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LB | s 3 NMR 7 —#(DMSO-dg,
D i Fik IR R LCMS 400 MHz)
1 8.50 (d, /= 4.80 Hz, 2H),
— 7.48 (m, 3H), 7.36 (m,
s Q ?Zf‘j " 38721 | oH), 7.30 (d, J= 4.80 Hz,
Ny 1 36% | 2.2 | MFHY oy 7.07 (s, 1H), 3.93
\ OO 1\7/17 ?{41)_\(;% 97499, | (m, 2H), 3.76 (m, 2H),
d ¢OH-DCM) 7701167 (m, 4H) BTR155
1.60 (m, 8H)
6 8.55 (d, /= 5.20 Hz, 2H),
@ BT A 35920 | 7.48 (m, 3H), 7.36 (m,
Ny N | 26% <k (M+H)", | 2H), 7.22 (m, 3H), 4.36
nda W 75T 4—(12% (s, 2H), 3.89 (s, 2H),
“OO MeOH-DCM) | 96.08% | 1.78 (brs, 4H) R U%1.57
° (br s, 4H)
8 8.84 (brs, 1H), 8.56 (d,
@ J=5.60 Hz, 2H), 7.46
- (m, 3H), 7.37 (m, 2H),
' U T A7 5 479.23 | 7 19.7.25 (m, 5H), 6.75
b 200 A= (M+H) 2
NH 1 39% - <o > | (m, 3H), 4.56-4.61 (m,
P, i %’ g7 600, | 3H), 4.50 (m, 1H), 3.87
R T | (m, 1H), 3.52 (m, 1H),
2.55 (m, 2H) K175
(m, 2H)
12 8.55 (d, /= 5.20 Hz, 2H),
7.54 (m, 3H), 7.48 (m,
@ BT A 38922 | 2H), 7.23 (m, 2H), 7.13
N | 43% A= (M+H)", | (s, LH), 4.07 (m, 1H),
<~ o 757 4—(1-2% 3.96 (m, 1H), 3.66-3.76
) NOO MeOH-DCM) | 93.94% | (m, 3H), 3.40 (m, 1H),
1.87 (m, 2H), 1.69 (m,
2H) BT 1.59 (m, 4H)
13 8.55 (d, /= 5.20 Hz, 2H),
7.63 (brs, 1H), 7.49 (m,
3H), 7.37 (m, 2H), 7.24
@ BT A 40223 | (d,J=520Hz, 2H), 7.15
a1 . . 350, | ZBE (M+HY", | (s, 1H), 4.32-4.46 (m,
e Qb'” 757 4—(2-5% 2H), 3.40 (m, 1H), 3.19
e MecOH-DCM) | 96.39% | (m, 2H), 3.08 (m, 1H),
2.03 (m, 2H), 1.60-1.70
m, 2 40-1.
2H) % TF 1.40-1.48
(m, 2H)
16 8.55 (m, 2H), 7.49 (m,
_ 3H), 7.37 (m, 2H), 7.23
, Q ?Zi N 425.19 | (1 2H), 7.14 (s, 1H),
L AL 1 20% | 7.2 o, | (MFH)L 593414 (m, 4H), 3.71
/ o~ . 7774—12% L. 3.43 \H
O McOH-DCM) | 97.81% | (o 1H), 3.43 (m, 1H),

2.38 (m, 2H) X T*1.76
(m, 4H)
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li=x" 11 . NMRF—#(DMSO-dq,
m | #E FHiE &3 Bk LCMS 400 MHz)
18 8.55 (d, J=4.80 Hz, 2H),
7.57 (brs, 1H), 7.48 (m,
@ 55 A 40220 3H), _73Z (m, 21:1),‘7.23
T A raer MDY (d, J=5.20 Hz, 2H), 7.13
A~ " ! 9% | y5 41— (2-5% ’ (lh)l?g?“z?f) o
N 0, s D m, , .
¢ O, MeOH-DCM) | 97-0% (m, 1H), 3.12 (br s, 2H),
2.13 (brs, 2H) & TX1.59
(brs, 4H)
25 10.86 (br s, 1H), 8.56 (d,
@ J=5.60 Hz, 2H), 7.48
_ | (m, 3H), 7.37 (m, 2H),
Od s ’;’ 75 : I‘\‘ffé% 7.18-7.25 (m, 4H), 6.96
SOt 61% | 59 4—(2-5% (M ffl‘}fﬂ’;('mfﬁf g“i'z
[¢] 0 1), 4. m, y DD
MeOH-DCM) | 93.79% | (0 105 01 (m. 1H),
2.31 (m, 2H) R} 1.79
(m, 2H)
28 8.61 (d, J=5.60 Hz, 2H),
7.58 (d, J=7.60 Hz, 2H),
2 BT A 43423 | 7.31-7.50 (m, 8H), 7.32
GRS C>§;> X ssp | 2B R (M+HY', | (d, J=6.0 Hz, 2H), 7.26
g 757 4— (2% (s, 1H), 4.89 (m, 1H),
é CN MeOH-DCM) 98.27% | 4.77 (m, 1H), 3.49 (m,
1H), 3.10 (m, 1H), 2.25
(m, 2H)%}2.10 (m, 2H)
29 10.91 (brs, 1H), 8.80 (d,
N, @ T alg |7 440 Ha, TH), 858 (d,
Ny ek 18 | J=4.80 Hz, 2H), 7.84 (1,
S 1 33% | 7.0 (M+H)', | /= 8.0 Hz, 1H), 7.58 (m,
é:”g 7774 —(2-5% 4H), 7.47 (m, 3H), 7.29
° o MeOH-DCM) 94.76% e A
(d, J=5.20 Hz, 2H) R %
3.02 (s, 3H)
30 8.54-8.67 (m, 4H), 7.48
@ (m, 3H), 7.38 (m, 2H),
1 X Z?A . 417.18 7.119-7.23 (m, 3H), 4.47
N o o =4 M+H), | (d, J= 8.40 Hz, 1H), 4.33
- NDH{'P:H ! 2% | 757 4—(2-5% (D (d, J=8.80 Hz, 1H), 3.60
° o MeOH-DCM) | 98.45% | (m, 1H), 3.28 (m, 1H),
1.84 (m, 2H) X T} 1.69
(m, 2H)
31 8.55 (d, J=5.20 Hz, 2H),
N o 391.19 | 7.48 (m, 3H), 7.37 (m,
O~ . . Ty | DEEVT (M+H)", | 2H), 7.23 (d, /=520 Hz,
"D< 7 AV 2H), 7.16 (s, 1H), 3.92
¢ o 98.18% | (m, 6H), 3.71 (m, 2H)
K R1.69 (m, 4H)
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NMR7—#(DMSO-dg,

=7 s B | e | Mk | LOMS 100 MI2)
32 8.56 (d, J= 5.60 Hz, 2H),
_ 8.43 (s, 1H), 7.84 (d, J=
N, © X7 A 479.22 | g 40 Hy, 1H), 7.49 (m,
I VAR (M+H)*
e 2% | Yoo oo > | 3H), 7.40 (m, 2H), 7.22-
Jsw MeOH.DCM) | 99.12% | 725 (m, 3H), 6.99 (d, /=
8.80 Hz, 1H), 4.11 (brs,
2H) X T*3.72 (brs, 6H)
33 8.56 (d, J= 3.60 Hz, 2H),
. @ . PN 54624 | 7.50 (m, SH), 7.40 (m,
™ : , . | zE=b (M+H)", | 2H), 7.33 (s, 1H), 7.22-
- N’\’)Q R I P ey 7.5 (m, 3H), 417 (brs,
© o MeOH-DCM) | 98.67% | 2H), 3.82 (brs, 2H) R}
3.46-3.49 (m, 4H)
34 8.56 (m, 3H), 8.11 (d, J=
Py © T IN 47922 | 7.60 Hz, 1H), 7.50 (m,
G N T X sos | 2B D (M+H), | 3H), 7.40 (m, 2H), 7.24
NCN W SN TIT4—(2% (m, 3H), 7.19 (s, 1H),
o MeOH-DCM) | 92.47% | 4.08 (br s, 2H), 3.81 (br
s, 2H) K T}3.25 (br s, 4H)
35 @ 12.70 (brs, LH), 8.60 (4,
, _ J=5.20 Hz, 2H), 8.18 (d,
QWS A7 5 492.09 | 78 0 Hy, 2H), 7.97 (s,
Ly rr<t M+H)"
~ 3 15% | 2.2 ( » | 1H), 7.83 (d, J= 8.0 Hz,
o I 7774 (25% 2H), 7.59 (s, 1H), 7.46-
O MeOH-DCM) | 9388% | 2 7 o s H) B X 7.28 (d,
J=5.20 Hz, 2H)
36 9.13 (s, 1H), 8.56 (d, J=
_ 4.80 Hz, 2H), 8.47 (s,
;’ - i " 403.16 | 111y 7,53 (m, 3H), 7.44
1 B8% | o0 sy (M+HY, | (1 2H), 7.38 (s, 1H),
"1 g 740, | 7.27 (d, J=4.80 Hz, 2H),
MeOH-DCM) | 98.74%
3.39 (s, 3H) R TR3.24 (5,
3H)
37 @
, _ 12.67 (br's, 1H), 8.60 (d,
I ;’ 75 Ny 1012 1 1o 520 Hy, 2H), 8.34
(U B 10% | o 5% (MAHY | (m, 2H), 7.96 (s, 1H),
o A -
S MeOH-DCM) | 94.04% ;33(26?:(?22}1})15 g{)
38 11.71 (brs, 1H), 10.58
© (brs, 1H), 8.57 (d, J=
au ) 5.60 Hz, 2H), 8.50 (s,
=, TxFN 426.12 | 11y 8.14 (d, J= 6.40 Hz,
N o 1 19% | =—Fn- (M+H)', | 1), 7.52 (m, 3H), 7.48
© Q»’(o MeOH(L:1) B | 96 140, | (m. 2H), 7.41 (s, 1H),
b .
[}

7.28 (d, J=5.20 Hz, 2H)
R7.16 (d, J=4.80 Hz,
1H)
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L&Y | .. : NMR7F—Z(DMSO-dg,
| Fik R BREE LCMS 400 MHz)
39
@ 10.37 (brs, 1H), 8.57 (d,
NN U FVRGY | 412,14 | J=5.60 Hz, 2H), 7.82 (s,
= g 4 ! 20% VxF ) (M+H)", | 1H), 7.53 (m, 4H), 7.47
e y | =—Fa T | (m, 2H), 7.39 (s, 1H),
QL e 96.25% | 7.26-7.31 (m, 3H) R}
o7 o 3.33 (s, 3H)
40 10.90 (br's, 1H), 8.57 (d,
@ J=6.0 Hz, 2H), 8.42 (d,
N YN il J=1.20 Hz, 1H), 8.22
w " | pmeTie 5% (M+H)* (dd, J=FhEh1.60
o 1 44% > | RU88.0 Hz, 1H), 7.86
é MeOH-DCM) -
99.70% (d, J=28.0 Hz, 1H), 7.54
N (m, 3H), 7.46-7.50 (m,
° 3H), 7.27 (m, 2H) Bt
3.02 (s, 3H)
oooooo
AFx—ALC
0 H F3C.
C e, O
. o RN o F,C ;JN\’N>h(O~/ NaOH
R™ LiHMDS, THF, -78°C-rt, 16h o) IPA, TFA, 90°C, 4h R o
c1(, 1) c-2(, 1) C-3(i, 1y
¢}
NH
s
N ;
FiC ;f o
Q F3C R
s W R (S O Q
R* 5 HATU, DIPEA, DMF Rmo F
C4 (1) C-5(i,1)
. N -
N > ‘ /[ r
R= [ P N/
i i
oooooo
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"H-NMR

(400 MHz, DMSO-de): 8 8.97 (s, 1H), 7.70 (s, 1H), 8.14 (m, 1H), 7.43 (m, 1H), 6.41 (s, 1H),

4.13 (q, J= 6.8 Hz, 2H) R 1.23 (t, J= 7.2 Hz, 3H). MS: 220.12 (M-H)'

ooo0 booo

oooooo
goobOooooooocoooobooboooobooooobOoooooboooOoooboon
goooboooooboodo oboooooboooooao

