 8.59 (s, 1H). [M+H] CocHs

1CINgOSO OO DD DOO0OSB31; 00O 0O 531.

gbooog
ugbooboooooboobooboboobobooobooboboboobooooobobobaa
ooooboooooobooooobooooooobooooobobooooboboooobooo
gbobooooooboobobobooooooboobobobobooboooboobobao
gbooooao

oooooao

N
=N
H N ha /\
s AN k o S\(
N N "o
\ H Cl

0ooooon
00000O00O00O0000000000000000000000000000 * NMR
(400 MHz, DMSO-dg) & ppm 0.80 - 1.22 (m, 6H) 1.61 (s, 4H) 1.73 - 1.83 (m, 1H) 1
.84 - 1.93 (m, 1H) 2.17 - 2.27 (m, 1H) 2.83 - 2.89 (m, 6H) 3.25 - 3.31 (m, 2H) 3
.62 (q, J=5.98 Hz, 2H) 5.59 (dd, J=8.59, 5.05 Hz, 1H) 7.47 (s, 1H) 7.62 - 7.68 (
m, 2H) 8.05 (d, J=8.08 Hz, 1H). [M+H] C,gH5,CINGO,SO 00O OO0 O547; 0O OS5
47.
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000000000000 O0O0O0O0O0O0O0O00O0O00O0O000O00000000O0 NMR
(400 MHz, DMSO-dg) & ppm 0.88 - 1.20 (m, 6H) 1.29 - 1.460 m, 2H) 1.48 - 1.960 m
, 10H) 1.98 - 2.11 (m, 1H) 2.21 - 2.360m, 1H) 2.72 - 2.78 (m, 3H) 2.84 - 2.98 (

m, 2H) 3.19 - 3.27 (m, 2H) 5.73 - 5.82 (m, 1H) 7.57 (d, J=2.78 Hz, 1H) 7.960 s,
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1H) 8.15 - 8.260 m, 2H) 8.57 (d, J=2.53 Hz, 1H). [M+H] C,gH35CINgOSSO O O O O
O0O0as71; 000571,
oooooad
go0ooo0oooooooooooooooooooboooooooooooooooOog
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0000000000000 O0O0O0OO0O0O0O0O0O0OO00O0O000O00000000O0NMR
(400 MHz, DMSO-dg) & ppm 0.78 - 1.21 (m, 6H) 1.360 s, 2H) 1.51 - 1.93 (m, 10H)
2.17 - 2.28 (m, 1H) 2.30 - 2.35 (m, 1H) 2.73 - 2.78 (m, 3H) 2.84 - 2.97 (m, 2H)
3.15 - 3.23 (m, 2H) 5.59 (dd, J=8.46, 4.17 Hz, 1H) 7.47 (s, 1H) 7.59 - 7.65 (m,
2H) 8.02 (d, J=8.84 Hz, 1H). [M+H] C,gHssCINg0,SO 0O 0 00O O O 587; O O 0O 587.
000
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000000000000 00000000000000000000000000
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0000000000000 0000000000000000O000N0N0oNoNoonoon
00000000000 0000 NMR (400 MHz, DMSO-dg) & ppm 0.59 - 0.78 (m, 4H
) 1.13 - 1.43 (m, 3H) 1.48 - 1.660 m, 2H) 2.04 - 2.160 m, 1H) 2.26 - 2.38 (m, 1H
) 2.87 - 2.960 m, 1H) 3.08 - 3.24 (m, 2H) 3.71 - 3.84 (m, 2H) 5.77 (dd, J=11.62,
4.04 Hz, 1H) 7.560 s, 1H) 7.95 (dd, J=8.34, 1.01 Hz, 1H) 8.1.4 - 8.23 (m, 2H) 8
.57 (s, 1H) 8.78 (d, J=4.04 Hz, 1H). [M+H] C,5H,,CIN0,SO 0000 0 0O O 502; O
0 502.
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gboooaod

O
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0000000000000 O000000000000000000000000000
0000000000000 0000000000000000000000000000
00000000000 00O00YH NMR (400 MHz, DMSO-dg) & ppm 0.56 - 0.760 m, 4H
) 1.07 - 1.260m, 2H) 1.36 - 1.55 (m, 2H) 1.74 - 1.88 (m, 2H) 2.21 - 2.31 (m, 1H
) 2.84 - 2.92 (m, 1H) 3.12 - 3.24 (m, 2H) 3.72 - 3.85 (m, 2H) 5.59 (dd, J=8.46,
4.93 Hz, 1H) 7.47 (s, 1H) 7.59 (dd, J=8.34, 1.26 Hz, 1H) 7.63 (s, 1H) 7.98 (d, J
=8.34 Hz, 1H) 8.71 (d, J=4.29 Hz, 1H). [M+H] C,5H,,CINSOSO 0 0 0 O O O O 518;

0 0O 0O 518.
opooobooo
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goboooo
ggooboooboooobooobobooboboobboobtoobobuoobbuoobboo
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opooooo

s Ay b Hon,

3 = o} = NH

opooobooo

0 H NMR (400 MHz, DMSO-dg) & ppm 0.89 - 1.21 (m, 6H) 1.51 - 1.77 (m, 5H) 2.00 -

2.11 (m, 1H) 2.28 - 2.39 (m, 1H) 3.460 s, 3H) 5.98 (dd, J=12.25, 3.92 Hz, 1H) 7
.49 (br. s., 1H) 8.01 - 8.08 (m, 2H) 8.23 (dd, J=8.72, 2.40 Hz, 1H) 8.78 (s, 1H)
8.84 (d, J=2.27 Hz, 1H) 8.960 s, 1H). [M+H] CooH.sNs0sS,0 0 0 0 0 O O O 504;

