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ubobooboobAb0obbbooboooboobooboaoado
oooooooooooooobobbbbooooboooooao
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000000000000 ODMARDO O
0Do0O000

Do0ooo0ao

0000000000000 O000O000O000O000O000000000000000
0000000000000 D000D0O0D0OO00D0OO0O00OO0O0D0OO0ODOODDOONDOOooaO
0Do0oo

Dooooao

OLCMSO OO O OO 3.3cmx 4.6mm0 O O 3u m ABZ+PLUSO OO OO 3nl/00 000 O5p 1
00000000 UVOOO2150330nm0 00000

Dooooao

00000A:

00O000O0OmO00O0O00O000O000(.17nmol)D 000850016000 00000
0000000 0000000000000 00O00O0O00O0O0THFODOO OO OSPE (C
18, 10g9)0 0000000000000 ODOCOODODCOOOOOOOODOOODOOOO
Dooooao

00 000B:

000000 (0.4mmol),HATU(O.2mmol),DIPEA(L05y 1DO0 OO0 00O (0.17mmol)0 DMF(L0m
HNOO0O00D01800800000000000000O000O000O0O0O0O0D0DO0O0D0OOO

gcooeMoOooooOboDeM/0O0O0OO/00000O(300:8:10 0100:8:10 0 )0 O O SPE(O O

00109)0 000000000000 DOO0OC0O0OO0O0ODOODODODODOD0aO/0
000000 (:1)0000000000000000SPE(CI8, 59)0 00000000
0000000000000 DO0ODO0ODODOD

Dooooao

DoOoOooc:

DOO00O0C0Om0O002-0000000.12mmo)0 0000000000000 O850
D0 000000000000 DONDONO0ONC0OO0O0OO0OHRPLCODODODOOOOO
0000000000000 D0O0OD0O0O0O00aO

Dooooao

0D00O00D:

00000 (0.189mmol)0 0 00 OO (0.378mmo)IDMF(6mMI)0 0 000 0O00O0C0O0ODO
0000000001500 000000000000000000(500mg)0000 180
0000000000000 O000O000O0O0DMF(x3) 000000000000 000
ODOSCX SPEDDDOCOOCODCOODOODODODODODOOOOO

Dooooao

DO0D01:0N-(4 {[(0000000000)000]0000036-000-1,1' -00
D00-3-00)0 000000

QD
(7
|

5 -000-N-(00D0D00O0D00O0D0)-2 -000-1,1’ -00000-4-00000
00000000000 0BOODOO N-(4 -{[(0000000000)000]0000
03}-6-000-1,1' -00000-3-00)0000000000000NMR; 8 H CDCI, 9.
11,(1H, s), 8.77,(1H, dd), 8.22,(1H, d), 8.11,(1H, s), 7.81,(2H, d), 7.63,(1H, d
), 7.46-7.42,(2H, m), 7.38,(2H, d), 7.29,(1H, d), 6.28,(1H, t), 3.31,(2H, m), 2.
23,(3H, s), 1.06,(1H, m), 0.56,(2H, m), 0.27,(2H, m)D LCMS: O O OO 3.180, MH
3860

oooood
b)oO’s -00DO-N(DCOODODO0DODOODOO0)-22 -000O0-1,1 -00000-4-000000
oo

05 -(t-000000000000)-N(00D00000000)-20 -000-1,1" -0
000O0-4-0000000 (1.159,3.02mmol)ODCM (Bnl)D 00O 0O OO0 (5ml)O
0000000000180 00000000000000000000DCM(100mI)0 0O
000000000 (N,5m)000000000000000(@O0D00000)00
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00000000000 D0O0OO0S -000-N-(000000D0000)-2° -000-1,1
-00000-4-0000000 (0.65¢,77%)0 00 0LCMS: 00O O 2.770 ,MH" 2810
oooo0oo

c)05 —(t-000000000000)N(000C0D000000)-2 -000-1,1" -
O0O0O00-4-0000000

05 -(t-000000000000)-2 -000-1,1' -00000-4-00000 (1.1g
,3.36mmol)0 000000000000 DO (262ng, 3.70mmol)0 DIPEA (1.8ml,10.1mmol)
0 O O HATU(L1.4g,3.70mmol)0 THF (25mI)0C 00018000 000000000000
00000000000 0000O0000C@oom) 0000000 (2M,100m)000 0O
0000000 (M,10m)000O00GmMN)IDIDD0DODDDDNONDONO((OIDD0DO0DD
0)0OODO0DOD0OOO0DO0D0DO0O0OOO0DO0O0O0OO0O0O0O000O0O0O00000O0O0SPE(DOO, 2
x10) 0000000000000 0C0D00000O0D0O0O0O00O0D0O00O0OO0O0D0O000S
» (t-000000000000)N(DO0O0O0D000O0O00)-2 -000-1,1" -000
00-4-0000000(1.15g, 90%)0 0 0 O LCMS:0 O O O 3.710 O MH® 3810
Ooooo0oo

)05 -(t-000000000000)-2 -000-1,1' -00000-4-00000
05 -(t-000000000000)-2 -000-1,1’ -00000-4-0000000

0(2.329,6.8mmol)0 0000000000000 N,7nl)00000O0 (40ml) OO 120
0000000000000 00D0O0D0O0O0O0O0O00O00OOO0O00OoOoOO0O0OoooooO
00000000000 0000D0O0000(M,100n)000000000000000
0000000000000 0O0O0O00O0S -(t-000000000000)-2 -00

0-1,1" -00000-4-00000 (1.19,49%)0 0 0 0 LCMS:0 0 0 0 3.770 O MH® 328
O

oooo0oo

e)J5 -(t-000000000000)-2 -000-1,1' -00000-4-000000

00

0@¢@¢-ooo0oooooooooo)™oooooono(1.51g, 8.4mmol),t-0 0 O -N-(3-
0o0od-4-0000C0CO0OO0OHY)YODODODDODOO (2.09g,6.99mmol), 000000 (2.79,8.4mmol)0O
000000000000 ooDoDoDoDoDo000O0O00OOd((0.8g,0.69mmol)0d 00 O O O DME
(4ombhH0 01800000000 DDODDODODODOOODOOUODUOUOOOOOOOODMEOD OO
0o0oo0ooooooooooDoDDoDoDoDoooo0O0Oo0Oo0Oo0OoooooooOoooDoDoDDODODOaO
00o0o0o0oooooooooooooo/0000000C@:3) 000000000000
ooooooooooooooos -(t-0ooooooooooo)-22 -0o0og-1,10 -
00000 -4-00000000(2.32g, 97%)0 O O O NMR; & H CDCIl; 8.07,(2H, d), 7.

39,(2H, d), 7.28,(1H, b), 7.24,(1H, b), 7.19,(1H, d), 3.94,(3H, s), 2.19,(3H, s)
, 1.51,(9H, s)O LCMS: O OO DO 3.9300

ooooggd

f)Ot-000-N-(3-000-4-000000O0)YDDDOOOO

OO0-tert-0 000000000 ((5.45g, 0.025mmol)0 03-000-4-0000000O0 (4.

65g, 0.025mmol) 0 0 00O ODODODO (3-85ml, 0.028mmol)0O DCM (5OMDH)D 0D OO OOOO
0o0o0oooo4s8000000D00OD0OO0OOODCM{LI00OMI)O OO OO OO (2N,100m)0O O (100

mHO 00 o0o0ooooooo@uooooo0o0) )ooooooooooooDoDoDoDaoOao
oodoo0ooDooooooDooooooDoooDoooDo/00o0o0o0oDoOo@:3)yoo0ooad
0oo0oooooooooot-000-N-(3-0C00-4-000000O0QH)Y0O0OO0ODO (4.

5¢9,63%)0 O O O NMR;d H CDCl; 7.65,(1H, s), 7.12,(2H, m), 6.41,(1H, b), 2.33,(3H,
s), 1.51,(9H, s)O

oooood

00o02:04-000-N-(4" {[oo0o0oooooo)hooojoooool}-e-000-1,

1" -00000-3-00)00000a0

04-000 -N-(4 -{[(COO0O0O0OO0O0ODO)yYooo]looboooOdy-6-000-1,1" -0O00
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0o0o0-3-00)0000D000O0Ss -000-N-(O0D0O0O0DO0OO0DODO)-2 -000-1,1
-00000-4-000000004-00000000000B000D0O00D0OOLCMS:
00 03.730 0MH" 4190

ooooao

O0D0:0N-(4 {[(00000000D0)ODO0OO0D]00DO000¥-6-000-1,1" -00
00-3-00)-4-000000000

N-(4 -{[(0000000000)IO0D]0DO00D00Y6-000-1,1" -00000O-3-
0)-4-000000000005 -000-N(0DO0O0O0O0O0DO0O0O0DO0)-2 -000-1,1
-00D000-4-000000004-00000000000BOD0000O0O00ONMR;
d H CDCl, 7.87,(1H, s), 7.83,(2H, d), 7.78,(2H, d), 7.60,(1H, dd), 7.49,(1H, d),
7.41,(2H, d), 7.29-7.26,(3H, m), 6.29,(1H, t), 3.35,(2H, m), 2.42,(3H, s), 2.23
,(3H, s), 1.09,(1H, m), 0.58,(2H, m), 0.30,(2H, m)O LCMS: O O O O 3.630 O MH" 39
90

oooooo

0004:02-000-N-(4 {[(UD000D000D0D0OO0ON0DDODO]ODO0OO0O0OOY}-6-000-1,
1’ -00000-3-00)000000000

02-000-N-(4 -{[(00D000DDO0O0ODO)DO0ODO]ODOO0OO0ODO}6-000-1,1" -00
000-3-00)0000000D0000O0S5 -000-N-(000000000)-22 -00
0-1,1' -00000-4-000000002-00000000000000BOO0ODOO
OO0 O00ONMR; & H CDCI; 8.20,(1H, d), 7.93,(1H, s), 7.82,(2H, d), 7.60,(1H, d), 7
.46,(1H, s), 7.39,(2H, d), 7.30-7.26,(2H, m), 6.96,(1H, s), 6.29,(1lH, b), 4.67,(
2H, s), 3.34,(2H, m), 2.24,(3H, s), 1.08,(1H, m), 0.59,(2H, m), 0.30,(2H, m)O LC
MS:0O O O O 2.750 O MH® 4010

ooooooD

O005:0N-(4 {[(UD00DD00D0DO0ONODD]DO0O0ODO}6-000-1,1" -00
000-3-00)-3-0000

ON-(4 -{[(D0O0O0D00D0000)00O0]0D0O0D00Y-6-000 -1,1" -00D000DO-3
-00)-3-0000005% -00O0-N(000O0D000D000)-2 -000-1,1" -000
00-4-000000003-00000000 00O00OBODODOODOIDNMR; 8 H CD
cl; 8.10,(1H, s), 7.97,(1H, s), 7.78,(2H, d), 7.64,(1H, dd), 7.47,(1H, m), 7.38,
(1H, d), 7.33,(2H, d), 7.24,(1H, d), 6.80,(1H, s), 6.36,(1H, t), 3.32,(2H, m), 2
.21,(3H, s), 1.06,(1H, m), 0.57,(2H, m), 0.28,(2H, m)O LCMS:0 O O O 3.380 O MH"
3750

ooooogao

0006:02-000-N-(4 {[(0D00000O0O0O0)IOOD]00D0O0O0O}Y-6-000-1,

O Oooio; oo

' -00000-3-00)000000000

05 -000-N-(00D000O0D00O00)-2 -000-1,1' -00000-4-000000
O (260mg, 0.93mmol)J 2-0000000-4-0000000000 (245p )OO O0ODO
000000 (195u I, 1.39mmol)0 O DCM(20mI)0 0720 0000000000000 DCM
(loom)000C0CO0D0COD0OCODCOOO0O (2M,100mN00CO0O0CO(MOOO0OO0OOD
0D)DODODOODOOOOODODOOODOOOODOOODOOOOOOOOO/0000000¢Q
0D1) 0000000000000 0000OSPE(CI8, 100)0 000000000000
0000000000000 D0002-000-N-(4 -{[(00D000D00000)000]
00O000}-6-000-1,1' -00000-3-00)000000000(130mg, 33%)0 O
O ONMR; & H [*Hg]-DMSO 10.57,(1H, s), 8.63-8.60,(2H, m), 7.99,(LH, s), 7.93,(2H
, d), 7.86,(1H, dd), 7.70,(lH, dd), 7.66,(1H, d), 7.44,(2H, d), 7.32,(1H, d), 3.
16,(2H, t), 2.21,(3H, s), 1.05,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS:0 O O
0 3.530 O MH® 42074220

Dooooao

DO0O07:0N-(4 -{[(0000000000)I000]0000036-000-1,1" -00
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O0-3-00)-2-00000-1-000000-4-0000000

~N OO oo|d

N-(4 -{[(00D0D0000D000)00D0]00000}-6-000-1,1' -00000-3-
0)-2-00000-1-000000-4-0000000005 -000-N-(0000Q0O
ooo)-2 -000-1,1’ -00000-4-000000002-(00000-1-00)0

O00-4-000000000BOO0O0O000O0OONMR; 8 H CDCI, 7.90,(1H, d), 7.83-
.78, (4H, m), 7.67,(1H, b), 7.52,(1H, t), 7.42,(2H, d), 7.33,(1H, d), 7.26, (1H,

m), 7.21,(1H, t), 7.01,(1H, s), 6.30,(1H, t), 3.63,(4H, s), 3.31,(2H, m), 2.27,
(3H, s), 1.62,(6H, m), 1.07,(1H, m), 0.57,(2H, m), 0.28,(2H, m)O LCMS: OO O O

.320 O MHY 5190
OoOoooo
008:0N-(4 {[(000000D0D0OO0O)ODDOO]l10O0DO0OO00O0Y-6-000-1,1" -00

00-3-00)-2-00000-1-00000000000

3
O
O
O
O
O
O
O

N-(4 -{[(0D0D00000D000)00D0]00000}-6-000-1,1" -00000-3-
0)-2-00000-1-00000000000002-000-N-(4 -{[(0 000000
Oo)bO0O0]0o00O003)-6-000-1,1' -00000-3-00)00000000000

O0O0O0O0O0O0O0ADDODODOOODOOONMR; & H [*Hg]-DMSO 10.28,(1H, s), 8.62,(LH
t), 8.19,(1H, d), 7.93,(2H, d), 7.71,(1H, dd), 7.66,(1H, d), 7.44,(2H, d), 7.3

0,(1H, d), 6.97,(1H, d), 6.86,(1H, s), 3.43,(4H, m), 3.16,(2H, t), 2.20,(3H, s),
1.95,(4H, m), 1.04,(1H, b), 0.43,(2H, m), 0.24,(2H, m)O LCMS:O OO O 2.850 0 M

H® 455.