'H-NMR (400 MHz, DMSO-ds): § 8.40 (s, 1H), 6.35 (s, 1H), 4.12 (q, J= 7.2 Hz, 2H),
2.55 (s, 3H), 2.32 (s, 3H) R 121 (t, J= 6.8 Hz, 3H). MS: 249.09 (M-H)"
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'H-NMR (400 MHz, CDCls): § 8.46 (s, 1H), 7.76 (d, J= 8.4 Hz, 2H), 7.44

Ooooooo0ooooogoooao
Oooooooooooogooao
OO0 OoDooo4gdgooooogdgogoao
Oooooooooooogogooao

(d, J= 8.0 Hz, 2H), 7.33 (s, 1H), 3.99 (q, J= 7.20 Hz, 2H), 2.43 (s, 3H), 2.26 (s, SH) R % 1.15

(t, J= 7.2 Hz, 3H)
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'H-NMR (400 MHz, DMSO-ds): 5 8.56 (dd, J= 1.6 & 4.8 Hz respectively, 1H), 8.52 (d,
J=1.6 Hz, 1H), 7.82 (d, J= 8.4 Hz, 2H), 7.66 (d, J= 8.0 Hz, 1H), 7.55 (d, J= 8.4 Hz, 2H),
7.40 (m, TH) R 7.11 (s, 1H). LCMS: 334.11 (M+H)", 97.80%

ooo0 booo

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo
goooboooooobooooooooooobooooobooon

'H-NMR (400 MHz, DMSO-dy): & 8.46 (s, 1H), 7.76 (d, J= 8.4 Hz,
2H), 7.44 (d, J=8.0 Hz, 2H), 7.33 (s, 1H), 2.43 (s, 3H) &8 2.26 (s, 3H). LCMS: 363.16
(M+H)", 97.35%
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gboobooooobooboobobooooobooboboboooa
oooooao

'H-NMR (400 MHz, CDCLs): & 7.32-7.34 (m, 5H), 6.91-6.94 (m, 4H), 3.55 (s, 2H),
3.47 (brs, 1H), 2.81-2.84 (m, 2H), 2.39-2.45 (m, 2H), 2.21-2.24 (m, 2H) % 0% 1.87-1.94 (m,

2H). LC-MS: 310.13 (M+H)", 96.16%
O O O
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'H-NMR (400 MHz, CDClz): § 7.23-7.30 (m, 5H), 6.87-6.91 (m, 3H), 6.55-6.59 (m,

2H), 5.47 (br s, 1H), 3.93 (s, 1H), 3.48 (s, 2H), 2.72-2.75 (m, 2H), 2.28-2.35 (m, 2H), 2.04-
2.10 (m, 2H) %1% 1.86-1.89 (m, 2H). LCMS: 328.12 (M+H)", 99.60%
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L&’ . NMR>—%(DMSO-ds, 400 MHz),
D wE W (%) | Lews i
49 W 58.80 (br s, 1H), 8.59 (dd, J=ZhEh 1.60
o™y &U 4.80 Hz, 1H), 8.55 (d, J= 2.0 Hz, 1H),
FJCO\ %’“ 565.46 7.83 (d, J=8.80 Hz, 2H), 7.67-7.70 (m, 1H),
NN Q 8 (M+H)" 7.56 (d, J= 8.40 Hz, 2H), 7.42-7.45 (m, 1H),
< F 95 489, 7.16 (s, 1H), 7.07-7.14 (m, 2H), 6.84-6.88
' . (m, 2H), 4.59 (d, J= 3.20 Hz, 2H), 4.42-4.52
(m, 2H), 3.88 (m, 1H), 3.53 (m, 1H), 2.20-
2.32 (m, 2H) BV 1.74-1.83 (m, 2H)
52 o §7 5881 (brs, 1H), 8.47 (s, 1H), 7.75 (d, J=
FiC N 8.40 Hz, 2H), 7.44 (d, J= 8.40 Hz, 2H), 7.22
@ Q 594.45 (s, 1H), 7.10 (t, J= 8.80 Hz, 2H), 6.85-6.88
NN . 12 (M+H)", (m, 2H), 4.59 (d, J= 3.20 Hz, 2H), 4.43-4.51
NfHo 99.83% (m, 2H), 3.90 (t, J= 12.40 Hz, 1H), 3.55 (t, J=
)T\N/ 10.40 Hz, 1H), 2.43 (s, 3H), 2.27-2.32 (m,
5H) R U 1.75-1.84 (m, 2H)
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'"H-NMR (400 MHz, DMSO-dq): 8 8.66 (d, J= 4.80 Hz, 2H), 7.70 (d, J= 5.20 Hz,

2H), 6.43 (s, 1H), 4.15 (q, J= 7.20 Hz, 2H) R T'1.25 (¢, J=7.20 Hz, 3H)
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H-NMR (400 MHz, CDCLs): 8 8.61 (d, J= 6.0 Hz, 2H), 7.66 (d, J= 8.4 Hz, 2H), 7.47
(d, J=8.4 Hz, 2H), 7.17 (s, 1H), 7.11 (m, 2H), 4.44 (q, J= 7.20 Hz, 2H) X% 1.41 (t, J=7.20
Hz, 3H). LCMS: 362.21 (M+H)", 99.95%
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'H-NMR (400 MHz, CDCLs): § 8.61 (d, J= 6.0 Hz, 2H), 7.31 (m, 1H), 7.30 (s, 1H), 7.19 (m,
1H), 7.04 (m, 2H), 7.01 (m, 1H), 4.43 (q, J=7.20 Hz, 2H) X1 1.39 (t, J= 7.20 Hz, 3H).
LCMS: 330.14 (M+H)", 93.07%
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'"H-NMR (400 MHz, CDCls): § 8.68 (dd, J= 1.6 & 4.40 Hz, 2H), 7.60 (m,

1H), 7.36 (m, 1H), 7.14 (m, 4H), 4.44 (q, J= 7.20 Hz, 2H) X 1.39 (t, J= 6.80 Hz, 3H). MS:

380.0 (M+H)"
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'H-NMR (400 MHz, CDCls): § 8.67 (m, 3H), 7.92 (dd, J=2.0 & 8.40 Hz,

1H), 7.76 (s, LH), 7.18 (m, 3H), 4.45 (q, J= 7.20 Hz, 2H) &0 1.42 (t, J= 6.80 Hz, 3H).

LCMS: 362.89 (M+H)', 98.45%
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'H-NMR

(400 MHz, CDCLy): §9.21 (d, J= 1.20 Hz, 1H), 8.62 (m, 2H), 8.60 (m, 1H), 8.23 (dd, /= 1.2
& 2.40 Hz, 1H), 7.17 (d, J= 6.0 Hz, 2H), 7.14 (s, 1H), 4.45 (q, J= 7.20 Hz, 2H) R 1.42 (t,
J= 6.80 Hz, 3H). LCMS: 296.18 (M+H)", 96.22%
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'H-NMR (400 MHz, CDCls): & 8.72 (d, J= 5.60 Hz, 2H), 7.31 (m, 2H), 7.21 (s, 1H), 7.05 (m,

2H), 4.47 (q, J= 6.80 Hz, 2H) %1% 1.43 (t, J= 6.80 Hz, 3H). MS: 348.12 (M+H)"
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'"H-NMR (400 MHz, DMSO-ds): & 12.84 (br s, 1H), 8.58 (d, J= 5.60 Hz,
2H), 7.87 (d, J= 8.4 Hz, 2H), 7.59 (d, J= 8.4 Hz, 2H), 7.28 (m, 3H). LCMS
97.98%
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'H-NMR (400 MHz, DMSO-dg): 8 13.17 (br s, 1H), 8.57 (d, J= 5.60 Hz, 2H),
7.69 (m, 1H), 7.54 (m, 1H), 7.22 (m, 4H). MS: 302.18 (M+H)"
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'H-NMR (400 MHz, DMSO-dg): § 8.60 (d, J= 5.6 Hz, 2H), 7.88
(m, 1H), 7.67 (s, 1H), 7.32 (m, 4H). LCMS: 352.17 (M+H)", 98.60%
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'"H-NMR (400 MHz, DMSO-de): 5 13.07 (br s, 1H), 8.81 (s, 1H), 8.60

(d, J= 6.0 Hz, 2H), 8.05 (m, 2H), 7.34 (m, 3H). LCMS: 335.13 (M+H)", 97.97%
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'H-NMR (400 MHz, DMSO-dy): 8 13.40 (br s, 1H), 9.15 (s, 1H), 8.75 (d, J= 6.4 Hz, 1H),

8.56 (m, 2H), 8.43 (s, 1H), 7.33 (s, 3H). LCMS: 268.17 (M+H)", 99.0%
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'"H-NMR (400 MHz, DMSO-ds): § 8.58 (d, J= 5.60 Hz, 2H), 7.58 (m, 2H), 7.29

(d, J= 6.0 Hz, 2H) K8 7.16 (s, 1H) . LCMS: 320.09 (M+H)", 94.66%
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L&MmID

w=E (%)

LCMS

NMR7—% (DMSO-dg, 400 MHz),
BIEEShGORY

54

48%

532.18
(M+HY",
91.71%

3 8.60-8.61 (m, 2H), 7.87 (d, J= 8.40 Hz, 2H),
7.61 (d, J= 8.40 Hz, 2H), 7.31 (m, 2H), 7.22-
7.26 (m, 3H), 7.15-1.17 (m, 1H), 6.97-7.0 (m,
1H), 4.68-4.76 (m, 2H), 4.42 (m, 1H), 3.53 (s,
2H), 2.94 (m, 1H), 2.68 (m, 1H), 2.28-2.39 (m,
2H) B U 1.59-1.79 (m, 2H)

55

35%

565.19
(M+HY",
94.13%

58.80 (brs, 1H), 8.59-8.61 (m, 2H), 7.85 (d, J=
8.0 Hz, 2H), 7.58 (d, J= 8.0 Hz, 2H), 7.30 (m,
2H), 7.21 (s, TH), 7.09 (t, J=8.40 Hz, 1H), 6.86
(m, 2H), 4.59 (s, 2H), 4.46 (m, 2H), 3.88 (m,
1H), 3.54 (m, 1H), 2.19-2.30 (m, 2H) R U 1.74-
1.78 (m, 2H)

56

31%

581.39
(M+HY',
95.05%

38.88 (brs, 1H), 8.61 (d, J= 5.20 Hz, 2H), 7.85
(d, J= 8.0 Hz, 2H), 7.59 (d, J= 8.0 Hz, 2H), 7.32
(d, J=5.60 Hz, 2H), 7.24-7.26 (m, 3H), 6.77 (d,
J=8.80 Hz, 2H), 4.81 (s, 2H), 4.50 (m, 2H),
3.85-3.90 (m, 1H), 3.51-3.57 (m, 1H), 2.36-2.40
(m, 2H) BT 1.71-1.81 (m, 2H)

57

53%

505.13
(M+HY",
95.89%

58.61 (d, J= 560 Hz, 2H), 7.87 (d, J= 8.40 Hz,
2H), 7.61 (d, J= 8.40 Hz, 2H), 7.29-7.31 (m,
6H), 7.21 (s, 1H), 5.04 (s, 2H), 4.59-4.61 (m,
2H), 3.47-3.54 (m, 1H), 3.11-3.16 (m, 1H),
1.90-2.0 {m, 2H) R15 1.68-1.77 (m, 2H)

58

56%

519.18
(M+H)",
97.08%

38.61 (m, 2H), 7.76-7.88 (m, 5H), 7.60-7.63
(m, 3H), 7.31 (m, 2H), 7.24 (s, 1H), 4.76-4.79
(m, 1H), 4.67-4.70 (m, 1H), 3.51-3.57 (m, 1H),
3.14-3.21 (m, 1H), 2.26-2.37 (m, 2H) R U 1.71-
1.80 (m, 2H)