000 504.
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0 H NMR (400 MHz, DMSO-dg) & ppm 0.89 - 1.22 (m, 6H) 1.50 - 1.81 (m, 5H) 2.01 -
2.12 (m, 1H) 2.22 - 2.35 (m, 1H) 3.460 s, 3H) 5.84 (dd, J=11.62, 4.55 Hz, 1H) 7
.57 (s, 1H) 8.78 (s, 1H) 8.960's, 1H). [M+H] C,oH5,CIN,0,S;0 00 00 O O O 501;
0 O 0 501.
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0 H NMR (400 MHz, DMSO-dg) & ppm 1.00 (s, 6H) 1.51 - 1.77 (m, 5H) 1.98 - 2.09 (
m, 1H) 2.27 - 2.37 (m, 1H) 3.460 s, 3H) 5.95 (dd, J=12.63, 3.79 Hz, 1H) 7.92 (s,

1H) 7.99 - 8.04 (m, 1H) 8.43 (d, J=3.03 Hz, 1H) 8.77 (s, 1H) 8.960 s, 1H). [M+
H] C,,H,5CIN,40,S,0 00000 00 495; 00O O 495.
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Do0o0o0Q

O *H NMR (400 MHz, MeOD) & ppm 0.86 - 1.32 (m, 6H) 1.60 - 1.77 (m, 5H) 1.92 - 2
.05 (m, 1H) 2.23 - 2.32 (m, 1H) 3.31 (s, 3H) 5.71 (dd, J=9.09, 5.05 Hz, 1H) 7.27
(s, 1H) 8.760's, 1H). [M+H] C,oH,,CIN,0,S;0 00 000 00O 517; O 0O O 517.
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0 H NMR (400 MHz, DMSO-dg) & ppm 8.660 dd, 1H, J = 1.9, 4.9 Hz), 8.43 (dd, 1H,
J=1.9, 4.9 Hz), 7.40 (d, 1H, J = 3.3 Hz), 7.31 (dd, 1H, J = 4.8, 7.8 Hz), 7.1
1 (d, 1H, J = 3.8 Hz), 5.75 (m, 1H), 2.32 (m, 1H), 2.03 (m, 2H), 1.72 (m, 5H), 1
.23 (m, 4H), 1.04 (m, 3H); (M+H") C,oH,,NO,SO 0 0 00 0 O O 400; OO O 400.
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O *H NMR (400 MHz, DMSO-dg) & ppm 11.30 (s, 1H), 8.70 (d, 1H, J = 4.8 Hz), 8.49
(s, 1H), 8.360 s, 1H), 7.89-7.760 m, 3H), 7.24 (t, 1H, J = 4.8 Hz), 4.07 (m, 1H

), 1.64 (m, 6H), 1.33 (m, 2H), 1.27 (m, 3H), 1.11s (m, 2H); (M+H™) C, H,oFNZO,
0000000 039; 000 39.
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0 H NMR (400 MHz, DMSO-dg) & ppm 11.52 (s, 1H), 9.25 (s, 1H), 8.52 (s, 1H), 8.
41 (d, 1H, J = 2.5 Hz), 7.83 (m, 4H), 6.060 m, 1H), 1.64 (m, 6H), 1.33 (m, 2H),
1.27 (m, 3H), 1.11s (m, 2H); (M+H*) Co H,,FNs0,0 00000 0 0 396; O O O 396.
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0 H NMR (400 MHz, DMSO-dg) & ppm 11.52 (s, 1H), 9.35 (s, 1H), 8.58 (s, 1H), 8.
40 (dd, 1H, J = 2.5, 7.5 Hz), 7.84 (m, 4H), 5.08 (m, 1H), 1.660 m, 6H), 1.34 (m,
2H), 1.260 m, 3H), 1.11s (m, 2H); (M#H") CoyH,L,FNO,0 0O 000 00 412; 00
0 412.
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DoooooQ

0 TH NMR (400 MHz, DMSO-dg) & ppm 11.09 (s, 1H), 8.48 (s, 1H), 7.9-7.79 (m, 4H)
, 7.62 (s, 1H), 6.44 (s, 1H), 5.80 (m, 1H), 1.65 (m, 6H), 1.4 -1.2 (m, 5H), 1.11
s (M, 2H); (MH™) CooHaoFNSO,0 0000 00 0 384; 00 O 384.
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0 'H NMR (400 MHz, DMSO-dg) & ppm 11.09 (s, 1H), 9.05 (s, 1H), 8.060 m, 2H), 7.
71 (m, 1H), 7.34 (m, 1H), 7.24 (m, 2H), 5.83 (m, 1H), 1.65 (m, 6H), 1.4 -1.2 (m,

5HY, 1.11s (m, 2H); (M+H") CooHooFNgOS0 0 0 O 0 0 O O 400; O O O 400.
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0 H NMR (400 MHz, DMSO-dg) & ppm 11.14 (s, 1H), 8.49 (s, 1H), 8.19 (d, 1H, J =
2.3 Hz), 7.91-7.74 (m, 4H), 7.62 (dd, 1H, J = 2.5, 8.6 Hz), 5.88 (dd, 1H, J