O009:0N-(4 {[(0D00D000000DNOODD]D00D0D0Y¥-6-000-1,1" -00
0O00-3-00)-2-(4-00000000-1-00)00000D000D0

ON-(4 -{[(00D000D000D00)DO0DO]0DO0OO0O0OOY6-000-1,1" -00000O-3-
00)-2-(4-00000000-1-00)000000000002-000-N-(4 -{[(0O
00000000 )DDO0]l]00D0DDOO0}6-000-1,1' -00000-3-00)000000
O0DO00ON-O0D0O00DO0O0OO0ODOOO0ADDOODODOORONMR; 8 H [?Hg]-DMSO 10.31

,(1H, s), 8.62,(1H, t), 8.24,(1H, d), 7.93,(2H, d), 7.71,(LH, dd), 7.64,(1H, d),
7.44,(2H, d), 7.30,(1H, d), 7.23,(1H, s), 7.06,(1H, d), 3.55,(4H, m), 3.16,(2H,
t), 2.40,(4H, t), 2.21,(6H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS:

O0002.740 O MH" 4840
Oooooo
0010:0N-(4 {[(00D0000D00D0)00O0]00000Y6-000-1,1" -00

O0-3-00)-2-000000-4-00000000000

O OooOooio;oiooog

N-(4 -{[(00O00000000)000]000003}-6-000-1,1' -00000-3-
0)-2-000000-4-00000000000002-000-N-(4 -{[(00O000O0O
000)d00]000003}-6-000-1,1' -00000-3-00)0000000000

000000000 OADDOOOOODOOGONMR; 8 H [2Hg]-DMSO 10.32,(1H, s), 8.62

,(1H, t), 8.27,(1H, d), 7.93,(2H, d), 7.70,(lH, dd), 7.64,(1H, d), 7.44,(2H, d),
7.30,(1H, d), 7.24,(1H, s), 7.11,(1H, d), 3.71,(4H, m), 3.51,(4H, m), 3.16,(2H,
t), 2.20,(3H, s), 1.05,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS: 0 O O O 3.31

O MH" 4710
OoOoooo
0011:0N-(4 {[(00D0000D0000)0O0O0]00000Y-6-000-1,1' -00

O0-3-00)-2-00000-1-00000000000

OoOoooio;oiooodg

0

N-(4 -{[(0D0D00000D000)00D0]00000}-6-000-1,1" -00000-3-
0)-2-00000-1-00000000000002-000-N-(4 -{[(0 000000
Oo)bO0O0]0o00O003)-6-000-1,1' -00000-3-00)00000000000

O0O0O0O0O0O0O0ADDODODOOODOOONMR; & H [*Hg]-DMSO 10.29,(1H, s), 8.62, (LH
t), 8.22,(1H, d), 7.93,(2H, d), 7.71,(1H, dd), 7.65,(1H, d), 7.44,(2H, d), 7.3
,(1H, d), 7.20,(1H, s), 6.99,(1H, d), 3.58,(4H, m), 3.16,(2H, t), 2.20,(3H, s),
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1.60-1.54,(6H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS:O O O O 3.43
0 MH" 4690
ooooao
0012:0N-(4 {[(000D000D0D00O0)DDOO]0O0O00O0Y-6-000-1,1" -00
00-3-00)-2-0000000000000000
DMF(1ml) 0D DO2-000-N-(4 {[(000D0DO00D0DCO0O0)IDOO]0O00O0OO}-6-00
-1,1’ -00000-3-00)00000000000000000C40% 000)000O0
000000008500960 0000000000000 000000O0D0OHPLC DO
00000000000 DO0D0DD0ODO0ODDO0ODDO0OON-(4 {[(000D000D0O0O0
yloolJoooool-6-000-1,1" -00000-3-00)-2-(0000000)00O0OO0
OD0DO0OO0DO0DODONMR; 8 H [*Hg]-DMSO 10.29,(1H, s), 8.62,(1H, t), 8.22,(1H, d),
7.93,(2H, d), 7.70,(1H, dd), 7.65,(1H, d), 7.44,(2H, d), 7.30,(1H, d), 7.03,(1H
, s), 6.99,(1H, d), 3.16,(2H, t), 3.07,(6H, s), 2.20,(3H, s), 1.04,(1H, m), 0.43
,(2H, m), 0.24,(2H, m)OLCMS: O OO O 2.880 O MH 4290
ooooogao
00013:02-(0 00000000000 0O)-N-(4 {[(D000D0D00D0DO0O)ODOO]
0o00oO0O0Y-6-000-1,1" -00000-3-00)00000000O0
0000000000000 Oo@mD)O0O02-000-N-(4 -{[(U000000000)O
0o0jooOooD}6-000-1,1" -00D000-3-00)00000000D0O(50mg, 0.12m
mol) DODD0OO0DDO0DO0ODOOODDOS8S00480 0000011000480 000000000
0000000000000 0DD0D0OD0DD0O0OOHPLCODOODOODOODODODDOOD
002-(000000D000D0DO00D0)-N-(4 -{[(DO0D0D00O0DOO0O0DO)DOO]O0DO
003}6-000-1,1" -00000-3-00)000000000(17.1mg, 32%)0 0 O O NM
R; 3 H [*Hg]-DMSO 10.27,(1H, s), 8.62,(1H, t), 8.08,(1H, d), 7.93,(2H, d), 7.70-
7.66,(2H, m), 7.44,(2H, d), 7.28,(1H, d), 6.89-6.87,(3H, m), 3.16,(4H, m), 2.20,
(3H, s), 1.04,(2H, m), 0.43,(4H, m), 0.25-0.19,(4H, m)O LCMS:0 O O O 2.960 O MH
" 4550
oooooao
00014:0N-(4 {[(00D000D0D00O0D0ONODO0OOD]l000006-000-1,1" -00
000-3-00)-2-(00000000)0O0DDODODOOD
ON-(4 -{[(00D000D000D00)DO0DO]0DO0O0O0OY6-000-1,1" -00000O-3-
00)-2-(000000D0D0)I0D0D0D0O0O0O0O0O0O02-000-N-(4 {[(0O0O0D00D0
ooo0oQ0o)Doo0]oooD0O}6-000-1,1" -0000D0-3-00)0000000D0O0
D000D0DO000000D0O0CO0O00DO00D0OONMR; 8 H [“Hg]-DMSO 10.27,(1H, s),
8.62,(1H, t), 8.07,(1H, d), 7.93,(2H, d), 7.70-7.66,(2H, m), 7.43,(2H, d), 7.28,
(1H, d), 6.88- 6.84,(3H, m), 3.16,(2H, t), 3.09,(2H, t), 2.20,(3H, s), 1.83,(1H,
m), 1.04,(1H, m), 0.90,(6H, d), 0.43,(2H, m), 0.24,(2H, m)OLCMS: O O O O 3.02
O O MH" 4570
ooooogao
00015:0N-(4 -{[(00D000D00000)ODO0DO0]000006-000-1,1" -00
000-3-00)-2-00000000-4-00000000000
0o00oo0ooooo@m)002-000-N-(4 {[(0000000000)0OO]00D0
0o
0o
0o

Oooooibooogod

}-6-000-1,1' -00000-3-00)000000000(50mg,0.12nmol)0 0 OO
0000000011000 36000000000 00000000000O00000
O0OOHPLCOOOOODODOOOODOODOOOOON-(4 {[(0000000000
yooojloooool-6-000-1,1° -00000-3-00)-2-00000000-4-00
O00O0D0O0000O (25mg)0 00 ONMR; & H [Hg]-DMSO 10.30, (1H, s), 8.62,(1H, t),
8.25,(1H, d), 7.93,(2H, d), 7.70,(1H, dd), 7.64,(1H, d), 7.44,(2H, d), 7.30,(lH
, d), 7.22,(1H, s), 7.03,(1H, d), 3.96,(4H, m), 3.16,(2H, t), 2.62,(4H, m), 2.20
,(3H, s), 1.05,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS:O0 0 O O 3.570 O MH"48
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70
Dooooao

0D0016:02-(000000000O0)N-(4 {[(0000000000)IOO]O000
0DO03}-6-000-1,1' -0 0000-3-00)000000000

00000000000 @NDID2-000-N-(4 -{[(0000000000)000]0
00O003}-6-000-1,1' -00000-3-00)000000000 (50mg,0.12mmol)0 O
000000000000 11000 3600000016000480000000000000

0000000000000 O0O0O0OOHWHPLCOOODOOODDOODDOODDOODOOOO 2-
(0000000000 )-N-(4 {[(0000000000)000]1000003}6-00
0-1,1' -0 0000-3-00)000000000 (14.4mg)0 0 O ONMR; & H [%Hg]-DMSO
10.26,(1H, s), 8.62,(1H, t), 8.07,(1lH, d), 7.92,(2H, d), 7.69-7.66,(2H, m), 7.4
3,(2H, d), 7.28,(1H, d), 6.84,(2H, m), 6.67,(1H, d), 3.72,(1H, m), 3.16,(2H, t),
2.19,(3H, s), 1.90,(2H, m), 1.70,(2H, m), 1.57,(1H, m), 1.31,(2H, m), 1.18,(3H,
m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)OLCMS:O O O O 3.140 O MH" 4830
0Do0o0o0
0D017:02-(0000000000)-N-(4 -{[(0000000000)100]000
0D}-6-000-1,1' -00000-3-00)0 00000000
0000000000 @nI)D02-000-N-(4 -{[(0000000000)000]0
0O0O03}-6-000-1,1" -00000-3-00)000000000(50mg, 0.12mmol)0
00000000000 08s00480000001100072000000000000
0000000000000 O0O00OO0HWHPLCOODODOOODOOODDOODDOODOOOO 2-
(0000000000 )-N-(4 -{[(0000000000)000]000003}6-00
0-1,1' -0 0000-3-00)000000000(6mg)d 00 0NMR; & H [*Hg]-DMSO 10
.32,(1H, s), 8.62,(1H, t), 8.14,(1H, d), 7.93,(2H, d), 7.71-7.67,(2H, m), 7.44,(
2H, d), 7.29,(1H, d), 7.05,(1lH, d), 7.00-6.98,(2H, m), 3.16,(2H, t), 2.55,(LlH, m
), 2.20,(3H, s), 1.05,(1H, m), 0.71,(2H, m), 0.43,(4H, m), 0.24,(2H, m)O LCMS:O
00 02.740 O MH' 4410
Do0oooao
0DO0018:0N-(4 -{[(0000000000)000]000006-000-1,1" -00
0D0O0-3-00)-2-(0000000)I0000O0000
00000000 @Em)IO2-000-N-(4 -{[(0000000000)000]10000
O
0O
O
O
O
1

O Oooio;oioo

O

0-1,1' -00000-3-00)000000000(50mg,0.12mmol)0 00 00O
0000800 D480 0000011000840 000000000000000
D000DO0OO0OO0O0OHPLCOOODOOODOOOOOOOOODOOOON-4 -{[(
00O000)DO0O0]00000}6-000-1,1" -00000-3-00)-2-(0
0)IODOOOOODOOODOOONMR; & H [*Hg]-DMSO 10.27,(1H, s), 8.62,(
H, t), 8.19,(1H, d), 7.93,(2H, d), 7.69,(1H, dd), 7.65,(1H, d), 7.44,(2H, d), 7
.30, (1H, d), 6.93,(2H, m), 3.53,(4H, q), 3.16,(2H, t), 2.20,(3H, s), 1.11,(6H, t
1.04,(1H, m), 0.43,(4H, m), 0.24,(2H, m)OLCMS:0 0 O O 3.090 O MH" 4570

000

19:0N-(4 -{[(0000000000)100]000003}6-000-1,1" -00
-3-00)-2-(4-0 0000000-1-00)000000000

0000000 (Iml) O002-000-N-(4 -{[(0000000000)000]0
03}-6-000-1,1' -00000-3-00)000000000 (50ng,0.12mmol)0 O
0000000001200 01800000000000000000000000
OO0ON-(4 -{[(0000000000)000]0000036-000-1,1" -0
0-3-00)-2-(4-00000000-1-00)000000000(39mg)00 O00NM
& H [?Hes]-DMSO 10.28,(1H, s), 8.62,(1H, t), 8.22,(1H, d), 7.93,(2H, d), 7.71,
(1H, d), 7.64,(1H, s), 7.44,(2H, d), 7.30,(1H, d), 7.21,(1H, s), 7.00,(LlH, d), 4
.35,(2H, m), 3.16,(2H, t), 2.83,(2H, m), 2.20,(3H, s), 1.69-1.60,(3H, m), 1.07,(

OoOooOoogs>|ojoog
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3H, m), 0.92,(3H, d), 0.43,(2H, m), 0.24,(2H, m)O LCMS:0 O O O 3.550 O MH" 4830
Dooooao