177

37%

569.42
(M+H)",
98.48%

511.25 (br s, 1H), 8.61 (d, J= 6.0 Hz, 2H), 7.87
(d, J=8.40 Hz, 2H), 7.61 (d, J= 8.40 Hz, 2H),
7.32 (d, J= 6.0 Hz, 2H), 7.22 (s, 1H), 7.0-7.06
(m, 1H), 6.77-6.80 (m, 1H), 4.79-4.82 (m, 1H),
4.62-4.70 (m, 2H), 3.32 (m, 1H), 2.93-2.99 (m,
1H), 2.11-2.21 (m, 2H) &1 1.84-1.92 (m, 2H)

178

25%

601.43
(M+HY’,
99.83%

3 11.27 (br s, 1H), 8.81 (d, J= 8.0 Hz, 2H), 7.87
(d, J= 8.40 Hz, 2H), 7.61 (d, J= 8.40 Hz, 2H),
7.45-7.48 (m, 1H), 7.35-7.37 (m, 1H), 7.32 (d,
J= 8.0 Hz, 2H), 7.23 (d, J= 5.80 Hz, 2H), 4.71-
4.80 (m, 2H), 4.54-4.60 (m, 1H), 3.32 (m, 1H),
2.93-2.99 (m, 1H), 2.29-2.37 (m, 2H) R 1.79-
1.90 (m, 2H)

60

52%

518.35
(M+HY’,
96.48%

(DMSO-ds @ 373°K) 3 8.61 (d, J= 6.0 Hz, 2H),
7.86 (d, J= 8.40 Hz, 2H), 7.66 (d, J=8.40 Hz,
2H), 7.31 (d, J= 5.60 Hz, 2H), 7.22 (m, 5H),
5.22 (m, 1H), 5.05 (m, 1H), 4.85 (m, 1H), 4.60
(m, 1H), 4.25 (m, 1H), 3.46 (m, 1H) R 2.82
(m, 2H)
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&m0 NMRF—% (DMSO-d,, 400 MHz),
i ma RE (%) LCMS Tﬁlzgsiéht;t\lﬁ Y )
/
o1 o 5861 (m, 2H), 7.87 (d, J= 8.80 Hz, 2H), 7.61
rE NQ 54718 (d, J= 8.40 Hz, 2H), 7.31 (m, 3H), 7.23 (s, 1H),
Fx@ 419 (M) 7.15 (m, 1H), 7.02-7.06 (m, 2H), 4.70-4.78 (m,
NN ? 93.76% 2H), 4.54 (m, 1H), 3.37 (m, 1H), 3.30 (m, 2H),
<% R 2.97 (m, 2H), 2.30-2.39 (m, 2H) R U 1.77-1.86
(o (m, 2H)
N.#
62
. 0 §8.59 (m, 2H), 7.86 (m, 2H), 7.59 (d, J= 8.0 Hz,
F N‘% 56218 1H), 7.53 (d, J= 8.0 Hz, 1H), 7.40 (m, 5H), 7.26-
Fx@ j 479 (MrH)" 7.29 (m, 2H), 7.06-7.13 (m, 1H), 5.01 (m, 1H),
NNCN ° o7 04% 4.52-4.66 (m, 2H), 4.45 (m, 1H), 3.98 (m, 1H),
~ % e 3.60 (m, 1H), 3.05 (m, 1H), 2.66 (m, 1H), 1.90
S (m, 1H), 1.56-1.76 (m, 2H) & 1% 1.26 (m, 1H)
N~
63 FF S/?
F
>K©\ 491.18 8.60 (d, J=5.60 Hz, 2H), 7.87 (d, J= 8.40 Hz,
NN N 50% (M+H)” 2H), 7.60 (d, J= 8.40 Hz, 2H), 7.30 (m, 2H),
<~ % ° 58 649 7.18 (s, 1H), 3.95 (m, 2H), 3.74 (m, 2H), 3.34
a o (m, 4H) 21 2.09 (m, 4H)
N. A
65 @
. S 5861 (d, J=6.0 Hz, 2H), 7.88 (d, J=8.40 Hz,
. 518.35 2H), 7.67-7.71 (m, 2H), 7.61 (d, J= 8.40 Hz,
81% (M+H)", 2H), 7.30-7.38 (m, 4H), 7.20 (s, 1H), 4.48-4.56
NN N 98.95% (m, 2H), 3.40-3.52 (m, 2H), 3.15 (m, 1H), 2.21
% (m, 2H) 21 1.80-1.88 (m, 2H)
N
66 FG a
F Q.
*@N,N N{},E/‘F 489.13 510.54 (brs, 1H), 8.61 (m, 2H), 7.90-7.93 (m,
"3 41% (M+HY*, 3H), 7.70 (m, 2H), 7.63 (m, 1H), 7.42 (m, 2H)
O ° 99.36% RU 7.33 (m, 2H)
67 £
FX@ P N0 494.21 510.33 (br s, 1H), 8.61 (m, 2H), 7.90-7.92 (m,
NN NON\ 549 (M)’ 2H), 7.70 (m, 2H), 7.53-7.59 (m, 2H), 7.40 (s,
b ° 95 76% 1H), 7.32 (m, 2H), 7.15 (m, 1H), 4.65 (s, 2H)
N R R 3.27 (s, 3H)
68 g
S N
F S 488.18 5892 (brs, 1H), 8.60 (d, J= 4.80 Hz, 2H), 7.88
N N 87% (MH)” (d, J= 8.0 Hz, 2H), 7.60 (d, J= 8.0 Hz, 2H), 7.30
N7 ° 98 83% (d, J= 5.60 Hz, 2H), 7.18 (s, 1H), 4.40 (m, 1H),
~ > 0 cere 4.24 (m, 1H), 3.55 (M, 4H) &1 1.94 (m, 4H)
N
69 i
- ‘NJSOC 5 10.49 (s, 1H), 8.62 (d, J= 5.60 Hz, 2H), 7.97
o ”@’” o 52113 (d, J=1.60 Hz, 1H), 7.93 (d, J= 8.40 Hz, 2H),
7y \ 51% (M+H)", 7.87 (d, J= 8.80 Hz, 1H), 7.71 (d, J=8.0 Hz,
(s 99.69% 2H), 7.42-7 44 (m, 2H), 7.34 (d, J= 6.00 Hz,
N 2H), 3.54 (s, 3H) R U 3.52 (s, 3H)
70 rS
‘*@\ 0 465.30 $10.80 (br's, 1H), 8.63 (d, J= 5.60 Hz, 2H),
NN o 7% (M+h)’ 8.27 (br's, 1H), 7.91-7.97 (m, 3H), 7.85 (m, 1H),
NP ? 98.41% 7.72(d, J= 8.40 Hz, 2H), 7.47 (s, 1H), 7.34 (d,
P e J=6.0 Hz, 2H) R U 5.41 (s, 2H)
71
S o
F o 5 8.60 (d, J=4.40 Hz, 2H), 7.87 (d, J= 7.60 Hz,
473.24 2H), 7.60 (d, J= 7.60 Hz, 2H), 7.30 (d, J= 4.40
NN N 74% (M+H)", Hz, 2H), 7.18 (s, 1H), 4.22 (m, 1H), 4.07 (m,
~ Y 98.86% 1H), 3.86-3.94 (m, 2H), 3.67-3.75 (M, 2H), 1.70
1 : (m, 4H) BT 1.20 (m, 4H)
N




(93) JP 6626454 B2 2019.12.