I
N

, 8 Hz), 2.25 (s, 3H), 1.65 (m, 6H), 1.4 -1.1 (m, 7H); (M+H") CoaHosFN,0,0 O O
O00000409; 000 409.
ooOoooao
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0 *H NMR (400 MHz, DMSO-dg) & ppm 11.660 s, 1H), 8.89 (d, 1H, J = 2.3 Hz), 8.50
(s, 1H), 8.29 (dd, 1H, J = 2.4, 8.7 Hz), 8.13 (d, 1H, J = 8.6 Hz), 7.86-7.75 (m
, 3H), 5.92 (dd, 1H, J = 4.6, 11.9 Hz), 3.860 s, 3H), 1.7-1.5 (m, 6H), 1.4 -1.1

(m, 7H); (M+H") C,,H,sFN,0,0 0000 00 0 453; O O O 453.
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0 TH NMR (400 MHz, DMSO-dg) & ppm 11.71 (s, 1H), 8.83 (d, 1H, J = 2.3 Hz), 8.48
(s, 1H), 7.86-7.75 (m, 3H), 6.89 (s, 1H), 5.78 (dd, 1H, J= 4, 8 Hz), 1.7-1.5 (m
, 6H), 1.4 -1.1 (m, 7H); (M+H*) CooH.,FN,0,0 00 000 0 0 385; O O 0O 385.
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0 'H NMR (400 MHz, DMSO-dg) & ppm 11.57 (s, 1H), 8.58 (s, 1H), 8.37 (d, 1H, J =
9.1 Hz), 8.20 (s, 1H), 7.93 (d, 1H, J = 7.6 Hz), 7.9-7.7 (m, 5H), 7.53 (t, 1H,

J =7.6 Hz), 5.97 (m, 1H), 2.33 (m, 1H), 2.10 (m, 1H), 1.7-1.5 (m, 5H), 1.4 -1.1
(m, 6H); (M+H") CogHosFN,0,0 000 00 0 0 445; 0O O 0 445.
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0 M NMR (400 MHz, 0O OO0 -dy) & ppm 9.20 (br s, 1H), 8.87 (s, 1H), 8.64 (d,
1H, J= 8.3 Hz), 8.52 (d, 1H, J = 8.6 Hz), 8.40 (br s, 1H), 8.22 (s, 1H), 8.02 (

d, 1H,s J = 8.6 Hz) 6.25 (m, 1H), 4.14 (s, 2H), 3.89 (s, 3H), 2.49-2.34 (m, 2H),
2.08-1.81 (m, 4H),1.53 -1.21 (m, 6H); (M+H") CogHogFsN,0,0 O 0 0 0 O O O 503;

0 0 O 503.
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0 *H NMR (400 MHz, OO DO OO -d,) & ppm 9.05 (br s, 1H), 8.89 (m, 3H), 8.32 (m,
1H), 8.19 (m, 1H), 7.77 (m, 1H), 6.01 (m, 1H), 4.91 (br s, 1H), 3.93 (s, 3H), 2
.49-2.34 (m, 2H), 2.08-1.81 (m, 5H),1.53 -1.21 (m, 6H); (M+H™) C,3H,gNg0,0 O O

O00000436; 000 436.
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gobooboobooobuooobo0oboboobbooUobtooUoboUooDboUobboo
goddodoododooodoooooooooobooobD oo b oo b oo oooooOooo
ogooooad
gooooo
0
K N
\WJ NéJ 7 = °
0
ogooooad

0 TH NMR (400 MHz, 00000 -d,) & ppm 8.92 (br s, 2H), 8.32 (dd, 2H, J = 1.6,
8.7 Hz), 8.20 (br s, 1H), 6.01 (m, 1H), 4.91 (br s, 1H), 3.93 (s, 3H), 3.00 (s,
3H), 2.80 (s, 3H), 2.28-2.11 (m, 2H), 1.96-1.64 (m, 5H),1.35 -1.01 (m, 6H); (M+

H*) CosHooNs0,0 0000000 464; 000 464.
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0 H NMR (400 MHz, 0O OO 0O -d,) & ppm 8.460 s, 1H), 7.90 (dd, 1H, J = 2.8, 8.
6 Hz), 7.81 (dd, 1H, J = 4.8, 9.1 Hz), 7.67 (m, 2H), 7.10 (s, 1H), 5.89 (br s, 1
H), 4.90 (s, 1H), 2.26-2.08 (m, 2H), 1.91-1.84 (m, 1H),1.78-1.61 (m, 4H), 1.25 -
1.01 (m, 6H); (M+H™) C,oH,,N,0,0 00 0000 0 385; OO0 385.
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0 H NMR (400 MHz, 10 % 0 0 0 0O O -d,,90 % DMSO- dg) & ppm 8.65 (d, 1H, J = 2.3
Hz), 8.37 (d, 1H, J = 8.6 Hz), 8.07 (s, 1H), 7.87 (d, 1H, J = 8.3 Hz), 7.50 (m,
1H), 7.25 (t, 1H, J = 3.5 Hz), 5.83 (dd, 1H, J = 4.7, 11.5 Hz), 3.58 (br s, 1H)
, 2.27 (m, 1H), 2.08 (m, 1H), 1.71-1.50(m, 5H),1.23 -1.01 (m, 6H); (M+H*) C,oyHoy