0D0020:0N-(4 -{[(0000000000)100]0000036-000-1,1" -00
0D00-3-00)-2-(2-00000000-1-00)000000000
02-00000000 (Iml) O002-000-N-(4 -{[(0000000000)00O00]0
00O003}-6-000-1,1' -00000-3-00)000000000 (50mg,0.12mmol)0 O
000000000000120001800000000000000000000000
00O0D0O0ON-(4 -{[(0000000000)I00]000006-000-1,1" -0
00O00-3-00)-2-(2-00000000-1-00)000000000 (35mg)0 000N
MR; & H [*Hg]-DMSO 10.27,(1H, s), 8.62,(1H, t), 8.20,(1H, d), 7.93,(2H, d), 7.70

,(1H, d), 7.66,(1H, s), 7.44,(2H, d), 7.30,(1H, d), 6.95,(1H, d), 6.83,(1H, s),
4.18,(1H, m), 3.51,(1H, m), 3.16,(2H, t), 2.20,(3H, s), 2.04-1.93,(4H, m), 1.68,
(1H, b), 1.16,(3H, d), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)OLCMS:0 O O O 2
.890 O MH" 4690
ooooao
021:0N-(4 -{[(000D00000D00)OOD]0DO00O003}-6-000-1,1" -00
0-3-00)-2-(3-000000000000-1-00)0000000003-(000
00)Doooo@m)00D2-000-N-(4 {[(0000000000)IOO]00
0}-6-000-1,1" -0000D0-3-00)000000000(50mg,0.12mmol) O O
0
0

0000000012000 18000000000000000000DO0O0O0OD0OAO
O0O0ON-(4 {[(000D000D0000)IDO0]000003}-6-000-1,1" -0
00-3-00)-2-(3-000000000000-1-00)000000000(38mg)0
O NMR; & H [?Hg]-DMSO includes 10.28,(1H, s), 8.62,(1H, t), 8.20,(1H, d), 7.
3,(2H, d), 7.71,(1H, dd), 7.65,(1H, d), 7.44,(2H, d), 7.30,(1H, d), 6.98,(1H, d
, 6.87,(1H, s), 3.72,(1H, m), 3.62,(1H, m), 3.37,(1H, m), 3.16,(3H, m), 2.80,(1
2.21,(9H, m), 1.81,(1H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCM

O O 2.550 O MH' 4980

I |

-3-0 0)-2-(1,2,3,6-0 0 0000000-1-00)0000000O00O001,2,3,6-0
Oooooo@m)0o0D2-000 -N-(4 {[(UDO00O0D0O0O0O0OO0)DODO]O0O0
}-6-000-1,1" -00000-3-00)000000000O0(50mg,0.12mmol) O O
00000000000 12000180000000000000000000D0O0O0D0
/0000000000000 00000SPE(CI18) 000000 DOODOODOOD
0000000000 ON-(4 {[(U0D00D00D000D0)DO0OO0D]0O0O00O0O}}-6-00
0-1,1" -00000-3-00)-2-(1,2,3,6-000000000-1-00)00000000
OO0O00DONMR; 8 H [*Heg]-DMSO 10.31,(1H, s), 8.62,(1H, t), 8.25,(1H, d), 7.93,
(2H, d), 7.72,(1H, dd), 7.65,(1H, d), 7.44,(2H, d), 7.30,(1H, d), 7.18,(1lH, s),
7.04,(1H, d), 5.90,(1H, m), 5.83,(1H, m), 3.99,(2H, m), 3.75,(2H, t), 3.16,(2H,
t), 2.21,(5H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)OLCMS: O O O O 3.440
MH" 4670

ooooaog

0D023:0N-(4 {[(U0D00D00000D0)IOOD]0ODO0OO0DO}6-000-1,1" -00
00-3-00)-2-(3-00000000-1-00)000000000

3-0 0000000 @mD)002-000-N-(4 {[(00O00000000)DOO7]100
00}-6-000-1,1" -00000-3-00)0000000O00O(50mg,0.12mmol)0 O O
0000000000120001800000000000000000000000/0
0000000000000 00DO0SPE(CI8) 0000000 OD0OOODOODODOODOGO
000D0O0DO0OON-(4 -{[(UDOD00O0D00000)O0OD]0DO00DO}6-000-1,1
-00000-3-00)-2-(3-00000000-1-00)000000000O0(16mg)0 O

O Oooio; oo

b),
O
O
0D22:0N-(4 -{[(0000000000)D000]00000%Y6-000-1,1' -00
O
0
O
O
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0 ONMR; & H [*Hg]-DMSO 10.28,(1H, s), 8.62,(1H, t), 8.21,(lH, d), 7.93,(2H, d),
7.70,(1H, dd), 7.65,(1H, d), 7.44,(2H, d), 7.30,(1H, d), 7.20,(1H, s), 6.98, (1H
, d), 4.26,(2H, m), 3.16,(2H, t), 2.80,(1H, m), 2.20,(3H, s), 1.78,(1H, m), 1.68
,(1H, m), 1.57,(1H, m), 1.45,(1H, m), 1.15,(1H, m), 1.04,(L1H, m),0.91,(2H, d), O
.43,(2H, m), 0.24,(2H, m)D O OO LCMS:0 O O O 3.540 O MH' 4830

oooo0oo

0D0O024:0N-(4 -{[(0000000000)000]0000036-000-1,1" -00
0D00-3-00)-2-(3,5-000000000-1-00)00000000¢0
03,5-000000000nND002-000-N-(4 -{[(000000CO0000)000]
00O0O003}-6-000-1,1' -00000-3-00)000000000 (50mg,0.12nmol)0
000000000 D000012000180000000000000000000000
OOHPLCOOOOODOODODOOODODODOOODOOOON-(4 {[(000D00000000
yloojJoooool-6-000-1,1° -00000-3-00)-2-(3,5-000000000 -
1-00)0000000000000NMR; 8 H [*Hg]-DMSO 10.29,(1H, s), 8.62,(1lH, t)
, 8.21,(1H, d), 7.93,(2H, d), 7.70,(LH, dd), 7.65,(1H, d), 7.44,(2H, d), 7.30,(1
H, d), 7.20,(1H, s), 6.98,(1H, d), 4.35,(2H, m), 3.16,(2H, t), 2.30,(2H, t), 2.2
0,(3H, s), 1.78,(1H, m), 1.57,(2H, m), 1.04,(1H, m), 0.91,(6H, d), 0.80,(lH, q),
0.43,(2H, m), 0.24,(2H, m)OLCMS: O O O O 3.610 O MH 4970

Doo0oo
0DD025:0N-(4 -{[(0000000000)100]000003}6-000-1,1" -00
00-3-00)-2-(2-000000000000-1-00)000000000DMSo(Inl)
0D2-000-N-(4 {[(000CO000000)I00]0O0O000}6-000-1,1" -0
000-3-00)000000000(50ng, 0.12mmol)0 0 02-(000CD0000)000O
O
O
O
O

(ImhHODDDDODODOODODODODODUODUODODNM4000240 0000000 O0DOODOOooOoOO
00000 /000000000000000000OSPE(CI)Y DO OODOOOD
ooo0oo0ooo0ooooDo0oooo0DON-(4 {[(CObODU0oO0DOQODOU0DO0o)yoboo]jooo
}-6-000-1,1' -ODO0DOODO-3-00)-2-(2-000000000O00O00O0D0O-1-00)0O
O0DO00D0O00 (16mg)0 00O ONMR; 8 H [*He]-DMSO 10.29,(1H, s), 8.62,(1H, t),
.21,(1H, d), 7.93,(2H, d), 7.70,(1H, dd), 7.65,(1H, d), 7.44,(2H, d), 7.30,(1H,
d), 7.00,(1H, d), 6.89,(1H, s), 4.23,(1H, b), 3.52-3.47,(2H, m), 3.26,(5H, m),
3.16,(2H, t), 2.20,(3H, s), 2.07-1.90,(4H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,
(2H, m)OLCMS:0 O O 0O 2.780 O MH" 4990
oooooao
00026:02-(00000000O00O)-N-(4 {[(OCO000CDODO0O0OO0OHODODO]OOOO
0}-6-000-1,1" -0 0000 -3-00)ooooooogod
O bDMSOoO(iml) O O2-000-N-(4" {[(00D0D0O0O0OQODOO0DO)YIODO]JoDOODO}-6-0
0-1,1" -0000C0C-3-00)0000oo0ooOooaodsomg, 0O.12mmol) DD 00O OOO
Ooo0m)DODO0DOODODODOODODODOODO400072000000000000000
O0D00O0O0ODO0DO0OO0O0OHPLCOODDODODODODODODDODDODODUODODDODODODODDODODO2-(0OOO
ooodgd)-Nn-(4 {[(OoOoDODODDODDDODOOH)YOODO]Joooool}e6-0o00-1,1 -0
000-3-00)0000000000000O0NMR; 8 H [*Hg]-DMSO 10.27,(1H, s), 8.6
2,(1H, t), 8.08,(1H, d), 7.93,(2H, d), 7.70-7.65,(2H, m), 7.43,(2H, d), 7.28,(1lH
, d), 7.06,(1lH, d), 6.90,(1H, d), 6.81,(1H, s), 4.30,(1H, m), 3.16,(2H, t), 2.26
,(2H, m), 2.20,(3H, s), 1.87,(2H, m), 1.67,(2H, m), 1.04,(1H, m), 0.43,(2H, m),
0.24,(2H, m)OLCMS:0 O O O 2.820 O MH" 4550
oooooao
O0027:0N-{4 -[(0 000000 0COO)YOOOOO]-6-000-1,1'" -0000O0-3
-00}-2-00000-1-000 00000000
a)l2’ -000-5 -[(2-00O0O0O0-1-000O0O0O0OOO0DO)YoOO]-1,1 -0D0O0OO
0-4-00 000 (40mg,0.1mmol)0O HATU(38mg,0.1mmol)O HOBT(13mg,0.1mmol)Od DIPEA(52

o OO0 OoooQgoiojoao
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y DOODDODO0DDODO0ODDOODDOD(7mg,0.12mmol)ODMF(IMD)0 00O 0 OO0 D180 0O
0000000000000 0D00000DCM (DO DDOOODOOODOO(AM,5n1)O
000000000000 D0D0D0D00D00D0ooDOooDooDooooDbDeM/0D0D0O0D/000
00 (250:8:1)0 0000000000000 0000O0O0O0ON-{4 -[(000D0O0O0DO
oo)hooool-6-000-1,1" -00000-3-003}-2-00000-1-0000000
O0O0OO0DDO0ODONMR; 3 H [*Hg]-DMSO 10.27,(1H, s), 8.49,(1H, d), 8.19,(1H, d), 7
.89,(2H, d), 7.70,(1H, dd), 7.64,(1H, d), 7.43,(2H, d), 7.29,(1H, d), 6.96,(1H,
d), 6.85,(1H, s), 3.43,(4H, m), 2.86,(1H, m), 2.19,(3H, s), 1.95,(4H, m), 0.70,(
2H, m), 0.59,(2H, m)OLCMS:0 O O O 2.640 O MH" 4410

ooooogao

b2 -000-5 -[(2-00000-1-000000000O00)00DO]-1,1" -0000O
0-4-00000D0

05 -[(2-00000000000O0)000O0]-2 -000-1,1" -00000-4-0000
O (600mg,1l.64mmo)0 000 O0D0DOO(0.6mI)0DDO0DDO0ODOODY90O0D0O0DNO
0000000000000 0D0DD00O0D00O000O0o0ooOoDeM/0000D0/00000(
20:8:1)0 0000000000 DOO0DDOOODOOOOOOOOOOOODOOODOOGO
ooooooDOo2 -000-5 -[(2-00000-1-0000000D000)0DO0O7]-1,1
-00000-4-00000 (546mg,83%)0 0 O O LCMS:0 0O 0O O 2.740 O MH™ 4020
ooooooD

c)05 -[(2-0000000D0O0O0DO)DDOO]-2 -000-1,1" -00000-4-000
0o

05 -[(2-000D000D0O0O0DODO)DODO]-2 -000-1,1' -0000D0-4-0000
0000 (1.63g, 4.28mmol)0 000000 DO0ODOOOOO(376mg,9.0mmol)d O (5ml)
OTHF(OMNO OO ODODODO0ODDO090000000000000000OPpHD pH3O OO
00000000000 @xs5m)0000D0D0O0DD0OODOOOOOOO(7sm)00O0
(s5nH00000DO(MOODDODDOO)IODODOODODOODOOOOOOODCM/DDOOD
0/00000D0(30:8:1000020:8:1) 0000000000000 D00OODODODOO
0000000000000 0D0DD0O0D0DO0ODO0S -[(2-0000000000D0)00
0]-2 -000-1,1" -00000-4-00000 (1.15g, 73%)00 00O LCMS:0 0 0O O 3.5
30 O MH" 3670

ooooogao

o055 -[(2-00000000000O0)00O0]-2 -000-1,1" -00000-4-000
ooooao

gbpeM(ioml)0 02-0000000-4-0000000000O0(1.58g, 9.0mmol)d O DCM(L0
m)DO5 -000-2° -000-1,1" -00000-4-00000000 (1-.81g,7.5mmol)
000000000 (3.13ml,22.5mmol)0 D0 0O0O0DDOO0ODDOOOOODOOOR20000
0000000000000 0D0D00O00oO0ooood@Gom)00000o0oooooaoan
O (om0 0DO0DO0DO0O0DDODO0ODDOODDO(GoMNIOODODDODODODODDODO(
som)D 00000000000 DO)D0DDO0OODODOODDOOODOOOOOOODCeM/
00000/00000(300:8:1)0 0000000000000 0000DOOODOOODN
05 -[(2-000000D0O00DODO)DO0ODO]-2 -000-1,1" -00000-4-0000
0000 (1.73g,61%)0 0 0 O LCMS:0 O O O 3.690 0O MH™3810

ooooooD

e)05 -000-2° -000 -1,1" -00000-4-00000000
03-000-4-0000000(744mg,4.0mmol)0 (4-0 0000000000 DO00O0)DODO
00000 (864mg,4.8mmol)0 000 C00(0ODDOO0DDODODODO)IDOODO (100mg,0.
087mmol)0 0 000 DOOD (2.49,7.37mmol)0 DME (30m1)0 0O 0O O O 0O 900 02000 O
0000000000000 000000SPE(I0g) 0D 0O0D0OOOOO/0000000
0(-10000000)0000000D0D00DO0DDO0OODDODOODOOOOOODOOS -00
0-22 -000-1,1" -0000D0-4-00000 (500mg,43%)0 O O ONMR; & H CDCI; 8.
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07,(2H, d), 7.38,(2H, d), 7.07,(LlH, d), 6.67,(1H, dd), 6.60,(1H, d), 3.94,(3H, s
), 2.14,(3H, s)O