&M " . NMR7—% (DMSO-d,, 400 MHz),
e IRE (%) LCMS e S TRy
72 i O\FO
: R 861 (d, J=6.0 Hz, 2H), 7.88 (d, J= 8.40 Hz,
> 45826 | 2H), 7.62 (d, J= 8.40 Hz, 2H), 7.29 (m, 2H),
NN 56% (M+H)", | 7.22 (s, 1H), 4.33-4.79 (m, 3H), 3.89-4.05 (m,
- 97.18% | 2H), 3.63-3.73 (m, 1H), 3.18-3.21 (m, 1H),
S ° 3.01-3.10 {m, 1H) R 2.78-2.84 (m, 1H)
N~
& ,@ 861 (d, J=6.0 Hz, 2H), 7.87 (d, J= 8.40 Hz,
R WY sa74a | 2H),7.66 (d, J= 8.0 Hz, 2H), 761 (d, J= 8.40
FX@L o 38% (ery. | H2.2M),7.39 (m, 2H), 7.31 (d, J= 6.0 Hz, 2H),
W o7 8av. | 7-20(s, TH), 7.13-7.16 (m, 1H), 4.73-4.76 (m,
P : 2H), 4.42-4.50 (m, 2H), 3.61 (m, 1H), 3.49 (m,
O 1H), 3.16 (m, 1H) &1 1.64-1.80 (m, 4H)
74
F Oﬁ 3 8.60 (d, J= 6.0 Hz, 2H), 7.87 (d, J= 8.40 Hz,
; d 50121 2H), 7.60 (d, J= 8.0 Hz, 2H), 7.30 (d, J= 6.0 Hz,
{ S 50% ety | 2H). 718 (s, 1H), 4.05-4.12 (m, 2H), 3.95 (m,
NN 96.95%, | 1H), 3.77-3.86 (m, 2H), 3.62-3.67 (m, 1H), 3.51
D : (m, 1H), 1.69 (m, 4H), 1.28-1.54 (m, 4H) R
O o 0.89 (t, J= 6.80 Hz, 3H)
N #
75 4
N o o 58.91 (brs, 1H), 8.61 (d, J= 5.60 Hz, 2H), 7.87
Fh 6“‘ 49921 (d, J=8.40 Hz, 2H), 7.61 (d, J= 8.40 Hz, 2H),
N 1% sty | 7:30(d J= 80 Hz, 2H), 7.21 (5, 1H), 444 (m,
- o8.50% | 1H),4.34 (m, 1H),3.62 (m, 1H), 3.39 (m, 1H),
S o : 2.84 (s, 3H), 1.82-1.88 (m, 2H) R 1.62-1.70
N # (m, 2H)
76 o%
F L N §8.59 (d, J= 6.0 Hz, 2H), 7.68-7.72 (m, 1H),
\Q (j 500.18 | 7.52-7.59 (m, 1H), 7.21-7.29 (m, 6H), 7.15-7.17
NN N 55% (M+H)", | (m, 1H), 6.99 (m, 1H), 4.67-4.77 (m, 2H), 4.42
A~ Y 99.18% | (m, 1H), 3.53 (s, 2H), 3.39 (m, 1H), 2.93 (m,
P 1H), 2.26-2.38 (m, 2H) R4 1.69-1.79 (m, 2H)
77 F o™ $8.80 (br's, 1H), 8.59 (d, J= 6.0 Hz, 2H), 7.64-
F\@ %N 53337 | 769.(m, 1H), 7.51-7.58 (m, 1H), 7.28 (d, J=6.0
NN Q 34% sty | Hz.2H),7.20 (m, 2H), 7.08-7.12 (m, 2H), 6.83-
s 98 7ob. | B:87 (M, 2H), 458 (s, 2H), 4.41-4.50 (m, 2H),
A~ o F : 3.86 (m, 1H), 3.53 (m, 1H), 2.18-2.31 (m, 2H)
N R 1.73-1.82 (m, 2H)
78 . o
F %3 5887 (brs, 1H), 8.59 (br s, 2H), 7.68-7.70 (m,
RS Q 54943 | 1H), 7.51-7.57 (m, 1H), 7.23-7.29 (m, 6H),
N 33% (M+H)", | 6.74-6.77 (m, 2H), 4.60 (s, 2H), 4.47-4.53 (m,
~~ b o 97.25% | 2H), 3.82-3.88 (m, 1H), 3.50-3.56 (m, 1H),
N 2.35-2.41 (m, 2H) & 1.70-1.80 (m, 2H)
79 F Ie)
: /@ $8.59 (d, J=5.60 Hz, 2H), 7.66-7.71 (m, 1H),
RS 47313 | 7.52.7.59 (m, 1H), 7.27-7.32 (m, 6H), 7.23 (m,
N 81% (M+H)", | 1H), 7.19 (s, 1H), 5.04 (s, 2H), 4.55-4.61 (m,
O 9347% | 2H), 3.43-3.52 (m, 1H), 3.09-3.15 (m, 1H),
N 1.88-1.98 (m, 2H) &1 1.68-1.76 (m, 2H)
80 o
F 9 58,60 (d, J=4.80 Hz, 2H), 7.76-7.86 (m, 3H),
F\@ ag717 | 7:687.72(m, 1H), 7.53-7.63 (m, 2H), 7.30 (d,
RS 8% (Mety, | 97560 Hz 2H), 7.22 (m, 2H), 4.77-4.80 (m,
Ny 95350, | 1H),4.66-4.69 (m, 1H), 3.50-3.56 (m, 1H),
S o : 3.13-3.20 (m, 1H), 2.24-2.28 (m, 2H) R 1.72-
N 1.80 (m, 2H)
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L&D . . NMR—% (DMSO-d,, 400 MHz),
e =% (%) LCMS BITIEEENAVEY
82 . 3 Q
N
\@N,N NJ/:@ 486.58 3861 (m, 2H), 7.56-7.86 (m, 2H), 7.22-7.39
- 71% (M+H)", | (m, 8H), 4.50-5.54 (m, 4H), 3.95-4.42 (m, 1H),
S o 97.21% | 3.45 (m, 1H)R¥ 2.79-2.91 (m, 3H)
N
83 ]
ox¢ . _
. N:@ $8.59 (d, J=5.20 Hz, 2H), 7.68-7.72 (m, 1H),
F 51519 7.52-7.59 (m, 1H), 7.28-7.29 (m, 3H), 7.22-7.24
8% (M) (m, 2H), 7.15 (m, 1H), 7.02-7.08 (m, 2H), 4.69-
NN 98420 | 479 (m, 2H), 455 (m, 1H), 3.30 (s, 3H), 2.92-
~ b @& 1 298 (m, 2H), 2.28-2.37 (m, 2H) R 1.76-1.85
N (m, 2H)
84
O~
F N 38.58 (m, 2H), 7.54-7.71 (m, 2H), 7.40 (m, 5H),
F ° 53017 7.23-7.26 (m, 3H), 7.05-7.11 (m, 1H), 5.01 (m,
349 M)’ 1H), 4.52-4.66 (m, 2H), 4.43 (m, 1H), 3.98 (m,
NN N ° 92.49% 1H), 3.60 (m, 1H), 3.03 (m, 1H), 2.66 (m, 1H),
Ul e 1.90 (m, 1H), 1.56-1.76 (m, 2H) B 1.17 (m,
i 1H)
N #
85 F s
S
@\ 459,10 58.59 (d, J=4.80 Hz, 2H), 7.70 (m, 1H), 7.52-
NN N 78% (Meh)* 7.59 (m, 1H), 7.27 (d, J= 4.80 Hz, 2H), 7.22 (m,
- ° 99 419 1H), 7.17 (s, 1H), 3.94 (m, 2H), 3.73 (m, 2H),
5 S e 3.34 (m, 4H) R 15 2.08 (m, 4H)
N
¥ g
Q
F =N 58.59 (d, J= 6.0 Hz, 2H), 7.67-7.73 (m, 3H),
F 485.99 7.53-7.60 (m, 1H), 7.32-7.38 (m, 2H), 7.28 (m,
Y 58% (M+H)Y', | 2H), 7.24 (m, 1H), 7.18 (s, 1H), 4.47-4.57 (m,
Ny 97.66% | 2H), 3.45 (m, 2H), 3.14 (m, 1H), 2.20 (m, 2H)
~ Y B 1.79-1.90 (m, 2H)
g
88 v o
‘(;LF 457.27 310.55 (br s, 1H), 8.60 (d, J= 6.0 Hz, 2H), 7.94
NN N—< 5’ 57% (M+H)Y*, | (m, 1H), 7.78-7.83 (m, 1H), 7.57-7.64 (m, 2H),
A~ b 99.14% | 7.39-7.41 (m, 2H) R1X 7.32 (m, 3H)
N
89 o i <
@\ a 46231 510.34 (br's, 1H), 8.60 (d, J= 6.0 Hz, 2H), 7.78-
N N_C}N 88% (M) 7.83 (m, 1H), 7.54-7.63 (m, 3H), 7.39 (s, 1H),
oY \ ° 9843w, | 7-30-7.31(m, 3H), 7.15 (d, J=8.80 Hz, 1H),
O aoe 4.65 (s, 2H) R U 3.27 (s, 3H)
90 9]
el N\ 38.92 (br s, 1H), 8.59 (d, J= 6.0 Hz, 2H), 7.67-
S 456.30 7.72 (m, 1H), 7.53-7.60 {(m, 1H), 7.28 (d, J= 6.0
MY 58% (M+H)', | Hz, 2H), 7.23 (m, 1H), 7.17 (s, 1H), 4.40 (m,
NN 99.11% 1H), 4.23 (m, 1H), 3.51-3.55 (m, 3H), 3.24 (m,
~ % 1H) R U 1.93 (m, 4H)
{ S
N #
91 e F . o}
\@ ‘%:o 489.11 510.49 (s, 1H), 8.61 (d, J= 5.60 Hz, 2H), 7.95-
N &N\ 49% (M) 7.98 (m, 1H), 7.81-7.89 (m, 2H), 7.59-7.65 (m,
~= % ° $6.81%% 1H), 7.41-7.44 (m, 2H), 7.32 (d, J= 6.0 Hz, 3H),
P e 3.54 (s, 3H) RU 3.52 (s, 3H)
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o 5 -
&m0 - RE (%) LCMS NMRTﬁI’;“:! ;gg:g ;E’\ éof MHz),
92 o7
@\ :S 2 433.31 3 10.80 (s, 1H), 8.61 (d, J= 6.0 Hz, 2H), 8.27 (s,
NN N o 33% (M)’ 1H}, 7.98 (d, J= 8.80 Hz, 1H), 7.80-7.84 (m,
= % 0 99 88% 2H), 7.57-7.64 (M, 1H), 7.44 (s, 1H), 7.31-7.33
N e {m, 3H) R 5.41 (s, 2H)
93 >ﬁ
F o)
F 0 3 8.59 (d, J=5.60 Hz, 2H), 7.66-7.70 (m, 1H),
441.36 7.52-7.59 (m, 1H), 7.27 (d, J= 6.0 Hz, 2H), 7.22
NNN 82% (M+H)", (m, 1H), 7.16 (s, 1H), 4.22 (m, 1H), 4.06 (m,
~ 98.16% 1H), 3.86-3.94 (m, 2H), 3.65-3.74 (m, 2H), 1.70
s © (m, 4H) R 1.20 (m, 4H)
No#
94 F O\fo
F N 5859 (d, J= 6.0 Hz, 2H), 7.70-7.75 (m, 1H),
J - 7.53-7.60 (m, 1H), 7.28 (d, J= 4.80 Hz, 2H),
NN N 57% (M+H)* 7.20 (m, 2H), 4.50-4.81 (M, 2H), 4.34-4.44 (m,
. 98 12% 1H), 3.96-4.06 (m, 1H), 3.87 (m, 1H), 3.63-3.72
& 0 : {m, 1H), 3.18-3.21 (m, 1H), 3.0-3.09 (M, 1H)
N# BU277-2.86 (m, 1H)
" 0
r N 5 8.59 (m, 2H), 7.64-7.72 (m, 3H), 7.52-7.59
F o 515.03 (m, 1H), 7.37-7.41 (m, 2H), 7.28 (m, 2H), 7.21
g 43% (Mak)* {m, 1H), 7.19 (s, 1H), 7.12-7.16 (m, 1H), 4.73-
NN 98.41% 4.76 (m, 2H), 4.41-4.51 (m, 2H), 3.60 (m, 1H),
~ b e 3.48 (m, 1H), 3.15 (m, 1H) B 1.66-1.80 (m,
N 4H)
9
E g 3 8.59 (d, J= 6.0 Hz, 2H), 7.66-7.70 (m, 1H),
F 0 469.37 7.52-7.59 (m, 1H), 7.27 (d, J= 6.0 Hz, 2H), 7.21
67% (Mak)’ (m, 1H), 7.16 (s, 1H), 4.05-4.08 (m, 2H), 3.94-
NN 08 48% 3.98 (m, 1H), 3.76-3.88 (m, 2H), 3.63-3.66 (m,
3 : 1H), 3.50 (m, 1H), 1.69 (m, 4H), 1.23-1.52 (m,
~ Y b 4H) R10.88 (t, J= 6.80 Hz, 3H)
N
o7 1
. f e © $8.93 (brs, 1H), 8.80 (d, J= 5.60 Hz, 2H), 7.69-
N 7.73 (m, 1H), 7.54-7.61 (m, 1H), 7.29 (d, J=
\QN_N . 549 465.29 (M- | 5.60 Hz, 2H), 7.24 (m, 1H), 7.21 (s, 1H), 4.46
- H)", 99.18% | (m, 1H), 4.34 (m, 1H), 3.62 (m, 1H), 3.29 (m,
S 0 1H), 2.85 (s, 3H), 1.82-1.88 (m, 2H) BU* 1.61-
N 1.67 (m, 2H)
98 . o@ 5 8.63 (m, 2H), 7.87-7.91 (m, 1H), 7.69-7.72
5 N 550.40 {m, 1H), 7.34-7.36 (m, 3H), 7.23-7.26 (m, 3H),
>K@ (j 65% (M+H)" 7.15-7.17 (m, 1H), 6.97-7.01 (m, 1H), 4.70 (m,
NN N ° 95 71% 2H), 4.42 (m, 1H), 3.54 (s, 2H), 3.37 (m, 1H),
o~ A 2.94 (m, 1H), 2.30-2.38 (m, 2H) &1 1.71-1.79
NA (m, 2H)
99 b FoE ose™ 58.82 (brs, 1H), 8.63 (d, J= 5.60 Hz, 2H), 7.85-
r N 7.89 (m, 1H), 7.67-7.69 (m, 1H), 7.30-7.35 (m,
N\@ . 5 Q 43 581.34 (M- | 3H), 7.22 (s, 1H), 7.08-7.12 (m, 2H), 6.84-6.87
1N ° H)", 98.78% | (m, 2H), 4.59 (s, 2H), 4.42-4.45 (m, 2H), 3.87
S o F (m, 1H), 3.54 (m, 1H), 2.20-2.36 (m, 2H) R U
N 1.73-1.80 (m, 2H)
100 e oy 58.88 (br s, 1H), 8.64 (d, J= 4.40 Hz, 2H), 7.84-
F>k©\ %N 59040 | 7:88 (M, 1H), 7.67-7.70 (m, 1H), 7.25-7.36 (m,
S 50% (M+H)* BH), 6.78 (d, J= 8.80 Hz, 2H), 4.61 (br s, 2H),
" 96.20% 4.44-4.49 (m, 2H), 3.84-3.90 (m, 1H), 3.50-3.57
O o ‘ : {m, 1H), 2.35-2.42 (m, 2H) R U 1.71-1.81 (m,
N 2H)
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o F— -
fe&mID . % (%) LCMS NMRTﬁ";‘:! ;gggg g:,\ éoL? MHz),
101 FEF 5
d@ $8.63 (d, J=6.0 Hz, 2H), 7.86-7.91 (m, 1H),
Y 523.33 7.71 (m, 1H), 7.29-7.36 (m, 7H), 7.22 (s, 1H),
il 68% (M+H)", 5.04 (s, 2H), 4.55-4.58 (m, 2H), 3.47-3.54 (m,
O © 95.04% 1H), 3.10-3.17 (m, 1H), 1.90-2.01 (m, 2H) B
N 1.68-1.77 {m, 2H)
102 9
r Lf F‘gb $8.64 (d, J=5.60 Hz, 2H), 7.78-7.91 (m, 4H),
( ] 537.35 7.70-7.73 (m, 1H), 7.60-7.64 (m, 1H), 7.33-7.36
NNCON 53% (M+H)", (m, 3H), 7.25 (s, 1H), 4.66-4.76 (m, 2H), 3.54-
VAR 95.01% 3.57 (m, 1H), 3.14-3.21 (m, 1H), 2.29-2.36 (m,
P 2H) R U 1.72-1.80 (m, 2H)
103 9
N 3 | 5864 (d, J=5.20 Hz, 2H), 7.85-7.91 (m, 4H),
FX@\ 571.31 7.70-7.73 (m, 1H), 7.33-7.36 (m, 3H), 7.24 (s,
NN N 31% (M+H)", 1H), 4.66-4.76 (m, 2H), 3.49-3.55 (m, 1H),
A~ 99.71% 3.12-3.19 (m, 1H), 2.30-2.37 (m, 2H) R 1.74-
N 1.83 (m, 2H)
104 rG F 0,
*@ % 536.36 5 8.64-8.65 (m, 2H), 7.70-7.97 (m, 2H), 7.18-
NN N 67% (M+H)", 7.42 (m, 8H), 5.13-5.52 (m, 1H), 3.48-5.0 (m,
VAR 96.92% 4H), 3.30 (m, 1H) BU 2.79-2.91 (m, 3H)
N
3
105 o™ 3863 (d, J=6.0 Hz, 2H), 7.87-7.91 (m, 1H),
R F ND 565.37 7.69-7.72 (m, 1H), 7.34-7.36 (m, 4H), 7.24 (s,
FX@ 0% (MeH)* 1H), 7.13-7.16 (m, 1H), 7.04-7.08 (m, 2H),
NN N 94.01% 4.70-4.74 (m, 2H), 4.53-4.59 (m, 1H), 3.37 (m,
- : 1H), 3.30 (s, 3H), 2.94-3.0 (m, 1H), 2.30-2.38
§ D (m, 2H) B 1.77-1.86 (m, 2H)
106 . @m--(\o 5 8.62 (m, 2H), 7.85-7.91 (m, 1H), 7.59-7.71
NI Nr&o 580.35 (m, 1H), 7.24-7.40 (m, 8H), 7.07-7.14 (m, 1H),
FX@\ (j 86% (MH)” 5.01 (m, 1H), 4.57-4.62 (m, 2H), 4.43 (m, 1H),
NN N 95 40% 3.98 (m, 1H), 3.59 (m, 1H), 3.03 (m, 1H), 2.72
S~ : (m, 1H), 1.85-1.94 (m, 1H), 1.56-1.77 (m, 2H)
i RU 1.23 (m, 1H)
N A
107 FF F Y
S
F 509,31 38.63(d, J=6.0 Hz, 2H), 7.88 (m, 1H), 7.70-
NN N 76% (Mh)* 7.72 (m, 1H), 7.32-7.34 (m, 3H), 7.19 (s, 1H),
A~ % 95 64% 3.94 (m, 2H), 3.74 (m, 2H), 3.35 (m, 4H) B
q : 2.09 (m, 4H)
N
108 Q
rEOF A 3863 (d, J=5.60 Hz, 2H), 7.89 (t, J= 8.40 Hz,
F 6 536.36 1H), 7.67-7.73 (m, 3H), 7.35 (m, 5H), 7.21 (s,
JUERS 31% (M+H)", 1H), 4.47-4.54 {m, 2H), 3.39-3.52 (m, 2H),
P 95.15% 3.13-3.19 (m, 1H), 2.18-2.25 (m, 2H) R U 1.18-
S ° 1.23 (m, 2H)
N #
109 A
Yt
" N_@ 507.27 §10.56 (s, 1H), 8.64-8.65 (m, 2H), 7.94-7.90
S 57% (M+H)", (m, 2H), 7.85 {m, 1H), 7.62 (dd, J= 8.80 & 2.00
® ° 97.62% Hz, 1H) R U 7.39-7.43 (m, 5H)
- F F
110 FX@ o $10.35 (s, 1H), 8.65 (d, J= 6.00 Hz, 2H), 7.93
o ”O“ o 51023 (M. | (@ 4= 8.00 Hz, 1H), 7.86 (m, 1H), 7.59 (d, J=
Y 77% Hy', 97.05% | 240 Hz, 1H), 7.54 (dd, J= 8.80 & 2.40 Hz, 1H),
» ° P EOES 1 7.38-7.41 (m, 4H), 7.16 (d, J= 8.8Hz, 1H), 4.66
N (s, 2H) R Uf 3.28 (s, 3H)
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L&D NMR7—% (DMSO-d;, 400 MHz),