FaN,0,S0 0 00000 0451;0 00 451.
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0T NMR (400 MHz, 0O 00O -d,) & ppm 8.59 (s, 1H), 8.32 (dd, 1H, J = 6.1, 8.
8 Hz), 7.52 (br s, 1H), 7.43 (dd, 1H, J= 2.3, 9.6 Hz), 7.360 dt, 1H, J= 4.0, 8.0
Hz), 7.19 (s, 1H), 5.98 (m, 1H), 4.93 (br s, 1H), 2.30-2.01 (m, 3H), 1.8-1.5 (m
, 4H),1.4 -1.0 (m, 6H); (M+H™) C,oH-,FN,O,SO 0 0 00 O 0 0 401;0 O O 401.
ocooooao
oo0oo0ooDoODOoOO000DO0O0o0oooo0Ooo0DoDDoODO0O00DO0DO0o0o0DoDoDooDoOoDoDoOoDOooDooOg
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0 H NMR (400 MHz, DMSO- dg) & ppm 11.660 s, 1H), 8.89 (d, 1H, J = 2.3 Hz), 8.5

60 s, 1H), 8.30 (dd, 1H, J = 1.2, 8.0 Hz), 8.11 (m, 2H), 7.85 (dd, 1H, J = 8, 10
Hz), 5.91 (m, 1H), 3.860 s, 3H), 2.30 (m, 1H), 2.04 (m, 1H), 1.8-1.5 (m, 5H),1.

4 -1.0 (m, 6H); CouHouFoNLO,(MHHY) OO0 D000 000 471;0 00 471.
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0 TH NMR (400 MHz, DMSO-dg) & ppm 11.660 s, 1H), 8.89 (d, 1H, J = 2.3 Hz), 8.50
(s, 1H), 8.29 (dd, 1H, J = 2.4, 8.7 Hz), 8.13 (d, 1H, J = 8.6 Hz), 7.86-7.75 (m
, 3H), 5.92 (dd, 1H, J = 4.6, 11.9 Hz), 3.860 s, 3H), 1.7-1.5 (m, 6H), 1.4 -1.1
(m, 7H); (M+H) Co HoeFN,0,0 0000 00 0 453; 00 0 453.
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0 H NMR (400 MHz, DMSO-dg) & ppm 11.660 s, 1H), 8.89 (d, 1H, J = 2.3 Hz), 8.50
(s, 1H), 8.29 (dd, 1H, J = 2.4, 8.7 Hz), 8.13 (d, 1H, J = 8.6 Hz), 7.86-7.75 (m
, 3H), 5.92 (dd, 1H, J = 4.6, 11.9 Hz), 3.860 s, 3H), 1.7-1.5 (m, 6H), 1.4 -1.1
(m, 7H); (M+H™) Co,H,sFN,0,0 0000 0 00 453; 00O O 453.
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0 'H NMR (400 MHz, 00O 00O -dg) & ppm 9.00 (br s, 1H), 8.89 (m, 2H), 8.85 (

s, 1H), 7.80 (s, 1H), 7.30 (m, 2H), 6.01 (m, 1H), 5.50 (br s, 1H), 3.960 s, 3H),
2.5 -2.0 (m, 2H), 1.7-1.5 (m, 5H), 1.4 -1.1 (m, 6H); (M+H") C,,H,sFN,0,0 O O
00000453; 000453,
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0 'H NMR (400 MHz, 00O O 0O -dg) & ppm 8.89 (br s, 1H), 8.49 (m, 2H), 8.41 (

s, 1H), 8.21 (d, 1H, J = 2.3), 7.29 (s, 1H), 5.81 (m, 1H), 4.88 (br s, 1H), 3.98
(s, 3H), 2.21-2.02 (m, 2H), 1.7-1.5 (m, 5H), 1.4 -1.1 (m, 6H); (M+H") C,,H,,CI

N,0,00000000504; 00 0 504.
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0 'H NMR (400 MHz, DMSO-dg) & ppm 11.660 s, 1H), 8.89 (d, 1H, J = 2.3 Hz), 8.57
(s, 1H), 8.29 (dd, 1H, J = 2.4, 8.7 Hz), 8.13 (d, 1H, J = 8.8 Hz), 7.93 (d, 1H,

J=2.5Hz), 7.79 (d, 1H, J= 1.8 Hz ), 5.90 (dd, 1H, J = 4.0, 12.1 Hz), 3.860 s,
3H), 2.57 (s, 3H), 2.29 (m, 1H), 2.08 (m, 1H), 1.7-1.5 (m, 5H), 1.4 -1.1 (m, 6H

); (M+H") Co4H,,CIN,0,0 000000 0483; OO0 483.