Oooo0oo

0D0028:0N-(4 {[(0000000000)I00]00000}6-000-1,1" -00
000-3-00)-5-(000-2-00)00000-2-0000000

ON-(4 -{[(0000000000)IO0O0]0000036-000-1,1" -00000-3-
O

0

O

O

0)-5-(000-2-00)00000-2-0000000005 -000-N-(000000O
ooo)-2 -000-1,1' -00000-4-000000005-(000-2-00)000
0-2-0000000000000000000000000O000000HPLCOODO
000 OONMR; & H [*Hg]-DMSO 10.29,(1H, s), 8.63,(1H, t), 8.58,(1H, d), 8.02-
7.99,(2H, m), 7.94,(2H, d), 7.90-7.86,(2H, m), 7.70,(1H, dd), 7.65,(1lH, d), 7.46
,(2H, d), 7.35,(1H, m), 7.30,(1H, d), 3.17,(2H, t), 2.21,(3H, s), 1.04,(1H, m),
0.43,(2H, m), 0.24,(2H, m)O LCMS:O O O O 3.600 O MH' 4680
oooo0oo
00029:05-(4-0000000)-N-(4 -{[(0000000000)100]00000
}-6-000-1,1" -00000-3-00)-2-0000
05 -000-N-(0000000D000)-2 -000-1,1" -00000-4-000000
O (53mg,0.189mmol)0 0 05-(4-0000000)-2-00000000 (84.2mg,0.378mmo
DOTHF Gn)0D0OO0DO0ODO0D0DOOOODODODOOODOODOOO150000000000
0000000 (00mg) 0000000018000 00000000000000000
00000000000 D0O00O0SCX SPEOODDODDOOOODODDOOOOODDOOOOOS
~(4-0000000)N-(4 {[(00000D00000)IO00]00000}6-000-1
,1' -00000-3-00)-2-0000 (10mg,11%)0 0 O O NMR; & H CDCl, 8.07,(1H, b),
7.85,(2H, d), 7.69-7.65,(3H, m), 7.52,(1H, d), 7.44-7.41,(4H, m), 7.31-7.29,(2H
, m), 6.98,(1H, b), 6.79,(1H, d), 3.36,(2H, m), 2.25,(3H, s), 1.10,(1H, m), 0.60
,(2H, m), 0.31,(2H, m)OLCMS:0 O O O 3.920 O MH 4850
Doo0oo
0DD030:0N-(4 -{[(0000000000)100]000003}6-000-1,1" -00

0D0-3-00)-2-000-5-0000-3-0000
5 -000-N-(00D0D00O0D00O00)-2 -000-1,1' -00000-4-000000
(53mg,0.189mmol)0 0 02-000-5-0000-3-000000 00 (76.4mg,0.378mmol
OTHFGMIDOODODODODODODODODODOODOOOODOOODOOOD1500000000000
00000 (500mg)0000D0O0C0D180000000O000O000O00O0O00O0O
00000000000 D00SCX SPE0DDODODODOODODOODOOODODOOODOOON-(
{[(00000O000O00)IO00]00000}6-000-1,1' -00000-3-00)
-2-000-5-0000-3-0000 (24mg,28%)0 0 O ONMR; & H CDCI, 7.81,(2H, d), 7
.64,(2H, d), 7.55-7.53,(2H, m), 7.45,(1H, s), 7.40-7.37,(4H, m), 7.30-7.25,(2H,
m), 6.78,(1H, s), 6.26,(1H, t), 3.33,(2H, t), 2.70,(3H, s), 2.22,(3H, s), 1.07,(
1H, m), 0.57,(2H, m), 0.28,(2H, m)O LCMS:0 O O O 3.930 O MH" 4650
Do0o0ooo0o
0DO0O031:0N-(4 -{[(0000000000)000]0000036-000-1,1" -00

MO o~ oOoo|jojoog

0D00-3-00)-2-(000-3-00)00000-4-0000000

N-(4 {[(0000D00C0O000)I0O0]0C0O000}-6-000-1,1' -00000-3-0
0)-2-(000-3-00)00000-4-0000000005 -000-N-(000O00000O
0DoO0)-2 -000-1,1' -00000-4-000000002-(000-3-00)0000
0-4-00000000000000000000O0NMR; & H CDCl, 9.26,(1H, b), 9.24,(
1H, d), 8.73,(1H, d), 8.28,(2H, m), 7.85,(2H, d), 7.72,(lH, dd), 7.60,(1H, d), 7
L47-7.44,(3H, m), 7.32,(1H, d), 6.29,(1H, t), 3.36,(2H, m), 2.26,(3H, s), 1.10,(
1H, m), 0.59,(2H, m), 0.31,(2H, m)O LCMS:O0 O O O 3.360 O MH" 4690

Dooooao
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0DO032:0N-(4 -{[(0000000000)I0O0]00000}6-000-1,1" -00
00 -3-00)-4-000-2-(000-3-00)00000-5-0000000N-(4 -{[(
000000000 )0O0DO0]000O0036-000-1,1" -00000-3-00)-4-00
-2-(000-3-00)00000-5-0000000005 -000-N-(000000O0
0o0)-22 -000-1,1" -00000-4-000000004-000-2-(000-3-00)
00O0D0-5-00000000000000000000O0NMR; & H CDCI, 9.18,(1H, b)
, 8.72,(1H, b), 8.27,(1H, d), 7.84,(2H, d), 7.59,(1H, s), 7.55,(1H, dd), 7.45-7.
40,(4H, m), 7.30,(1H, d), 6.27,(lH, t), 3.36,(2H, m), 2.83,(3H, s), 2.25,(3H, s)
, 1.09,(1H, m), 0.58,(2H, m), 0.30,(2H, m)J LCMS:0 O O O 3.410 O MH* 4830
Dooooao

0D0O033:0N-(4 -{[(0000000000)I00]0000036-000-1,1" -00
0D00-3-00)-1-000-3-(00000-2-00)00000-5-0000000N-(4 -{
[(CO0O00O0O00O0O00)IDO0]00O00O0}-6-000-1,1' -00000-3-00)-1-0
0D0-3-(00000-2-00)00000-5-0000000005 -000-N-(0O00O0
Dooooo0)-2 -000-1,1' -00000-4-000000001-000-3-(0000
0-2-00)00000-5-00000000000000000000O0NMR; & H CDCI, 8.
02,(1H, b), 7.86-7.83,(3H, m), 7.57,(1H, dd), 7.47,(1H, d), 7.40,(2H, d), 7.34,(
1H, m), 7.30-7.26,(3H, m), 7.07,(1H, m), 4.63,(2H, q), 3.35,(2H, m), 2.24,(3H, s
), 1.08,(1H, m), 0.58,(2H, m), 0.30,(2H, m)OLCMS:O O O O 3.810 O MH" 4850
Do0oooao

0D0034:0N-(4 -{[(0000000000)000]0000036-000-1,1" -00
0DO0O0-3-00)-2-(00-2-00)00000

ON-(4 -{[(0000O000000)I0O0]00O0003}-6-000-1,1' -00000-3-
O

0O

O

O Ooooio|i;o

0)-2-(00-2-00)00000005 -000-N-(0O0O00O0DO0O0O0O0O)-2 -00
-1,1’ -00D000-4-0000000000-2-000000000000000D000
O NMR; & H [?Hg]-DMSO 10.17,(1H, s), 8.61,(1H, t), 7.91,(2H, d), 7.55,(1H, m),
7.50-7.48,(2H, m), 7.40,(2H, d), 7.23,(1H, d), 6.38,(1H, m), 6.25,(1H, d), 3.70
,(2H, s), 3.16,(2H, t), 2.16,(3H, s), 1.04,(1H, m), 0.42,(2H, m), 0.23,(2H, m)O
LCMS:0 O O O 3.260 O MH" 3890
oooooo
00035:0N-(4 {[(00D00000000)D0O0]000O00Y-6-000-1,1" -00
000-3-00)00000000000OO00
ON-(4 -{[(00D000D0O00D0DO0)DO0DD]ODOO0ODODOY6-000-1,1" -0000DO-3-
00) 0000000 DOO0ODDODOODODOS -00O0-N(0D00O000O0000)-20 -00
0-1,1' -00000-4-000000000000000000O0DOOODODOODOOOD
OO0DDDONMR; & H [*Hg]-DMSO 9.71,(1H, s), 8.61,(1H, t), 7.91,(2H, d), 7.52-7.4
9,(2H, m), 7.40,(2H, d), 7.21,(1H, d), 3.21-3.14,(3H, m), 2.24-2.15,(5H, m), 2.0
7,(2H, m), 1.91,(1H, m), 1.78,(1H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)
O LCMS:0 O O O 3.300 O MH"3630
ooooooD
00036:0N-(4 -{[(0D00D0D00DODO)DODOD]0DODO0O0ODO}6-000-1,1" -00
000-3-00)00000000000ogao
ON-(4 -{[(D00O0D00D00D00)0O0D]0DO0O0D00}-6-000-1,1" -00000O-3-
00)00O0O0D0DO0OO0ODOO0ODODODDOOS -000-N(0DO0O0D00O0D0O000)-22 -0
0oo0o-1,1' -0000D-4-00000000000000000O00OO0OODOOODOOOD
OO0O0DDOONMR; 8 H [“Hg]-DMSO 10.18,(1H, s), 8.60,(1H, t), 7.91,(2H, d), 7.5
0-7.47,(2H, m), 7.40,(2H, d), 7.21,(1H, d), 3.16,(2H, t), 2.16,(3H, s), 1.74,(1H
, m),1.04,(1H, m), 0.77-0.75,(4H, m), 0.43,(2H, m), 0.23,(2H, m)OLCMS:0 O O O3
.190 O MH" 3490
ooooogao
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00037:0N-(4 -{[(U0D00D0D00D0OD0O)DODOD]0DO0O0O0DO}6-000-1,1" -00
000-3-00)-2-0000

ON-(4 -{[(0D00O0D00D00D00)0O0OD]0DO0O0D0O}-6-000-1,1" -00000O-3-
0o0)-2-0000005% -000-N-(0DO0O0D0DOO0DODOOO)-2 -000-1,1" -000
00-4-000000002-00000000 DO0OD0D0O0DO0O0OO0ODO0OOOODONMR; 3H
[*Hs]1-DMSO 10.18,(1H, s), 8.62,(1H, t), 7.93-7.91,(3H, m), 7.69,(1H, dd), 7.65,
(1H, d), 7.44,(2H, d), 7.31,(1H, d), 7.27,(1H, d), 6.69,(1H, m), 3.16,(2H, m), 2
.19,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)OLCMS:0 O O O 3.250 O MH"3
750

ooooaog

0038:0N-(4 {[(U0D00D00000DO0O)IOOD]0ODOODO}6-000-1,1" -00
00-3-00)00000-3-0000000

N-(4 -{[(0000000000)IO0D0]000006-000-1,1" -00000-3-
0)OOoODOO-3-0000000005 -000-N(00O0D000000D0)-2 -00
-1,1’ -00000-4-000000003-0000000000000000DO00O00D0
OO O0ONMR; 8 H [?Hg]-DMSO 10.05,(1H, s), 8.62,(1H, t), 8.32,(1H, m), 7.93,(2
, d), 7.69,(1H, dd), 7.65-7.61,(3H, m), 7.44,(2H, d), 7.28,(1H, d), 3.16,(2H, t
, 2.20,(3H, s), 1.04,(1H, m), 0.44,(2H, m), 0.24,(2H, m)O LCMS:0 0O O O 3.410 O
H" 3910

ooooao

0039:N-(4 {[(U00D0000000NODO]lDO0O0DO00Y6-000-1,1" -000
0-3-00)0 0000000000000

N-(4 -{[(0000000000)IO0D]0DO00D00Y6-000-1,1" -00000O-3-
0)DOoODO0OO0OO0DO0DO0D0DO0DO0D0DD0DO0O0O0S -00O0-N~(0000000000)-20 -0
0-1,1' -00000-4-00000000000000000000OO0OO0ODODOODOO
O0OO0DONMR; 8 H [*He]-DMSO 9.85,(1H, s), 8.61,(1H, t), 7.91,(2H, d), 7.52
-7.49,(2H, m), 7.40,(2H, d), 7.20,(1H, d), 3.16,(2H, t), 2.74,(1H, m),0 2.15, (3H
s), 1.83-1.51,(8H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS:0 O O O
.420 O MH™ 3770

ooooao

0040:0N-(4 {[(000D000D000O0)IDOO]0OOO0OO0OO}Y-6-000-1,1" -00

Oooogooo=s=sN~YT0Oooo|gojoao

0D0-3-00)000000000-4-0000000
N-(4' {[(0D000O0D0C0O000)I0O0]0C0O000}-6-000-1,1' -00000-3-
0) 000000000 -4-0000000005 -000-N-(00O000O000O00)
-2’ -000-1,1’ -00000-4-00000000000000000-4-000000
0000000000000 ONMR; 8 H [?Hg]-DMSO 9.89,(1H, s), 8.61,(1H, t), 7.91
,(2H, d), 7.52-7.48,(2H, m), 7.40,(2H, d), 7.21,(1H, d), 3.89,(2H, m), 3.37,(1lH,
m), 3.16,(2H, t), 2.56,(2H, m),0 2.16,(3H, s), 1.65,(4H, m), 1.04,(lH, m), 0.43
,(2H, m), 0.24,(2H, m)OLCMS:0 0 O O 2.940 O MH"3930