0,
e w (e) | LCMS BIZEEE L LEY
T o
rRGOF N
. (__\Ss §8.62-8.63 (m, 2H), 840 (s, 1H), 7.89 (t, J=
2 50425 | 8.00 Hz, 1H), 7.72 (m, 1H), 7.33-7.35 (m, 3H),
NN N 58% (M-H)", | 7.20(s, 1H), 4.35-4.39 (m, 1H), 4.21-4.24 (m,
< 98.75% | 1H), 3.60 (m, 4H), 3.30 (m, 1H) B U 2.08-2.11
S © (m, 3H)
N ZF#

112 FyF L
F
>/\©\ N NO—N&O 539.14 $10.43 (s, 1H), 8.65 (d, J= 6.0 Hz, 2H), 7.91-
\ 54% (M+H)", 7.96 (m, 2H), 7.85 (d, J= 8.0 Hz, 2H), 7.38-7.45
o 98.59% (m, 5H), 3.55 (s, 3H) BU 3.54 (s, 3H)

113 rFF
F 0
C Ly “‘Cﬁ% 48120 (v | 8.10.80 (s, 1H), B85 (d, J= 6.0 Hz, 2H), 8.27 (s,

38% 1H), 7.92-7.98 (m, 2H), 7.84-7.89 (m, 2H), 7.48

Ny * L)
N\ ; ° H)", 99.50% (s, 1H), 7.39-7.43 (m, 3H) R 5.42 (s, 2H)
114 /%
rf F o
F io 3 8.62 (d, J=6.00 Hz, 2H), 7.89 (d, J= 8.40 Hz,
y@\ 491.36 1H), 7.71 (m, 1H), 7.32-7.35 (m, 3H), 7.19 (s,
N'N\ N 67% (M+H)", 1H), 4.19-4.22 (m, 1H), 4.05-4.10 (m, 1H),
= Y 99.52% 3.76-3.95 (m, 4H), 3.40-3.46 (m, 1H), 1.69-1.70
[\} ; (m, 4H) B 1.19-1.22 (m, 3H)

115
58.63 (d, J= 5.60 Hz, 2H), 7.89 (t, J= 8.00 Hz,
1H), 7.76 (d, J= 10.40 Hz, 1H), 7.35 (br s, 3H),

81% (‘gf{j}l 7.24 (s, 1H), 4.51-4.76 (m, 2H), 4.34-4.54 (m,
o 2ay. | 1H), 3.88-4.07 (. 2H), 3.64-3.73 (m, 1H),
' 3.08-3.11 (m, 1H), 3.19-3.22 (m, 1H) R 2.82-
2.87 (m, 1H)
116
5862 (d, J= 6.40 Hz, 2H), 7.89 (t, J= 8.40 Hz,
s0375 | 1H). 7.65-7.72 (m, 3H), 7.35-7.41 (m, 5H), 7.2
57% sty | (8 1H). 715 (¢ J=7.20 Hz, 1H), 4.71-4.76 (m,
G0 7av. | 2H), 4.42-4.47 (m, 2H), 3.61-363 (m, 1H),
: 3.47-3.53 (m, 1H), 3.16-3.17 (m, 1H) R.U5 1.68-
1.79 (m, 4H)
nr $8.62 (d, J= 5.20 Hz, 2H), 7.89 (t, J= 8.4 Hz,
stoq7 | 1H).7.70 (@, J= 10.8 Hz, 1H), 7.32-7.35 (m,
39% teiy. | 3H).7.19(s, 1H), 4.07-4.00 (m, 2H), 3.76-3.96
G0ty | (M. 3H), 3.62-365 (m, 1H), 3.50-351 (m, 1H),
: 1.74 (br's, 4H), 1.23-1.69 (m, 4H) R 0.88-
0.92 (m, 3H)
118
58.94 (s, 1H), 8.63 (d, J=4.80 Hz, 2H), 7.89 (t,
51743 | J=7.6 Hz, 1H), 7.72 (d, J= 12.0 Hz, 1H), 7.34~
67% (M+H)", | 7.35 (m, 3H), 7.23 (s, 1H), 4.31-4.43 (m, 2H),
99.26% | 3.58-3.64 (m, 1H), 3.29 (m, 1H), 2.84 (s, 3H),
1.85-1.89 (m, 2H) BU 1.64-1.70 (m, 2H)
19 58.84 (s, 1H), 8.63 (m, 2H), 8.04-8.10 (m, 2H),

7.38 (d, J= 6.0 Hz, 2H), 7.23-7.28 (m, 3H), 7.17
533.35 (d, J= 8.40 Hz, 1H), 6.99 (t, J= 7.2 Hz, 1H),
29% (M+H)Y*, | 4.72 (m, 2H), 4.40-4.46 (m, 1H), 3.54 (s, 2H),
96.97% | 3.35-3.41 (m, 1H), 2.92-2.98 (m, 1H), 2.33-2.40
(m, 1H), 1.71-1.80 (m, 2H) &1 1.07-1.11 (m,
1H)
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f£&mID , N NMRF—% (DMSO-d,, 400 MHz),
mE R (%) LCms BIiEEENEVEY
120 L ose™ 58.82 (br s, 2H), 8.63 (d, J= 6.0 Hz, 2H), 8.03
v N (s, 2H), 7.37 (d, J= 6.0 Hz, 2H), 7.26 (s, 1H),
g - (35 Q 369% 564.37 (M- | 7.10 (t, J= 8.80 Hz, 2H), 6.84 (m, 2H), 465 (s,
- H)', 98.73% | 2H), 4.59-4.60 (M, 2H), 3.86-3.92 (m, 1H),
S o F 3.51-3.58 (m, 1H), 3.35-3.39 (m, 1H), 2.19-2.29
Nag? (m, 2H) BU 1.07-1.11 (m, 1H)
121 L o™y 58.88 (brs, 2H), 8.83 (s, 1H), 8.64 (d, J= 5.60
L n %N 58241 Hz, 2H), 8.03 (br's, 2H), 7.38 (d, J= 5.60 Hz,
G 46% (MaH)* 2H), 7.24-7.29 (m, 3H), 6.78 (d, J= 8.80 Hz,
1y ° 96.70% 2H), 4.61 (brs, 2H), 4.51 (m, 2H), 3.86-3.91 (m,
O : e 1H), 3.51-3.57 (m, 1H), 2.41 (m, 2H) R U 1.72-
Nt 1.81 (m, 2H)
122 "

506.36 58.84 (brs,1H), 8.64 (d, J= 6.0 Hz, 2H), 8.03-
. 8.09 (m, 2H), 7.37-7.39 (m, 2H), 7.29-7.33 (m,
30% (M+H)', 5H), 5.05 (s, 2H), 4.58 (m, 2H), 3.48-3.55 (m,
98.17% 1H), 3.12-3.15 (m, 1H), 1.90-1.99 (m, 2H) RW
1.89-1.78 (m, 2H)

< §O
N
o]

123 o

A (@ $8.86 (brs,1H), 8.64 (d, J= 6.0 Hz, 2H), 8.04-
N
[&]
€]

e 520.34 8.10 (m, 2H), 7.77-7.87 (m, 3H), 7.62 (t, J= 7.20
NN 41% (M+H)", | Hz, 1H), 7.38 (d, J= 6.0 Hz, 2H), 7.29 (s, 1H),
P 95.11% | 4.67-4.76 (m, 2H), 3.56 (m, 1H), 3.19 (m, 1H)
P R 2.25-2.37 (m, 4H)
124
N g o 58.85 (br s, 1H), 8.64 (d, J= 6.0 Hz, 2H), 8.04-
e 554.30 8.10 (m, 2H), 7.84-7.92 (m, 3H), 7.38 (dd, J=
SN N 70% (M+H)", | 4.40 & 2.0 Hz, 2H), 7.28 (s, 1H), 4.67-4.77 (m,
A~ 97.55% | 2H), 3.53 (m, 1H), 3.16 (m, 1H), 2.69 (m, 1H)
f RU 2.49-2.50 (m, 3H)
oy 46% (Mehy, | 8.05-8.16 (m, 2H), 7.23-7.41 (m, 7H), 5.00-5.17