000000

0000000000000 0000O00000000000000000000000
0000000000000 O00O0O00O0O00O0O00O0O000O0000000
000000

O

gboooad

CF, o]
u
N N
N Ry CHs
o P
N

000000

0 'H NMR (400 MHz, 00O 00O -dg) & ppm 10.5 (br s, 1H), 8.89 (m, 1H), 8.42 (
m, 3H), 7.98 (dd, 1H, J = 8.0, 8.7 Hz), 7.88 (t, 1H, J = 7.6 Hz), 5.84 (m, 1H),
3.97 (s, 3H), 3.78 (br s, 1H), 2.260 m, 1H), 2.07 (m, 1H), 1.7-1.5 (m, 5H), 1.4
-1.1 (m, 6H); (M+H") CogHosFsN,0,0 000 000 0503; OO O 503.
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0 H NMR (400 MHz, DMSO-dg) & ppm 11.69 (s, 1H), 8.89 (d, 1H, J = 1.8 Hz), 8.70
(s, 1H), 8.44 (d, 1H, J = 7.6 Hz), 8.30 (dd, 1H, J = 2.0, 8.8 Hz), 8.25 (d, 1H,
J=7.3Hz), 8.13 (d, 1H, J = 8.8 Hz), 7.71 (d, 1H, J = 7.1 Hz), 5.91 (d, 1H, J
= 11.6 Hz), 3.860 s, 3H), 2.31 (m, 1H), 2.05 (m, 1H), 1.7-1.5 (m, 5H), 1.4 -1.0
(m, 6H); (M+H™) CogHosFsN,40,0 000 00 0 0503; OO 0O 503.
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0 'H NMR (400 MHz, DMSO-dg) & ppm 11.69 (s, 1H), 8.89 (d, 1H, J = 1.8 Hz), 8.70
(s, 1H), 8.44 (d, 1H, J = 7.6 Hz), 8.30 (dd, 1H, J = 2.0, 8.8 Hz), 8.25 (d, 1H,
J = 7.3 Hz), 8.13 (d, 1H, J = 8.8 Hz), 7.71 (d, 1H, J = 7.1 Hz), 5.91 (d, 1H, J
= 11.6 Hz), 3.860 s, 3H), 2.31 (m, 1H), 2.05 (m, 1H), 1.7-1.5 (m, 5H), 1.4 -1.0
(m, 6H); (M+H™) CogHosFsN,40,0 00000 00 503; OO O 503.
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0000000000000 000000000000000000000000000
000000 NMR (400 MHz, DMSO-dg) & ppm 11.69 (s, 1H), 8.89 (d, 1H, J = 1.8
Hz), 8.70 (s, 1H), 8.44 (d, 1H, J = 7.6 Hz), 8.30 (dd, 1H, J = 2.0, 8.8 Hz), 8.
25 (d, 1H, J = 7.3 Hz), 8.13 (d, 1H, J = 8.8 Hz), 7.71 (d, 1H, J = 7.1 Hz), 5.91
(d, 1H, J = 11.6 Hz), 3.860 s, 3H), 2.31 (m, 1H), 2.05 (m, 1H), 1.7-1.5 (m, 5H)
1.4 -1.0 (m, 6H); (M+H") CogHoeFsN,0,0 0000 0 00 503; 00O O 503.
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DDDDDDDDDDDlHNMR(4OOMHz,DDDDDD—d)éD1-79(br-s-,1H)1-

94 (d, J=13.39 Hz, 1H) 1.96 - 2.04 (m, 2H) 2.160 d, J=15.66 Hz, 1H) 2.38 (d, J=1

3.64 Hz, 1H) 2.49 - 2.63 (m, 1H) 2.86 - 2.99 (m, 2H) 2.99 - 3.11 (m, 2H) 5.62 (t

, J=6.06 Hz, 1H) 6.98 (dd, J=9.35, 4.29 Hz, 1H) 7.27 - 7.35 (m, 1H) 7.58 (d, J=9 40
.60 Hz, 1H) 7.660 dd, J=9.73, 0.88 Hz, 1H) 8.00 - 8.08 (m, 2H). [M+H] C,o,H,oCIF
N,OsSO O OO 00O D495; 000495,
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0000000000000 O00D000OdYH NMR (400

MHz, 000000 -d) 3 01.98 - 2.18 (m, 5H) 2.19 - 2.31 (m, 1H) 2.43 (ddd, J=14 10
.52, 7.63, 7.38 Hz, O H) 2.84 - 2.97 (m, 2H) 3.00 - 3.13 (m, 2H) 5.75 (br. s., 1
H) 7.55 (td, J=8.37, 2.95 Hz, 1H) 7.68 (dd, J=8.86, 2.46 Hz, 1H) 7.78 (dd, J=8.8
6, 4.92 Hz, 1H) 7.97 (dd, J=8.37, 2.95 Hz, 1H) 8.10 (d, J=8.37 Hz, 1H) 8.22 (s,
1H) 8.24 (d, J=2.46 Hz, 1H) 8.75 (br. s., 1H). [M+H] Co;HooCIFN,0,S0 0 0 O O O

00 479; O 0O0O479.

ogooooad

0o0oooooboobob o000 ooooooDooboDooDoboooooOoao
gfddooodoodoooooooboob oo oooooUoooUooooao

ogooooad

oooooao 20

HoN___N o i CFIB-I
2 | ; *  BocHN on 177 BOCHN/LIC])’N ‘N\ AN HC
cl o] - %o THF ey DA
2148 = 214B
CF; o] CF4
HQNLH’H N 4 F\CﬁLOH _1}HBTU, TEA d %T
cH o . NH, 2) HC(OEt)s - HC(OEt)S HC ) \U\
214¢