Do0o0ooo0o

0D0O041:0N-(4 -{[(0000000000)000]0000036-000-1,1" -00

Oooio; o e

D0O0-3-00) 000000000-2-0000000

ON-(4 -{[(0000D000D000)I0O0]0C0O000}-6-000-1,1' -00000-3-
00)000000000-2-0000000005 -000-N-(0000O000O000)
-2’ -000-1,1’ -00000-4-00000000000000000-2-000000
0000000000000 ONMR; 8 H [Hg]-DMSO 9.65,(1H, s), 8.61,(1H, t), 7.91
,(2H, d), 7.63-7.60,(2H, m), 7.41,(2H, d), 7.22,(1H, d), 4.36,(lH, m), 3.97,(1lH,
q), 3.81,(1H, q), 3.16,(2H, t), 2.17,(4H, m), 1.97,(1H, m), 1.84,(2H, m), 1.04,
(1H, m), 0.43,(2H, m), 0.24,(2H, m)OLCMS:O0 O O O 3.120 O MH"'3790

Dooooao
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0042:0N-(4 {[(000D000D0D00O0)IDOO]OODOOOY-6-000-1,1" -00
00-3-00) 00000-4-0000000

N-(4 -{[(000D000D0000)00D]0DO0O0O0O0}6-000-1,1" -00000O-3-
0) 00O00OO0-4-0000000005% -00O0-N-(DO00O0DO0OO0O0DOOO0)-20 -0
0-1,1' -00000-4-0000000000000-4-0000000000000D0
O0O0DONMR; 8 H [*He]-DMSO 10.35, (1H, s), 9.26,(1H, d), 8.62,(1H, t), 8.
47,(1H, d), 7.92,(2H, d), 7.78-7.76,(2H, m), 7.44,(2H, d), 7.28,(1H, d), 3.16,(2
H, t), 2.20,(3H, s), 1.04,(1H, m), 0.44,(2H, m), 0.24,(2H, m)OLCMS:0 O O O 3.25
0 O MH" 3920

ooooogao

00043:0N-(4 {[(UD00000D0000)ODODD]0DO00003}-6-000-1,1" -00
000-3-00)0000000-5-0000000

O Ooooio|i;o

ON-(4 -{[(000D0000000)I00]000003}6-000-1,1" -00000 -3-
00) 000000O0-5-0000000005 -000-N-(0000000000)-2
-000-1,1' -00000-4-000000000000000-5-0000000000
000000000 ONMR; & H [?Hg]-DMSO 10.75, (1H, s), 8.81,(1H, d), 8.62,(1H,
t), 7.93,(2H, d), 7.70,(1H, dd), 7.66,(1H, d), 7.44,(2H, d), 7.32,(1H, d), 7.24,
(1H, d), 3.16,(2H, t), 2.21,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O L

CMS:O 0 O O 3.170 O MH'3760

Do0oooao

00 044:05-000-N-(4 -{[(0000000000)I0O0]00000}6-000-1
,1' -00000-3-00)0000000

05 -000-N-(00O000O000O00)-2 -000-1,1’ -00000-4-000000
0 (26.4mg, 0.09mmol)I 0 O5-00000000 (38mg, 0.18mmol)d THF (2m1)D O O
000 0000000000000 00O0500000000000000000 (250m
g, 0.27mmol)0 00000007200 0000000000000000000000O0
000000 /0000 (1:200001:1) 00000000000000000000
0000000000000 000000000005-000-N-(4 -{[(000000
00O00)IODO]0O0O0O0O0}-6-000-1,1' -00000-3-00)0000000(37mg
, 85%)0 0 O ONMR; & H [?Hg]-DMSO 10.50,(1H, s), 9.05,(1H, m), 8.90,(1lH, m), 8.6
2,(1H, t), 8.54,(1H, t), 7.93,(2H, d), 7.70,(1H, dd), 7.66,(1H, d), 7.44,(2H, d)
, 7.31,(1H, d), 3.16,(2H, t), 2.21,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H
, m)OLCMS:O O O O 3.440 O MH" 46474660

Dooooao

00 O045:0N-(4 -{[(0000000000)000]0000036-000-1,1" -00

0D00-3-00)-2-000000000-4-0000000

05 -000-N-(00D000O0D00O00)-2 -000-1,1' -00000-4-000000
O (53mg,0.189mmol)0 0 02-000000000-4-00000 (99.5mg,0.50mmol)O TH
FGGMI) 0000000000000 O00O0DO00ODO0OO0D01500000000000000
DOO0D0(0mg)D 00000004800 0000000000000000000000
0000000/0000(:1) 00000000000 O000O0000000000000
0000000000000 O000O00N-(4 {(0000000000)I00]000
0DO0}-6-000-1,1' -00000-3-00)-2-000000000-4-0000000 (1
3mg)0 O O O NMR; & H CDCI, 9.98,(1H, s), 9.09,(1H, d), 8.50-8.47,(2H, m), 8.08,(
1H, d), 7.86,(2H, d), 7.79,(lH, dd), 7.63,(1H, d), 7.56-7.54,(3H, m), 7.45,(2H,
d), 7.33,(1H, d), 7.26,(1H, m), 3.36,(2H, m), 2.26,(3H, s), 1.09,(1H, m), 0.58,(
2H, m), 0.30,(2H, m)O LCMS:0 O O O 3.880 O MH' 4630

Do0o0ooo0o

D0 046:5-000-N-(4 -{[(0000000000)IOO0]00000}-6-000-1,1

T -00o0o0o0-3-00)-2-(00000-1-00)H00000-4-0000000
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05 -000-N-(00O000O000O00)-2 -000-1,1’ -00000-4-000000
0 (53mg,0.189mmol)0 0 O05-000-2-(00000-1-00)00000-4-00000 (91
.3mg, 0.38mmol)O THF(SmI)OD D 0O COOCOOOCOOOOODDOOODDOOD150000
000000000000 (00mg) 00000000480 0000000000000
0000000000000 D0O0/0000(@:1) 000000000000 O0O0OO
0000000000000 000O00000000005-000-N-(4 -{[(00
000000)0O00]0000036-000-1,1' -00000-3-00)-2-(000
-1-00)00000-4-00000 00 (35mg)0 00 0NMR; & H CDCI, 9.50, (1H, s)
, 8.40,(1H, s), 7.83,(2H, d), 7.64,(1H, dd), 7.56,(1H, d), 7.41,(2H, d), 7.27,(1
H, d), 6.24,(1H, t), 3.79,(4H, m), 3.35,(2H, m), 2.22,(3H, s), 1.65,(4H, m), 1.0
8,(1H, m), 0.82,(2H, m), 0.58,(2H, m), 0.30,(2H, m)OLCMS:0 O O O 3.960 O MH' 504
O

Dooooo

0D0047:05-000-N-(4 -{[(0000000000)I0O0]0000O0}6-000-1
,I' -00000-3-00)-2-000000000000000-4-0000000

O 0Ooooo
[ S I B

os -oogo-N~~(0oooobbbbbb)-22 -000O-1,1" -OOO0OO0OO0-4-0DD0DD0DCO0OO
O (53mg,0.189mmol) D0 O05-000-2-000000000000000-4-00000¢(5
2.2mg, 0.20mmo)OTHFGmM) O OO DODOOODODOOODDODOOODOOOODO0000
OoOO0O0O0oO0OO0O0oOoooOoO0 (soOmg)DODODODOoOoDOO0O48000000DOOODODOOOO
cooooooooooooooboo/0obb@:nhoooooooobboooobooboooo

0000000000000 00000000000000S5-000-N-(4 -{[(0O
0000DO0O00)IOO0]00O0O00}-6-000-1,1’ -00000-3-00)-2-0000
0000000000-4-0000000 (14mg)0 0 O ONMR; & H CDCI; 9.65,(1H, s)
, 8.41,(1H, s), 7.83,(2H, d), 7.61,(1H, dd), 7.56,(1H, d), 7.41,(2H, d), 7.27,(1
H, d), 6.24,(1H, m), 3.76,(4H, m), 3.35,(2H, m), 2.23,(3H, s), 1.81,(4H, m), 1.0
9,(1H, m), 0.82,(4H, m), 0.58,(2H, m), 0.30,(2H, m)OLCMS: 0 0 O O 4.060 O MH* 518
O

Do0oooao

D0 048:0N-(4 -{[(0000000000)0O00]000006-000-1,1" -00
0D0O0-3-00)-3-(2,5-00000000-1-00)000000

05 -000-N-(00O000O000O00)-2 -000-1,1’ -00000-4-000000
0 (53mg,0.189mmol)0 0 0 3-(2,5-0 0 000000-1-00)000 O (122mg,0.57mmol)
OTHFGGMI)OODODOODODODOODOOODOOOOOOOOODO015000000000000
D0O0D0O0(Gomg) 00 0DO0O0D0018000000000000000000000O0
000000000 /0000(:1)000000000O000O0000000000000
0000000000000 O000O000O0N-(4 -{[(0000000000)000]0
00O00}6-000-1,1" -00000-3-00)-3-(2,5-00000000-1-00)00
0000 (75ng,74%)0 0 O ONMR; & H CDCl, 7.91,(1H, d), 7.83,(2H, d), 7.79,(lH, s
), 7.71,(1H, s), 7.61-7.55,(2H, m), 7.49,(1H, s), 7.41,(3H, m), 7.29,(1H, d), 6.
24,(1H, m), 5.92,(2H, s), 3.34,(2H, m), 2.23,(3H, s), 2.04,(6H, s), 1.08,(LlH, m)
0.57,(2H, m), 0.29,(2H, m)OLCMS:0 O O O 3.800 O MH" 4780