(m, 1H), 4.54-4.92 (m, 3H), 3.97-4.44 (m, 1H),

125 rh o,
P n }% 1937 | 8883-8.95(FanY s, 1H), 864 (m, 2H),
g )
\

= 0,
S o 98.55% | 3.49.3.56 (m, 1H) R 2.67-2.89 (m, 3H)
N.#
126 o™ 58.84 (s, 1H), 8.63 (d, J= 5.6 Hz, 2H), 8.04-
RS N—@ 548.35 8.09 (m, 2H), 7.38 (d, J= 5.6 Hz, 2H), 7.28-7.32
FoNeN ) 59% (M+H)” (m, 2H), 7.14-7.16 (m,1H), 7.06-7.08 (m, 2H),
SA N N ° 95.06% 4.73 (m, 2H), 4.54-4.60 (m, 1H), 3.43 (m, 1H),
e HRTe 3.31 (s, 3H), 2.95-3.04 (m, 1H), 2.33-2.39 (m,
{ : 2H) R U 1.78-1.86 (m, 2H)
127 58.76-8.83 (HEEEMKIZE 22 DDIES,
. @n»-(\o 1H), 8.62 (br's, 2H), 7.98-8.05 (m, 2H),
N Y 56338 7.32-7.40 (m, 7H), 7.11-7.17 (E8REHEHIZ & 5
e (j 6% (M) 2 DMIEE, 1H), 4.99-5.03 (M, 1H),
NN N ° 98 89% 4.53-4.62 (m, 2H), 4.40-4.43 (m, 1H), 3.97-4.01
N i (m, 1H), 3.60-3.62 (m, 1H), 3.06-3.09 (m, 1H),
i 2.67-2.73 (m, 1H), 1.83-1.95 (m, 1H), 1.55-1.78
N (m, 2H) B 1 1.24-1.30 (m, 1H)
128 e F s/w
FNeN S
g { 5 492.30 58.83 (s, 1H), 8.63 (d, J=6.0 Hz, 2H), 8.06-
NN N 8a% (M 8.07 (m, 2H), 7.36 (d, J= 6.4 Hz, 2H), 7.23 (s,
Y 97 31% 1H), 3.94 (m, 2H), 3.74 (m, 2H), 3.33-3.35 (m,
q : 4H) RU 2.10 (M, 4H)
N #
129 Q
Qe 59.18 (s, 1H), 8.73 (d, J= 2.8 Hz, 1H), 8.58 (d,
N 452.36 J=5.6 Hz, 2H), 8.42 (s, 1H), 7.68-7.72 (m, 2H),
f l 71% (M+H)", 7.33-7.38 (m, 4H), 7.21 (s, 1H), 4.50 (m, 2H),
SNN-N N 98.30% 3.37-3.54 (m, 2H), 3.15-3.21 (m, 1H), 2.20-2.23
D (m, 2H) BT 1.82-1.91 (m, 2H)
= [o]
N
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Eamd " NMR>—% (DMSO-d, 400 MHz),
W WE (%) LCMs S o 2o MHz)
F
130 (NJ\ Onfr 510.60 (s, 1H), 9.33 (s, 1H), 8.78 (d, J=2.4 Hz,
Sy NOO 6% 421.24 M- | 1H), 8.60 (d, J= 6.0 Hz, 2H), 8.46-8.47 (m, TH),
o H)', 99.49% | 7.95 (d, J= 2.0 Hz, 1H), 7.61-7.64 (m, 1H) B
P 7.39-7.44 (m, 4H)
131 N 5
(Nl . NO_,}:O $10.39 (s, 1H), 9.35 (s, TH), 8.77 (d, J= 2.4 Hz,
8 \ 03 426.26 (M- | 1H), 8.60 (d, J= 6.0 Hz, 2H), 8.45 (s,1H), 7.55-
S o o H), 95.02% | 7.60 (m, 2H), 7.40-7.41 (m, 3H), 7.17 (d, J=8.8
N Hz, 1H), 4.67 (s, 2H) &1 3.33 (s, 3H)
132 o)
N
_N S 5917 (s, 1H), 8.94 (br s, 1H), 8.73 (d, J= 2.4
[: l 42230 | Hz, 1H), 8.57-8.59 (m, 2H), 8.41-8.42 (m, 1H),
SNSy-N N 29% (M+H)", | 7.35-7.37 (m, 2H), 7.19 (s, TH), 4.22-4.38 (m,
B 98.86% | 2H), 3.55-3.60 (m, 3H), 3.28 (m, 1H) & 1.90-
~ o 1.97 (m, 4H)
Ns
133 N3
f“l Nngo 45511 §10.55 (s,1H), 9.36 (s, 1H), 8.79 (d, J= 2.40
EN NGN\ 3% sty | Hz 1H), 861 (d, J=5.60 Hz, 2H), 8.47 (brs,
g OB aon. | 1H),8.00 (brs, 1H), 7.85-7.89 (m, 1H), 7 40-
P : 7.47 (m, 4H), 3.55 (s, 3H) & U 3.54 (s, 3H)
N
134 C 1 0 §10.85 (s, 1H), 9.36 (s, TH), 8.79 (d, J= 2.40
NN N 5 399.10 | Hz, 1H), 8.60 (d, J=5.60 Hz, 2H), 8.47 (brs,
Y 31% (M+H)", | 1H),8.28 (s, TH), 7.98 (d, J= 8.0 Hz, 1H), 7.86
\ 92.75% | (d, J= 8.40 Hz, 1H), 7.47 (s, TH), 7.41 (d, J=6.0
N Hz, 2H) R U 5.42 (s, 2H)
135 %
o
N 0 59.16 (s, 1H), 8.73 (d, J= 2.8 Hz, TH), 8.57-
E l 407.37 | 8.58 (m, 2H), 8.40-8.41 (m, 1H), 7.35-7.36 (m,
N“Sy-NC N 44% (M+H), | 2H), 7.19 (s, 1H), 4.21-4.25 (m, 1H), 4.05-4.10
S 99.68% | (m, 1H), 3.63-3.98 (m, 4H), 3.40-3.46 (m, 1H),
O o 1.72 (m, 4H) R 1.20 (m, 3H)
N/
136 N
Y
_N N $9.23 (d, J=9.2 Hz, 1H), 8.74 (d, J= 2.4 Hz,
Q l _) 29229 | 1H).8.58 (d, J=6.0 Hz 2H), 8.41 (s, 1H), 7.36
N“SN-N N 379% sty | (Brs 2H).7.28 (d J=2.4 Hz, 1H), 4.52-4.78
S 07 Oob. | (M, 2H), 437-4.43 (m, 1H), 3.90-4.08 (m, 2H),
~ o : 3.66-3.74 (m, 1H), 3.12-3.33 (m, 2H) R 2.83-
r\} P 2.89 (m, 1H)
137 NANQ $9.17 (s, 1H), 8.73 (d, J= 2.4 Hz, 1H), 8.57-
gy 43139 | 859 (m, 2H), 8.41-8.42 (m, 1H), 7.66 (d, J=8.0
C1 ) % 9% asty, | Hz 2H), 736741 (m, 4H), 7.21 (s, 1H), 7.15
NN N o o7 a7y, | (tJ=72Hz, 1H), 4.17-4.79 (m, 2H), 4.44-4.46
Y ST% 1 (m, 2H), 3.63 (t, J= 9.2 Hz, 1H), 3.49-3.55 (m,
P 1H), 3.18-3.22 (m, 1H) BT 1.70-1.75 (m, 4H)
138
O/g) §9.16 (s, TH), 8.72 (d, J= 2.4 Hz, 1H), 8.58 (d,
N 0 43538 | J= 2.4 Hz, 2H), 8.41 (3, TH), 7.36 (d, J= 5.6 Hz,
E J\ 33% (M+H), | 2H), 7.19 (s, 1H), 4.05-4.09 (m, 2H), 3.66-3.96
NN N 99.02% | (m, 4H), 3.49-3.51 (m, TH), 1.71 (m, 4H), 1.23-
< 1.57 (m, 4H) R0 0.90 (t, J= 6.8 Hz, 3H)
~ o
N
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TEAMmID NMR7—% (DMSO-d,, 400 MHz),
wa RE (%) LCMS ﬁl:iﬁiéhf;i\lﬁu :
139 I
o N\FO
_N N $9.16 (s, 1H), 8.93 (s, 1H), 8.73 (d, J= 2.4 Hz,
E j\ 43128 (M. | 1H), 858 (d J=6.0 Hz, 2H), 8.42 s, 1H), 7.36
NN N 37% Hy' 00.81% | (= 5.6 Hz, 2H), 7.22 (s, 1H), 4.31-4.43 (m,
< e 2H), 3.61-3.72 (m, 1H), 2.85 (s, 3H), 1.83-1.94
S o (m, 2H), 1.69 (m, ZH) &1 1.23-1.27 (m, 1H)
N #
N
140 o x 38.84 (brs, 1H), 8.60 (d, J= 6.4 Hz, 2H), 7.51-
53132 (M- | 7:55 (M, 2H), 7.31-7.32 (m, 2H), 7.207.24 (m,
F NN O 36% ) 60.38% | 3H), 6.74-6.78 (m, 3H), 462 (s, 2H), 4.47-4.53
PO » 99, (m, 2H), 3.83-3.89 (m, 1H), 3.49-3.56 (m, 1H)
1 R U 1.69-1.88 (m, 4H)
N. 7~
141 o"
F ND $8.60 (d, J= 6.0 Hz, 2H), 7.55-7.58 (m, 2H),
*’)@ 51731 (M- | 7:32(d, J=6.0 Hz, 2H), 7.237.24 (m, 2H), 6.97
. RS 28% Hy' 68.75% | (M 3H), 4.69-4.76 (m, 2H), 4.47-4.53 (m, 1H),
i » 90197 1 399.3.60 (m, 2H), 2.92-2.98 (M, 1H), 2.29-2.36
O o (m, 2H) R 1.75-1.81 (m, 2H)
N
142 F 5
F. o)
Fjé\ N <N ; 44530 | §8.59-8.60 (m, 2H), 7.53-7.57 (m, 2H), 7.29-
N7\ 47% (M+HY', | 7.31 (m, 2H), 7.19 (s, 1H), 3.92 (m, BH), 3.71
~ % 99.52% | (m, 2H) RU 1.75-1.88 (m, 4H)
N
175 N
¢ = $11.25 (brs, 1H), 8.60 (d, J= 6.0 Hz, 2H), 7.54-
Fﬁ O Y 5543 | 7.58 (M, 2H), 7.32 (d, J=6.0 Hz, 2H), 7.23 s,
A N 29 My 1H), 7.0-7.07 (m, 1H), 6.77-6.80 (m, 1H), 4.78-
Yy o 99.51% | 481(m, 1H), 466-469 (m, 2H), 3.30 (m, 1H),
S © LR 2.92-2.98 (m, 1H), 2.13-2.19 (m, 2H) &1 1.84-
N 1.90 (m, 2H)
.
176 ] o(" - 511.26 (br's, 1H), 8.61 (d, J= 6.0 Hz, 2H), 7.54-
rm 587.40 7.58 (m, 2H), 7.45-7.47 (m, 1H), 7.35-7.37 (m,
G PR 290% hrtln 1H), 7.32 (d, J= 6.0 Hz, 2H), 7.21-7.24 (m, 2H),
< 90830 | 4.70-4.78 (m, 2H), 453-459 (m, 1H), 3.30 (m,
P : 1H), 2.92-2.98 (m, 1H), 2.25-2.35 (m, 2H) B
1.79-1.90 (m, 2H)
179 o o™y 5890 (s, 1H), 8.60-8.64 (m, 2H), 7.85 (1, J= 7.2
F*@ %N 64953 | Hz: 1H), 7.69 (d, J= 10.8 Hz, 1H), 7.30-7.36 (m,
- Q . 10% (MeHy 3H), 7.20-7.25 (m, 3H), 6.82 (d, J= 8.0 Hz, 2H),
®/§)_<o obr 9603, | 654 (s, TH), 463 (s, 2H), 444-4.51 (m, 2H),
f P97 | 384-3.86 (m, 1H), 3.51-3.57 (m, 1H), 2.59 (m,
1H) RU 1.71-1.87 (m, 2H)
Ooooooao