ogooooad 30
0000000 ooDobDO0oDbOoo0O0@.0g, 3.88mmoH0ODODOOC mMmHOODOODO
oooooo(@s3mL, 7.76 moDDI D00 O0O0DDODOODODODOODOODODODOODOODO
odoooooooooo(d@erme, 5.2 moDH0 D000 O0ODODOOOOOOODOODOODO
0000000 o0ooDOooDOobOO0oDbOobOOoOoo0DooDooDOg .59, 3.8 mmoHO OO ODOO
gooooooooboooooobodgybbboO0oobobobocoooboboooobooo
0o0o0o0o0o0ooooDooDooDo0oDooDoooooDooDooDooooooOoDn G4 mg)d O0d
000 [MH] Cy4H,-CIFSNS0,0 0000000 368; OO O 368.
ogooooao
00o0o0Do0oo0ooDooDoonD(@@.331 g, 0.9mmoDHODODODODDODODOODOODODODODODOODO
goodoooooooooodobooob oo ooboobooboobooooood 40
Oo0oooooooobobobobobobooooooooooooad
oooooad
ooooooooo@emL)OO0o0Do0oDoo0ooDooDooooboooooog@0.14 g, 0.9 mmo
DOODOOD (0.409 g, 1.1 mmoDO DD 0 DO (506 mL, 3.6 mo)I 00 OO0OOON
gfddooooooodoooooooooobooobDooboob oo boDooooOoon
gooobooodoooboooooooooooboooooboooooooooobogd
gooooobobooibib o000 oooDooDoDoooboooobooOoo
0o0ooooooobob o000 oooooDooboDoooboooooOoan
0o0o00ooo0ooooDooDooOo@somg)oooooano 1H NMR (400 MHz, CD50D) d: 1H NMR

(400 MHz, MeOD) & ppm 3.22 - 3.41 (m, 2H) 5.87 (dd, J=9.60, 4.29 Hz, 1H) 7.65 50
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(td, J=8.65, 2.91 Hz, 1H) 7.76 - 7.82 (m, 2H) 7.87 (dd, J=8.46, 2.91 Hz, 1H) 8.0
9 (d, J=8.84 Hz, 1H) 8.24 (d, J=2.27 Hz, 1H) 8.45 (s, 1H). [M+H] C,-H,,CIF,N,O,

O000O000O0415; 000 415.
odooogad
oo oo oo oD oD DU oD ooy o oLoUog o
gooooooodoogoooooooooDoo oo oo oD oo oooooao
Ooo0dooodogoogaod
godoooogad
Oood0oo0ooad
0
N/&\o
0
F
Ty
N/ HN ‘N\
/
Cl
gooogod

0000000000000 0000000000000000000002H NMR (400

MHz, 000O00O-d) 8 0 1.33 - 1.48 (m, 3H) 1.80 (d, J=12.13 Hz, 1H) 1.90 (d,

J=10.86 Hz, 1H) 2.07 (td, J=9.47, 4.80 Hz, 1HM) 2.20 (t, J=14.53 Hz, 1H) 2.45 - 2
.60 (m, 2H) 2.69 (s, 3H) 3.73 (d, J=11.87 Hz, 2H) 5.81 (dd, J=9.85, 6.32 Hz, O H
) 7.50 (td, J=8.46, 2.78 Hz, O H) 7.63 (dd, J=8.97, 2.65 Hz, O H) 7.73 (dd, J=8.
97, 4.67 Hz, 0 H) 7.87 (dd, J=8.59, 2.78 Hz, 0 H) 8.07 (d, J=9.09 Hz, 0 H) 8.21

(d, J=2.27 Hz, O H) 8.31 (s, 1H). [M+H] CooHo5CIFNG0,S0 00 00 00 0 508; OO

0 508.

oooooo

0000000000000 000000000000000000000000000

0000000000000 0000O000000000000000

Dooooo

ggooogad
O H
F N N/‘
A o Ny
N of
goboooo

000000000000 0000O000000O0000000000000 NMR (400
MHz, MeOD): 1.61 - 1.74 (m, 1H) 1.75 - 1.98 (m, 5H) 2.26 - 2.40 (m, 3H) 7.64 (td
, J=8.65, 2.91 Hz, 1H) 7.76 - 7.81 (m, 2H) 7.87 (dd, J=8.46, 2.91 Hz, 1H) 8.09 (
d, J=9.09 Hz, 1H) 8.29 (d, J=2.02 Hz, 1H) 8.47 (s, 1H). [M+H] CooH;gCIFN,0,0 O

OO00000401; OO 0O401.
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Br

F Ph N o]
KOLF Pr?/ \/”\DEI
tBUOK, THF HN

CH  1)HBTU, TEA

H F
H,N = | +
O N NH,

(189)

o
BocHN "

=T

BocHN = 4N HCI
_— 3
R

217B

ol 2) HCE)CRHEFt)g,HCI
217C
217

Do0o0o00

0000000000000 000000000D0O00DDNO00ONO00ONOODO0OD .49
,5.6mmol) 000000 @ mDOIODOCOOOCOODOCODOOCODOO(0.69 g, 6.16 mmol)

0000000000000 0000000000000000000000000000

000000000000 000000(@.19g, 5.6mmo)00O00SML000O00000

00000000000 000000000000@m)000000000, 029 mL)
0000000000000 0000O00000000000000000000000

00000O000000000000000000000(1.1g9)000000[MH] Cyy

HiooFoNOL,O 0000 000
00000, 0000000
0000000000000
0000000 NMR (400

236; 000 2600000000000 000O000O0O00O

gbooboobooooobooboboobooooobobobao
ooobOoooobooOooooobooooooboooooooao
MHz, OOOO0ODOO-d) 8 O -1.28 (t, J=7.07 Hz, 3H) 1.45

(s, 9H) 1.47 - 1.58 (m, 3H) 1.58 - 1.83 (m, 4H) 1.94 (d, J=13.14 Hz, 1H) 1.99 -
2.18 (m, J=13.20, 9.92, 6.76, 6.76, 3.54 Hz, 2H) 4.20 (qd, J=7.16, 1.52 Hz, 2H)

4.26

- 4.37 (m, 1H) 4.960 d, J=8.59 Hz, 1H)O O 0 0 O O O [M+H] CygHapgFaNO,0 O

gbo0bogobas336; U000 336.

oooooo
ooooocoooboooao

ooobOoooooboooooooboooooboooooooao

000000000 0O0OD Y™ NMR (400 MHz, MeOD): 1.28 - 1.43 (m, 4H) 1.57 - 1.68 (m

, 1H) 1.73 - 1.85 (m, 1H)

1.85 - 2.02 (m, 7H) 2.06 - 2.20 (m, 1H) 2.20 - 2.31 (m

, OH) 7.61 (td, J=8.72, 3.03 Hz, 1H) 7.75 (dt, J=9.09, 4.55 Hz, 2H) 7.860 dd, J

=8.59, 2.78 Hz, 1H) 8.07 (br. s., O H) 8.260 br. s., 0 H) 8.53 (s, 0 H).