0Do0o0o0

0D049:0N-(4 -{[(0000000000)I0O0]00000}6-000-1,1" -00
0D0-3-00)-3-(4-0000000000000)00O0000

5 -000-N-(00D0D00O0D00O0D0)-2 -000-1,1' -00000-4-000000
(53mg,0.189mmol)0 0 03-(4-0 000000000000 )0000 (151mg,0.57mmol)
THE(SMI)D 00 O0DO0DO0O0O0DO00OODO0O0OODO0OOOOOODOO15000000000000
DO0D0D0(00mg) 00000000180 000000000000000000000
00000000 /0000(:1)0000000000O00000000000000
0000000000000 O000O000ON-(4 -{0000000000)000]0
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ooood}-e-0o00n0-1,1’ -00O0DO0O-3-00)-3-4-00000OCO0DOOOOOOO)YYDO
ooDogd (67mg,67%)0 O O O NMR; & H cbCl; 8.11,(1H, t), 7.87-7.85,(2H, m), 7.83,
(2H, d), 7.77,(1H, m), 7.72,(4H, s), 7.63-7.57,(2H, m), 7.50,(1H, d), 7.41,(2H,
d), 7.30,(1H, d), 6.25,(1H, t), 3.34,(2H, m), 2.24,(3H, s), 1.08,(1H, m), 0.57,(
2H, m), 0.29,(2H, m)OOLCMS:O0 0 O O 4.010 O MH® 5290
gooogoad
O0050:0N-(4 {[(CO0O0O0O0DOO0DOOHOODO]JOODODOO}6-000-1,1" -00O
0do00-3-00)-4-0000-3-0 000000000
o5 -0oo-N~(OCoOoooooooo)-227 -000b0-1,1" -O0O0O000O-4-000000
O (53mg,0.189mmol) 0 0 04-0000-3-000000CD0O0 (129mg,0.57mmol)0T THF(5mI)
0 I I 0 e A A 1 6 A O A O A A B A
(s00mg)0 000000 D0100O0DD0ODO0DODODDODDODUODODODODODODODDODODOODDODOODOO
0o0oo0/0000@:2) 00000000000 O0O0DOO0DDoDOoDOo0DoDOoODOoOoDOooOooDOooOo0OaO
00000000000 DO0DO0OON-(4 {[(000D0D00D0D000)0DO0]00000}-
6-000-1,1' -0 0D0ODOO-3-00)-4-0000-3-000000000O00 (45mg)y0n0d
O NMR; & H CDCl; 7.90,(1H, dd), 7.82-7.79,(4H, m), 7.58,(1H, dd), 7.53-7.33,(5H,
m), 7.27-7.25,(1H, m), 7.05,(1H, d), 6.25,(1H, t), 3.87,(3H, s), 3.34,(2H, m),
2.22,(3H, s), 1.08,(1H, m), 0.57,(2H, m), 0.29,(2H, m)OLCMS:0 0O O O 3.780 O MH"
4910
oooooao
0O0051:0N-(4 {[(0D000D000O0D0ONODO0DOD]00D0O00Y6-000-1,1" -00
0o00-3-00)-3-(2-000-1-00000)YOoOdooaodao
o5 -0oo0-N~(O0O0O0O0OQDbOogoo)-27 -000D0-1,1" -OO0D0OO0DO-4-0000000
O (64.2mg,0.23mmol)03-(2-000-1-00000)0000 (47mg,0.23mmol)0 HATU(87m
g,0.23mmol) 0 HOBT(31mg,0.23mmol)0 O O DIPEA(118u 1)ODMF(2m)0 0 0 O 1800 0 O
OoOO0O0o0O0oO0O0o0oOoOO0OO0OOo@oom) oo (o5, 20MH0ODO0DOO0DOOCDOODODOOO
oooooooooDo@o)yoooooooDoooDOoo0ooDoooDoooDoooDoooao
OoDO0O0o0OoON-(4 {[(00O0DO00o0oooog)yooo]loooooy-6-000-1,17 -0
O0D0D0-3-00)-3-(2-000-1-00000)000000 (90mg,84%)0 O O O NMR; 3
H [®Hg]-DMSO 10.27,(1H, s), 8.62,(1H, t), 8.09,(1H, m), 7.94-7.90,(3H, m), 7.73-
7.67,(3H, m), 7.51,(1H, t), 7.45,(2H, d), 7.29,(1H, d), 3.89,(2H, t), 3.16,(2H,
t), 2.54-2.49,(2H, m), 2.20,(3H, s), 2.08,(2H, m), 1.04,(1H, m), 0.44,(2H, m), O
.24,(2H, m)OLCMS:0 O O O 3.250 O MH" 4680
oooooao
00052:N-(4 {[(000D000D0D00O0)IDO]0UOODOOY-6-000-1,1" -000
00-3-00)-3-00-3-00000000
o5 -0o0oo0-N~(OCO0O0OO0O0ooooo)-22 -000-1,1” -00000O-4-000000
O (48mg,0.17mmol)0 3-0 O -3-00 00 O O (32mg,0.17mmol)0O HATU(65mg,0.17mmol) O HO
BT(23mg,0.17mmol)0 O O DIPEA(88p 1)ODMF(1.5m1)0 000180000000 DOOOO
Oo0oooocaoeomi) oo @.5M,20mH)0 0000 00O0ODODOODODODODODOOODOOOO
oo@o)y oooooooDooOooDOooOooDOoOOoOoDOoOO0ODoDOoOO0ODOoOO0ODOoOO0ODOO0OD0OO0OadN-((4
" - {(bo0ooo0o0O0oo0oooOo)yYbooljoooooye-000-1,1" -O0O0O0ODO-3-00)-
3-00-3-00000000 (61mg,79%)0 0 O O NMR; & H [°Hg]-DMSO 10.16,(1H, s), 8.
35,(1H, t), 8.22,(1H, s), 7.89,(2H, d), 7.79,(2H, t), 7.69-7.65,(2H, m), 7.56,(1
H, s), 7.45,(1H, t), 7.35,(2H, d), 7.19,(1H, d), 6.85,(1H, d), 6.49,(1H, m), 3.1
7,(2H, t), 2.18,(3H, s), 1.04,(1H, m), 0.42,(2H, m), 0.22,(2H, m)O LCMS:0 O O O
3.750 0 MH" 4510
goooogao
00053:02-0000000-N-(4 {[(UDO00D00D00D0O0)DODO]100000Y-6-
oo00-1,1" -00000-3-00)-6-0000000-4-0000000
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05 -000-N-(0000000D000)-2 -000-1,1" -00000-4-000000
0 (42mg,0.15mmol)0 0 02-0000000-6-0000000-4-000 00 (107.7mg,0.
4mmol)O THEGGMI)O OO D ODDOOCOODO0DOOCOODOODDOOOODS30000000000
00000000 (442mg,0.5mmol)0 0000000180000 00000000000
OTHFOOODODOOOOOOOOOODOOOOO0ODOOCOODOODOOOOOODOOOO
0000000000000 0O0@MIOODODODODDNDODODODODONDOOOODOODOoOOO
00000000000 0002-0000000-N-(4 -{[(0000000000)00
0DJjoo0O0O00}-6-000-1,1' -00000-3-00)-6-0000000-4-0000001
0 OOO0ONMR; & H [*Hg]-DMSO 10.69,(1H, s), 8.62,(1lH, t), 7.95-7.90,(3H, m), 7
.82,(1H, s), 7.70,(2H, m), 7.60,(LH, dd), 7.56,(1H, s), 7.46,(2H, d), 7.33,(1lH,
d), 3.16,(2H, t), 2.90,(1H, m), 2.47,(3H, s), 2.22,(3H, s), 1.95,(2H, m), 1.84,(
2H, m), 1.74-1.61,(3H, m), 1.46-1.26,(3H, m), 1.04,(1H, m), 0.43,(2H, m), 0.24,(
2H, m)O LCMS:0 O O O 3.930 O MH'5320
oooo0oo
00054:02-0000000-N-(4 -{[(0000000000)000]00000}%-6-
Do0O0-1,1’ -00000-3-00)0000-4-0000000
05 -000-N-(0000000D000)-2 -000-1,1" -00000-4-000000
0 (42mg,0.15mmol) 00 02-00000000000-4-00000(85.3mg,0.4nmol)0 T
HFGSMI)O OO ODODODOODOODO0D0DOO0OOODO0D0DOO0OODs300000000000000
000DO0(442ng,0.5mmol)0 0000000180 00000000000 0000THFD O
0000000000000 0C0OO0O0D0O0O0O0OODO00DO0OOO0O00NOoOOoOO0OoOoooooO
0000000000 @WOOODODDODODOODO0O0DO0OO0DOO0DO00O0OO0OoO0O0O0DooOooao
000D0000002-0000000-N-(4 -{[(0000D000000)000]000
0o0}-6-000-1,1" -00000-3-00)0000-4-00000000000NMR; 5 H
[*H;]1-DMSO 10.74,(1H, s), 8.62,(1lH, t), 8.04,(1H, d), 7.94-7.90,(3H, m), 7.74-7
.70,(3H, m), 7.62,(1H, s), 7.53,(1H, m), 7.45,(2H, d), 7.33,(1H, d), 3.16,(2H, t
), 2.37,(1H, m), 2.22,(3H, s), 1.15-1.10,(5H, m), 0.43,(2H, m), 0.24,(2H, m)O LC
MS:0 000 3.610 O MH' 4760
oooooo
0DD0O055:0N-(4 -{[(0000000000)000]000003}-6-000-1,1" -00

0D00-3-00)-2-00-2-000000-4-0000000
05 -000-N-(00D000D000O00)-2 -000-1,1’ -00000-4-000000
0 (42mg,0.15mmol)0 0 02-00-2-0 00000 -4-00 00 O (95.7mg,0.4mmol)0 THF(5
m)DOOODD0DDODO0DO0O0DO0DO00O0O00O0O00O000S30000000000000000
00 (442mg, 0.5mmol)J 0000000180000 000000C0CO00C0O0THFOODO
0000000000000 O000O000O000O000O000000000000000
000000000 @UMOODDDCOODODCOODODOODODOOODOODDOODDOONODOOOoO
00O00O0O00ON-(4 -{[(000O0000000)0O00]000003}6-000 -1,1
' -00000-3-00)-2-00-2-000000-4-00000000000NMR; & H [?H
+]1-DMSO 10.85,(1H, s), 8.62,(1H, t), 8.12-8.07,(3H, m), 7.97,(LlH, m), 7.94,(2H,
d), 7.82,(1H, m), 7.72,(2H, m), 7.63,(1H, m), 7.49-7.45,(3H, m), 7.34,(lH, d), 6
.75,(1H, m), 3.16,(2H, t), 2.23,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m
YO LCMS:0 O O O 3.690 O MH'5020

00000

0DO056:0N-(4 -{[(0000000000)IOO0]0O000O06-000-1,1" -00

O
O
Oo00-3-00)-2-000-3-0000

os -ooob-Nn~~(bb0OO0oobbbooo)-22 -ob0DO0-1, -O0D0O0O0-4-00000¢0
O

O

(

(29mg,0.10mmol)0 0 02-000-3-0 000 0000 (26.1mg,0.21mmol)0 THE(2.5ml)
00000000000 00000000003000000000000000000
270mg, 0.31mmol)J 000000018000 0002-000-3-00000000 (13.0m
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g,0.10mmo) D000 O0DOOOO7200000000000000000000O0THFO OO
ooooooo0O0ooooDU0oooDO0U0oDoODO0DU0oooOOoDU0DOoo0DDU0DUODoODOoDOoOoDoODDODODOO
O0O0OogdggSsSPE(SCX)Y O oooooooooooooooooooOooN-4 -{[(oag
oooooooo)yYoooljooobooy-6-000-1,1" -0 0O00D0O-3-00)-2-000-3
-000D0O00D0ONMR; 8 H [*He]-DMSO 9.69,(1H, s), 8.62,(1H, t), 7.92,(2H, d), 7
.65,(1H, dd), 7.62,(1H, d), 7.58,(1H, d), 7.44,(2H, d), 7.26,(1lH, d), 7.06,(1H,
d), 3.16,(2H, t), 2.53,(3H, s), 2.19,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(
2H, m)O LCMS:0 0O O O 3.330 O MH'3890

oooooao

O057:0N-(4 A{[(00CO0DO000O0DO0O0O0)H)OoOoJjooooo3}-6-000-1,1" -00O
00-3-00)000o0oooooooan
5 -0o0O0-N~(OODO0O0ODOO0DO0Qoo)-2 -000-1,1 -00000-4-0000000
(30mg,0.11mmo )0 00000 O0OOOOOO(25mg,0.25mmol)O THFGBmI)O OO OO OO
O0DO0O00000(29mg,0.31mmol) D000 O0O0DOO72000000000000000
OO0OTHFO OO ODODOODODODODODODODODODODODODOODOSPE(SCX)Y DOOoDODOOooOooOoO
0o0o0o0oooooooN-(4 {[(boDoDoODOoDO0OO0OO0OO0DO0O)YoDDD]J]oOoOoOoOQO3}-6-00
1,1’ -000D00-3-00)00000000D0000000DONMR; 8 H [*Hg]-DMSO 9
.81,(1H, s), 8.62,(1H, t), 7.92,(2H, d), 7.52-7.50,(2H, m), 7.42,(2H, d), 7.23,(
1H, d), 3.17,(2H, t), 2.20-2.17,(5H, m), 1.09-1.01,(2H, m), 0.49-0.42,(4H, m), O
.25,(2H, m), 0.19,(2H, m)O LCMS:0 O O O 3.150 O MH* 3630
oooooao
O00O58:0N-(4 A{[(CODOO0O0O0DOO0DOOHODODO]OOODOGO}6-000-1,1" -O00O
000-3-00)00o00ogooan
o5 -0gdg-N-(0O0DO0DODODDDDDDO)-22 -000-1,1" -O0O0D0OO0D-4-0000000
O (30mg,0.11mmol) 0 0000 OO 0ODO (18.5mg,0-25mmol)0 THF@m) O OO O ODOOOO
OD0DO0O00D0D0O0O((295mg,0.31mmol) 0 00000007200 00000000000000¢0
OTHFO O ODDODOOOOOOOOGOGOoOooooooooOosPE(SCX)yY Dboooooooood
000000000 OoON-(4 -{[(00O0O00O0o0bOO0o)YObooloooOoOo}-6-000-1
, ' -0D0000-3-00)000000000000NMR; 8 H [*Hg]-DMSO 9.84,(1H, s),
8.60,(1H, t), 7.91,(2H, d), 7.50-7.47,(2H, m), 7.40,(2H, d), 7.21,(1H, d), 3.16
,(2H, t), 2.29,(2H, q), 2.15,(3H, s), 1.08-1.02,(4H, m), 0.43,(2H, m), 0.24,(2H,
m)O LCMS:0 O O O 3.000 O MH' 3370

OoD0ooo

O059:0N-(4 A{[(00O0D000o0oO0goo)h)odoojooooo}-6-000-1,1" -00O
00d-3-00)H)0oooan

5 -0o0O0-N~(OODO0O0ODOO0DO0Qoo)-2 -000-1,1 -00000-4-0000000
(30mg,0.11mmol)0 0O O O (22.0mg,0.25mmo )0 THF@EmD) O OO OO0 OO0 O0Oooooao
OO0 (295mg,0.31mmol)D 000 O0D0ODOO7200000000000000000THFO
0000000000000 O0D0D0O0OO0OD0DOSPE(SCX)Y ODbOOoDDODODOoODoODOOoOoOO
Oo0o0odgdN-(4 {[(ooOoOoDOoDDODDODDDODO)YyYOOoo]jJjooood}-6-000d-1,1" -
O0O00-3-00)000000000NMR; 8 H [“Hg]-DMSO 9.85,(1H, s), 8.60,(1H,
t), 7.91,(2H, d), 7.50-7.49,(2H, m), 7.40,(2H, d), 7.21,(1H, d), 3.16,(2H, t), 2
.25,(2H, t), 2.15,(3H, s), 1.59,(2H, m), 1.04,(1H, m), 0.89,(3H, t), 0.43,(2H, m
, 0.24,(2H, m)JLCMS: OO OO 3.140 O MH'3510

Oo00gdao

O060:0N-(4 A{[(O0DODOO0O0DODOOOHNOODO]JoOODOQO}-6-000-1,1" -0O00O
O0-3-00)000ooano

5 -0 0D0-N~(COO0OO0DO0DO0DU0DO0DQgg)-22 -000O0-1,1 -00000-4-000000
(30mg,0.11mmol) OO OO O (22.0mg,0.25mmol) OTHF@mDH)O OO OOOOODOOOAO
OO0 (295mg,0.31mmol) 00 000000720000 000000000000AO0THF

O0Ooo0ooooligol|g

I sy |

s o I [ R
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00000000000 DO0D0DD0ODO0ODDO0OD0ODOSPE(SCX)DODDO0OODODOODOODO
0O0000D0DO0O0ON-(4 -{[(UD000000000)O0D0]000006-000-1,1
-000D00-3-00)000000000NMR; 8 H [*Hg]-DMSO 9.92,(1H, s), 8.60, (1lH,
t), 7.91,(2H, d), 7.48-7.47,(2H, m), 7.39,(2H, d), 7.21,(1H, d), 3.16,(2H, t),
.15,(3H, s), 2.01,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS:O O
0 2.860 O MH' 3230
ooooao
O061:0N-(4 {[(U0D00D0000O0DNIOOD]0ODODO}6-000-1,1" -00
00-3-00)0000000
5 -000-N(0D0O0000D0DO0O0D0)-2 -000-1,1" -00000-4-000000
O (30mg,0.11mmol)0 O 0O O OO OO (25.5mg,0.25mmol)O THFB3mI)O D OO ODODOOOO
000000 (29mg,0.3mmol) D 000000 DO7200000000000000000
THFOOOOOODODOODODOODODDODOODODOODOOOSPE (SCX) DODODODODODODOODOOO
000D0O0DO0DO0ON-(4 {[(0D00D0000000)DDOO]00D0O0O}-6-000-1,1
' . 00000-3-00)0000000000D0NMR; & H [%Hg]-DMSO 9.84,(1H, s), 8.6
0,(1H, t), 7.91,(2H, d), 7.50-7.48,(2H, m), 7.40,(2H, d), 7.21,(1H, d), 3.16,(2H
, t), 2.16-2.15,(5H, m), 2.06,(1H, m), 1.04,(1H, m), 0.91,(6H, d), 0.43,(2H, m),
0.24,(2H, m)OLCMS:0 O O O 3.250 O MH" 3650
ooooao
0062:0N-(4 {[(000D000D0D0O0DO)IDOO]OODOOO}Y-6-000-1,1" -00
00-3-00)0 0000000000
5 -000-Nn-(0D0O0000D0DO0O0D)-2 -000-1,1" -00000-4-000000D0
(30mg,0.11mmo)0 000 0D0DO0ODDOO (28.5mg,0.25mmol)0 THF@BmI)O O OO DOOO
00000000 (295mg,0.3tmmol)0 00000007200 000000000000
0
0
1