oooboooooobOooooobooooooboooboboooboooooao
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AFx—AF
0
o /\OJ\WO\/ o o oLi‘o R{\ NH;
|\ o I o [\\ O~ H
N~ LIHMDS, Et;0, N~ 0 z o IPA, TFA, 90°C
F-1 ee F-2 F-2
HATU, DIPEA
1 £RE2 7o
F-5
F ~N
< 0 S,
Soge o
d e
a4 R at N\\‘: “f >.
F3C:©/ F,C” NF [N/ @
£ CF, g h i j
\_ S
oOooooad
goooooooooooooooooooooooboooooooooooooooOon
goooooooooooooobooooooooobooobooo0ooboooooooooOon
poooooooooooooobooboobooboobDoDoboDoooooooOon
goddoooooooooooooooboooooobooobooboboboooooon
go0ooo0oooooooooooooooooooboooooooooooooooOog
pgooooooooooooooooobooboobo0obDoDobDoDoooDoUoooOog
Ofd0ooooooooooooooooooooobooob0oobooboooooon
go0ooo0oooooooooooooooooooboooooooooooooooOon
O
oOooooad
'H-NMR (400 MHz, DMSO-de): & 8.66 (d, J= 4.80 Hz, 2H), 7.70 (d, J= 5.20 Hz,
2H), 6.43 (s, 1H), 4.15 (q, J= 7.20 Hz, 2H) BTt 1.25 (t, J= 7.20 Hz, 3H)
oooooao
OgfddooooooooooooooooooooobooobooobobOboooooon
Ogfddooooooooooooooobooobo0oobooobooboboboooooon
go0ooo0oooooooooooooooooooboooooooooooooooOog
poooooooooooooobooboobooboobDoDoboDoooooooOon
Ofd0dooo0oooooooooooooooobooobooob0ooboboboooooon
go0ooo0oooooooooooooooooooboooooooooooooooOog
pgooooooooooooooooobooboobo0obDoDobDoDoooDoUoooOog
Oo0o0ooooooonn
ooOoooao
goooooooooooooobooooooooobooobooo0ooboooooooooOon
pgoooooooooooooooouooooooobao

10

20

30

40



(102) JP 6626454 B2 2019.12.25

'H-NMR (400 MHz, CDCL): 5 8.61 (d, J= 6.0 Hz, 2H), 7.66 (d, J= 8.4 Hz, 2H), 7.47
(d, J= 8.4 Hz, 2H), 7.17 (s, 1H), 7.11 (m, 2H), 4.44 (q, J= 7.20 Hz, 2H) B 1.41 (t, J= 7.20
Hz, 3H). LCMS: 362.21 (M+H)", 99.95%

ooo0 booo

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo
goobOooooboocoooboooboooooboooooao

'H-NMR (400 MHz, CDCls): § 8.60 (d, J= 6.0 Hz, 2H), 7.73 (s, 1H), 7.67 (d, J= 8.0
Hz, 1H), 7.49 (m, 1H), 7.35 (m, 1H), 7.23 (s, 1H), 7.14 (m, 2H), 4.29 (q, J= 7.20 Hz, 2H) R~

1.42 (t, J=7.20 Hz, 3H). LCMS: 362.22 (M+H) ", 91.70%

Oooo oooad

oooooad
oo oboob oo oo b oo bbb ooboooog
ooooooooobobobooboooooooad

'H-NMR (400 MHz, CDCly): 8 8.61 (d, J= 6.0 Hz, 2H), 7.31 (m, 1H), 7.30 (s, 1H), 7.19
(m, 1H), 7.04 (m, 2H), 7.01 (m, 1H), 4.43 (q, /= 7.20 Hz, 2H) 1% 1.39 (t, J= 7.20 Hz, 3H).
LCMS: 330.14 (M+H)", 93.07%

oobo obooo

oooooad
g0 oob oo oo b oo b oo ooboooOood

Oodo0oooooooooooooooooao
'H-NMR (400 MHz, CDCLy): 8 8.62 (d, J= 6.4 Hz, 2H), 7.82 (m, 1H), 7.55 (m, 1H),

7.53 (s, 1H), 7.34 (m, 3H), 4.32 (q, J= 7.20 Hz, 2H) X T* 1.30 (t, J= 7.20 Hz, 3H). LCMS:
330.21 (M+H)", 91.46%

ooo0d ooOooao

oOooooad

gobooooooogoobgobobobooooboboboboboooobobobao
gboboooooboobooboboboooobobobobooonn

'H-NMR (400 MHz, CDCls): 8 8.57 (d, J= 6.0 Hz, 2H), 7.10 (m, 3H), 6.81 (s, 1H),

6.72 (m, 2H), 6.04 (s, 2H), 4.42 (q, J= 7.20 Hz, 2H) %1% 1.40 (t, J= 7.20 Hz, 3H). LCMS:
338.20 (M+H)", 77.49%

ood oooad

ogooooad

oooboooooobooooobooooooboobooooobobooooboboooobooo
ooooboooooooooooobooogooboooooooboooao

'H-NMR (400 MHz, CDCL): 8 8.56 (dd, J= 1.6 & 4.40 Hz, 2H), 7.90 (s,
1H), 7.82 (s, 2H), 7.20 (s, 1H), 7.12 (dd, J= 1.6 & 4.40 Hz, 2H), 4.45 (q, J= 7.20 Hz, 2H) R
1.42 (t, J= 7.20 Hz, 3H). LCMS: 430.26 (M+H)", 93.03%

ooo booo
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oooDoo
ooooooooobooooooooooobooooobooooobooooobooo
gooboooooobOoooooboooooooboooooooooooao

'H-NMR (400 MHz, CDCls): 5 8.68 (dd, J= 1.6 & 4.40 Hz, 2H), 7.60
(m, 1H), 7.36 (m, 1H), 7.14 (m, 4H), 4.44 (q, J=7.20 Hz, 2H) 2% 1.39 (t, J= 6.80 Hz, 3H).
MS: 380.0 (M+H)"

ugbo bobo

gboooaod
ooooooooobooooobooooooboobooboooobooboooobooooobooo
gbobooooooobobobobooooboboboboonn

'"H-NMR (400 MHz, CDCls): § 8.67 (m, 3H), 7.92 (dd, J= 2.0 & 8.40
Hz, 1H), 7.76 (s, 1H), 7.18 (m, 3H), 4.45 (q, J= 7.20 Hz, 2H) & 0% 1.42 (t, J= 6.80 Hz, 3H).
LCMS: 362.89 (M+H)", 98.45%

ooo booo

gboooaog
ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooobooooobooocooooboon

IH_
NMR (400 MHz, CDCL): 8 9.21 (d, J= 1.20 Hz, 1H), 8.62 (m, 2H), 8.60 (m, 1H), 8.23 (dd,
J=12 & 2.40 Hz, 1H), 7.17 (d, J= 6.0 Hz, 2H), 7.14 (s, 1H), 4.45 (q, J= 7.20 Hz, 2H) R

1.42 (t, J= 6.80 Hz, 3H). LCMS: 296.18 (M+H)", 96.22%

ubod bobd

oooooao
gobooooooooobgoboboboooobobobobobooooobobobao
gboobooooooonn

'H-.NMR
(400 MHz, DMSO-ds): 8 8.55 (d, J= 6.0 Hz, 2H), 7.51 (m, 3H), 7.38 (m, 3H), 7.24 (m, 2H),
4.35(q, J=7.20 Hz, 2H) &1 1.32 (t, J= 7.20 Hz, 3H)

ogodg oooad

oooooao
goddooooooooooooooooooooobooboob oo boooooOoon
o000 oo b0 oo b oo b oo oo oOoooOood
goodooooooooooobooobooboobooboobooboooooodd
uooboboodoo,b0o00oo0o0obooo0c0oobooOxOooobooooobooboooobooo
goddodooodoooooooooobooobooobDooboob oo boooooOoon
goodooooooooobooobooboobooooooob0uoooooobooao
oooooao
gfddoooooooooooooooooobooobD oo boob oo boDooooOood
oo obouoobouooboooboao

'"H-NMR (400 MHz, DMSO-dg): 8 12.84 (br s, 1H), 8.58 (d, J= 5.60 Hz, 2H), 7.87

(d, J= 8.4 Hz, 2H), 7.59 (d, J= 8.4 Hz, 2H), 7.28 (m, 3H). LCMS: 334.13 (M+H)", 97.98%
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oo0 booo

oooooao
gooobooooooboooooboooooooboooooboocooobooooboOooo
ooooooooobooogoooooooono

'"H-NMR (400 MHz, DMSO-dg): & 8.58 (d, J= 6.00 Hz, 2H), 7.85 (d, J= 8.0 Hz, 1H),
7.79 (s, 1H), 7.69 (m, 1H), 7.62 (d, J= 8.0 Hz, 1H), 7.31 (s, 1H), 7.26 (m, 2H). LCMS:
334.13 (M+H)", 98.62%

ooo0 booo

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo
gooboooooobocooooao

'H-NMR (400 MHz, DMSO-de): § 13.17 (br s, 1H), 8.57 (d, J= 5.60 Hz, 2H), 7.69 (m, 1H),
7.54 (m, 1H), 7.22 (m, 4H). MS: 302.18 (M+H)"

o000 oooOoa

ooOoooao
pgoooooooooooooooooboobooboobDoobDoDoooooooOod
Od0oooooobooooon

'H-NMR (400 MHz, DMSO-de): 5 13.20 (br s, 1H), 8.56 (d, J= 5.60 Hz, 2H), 7.80 (m, 1H),

7.51 (m, 1H), 7.32 (m, 2H), 7.25 (m, 2H). LCMS: 301.80 (M+H)", 98.31%

ooo bobooo

gpboooog
gbooooooobooboobobobooooboobobobooboooooboobobao
ugbdoobodoooobuoboboboboooobobada

'H-NMR (400 MHz, DMSO-de): § 13.12 (br s, 1H), 8.56 (m, 2H), 7.25-7.27 (m, 3H),
7.04 (m, 1H), 6.97 (d, J= 8.0 Hz, 1H), 6.79-6.81 (m, 1H) X 1*6.14 (s, 2H). LCMS: 310.10
(M+H)", 99.56%

ugbod boboba

oooooao
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gbooboooooboooboobobooobooboobaonb

'"H-NMR (400 MHz, DMSO-dy): & 13.17 (br s, 1H), 8.59 (d, J= 6.0 Hz, 2H),

8.26 (s, 1H), 8.07 (s, 2H), 7.32 (m, 3H). LCMS: 402.15 (M+H) , 91.73%

D00 0O0OoO

Dooooo
0000000000000000000000000000000000000000
0DO00oD000000000000000000000000

'"H-NMR (400 MHz, DMSO-dg): & 8.60 (d, J= 5.6 Hz, 2H), 7.88 (m,

1H), 7.67 (s, 1H), 7.32 (m, 4H). LCMS: 352.17 (M+H)", 98.60%

o000 0000

oooooao
OgfddooooooooooooooooooooobooobooobobOboooooon
go00ooo0ooooooooooooooooooon
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'H-NMR (400 MHz, DMSO-de): & 13.07 (br s, 1H), 8.81 (s, 1H), 8.60 (d, J= 6.0
Hz, 2H), 8.05 (m, 2H), 7.34 (m, 3H). LCMS: 335.13 (M+H)", 97.97%

ooo0 booo

oooooo
oooboooooobooooobooooooboobooooobobooooboboooobooo
ooooooooobood

1H_
NMR (400 MHz, DMSO-dg): & 13.40 (br s, 1H), 9.15 (s, 1H), 8.75 (d, J= 6.4 Hz, 1H), 8.56 19
(m, 2H), 8.43 (s, 1H), 7.33 (s, 3H). LCMS: 268.17 (M+H)", 99.0%

ooo booo

ooOoooao
pgooooooooooooooboooboobooboobDoobDoDoooooooOog
Oooogoao

'H-NMR (400

MHz, DMSO-de): § 13.11 (br s, 1H), 8.55 (d, J= 5.60 Hz, 2H), 7.50 (m, 3H), 7.38 (m, 2H),