CosHaoCIFSN,0,0 0 00 O O
oooooo
0000000000000
0000000000000
00D

oooooo

[M+H]
0 0465; OO 0O 465.

goobOooooobooooooobooooooobooooooao
oooobooooooooooooooooooooooDoao
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Oooogood
F- \\
=N
FC@ L
N “
ooogodg

0000000000000 0000000O0000000000000000000n
0000000000000 0000000000000000000000000000
000000000000 0O00O0O00O0O000O0000000000000O0HNMR (40
0 MHz, MeOD): 3.73 - 3.960 m, 2H) 6.09 (dd, J=9.22, 5.94 Hz, 1H) 7.32 (ddd, J=8.
53, 4.55, 4.36 Hz, 1H) 7.47 - 7.58 (m, 1H) 7.53 (ddd, J=9.66, 8.40, 1.39 Hz, 1H)
7.61 (td, J=8.65, 2.91 Hz, 1H) 7.73 (dd, J=8.84, 4.80 Hz, 1H) 7.80 (ddd, J=8.59
, 5.94, 2.65 Hz, 1H) 8.13 (d, 1H) 8.21 - 8.29 (m, 1H) 8.31 (td, J=4.80, 1.26 Hz,
1H) 8.43 (s, 1H). [M+H] CoqH,,CIFNG0,0 000 00 0 0 442; 0O O 0O 442.
Do0oo0Q
0000000000000 0000O000O000O00D0ONO0ONOOoONONoONONoonoon
000000000000 O0O0O0O0O0C0O0O00O0O00O0O00OO0O0OoO0ONoOoon
Do0o0o0Q
Do0o0o00

FC@N oL
N/ © = Cl

Oooogoogad
0000000000000 0D0O000D0D0oO0000DoDoOO0O0Oo0ooDOOggIHNMR (400
MHz, OO O0OOAO —d) o 00.82 - 0.960 m, 2H) 1.12 - 1.360 m, 6H) 1.59 - 1.760m
, 4H) 2.02 - 2.160 m, 1H) 2.33 - 2.48 (m, 1H) 5.61 (dd, J=9.09, 6.82 Hz, 1H) 7.5
0 - 7.60 (m, 1H) 7.80 (dd, J=9.09, 2.53 Hz, 1H) 7.83 (dd, J=9.09, 4.80 Hz, 1H) 8
.00 (dd, J=8.34, 2.78 Hz, 1H) 8.22 (d, J=2.27 Hz, 1H) 8.29 (d, J=9.09 Hz, 1H) 8.
460 s, 1H). [M+H] CogH,,CIFN,O,0 00 00 O 00 443; 0O 0O 0O 443.
ad od
JgodoDoo0dooDoo0ooDoodooD oo b oD oo oD oo oDooooaog
Oo0o0o0o0do0ooooDoooddoooooDoDogo oD oD Do oD oD oD gogoOoao
Oo0ooOono
od
o0
CF
Q
O
C
OoO0ooogoogad

0000000000000 00D0D0000D00000D0000D0000O0Y™ NMR (400
MHz, MeOD)-&6 : 0.83 - 1.02 (m, 1H) 1.04 - 1.43 (m, 2H) 1.45 - 1.83 (m, 6H) 1.97
-2.31 (m, 2H) 2.35 - 2.51 (m, 1H) 5.84 - 6.02 (m, 1H) 7.60 - 7.70 (m, 1H) 7.74
- 7.83 (m, 1H) 7.84 - 7.93 (m, 1H) 8.11 (br. s., 1H) 8.31 (br. s., 1H) 8.35 (s,

O oOoooodg
O oOoooo

O Ooooog
O Ooooogodg
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1H) 8.50 (d, 1H). [M+H] C,gH,,CIF,N,0,0 00000 00 497; OO O 497.
ooo

0000000000000 000000000000000000000000
0000000000000 D000000D00O0000000000000000
o000

0ooo

000

o0 Ooogood

o
e
N/) HN =

Nwrg

oooooo
0000000000000 O000000000000000000000000000
0000000000000 O00O00O000000000000000000000000
0000000000000 O00O0000000000000000000000000 *H
NMR (400 MHz, MeOD)& : 3.35 - 3.55 (m, 2H) 3.75 (s, 3H) 5.91 (dd, J=10.23, 5.94
Hz, 1H) 7.33 (s, 1H) 7.460 s, 1H) 7.62 (td, J=8.65, 2.91 Hz, 1H) 7.74 (dd, J=9.
09, 4.80 Hz, 1H) 7.77 - 7.87 (m, 2H) 8.13 (d, J=1.26 Hz, 1H) 8.29 (br. s., 1H) 8
47 (s, 1H). [M+H] CooH,6CIFNG0,0 000 00 0O 0 427; O O O 427.
ooooo
0000000000000 O00O00000000000000000000000
0000000000000 0000000000000000000000000
oooooo
0oo
0oo