Oooo oo™

O
O
O
O
O
O
O0DOTHFOOOOOOODOOOOODODOOOOOODOOOSPE (SCX)DODODODOOODO
000000000 O0O0O0ON-(4 -{[(000D0000000)000]000003}-6-0
0-1,1" -00000-3-00)00000000000000O00NMR; 8 H [2Hg]-DMSO 1
25,(1H, s), 8.62,(1H, t), 7.92,(2H, d), 7.60,(1H, dd), 7.55,(1H, d), 7.43,(2H, d
), 7.34,(1H, d), 3.16,(2H, t), 2.21,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2
H, m)OLCMS:O O O O 3.290 O MH*3770
Ooooo0oo

0D0063:0N-(4 -{[(0000000000HN000]00000}6-000-1,1" -00
DD00-3-00)-6-(4-00000000)0000-2-0000000

05 -000-N-(0000000D000)-2 -000-1,1" -00000-4-000000
0 (75mg,0.27mmol)0 6-(4-0 000 0000)0000-2-00000 (58.4mg,0.27mmol)
0 HATU(101.5mg,0.27mmol) 0 HOBT(36mg,0.27mmol)0 O O DIPEA(140p 1,0.80mmol)0 DMF(3
n0 000180 000000000000 00005mI) 0000000 (0.5M,2x20nl
y0OOOOODOODOoOOOOO(om)IODODODODOODODDOODODODODODODODOODO0O0Ooo
000000000 ON-(4 -{[(00000D00000)000]000003}-6-000-1
,I' -00000-3-00)-6-(4-00000000)0000-2-0000000 (117mg,9
1%)0 0 O O NMR; & H [*Hg]-DMSO 10.64,(1H, s), 9.52,(1H, s), 9.20,(1H, s), 8.63,(
1H, t), 8.54,(2H, m), 7.95,(2H, d), 7.88,(1H, dd), 7.78,(1H, d), 7.48,(2H, d), 7
.42,(2H, t), 7.35,(1H, d), 3.17,(2H, t), 2.23,(3H, s), 1.05,(1H, m), 0.44,(2H, m
), 0.24,(2H, m)OLCMS:0 0 O O 3.650 O MH' 4810

oooooo

ODD0O064:0N-(4 -{[(0000000000N000]00000}6-000-1,1" -00
000-3-00)-6-00000-4-000000-2-0000000

0s -000-N-(0O0O00000O0O00)-2 -000-1,1" -00000-4-000000
0 (75mg,0.27mmol)0 6-0 0000 -4-000000-2-00 000 (55.9mg,0.27mmol) 0 HA
TU(101.5mg,0.27mmol) 0 HOBT(36mg,0.27mmol)0 O O DIPEA(140p 1,0.80mmol)0 DMF (3ml)
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0000180000 00000D0D0D0O00OO0O0O0O@som) D00 0O0O0OO(C0.5M,2x20ml)0O
Oo0oo0ooOo0O0ooooooooDO@EomDOD0O0O0DU0DO0OO0DO0DUODDODODODODODODODOO
0o0o0oooooooooN-(4 {[(coooo0ooUoogg)yoboo]l]ooooooDdy-6-00
0-1,1" -000D00O0-3-00)-6-00000-4-00000D0-2-0000000 (118mg
,94%)0 O O O NMR; & H [*Hg]-DMSO 10.17,(1H, s), 8.62,(1H, t), 8.54,(1H, s), 8.47
,(1H, s), 7.93,(2H, d), 7.80,(1H, dd), 7.70,(1H, d), 7.45,(2H, d), 7.31,(1H, d),
3.73,(8H, m), 3.16,(2H, t), 2.21,(3H, s), 1.04,(1H, m), 0.43,(2H, m), 0.24,(2H,
m)O LCMS:0 O O 0 3.200 O MH' 4720
oooooao
O0O065:0N-(4 {[B3-00 00000000 OOHYYODODOD]J0OODOOZ%}-6-000-1,1" -
ooododg-3-00)-3-000dd
a)5 -(3-00o0ooog)-227 -000-1,1" -00O00O0O0-4-00000 (50mg,0-156mm
o)03-00000D0DD0DD0DD0OD0O0O0ODODO (15.9mg,0.156mmol)0 HATU(59.2mg,0.156mmol)O H
0BT(21mg,0.156mmol)0 O O DIPEA(27p 1,0.30mmol)IDMF(2mI)0 0 00180000 00O
OoDO0OoooDOoOooosoml) O0DO0DOQOOO@E@x 3mMHODOOOODODOODOOOOOO
0o0o0o0oooooooooooDoDoDoDooobDM/O000O0O/000000D0O0O(96:2:2
yoooooooDooooDoDooooODooooDoDoOoooDoDoooDoDoooDoODooooDOoo
oOoooooOoON-(4 {[3-ODO00D0O0DDODU0O0DODOO0O)YODODOD]OODOOOY}-6-000-1
,1' -0D0000-3-00)-3-0000 (51mg,81%)0 0 O O NMR; & H [°Hg]-DMSO 9.92, (1H
, S), 8.61,(1H, t), 8.35,(1H, d), 7-91,(2H, d), 7.78,(1H, t), 7.64,(1lH, dd), 7.6
1,(1H, d), 7.44,(2H, d), 7.27,(1H, d), 6.98,(1H, m), 2.94,(2H, b), 2.58,(2H, b),
2.38,(6H, s), 2.19,(3H, s), 1.76,(2H, m)OLCMS:0 O O 0 2.230 O MH" 4060
oooooao
b)Os -(3-0000o0ooo)-27 -0o00-1,1" -0000OD0O-4-00000
O THF(12mI)O O (6MI) 0O 5 -(3-00 00 00O0O)-27 -000-1,1" -0000OO-4-0
OD0DO0O0OO0D0O0Oe80mg,2.9mmol) D000 O00CDOODODODOODODO(256mg,6-1mmol)0 750
0180 00000 00000THFO O OO Oooooooo@wopH3 OOOODODOoDOoOod
0oo0oo0ooo0O0oooo0DoooOoD0ooooDooooDOoDOooDOoOsS -@E-0oooooao)-2
-000-1,1" -00000-4-00000(720mg,77%)0 0 0 O LCMS:0 O O O 3.330 0 MH'
3220
oooooao
c)0s5 -(3-00ooooo)y-27 -000-1,1 -00000O-4-00000000
O03-0000000Od(557mg,4.97mmol)d HATU(1.89g,4.97mmol)O HBTU(560mg,4.14mmol)
os -oooD-2 -000-1,1" -00000-4-00000000 (1.09,4.14mmol)0 00O
DIPEA(2.17ml,12.43mmol)ODMF(SmMI) 0000000 O0O0OOOOO1800000O00O0ODMFT
OoO0DOoooDOoDOoooooobeM@Gsomh) D 000D 00 Oo0OoOOOoOO@u,5omb)00o0o0ooao
ooobevx3omho oo oo oOoooooooooo@smhooDoDOoDOoODOoOO@OOan
OoOo)YooooDOoooooooooobewm/OO0DOooO/00000(500:8:1)000
I e A o o 0 O B W MY G
ooooog)-27 -000-1,1" -0 0000-4-00000000 (800mg,58%)0 OO
LCMS:0 O O O 3.410 O MH' 3360
OoDooo
OoOe66:0N-[6-000-4 -{[2-(0 0000000000 0O0HOOO]JOOO3yaooao
)-1,1" -0 00 00-3-007-3-00 00
ODMF(2mI)O O 5 -(3-0000000O)-2" -0
mg,0.093mmol)ON-(2-0 000 00)doOOO
35.5mg,0.093mmol)d HOBT(12.6mg,0.093mmol)O
00o0oooooooooooaosoml)ooan O@x 3omhooooooo@oao
OoDooo)oooDooooDooooooooao gbCcm/000n0OOo/000000000
(96:2:2) 000000000 QO0DODUODDODODODODODUODODODDODUODDODODODODDODDODOOO

OO ooooOgdg

-1,1" -0 0000O-4-00000 (30
0000 (12.9mg,0.093mmol) 0 HATU(
DIPEA(48p 1,0.28mmol)0 O O O 180

O Ooooo
O Ooooo
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00000000 DOON-[6-000-4 -({[2-(000O000O00OO0OODO)DOO0]00D0
Dy o00O00)-1,1' -00000-3-007-3-0000(37ng, 90%)0 00 ONMR; & H [°
Hg¢]-DMSO 9.91,(1H, s), 8.59,(1H, t), 8.35,(1H, s), 7.92,(2H, d), 7.78,(1H, t), 7
.66,(1H, dd), 7.59,(1H, d), 7.45,(2H, d), 7.27,(1H, d), 7.17,(1lH, t), 6.98,(1H,
m), 3.40,(2H, q), 3.13,(2H, q), 2.91,(3H, s), 2.19,(3H, s)D LCMS:0 O O O 2.820
O MH" 4420
oooooao
O0067:0N-(4 -{[(2-00000000)IDOO0O]0000O0}6-000-1,1" -000
00-3-00d)-3-0000d
O DbDMF(2ml)O OS5 -3-C0O0OODOO)-20 -000-1,1" -0000DO0-4-00000O0CO0.0
93mmol)Od HOBT(12.6mg,0.093mmol)0 O O DIPEA(48u 1,0.28mmol)0 000180 00O OO
OoDO0o0oooooo@somppooooDoo@x3mMhooooooo@oooooono)
00000000 oDOoooODOoooDOooooboewoooDOoo/000000O0O00O(96:2:2)0
0 I e e A 1 6 6 O A B A A A B A
Oo0DO0DO0OO0ON-(4 {[(2-000000CDOO)YYDOOO]JWoOoODOO3}6-000-1,1" -0O00
000-3-00)-3-0000 (31.2mng, 92%)0 0 O O NMR; 3 H [*Hg]-DMSO 9.91,(1H, s),
8.49,(1H, t), 8.35,(1H, s), 7.92,(2H, d), 7.78,(1H, t), 7.67,(1H, dd), 7.59,(1H,
d), 7.43,(2H, d), 7.27,(1H, d), 6.97,(1H, m), 4.73,(1H, t), 3.52,(2H, q), 3.35,
(2H, m), 2.19,(3H, s)O LCMS:0 0 O O 2.720 O MH" 3650
oooooao
00068:0O0N-(4 -{[(3-0 00000000 ODO]0DO0ODO6-000-1,1" -00
0o00o-3-0d0)-3-000dad
ODbDMF(2ml)OD OS5 -(3-C0O0OOCDOO)-20 -000-1,1" -00000O-4-00000 (30
mg,0.093mmol)03-0000000O00DO0O0OD0O((7Tmg,0.093mmol)0 HATU(35.5mg,0.093mmol)
0 HOBT(12.6mg,0.093mmol)0 O O DIPEA(48p 1,0.28mmol)D 0 0018000000000
OoOooooOo@sompooo0o0oo0@x 3mh)ooooooo(@@oOooooDoOoOo)y oo
0ooo0ooDoooDoooDoooobewooooo/00000000((96:2:2)0000
0oo0o0ooo0D0ooooDo0oooDO0U0oDoDOo0DoooODoDU0Doo0DDoDO0oDoODOoDOoOoDoODOoDOoDOn
OOON-(4 -{[(3-000000000)0D00]000003}-6-000-1,1" -0000
0-3-00)-3-0000 (29.4mg, 83%)0 0 O O NMR; & H [*Hg]-DMSO 9.91,(1H, s), 8.50
,(1H, t), 8.35,(1H, s), 7.90,(2H, d), 7.78,(1H, t), 7.66,(1lH, dd), 7.59,(1H, d),
7.43,(2H, d), 7.27,(1H, d), 6.97,(1H, m), 4.49,(1H, t), 3.47,(2H, q), 3.33,(2H,
m), 2.19,(3H, s), 1.69,(2H, m)J LCMS:0 0 O O 2.770 O MH" 3790
OoDooo
0069:0N-(4 -{[(000D0D00D0DO0O0)IDODO]OUODODOOY-6-000-1,1" -00
00-3-00)00oo0o-2-0000000
5 -00bo0-N~~(0DO0DOO0DO0DbODO0DOobo)-22 -000O0-1, -OO000O0O-4-000000
(42mg,0.15mmo)0 0000 D0DO00-2-00000 (0.40mmol)0 THRE(GSMI)O O OO DO OO
OD0D0O0O00O0O0(@49mg,0.5mmol) 0000000010 00000 O0O0OOOODOGO
0000000000000 O0oDOoOooDOoogosSPE(SCX)Yy Do oooooooooooao
SPEO00DOODOODOODODOODOODODDODODODDODOODDODOODODOODGOON-(4 -
{[(cooooopDOoooo)yoopo]loooood}-6-000-1,1 -OD0DOODO-3-00)0OO
O0O0-2-00000000000NMR; 8 H [*Hg]-DMSO 10.24,(1H, s), 8.63,(1H, t),
8.02,(1H, dd), 7.94,(2H, d), 7.86,(1H, dd), 7.69,(1H, dd), 7.63,(1lH, d), 7.46,(2
H, d), 7.30,(1H, d), 7.22,(1H, m), 3.18,(2H, t), 2.21,(8H, s), 1.06,(1H, m), 0.4
5,(2H, m), 0.25,(2H, m)O LCMS:0 O O O 3.360 O MH" 3910
oooooao
0O0070:0N-(4 -{[(O0D000D0D0O0O0DONOOOD]0DDOO0O0ODO6-000-1,1" -00
0o00-3-00)H)0odooad
os -0oo-N~(OO00DO0DOQDODOD)-27 -00DOD-1,1" -O0D0OO0DO0O-4-0000000
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0 (42mg,0.15mmol)0 0 00 0 O O (0.40mmol)O THRGGmI)O OO OODODOODOOO0OOOO
0O (495mg,0.5mmol)0 0 000000180 00000000000000000O000
0000000000000 O0O00O0O00O0O0SPE(SCX)DDODODODODOOODOOOOO
0000000000 O0O0N-(4 {[(0000000000)I00]000003}-6-00
0-1,1' -0 0000-3-00)000000 OOOONMR; 8 H [*Hg]-DMSO 10.25,(1H, s
), 8.62,(1H, t), 7.95-7.92,(4H, m), 7.73,(1H, dd), 7.69,(1H, d), 7.60-7.50, (3H,
m), 7.44,(2H, d), 7.28,(1H, d), 3.16,(2H, t), 2.20,(3H, s), 1.04,(1H, m), 0.43,(
2H, m), 0.24,(2H, m)OLCMS:0 O O O 3.410 O MH' 3850
Dooooao
DO0O071:0N-(4 -{[(0000000000)000]10000036-000-1,1" -00
000-3-00)-5-(3-0000000)-2-0000
ODMF(4mI)O OS5 -000-N-(D0O000O00000)-20 -0
0000000 (24mg,0.085mmol),5-(3-0 00000 O )-2-0
43mmol)0 0 01-(3-00000000000)-3-000000
0 HOBT(12mg,0.085mmol)0 O O DIPEA(15p 1,0.085mmol)0 O O
0000000000000 O0O0O0O0O00O00O0O00DO0O0O0O 0000000000
0000000000000 O000O000O0N-(4 -{[(000 0D0O000)0oaOo]o
00O003}-6-000-1,1' -00000-3-00)-5-(3-0000000)-2-0000 (20mg
, 95%)0 0 O O NMR; & H [?Hg]-DMSO 10.25,(1H, s), 8.64,(1H, t), 8.11,(1H, t), 7.9
6-7.94,(3H, m), 7.75,(1lH, dd), 7.66,(1H, d), 7.52,(1H, t), 7.49-7.44,(3H, m), 7.
39, (1H, d), 7.34-7.31,(2H, m), 3.18,(2H, t), 2.23,(3H, s), 1.06,(1H, m), 0.45,(2
H, m), 0.26,(2H, m)O LCMS:0 O O O 3.880 O MH' 4850
Dooooao
00 072:0N-(6-000-4"-{[(0000000000)I00]00000}1,1"-000
00-3-00)-3-0000
ON-(3-000-4-0000000)-3-0000(0001,63mg)IN-00000000000O
-4-(4,4,5,5-0 0 0000-[1,3,2]00000000-2-00)000000(60mg)0 00
00O0(@OO0OO0O0O00O0O00D0)O000O0@GNg)IODODO0ODODO0DO0DO0OO0(2N,0.5nl
YODMF(l.2n) DO OO DOOODOCOODOS800D0180 0000000000000 00000
O0O0OO0OO0OSPE(SI) D0 DOCOODOOODO/000000000O00C0O(0-100%0000
0D)DIODOODODOOODOOOOOOOOOOOOODODODOOODDODOODODOOODOOOOOO
O
8

-1, -00D000 -4-
0Oo0dod(9.5mg,0.0
00 (16mg,0.085mmol)
O0O00O0O00DMFO

O0Ooo0oooao
O0Ooo0oooao

O0O00ON-(6-000-4"-{[(000000D000D0)I00]0O000O0}1,1"-000
0-3-00)-3-00000000NMR; dH [?Hg]-DMSO 10.10,(1H, s), 8.65,(1H, t),

8,(1H, s), 7.94,(2H, d), 7.80,(3H, m), 7.54,(3H, m), 6.98,(1H, s), 3.16,(2H, t),
1.06,(1H, m), 0.43,(2H, m), 0.24,(2H, m)O LCMS MH' 395/3970 0 0 O O 3.320 O
Do0oooao

(a)ON-(3-000-4-0000000)-3-0000(0001)
03-000-4-0000000(150mg)03-000000000(0.15mI)000000000O
00 (1g)ODCM(I5mI)0 0000180 0000000000000 0O000DCMOOOOO

DCMDO O ODDODDDODODDODODOODODODOOOON-(3-000-4-0000000)-3-0
0O0O0D00O00ODONMR; dH [*Hg]-DMSO 10.13,(1H, s), 8.38,(1H, s), 8.20,(1H, d), 7.81
L(1H, m), 7.73,(1H, dd), 7.59,(1H, d), 6.97,(1H, m)O

Do0ooo0ao

0D0O073:0N-(4 -{[(4-00000000)000]000003}6-000-1,1" -000
00-3-00)-3-0000

ODMF(2.25mI)0 O[3 -(3-0000000)-6 -000-1,1" -0000-4-0071000

0

O

0O

0 (75mg),HATU(89mg) D0 O O HOBT(32mg)O O O O DIPEA(0.122m1)0 0 04-00 0000

OO0O0D0(.022m) 0000000 O0O0DDI1800000000000O0O0O0O000OO

(0.5M, 20mI)00C0 00000000000 (0.5M, 20m)0 00000000000 (
2x20ml)0 000 (2x20m)0 00000000000 DO0D0)I00O000000O000
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ODOO0ON-(4 -{[(4-00000000)000]000003}6-000-1,1" -00000 -
3-00)-3-0 000 (86.9mg)0 O O O NMR; dH [*Hg]-DMSO 9.91,(1H, s), 8.51,(1H, b),
8.35,(1H, s), 7.92-7.89,(2H, m), 7.78,(1H, m), 7.66,(1H, d), 7.59,(1H, s), 7.43
L(2H, m), 7.27,(1H, m), 6.98,(1H, s), 4.42,(1H, m), 3.42,(2H, m), 3.28,(2H, m),
2.19,(3H, s), 1.58-1.44,(4H, m)O LCMS:MH" 3930 00 0 O 2.900 O

0D0ooooao

00 O074:N-(4"-{[(4-00000000)I100]10000036-000-1,1"-00000
-3-00)00000-3-0000000

0DO0O075:N-(4"-{[(3-0 0 0000000)I00]00000}6-000-1,1"-0000
0D-3-00)00000-3-0000000

D0 O076:N-(4"-{[(2-00000000)I100]0000036-000-1,1"-00000
-3-00)00000-3-0000000

00 77:N-[4"-({[3-(0 000000)-2,2-00000000]10003}Y0000)-6-
00 -1,1"-00000-3-00]00000-3-0000000

00 78:N-{6-000-4"-[({2-[(0 0 0000000)000]1000300)0000
1-1,1"-00000-3-00 }00000-3-0000000

00 79:N-[4"-({[3-(0 000000)I0O00]0003}0000)-6-000-1,1"-0
0D00-3-00]100000-3-0000000

0DO0O00O0F:

0{3 -[(3-00000000000)00O0]-6 -000-1,1' -0000-4-00300
00O0(@O02,0.06mmol)D 000000003y NDOODO1-(DO0O0O0OODDOOOO)-1H
-000000000 (12ng,0.06mmol)0 THF(O.5mI)0 0 000 040000000000
0000000000000 O000O00@n)DO0EnIO0DDD0OND0DONDONDoDO0onoO
0000000000000 OO0THRO.5m) 000000000 (0.06mmol)D 00000
2000 000000SPE(DODODODODD,0.59)000000000000000000
00000000

g
a
O
g
u
O

Ooooaod

[

r | e FIv MH" 5 F5 IR R
[ (41)
L | Ehul 74 4t RuFrFLyiy 409 2.90
S KE FFEReFFapr A7 305 2.88
[ | Ef 76 2-E FuXioFL7iy 381 2.82
L | RS 77 3N, N-UAFNAT I )-2,2-URAF N7 | 450 2. 49
[ =0 | Oy

[ | Ehuf] 78 N-2-T 2 FN)AEZ VAN T 4T 2 | 458 2.92
[ K

[ | EHEF] 79 3N, NUAFATI ) b AT Iy | 422 2. 40
[

O

gooo0ogdgoao

(a)0 {3 -[(3-00000000000)000]-6 -000-1,1" -0000-4-00 }0
Do0O0O0 (000 2)

O0(@Gn)000DO0DO00000D0O00O0(541mg,12.9 nmol)D 00 0O O O THRE(10mI)O O {
3 -[(3-00000000000)000]-6 -000-1,1' -0000-4-0030000
00O0O0(@O003,1.379,4.3mmo)0 0000000000000 0O0OCOO0O000O0O0O
0000000000 (.5M,5m) 0000000000000 x5m) 000000
0000000000000 {3 -[(3-00000000000)000]-6 -000-1,1
' -0 000-4-003}0000 0 (1.689,98%)0 000
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NMR: & H [*Hg]1-DMSO 13.10,(1H, bs), 8.33,(1H, dd), 8.03,(2H, d), 7.72,(1H, dd),
7.68-7.60,(3H, m) 7.50,(2H, d), 7.30,(1H, d), 2.20,(3H, s)O LCMS: MH" 3380 O O
003.470 O
oooooao
(O {3 -[3-000000D0O0D0D0DO)DDDO]-6 -000-1,1" -0000-4-00 30
Oo0oOooooo(ooaona?’)
0’ -000-6" -000-1,1" -0000-4-00)00000000 (1.45g,6.0mmol)O
0-3-00000 (0.846g,6.6mmol)0 HOBT(0.973g,7.2mmol)0 0 0 O O 1-(3-0 0O
00O0O00)-3-0000000000(1.38g,7.2mmol)0 DMF(1OMI)0 000 O O
OO 0ODIPEA(L.26ml,7.2mmol)0 00000200 0000000000000O0
0000000000000 O0DD0DD0ODOO0O0OO0D0O0DDDDODNDO0O0OO0O0ONoDOoOaO
O(8oml)D OO (o.5M,80mI)0000O0DO0O(IOODDODDDOO)DDOOOOO
O00000D04:10000000:0000000000000000000OAO0
0000000000000 D04{3 -[(3-00000000000)0007-6 -0
-1,1" -0000-4-003}00000000(1.78g, 84%)0 0 O O
Ooo0Qgao
NMR: & H [*Hg]-DMSO 10.1,(1H, s), 8.33,(1H, m), 8.05,(2H,0d), 7.72,(1H, dd), 7.
70-7.60,(3H, m) 7.52,(2H, d), 7.30,(1H, d), 3.89,(3H, s), 2.20,(3H, s)O LCMS: MH
" 352000 003.640 O
oooooao
og
DCMO OO DODOD
DIPEAO N,N-0O O
DMED O OO OD
DMFO O OO OO
DMSOO O O OO
HATUO O
OooQgao
HBTUO O
OoooQao
HOBTO O
PyBOPO
OooQgao
SPEO O
THFO O
OooQgao
ooQao
oooooao
p380 0 0 000 OO
Op380 0 0000000000000 O0O0D0DO-IPTSPITTITYFFFRRR-O0 O O O O O O O p38
O0OOMEKED DD DOOOOOO(E.coli) D0 O0O0DDDODDOODOOOODDODDDODOOOO
0000000000000 00D0D0D0GSTOODDDODOOOODODDDODO100mM HEPESO pH
7.5001.5p MO DO DOOOOO10mM Mg(CH;C0,),0 00 0 O 0O 30nM MEK6O O O O O O 120
nM p380 000000000 D0D020p LODOG%DMSOD DD DOD15p LOODDOO0OO0OO0O0DODODN
0.08p Ci [g-°PJATPO DD OO1.5u M ATPOODO 15y LOODOOOODOODODOODDO
0000000000000 O0O0D0DD0DDOO0OO0OO0O0O0D0DS50mM EDTADDODO (OO DODO)OO
00O0(0000)D0000O0D0DD0DDO0O0O0O0D0D0ED O O00O0O0OS50u LO250mM EDT
ADDDDOOOOO0OODDD15p LOO0O0O0O0DDDOOOSPAD OO O AmershamO O 0.5mg/
O0O0O0O0O0D0ODODynatechD 0D DDDOOOOOODDDODDDOOOOOODDODDDODOOOO
O000O0D0DDDOOOPackard TopCountd 600 00 DO O OOOODODO% = 100*%(1-(1

O 0OooQgoooo

oo ooooooQgodg

a
u
O
a
O
g
a
O
a

oooooooad

a

uoano

ogodad
ocoooooO0-1-00)-N,N,N",N"-O0O0O0O0O0O0O0DODOOO0D0OO

O 0Ooo0oooao
O 0Ooo0oooao

a
O
a
u
O
a
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goooobooo-1-00-N,N N N"-OO00D0O0O0O0DD0O0O0DOO0OO0DOO0OO0DO
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-C2)/(C1-c2))y(booi1igoopoooooOooePMODDOOcCIDDOOODOOODODOOOC20
OCoOO0O0O00ODO0O)O0O0O0D0DD0OIC,000000

ooooogoo

p380 0 O OO

Q

Oao P380 00 0OO0O0O0O0O0ODOSB4777790-RO 00 O O O MgCl,O CHAPSO DTTO O O DMS0O
OOOOHEPESO OO OO OOOOOBIack NUNC 3840 0D DODDODDODOOOCOOODODOOO
Oo00o0ooooooo0oo0oobDboeP3s00000O0DODDDODDODOCOCDOOOOOORSRB40 00O
0000000000000 O0oD0oo0oDOoOoowL AnalystdiD00oDoooooooang
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