O o0oogoogooao
O o0ooogoo-g
O 0o oOgogodg

N

N

—

O

F

\[:i]:ﬂ\N (0]
N//’ HN |N\

P
Cl

Dooooo
0000000000000 O00O0000000000000000000000000
0000000000000 O000000000000000000000000000¢0
0000000000000 O000000000000000000000000000
0T NMR (400 MHz, 000000 -d) 8 O 2.30 (s, 3H) 2.33 (s, 3H) 2.98 (dd, J=1
4.53, 6.69 Hz, 1M) 3.44 (dd, J=14.53, 8.97 Hz, 1H) 5.67 (t, 1H) 7.53 (td, J=8.53
, 2.91 Hz, 1H) 7.68 (dd, J=8.84, 2.53 Hz, 1H) 7.760 dd, J=9.09, 4.80 Hz, 1H) 7.9
3 (dd, J=8.34, 2.78 Hz, 1H) 8.12 (d, J=9.09 Hz, 1H) 8.21 (br. s., 1H) 8.29 (s, 1
H). [M+H] CoqH,-CIFNGO,0 0O OO0 O 0 442; 0O 00 442.
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=N
N . N
) HBTU DMF
2) HC(OEt), HCl ) oo
DMF
223A 2238
=N
N—
o)
Al(CH3); DCE F "
R
NN, N4J HN\r
- Hel s\{ iQ?
el 223 -

0000
000000000 0000O0(.0g, 10,9 moDOODODO @ m)JOOOC0ODO

0000000000 (@.7g9, 109 mmol)J 0000 (4.1 g, 10.9 mmol)D O OO O
(3.1 mL, 21.8mmo) 0000000000000 DOODOODOOOOOOOOOOO

000000000000 00000,00000000000000000000
00000000000, 00,00000000000000000000000
000000000000 0O000O000O00000000000000000000
000000000000 0O0000000000(@.09)000000H NMR (400

MHz, MeOD)d : 2.87 - 2.99 (m, 1H) 3.03 - 3.18 (m, 1H) 3.71 (s, 3H) 3.78 (s, 3H)
4.71 (dd, J=9.09, 5.31 Hz, 1H) 7.01 (dd, J=8.97, 4.67 Hz, 1H) 7.14 (ddd, J=8.97
1H) 7.32 (s, 1H) 7.360 dd, J=9.35, 2.78 Hz, 1H) 7.44 (s, 1H). )

, 7.83, 2.91 Hz,
[M+H] C,gH,,FN, 0,0 000 0000 321; 000 321.

O

OooooooooooogogQgaQg
OO0 o0DoDoogogooooogod
Oooooogoggoao
OooooooQgg

ppm

g o Q0000 o0oo0oooogooooge

uod

ooo
ooao
ooo
[M+H]

3.
.87 (dd, J=9.22, 6.95 Hz, 1H) 7.1.4 - 7.23 (m, 1H) 7.30 (s, 1H) 7.38 (s, 1H) 7

O

O
OoOoo0oooog

Oooooooodg
O 0Oo0ooOooo

O O0Oo0gooo

O

O

O0Ooo0oooog
O Oo0ooooaog
O Ooo0ooooao
O Ooo0oo0oo0ooao
O Oo0ooooaog

O

TH NMR (400
29 (d, J=9.60

000@ILIO00000D000000000000000, 000000
0000000000000 D000000000000000000000
000D00000D00000D000000000000000 (668mg)0 00
Cy6H1sFN,050 000000 0331; 000 331.

00000,00000000000¢@O00003 n)0
0000(@.2nm)00000000000O0000000
0(. 2759, 1.6 mmol)J 0 0000000000000
00000000000 (. 530 g, 1.6 mmol)J 000 O
0000000000000 O00O000000000000
000000000000000000, 00,0000
000000000000 000000000 (106 mg)Q
MHz, 00 O0O0O-d) & O1H NMR (400 MHz, 0 0O O O O -d)
Hz, 1H) 3.48 (dd, J=15.03, 6.44 Hz, 1H) 3.94 (br. s., 3H)

45 - 7.60 (m, 1H) 7.74 (dd, J=8.84, 4.80 Hz, 1H) 7.80 - 7.93 (m, 1H) 8.360 s, 1H

). [M+H]
oooooao
gboooooooobgobobobooooboboboboobooooboobobobao
ugbooboooooboobooboboobobooobooboboboobooooobobobaa

ooao

C,gH14CIFNG0,SO0 0 0 0 0 00 0 433; 00 O 433.
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Dooo0o
F
F
0
o
L
HN
VL
Nawrq
Do0O0o00

0000000000000 O000000000000000000000O0%H NMR (400
MHz, MeOD)3 : 2.04 - 2.32 (m, 2H) 2.36 - 2.54 (m, 3H) 2.54 - 2.70 (m, 2H) 5.77 (
t, J=7.96 Hz, 1H) 7.65 (td, J=8.59, 3.03 Hz, 1H) 7.79 (dd, J=8.84, 2.53 Hz, 2H)
7.89 (dd, J=8.59, 3.03 Hz, 1H) 8.11 (d, J=8.59 Hz, 1H) 8.31 (d, J=2.53 Hz, 1H) 8
.50 (s, 1H). [M+H] CooH,CIFsN,0,0 0O 00 000 437; 00 O 437.
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