7.31 (s, 1H) Bt7.23 (d, J= 6.0 Hz, 2H) 20
o000 oooOoad

ooOoooao
pgooooooooooooooooobooboobo0obDoDobDoDoooDoUoooOog
OgfddooooooooooooooooooooobooobooobobOboooooon
gooooooooooooooooooooooooooooooooooooonOon
goooooooooooooobooooooooobooobooo0ooboooooooooOon
poooooooooooooobooboobooboobDoDob oo oooooOod
Od0dodo0oddxdoooooooooobooobooobooboboboooooodn
Udpby00oobboooooooooobooooboooooobooooobood 30
pgoooooooooooooooooboobooboobDoobDoDoooooooOod
Ooo0ooooooa

ooOoooao
pgooooooooooooooboooobooobooDboooobDooDobDoDoooooooOod
Oodo0oooooooooooooooooao
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ik . e NMRF—#(DMSO-d,, 400 MHz),
i %) | LCMS B SRR
143 ] §8.84 (brs, 1H), 8.6 (d, /= 6.0 Hz, 2H),
oM 7.85 (d, J= 8.40 Hz, 2H), 7.59 (d, J= 8.0
(%N 547.16 Hz, 2H), 7.31 (d, /= 6.0 Hz, 2H), 7.19-
VY @ 43% (M+H)', | 7.23 (m, 3H), 6.73-6.78 (m, 3H), 4.61 (s,
s 96.32% | 2H), 4.51 (1, J= 13.20 Hz, 2H), 3.88 (1, J=
13.20 Hz, 1H), 3.54 (t, J= 12.40 Hz, 1H),
2.60 (m, 2H) RT*1.71-1.80 (m, 2H)
144 ) 8 10.86 (br s, LH), 8.61 (d, J= 6.0 Hz,
"*N,@ 2H), 7.87 (d, J= 8.80 Hz, 2H), 7.61 (d, J=
N 533.16 8.40 Hz, 2H), 7.32 (d, J= 5.60 Hz, 2H),
e 58% (M+H)", | 7.23 (m, 2H), 6.97 (m, 3H), 4.74 (1, J=
1~ 95.43% | 15.20 Hz, 2H), 4.51 (m, 1H), 3.30 (m,
1H), 2.95 (m, 1H), 2.26-2.37 (m, 2H) KTt
1.76-1.85 (m, 2H)
145 O/WO 8 8.60 (d, J= 6.0 Hz, 2H), 7.87 (d, J= 8.40
459,09 Hz, 2H), 7.60 (d, J= 8.40 Hz, 2H), 7.30
NN N 60% (M+H)", | (d,J=6.0 Hz, 2H), 7.18 (s, 1H), 3.92 (br
~ Y 95.06% |'s, 6H),3.71 (m, 2H), RTX 1.68 (t, /= 5.20
Hz, 4H)
146 H 38.83 (brs, 1H), 8.59 (d, /= 5.60 Hz,
Fo ouM 2H), 7.82 (d, J=7.20 Hz, 1H), 7.75 (s,
5 %N 547.23 1H), 7.63-7.70 (m, 2H), 7.29 (d, J= 6.0
N @ 49% (M+H)", | Hz, 2H), 7.19-7.22 (m, 3H), 6.73-6.78 (m,
o 92.28% | 3H), 4.61 (s, 2H), 4.51 (m, 2H), 3.86 (1,
' J=6.0 Hz, 1H), 3.53 (t, J= 13.20 Hz, 1H),
2.59 (m, 2H) KT 1.70-1.80 (m, 2H)
147 H 6 10.86 (br s, 1H), 8.59 (d, J= 6.0 Hz,
o= @ 2H), 7.84 (d, J=7.20 Hz, 1H), 7.76 (s,
N 533.16 1H), 7.66-7.71 (m, 2H), 7.30 (d, J= 6.0
¢ 57% (M+H)", | Hz, 2H), 7.23-7.24 (m, 2H), 6.97-6.99 (m,
99.17% | 3H), 4.72 (m, 2H), 4.50 (m, 1H), 3.36 (m,
° 1H), 2.95 (m, 1H), 2.29-2.36 (m, 2H) KTt
1.76-1.85 (m, 2H)
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ey . sk LCMS NMRF—#([DMSO-dg, 400 MHz),
- (%) ' RBICHESNARVERD
148 Fo e
O/E 3 8.59 (d, J= 6.0 Hz, 2H), 7.85 (d, J="7.60
459.11 Hz, 1H), 7.75 (s, 1H), 7.64-7.73 (m, 2H),
NN 58% (M+H)", | 7.28(d,J=6.0 Hz, 2H), 7.18 (s, 1H), 3.92
0 97.12% | (brs, 6H), 3.71 (m, 2H), KT} 1.68 (1, J=
O ° 5.20 Hz, 4H)
N A
149 H CDCl: 8 8.59 (d, J=5.60 Hz, 2H), 7.12-
. \é %N 51534 7.28 (m, 6H), 7.06 (s, 1H), 6.97 (m, 1H),
. 2000t ] 6.90 (m, 1H), 6.82 (d, J= 8.0 Hz, 2H),
NN @ 35% g‘f;? > 1 6.13 (brs, 1H), 4.76-4.78 (m, 4H), 4.03
Y0 T (m, 1H), 3.68 (m, 1H), 2.63-2.72 (m, 2H)
N K (X1.80-2.0 (m, 2H)
150 " 810.86 (br s, 1H), 8.59 (d, J= 6.0 Hz,
) 0«"@ 2H), 7.70-7.72 (m, 1H), 7.52-7.59 (m,
F N 501.30 1H), 7.29 (d, J= 6.0 Hz, 2H), 7.22-7.24
\@ Y 36% (M+H)", | (m, 3H), 6.97-7.0 (m, 3H), 4.69-4.79 (mm,
NN 99.02% | 2H), 4.50 (t, J=12.0 Hz, 1H), 3.27 (m,
S © 1H), 2.94 (t, J=12.0 Hz, 1H), 2.28-2.36
N (m, 2H) B} 1.76-1.84 (m, 2H)
151 L 0/7) CDCly: 8 8.62 (d, J= 6.0 Hz, 2H), 7.18-
\@ (j 427.32 7.21 (m, 2H), 7.28 (d, J= 6.0 Hz, 2H),
NN N 78% (M+H)", | 7.13 (m, 2H), 7.02 (s, 1H), 6.96-6.98 (m,
Y 98.52% 1H), 4.09 (t, J= 6.0 Hz, 2H), 4.0 (m, 4H),
P 3.89 (1, J=6.80 Hz, 2H) R¥ 1.81 (m, 4H)
152 f 8 8.83 (brs, 1H), 8.58 (d, J=5.60 Hz,
. i ‘%N 515.16 2H), 7.77-7.83 (m, 1H), 7.46-7.53 (m,
[ I . e | 1H), 7.18-7.33 (m, 6H), 6.73-6.76 (m,
Ny N D 56% &4’;2)} > | 3H), 4.61 (s, 2H), 4.49 (m, 2H), 3.85 (m,
S =0 e 1H), 3.52 (m, 1H), 2.59 (m, 2H) X T*1.69-
N 1.79 (m, 2H)
153 o N §10.86 (br s, 1H), 8.58 (d, J=5.60 Hz,
] KD 50110 2H), 7.80-86 (m, 1H), 7.52 (1, /= 8.40 Hz,
\@F 59% (MeHy, | [H), 723734 (m, 5H), 696 (m, 3H),
NN N 08,900, | 473 (m, 2H), 4.49 (m, 1H), 3.36 (m, 1H),
<~ b : 2.94 (m, 1H), 2.28-2.37 (m, 2H) X X1.75-
NoA 1.84 (m, 2H)
154 e 58.57 (d, J= 6.0 Hz, 2H), 7.86-7.84 (m,
U (5 427.07 1H), 7.52 (d, J= 8.0 Hz, 1H), 7.33 (d, J=
NN N 46% (M+H)", | 8.40 Hz, 1H), 7.23-7.26 (m, 3H), 3.88-
~ Y 97.93% | 3.91 (m, 6H), 3.71 (m, 2H) XT*1.67 (m,

\\
N A 4H)
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B . e NMRF—#DMSO-d, 400 MHz),
o Wi o) | LEMS RHCHE ShR IR D
155 §8.83 (brs, 1H), 8.57 (d, J= 5.60 Hz,
o oM 2H), 7.27 (d, J= 5.60 Hz, 2H), 7.18-7.23
@ 6»4 523.29 (m, 3H), 7.05 (d, J= 2.0 Hz, 1H), 6.95 (d,
NN (} 47% (M+H)", | J=8.0 Hz, 1H), 6.73-6.77 (m, 4H), 6.11
P 94.27% | (s, 2H), 4.58-4.61 (m, 3H), 4.49 (m, 1H),
§, 3.84 (m, 1H), 3.52 (m, 1H), 2.50 (m, 2H)
KT*1.70-1.78 (m, 2H)
156 §10.86 (br s, 1H), 8.58 (d, J= 6.0 Hz,
" 2H), 7.28 (d, J= 6.0 Hz, 2H), 7.22 (m,
o¥ij 1H), 7.18 (s, 1H), 7.08 (d, J= 1.60 Hz,
3 N 507.02 1H), 6.95-7.0 (m, 4H), 6.80 (dd, J=ZhZh
ftl 39% (M-H)", | 2.0 R1*8.40 Hz, 1H), 6.12 (s,
e 99.10% | 2H), 4.85 (d, J= 13.20 Hz, 1H), 4.72 (d,
S ° J=11.20 Hz, 1H), 4.49 (1, J= 12.80 Hz,
N 1H), 3.26 (m, 1H), 2.93 (m, 1H), 2.27-
2.36 (m, 2H) &} 1.76-1.83 (m, 2H)
157 /=0 o™y 3 8.57 (d, J= 6.0 Hz, 2H), 7.26 (d, J= 6.40
© 0 435,06 Hz, 2H), 7.13 (s, 1H), 7.06 (d,./=2.0 Hz,
~ % 389 My, | H), 698 (d. /= 8.40 Hz, 1H). 679 (dd,
NN ’ 08730, | JmENER20KURO Ha, 1H), 6.13
‘\\ 0 27 (s, 2H), 3.92-3.96 (m, 6H), 3.70 (m, 2H)
N KEO*1.67 (m, 4H)
158 FF ’ 3 8.84 (brs, 1H), 8.61 (d, J= 6.0 Hz, 2H),
- ??SE 615.16 8.20 (s, 1H), 8.04 (m, 2H), 7.34 (d, J=
C\i 0. | 5.60 Hz, 2H), 7.20-7.25 (m, 3H), 6.73-
SIS D | 5% g%gg’ 6.79 (m, 3H), 4.62 (s, 2H), 4.40-4.50 (m,
TR 770 2H), 3.86 (m, 1H), 3.54 (m, 1H), 2.56 (m,
e 2H) KT} 1.70-1.80 (m, 2H)
159 . 510.86 (br s, 1H), 8.61 (d,.J= 6.0 Hz,
fE L mﬁtz:y 2H), 8.23 (s, 1H), 8.07 (m, 2H), 7.35 (d,
N 601.12 J=6.0 Hz, 2H), 7.24 (m, 2H), 6.97-6.99
Fyé N N 70% (M+H)", | (m, 3H), 4.64-4.73 (m, 2H), 4.51 (1, J=
T 99.75% | 12.40 Hz, 1H), 3.36 (m, 1H), 2.97 (t, J=
{:fL)_% 12.0 Hz, 1H), 2.33 (t, J= 13.60 Hz, 2H)
RU}1.76-1.85 (m, 2H)
-
160 YO 59707 | 8861 (d.J=6.0Hz 2H),8.23 (s, IH),
- (fS 610 (M4H)y, | 806 (5, 2H).7.33 (d../= 6.0 Hz, 2H), 7.20
Py ’ 5545W’ (s, 1H), 3.88-3.92 (m, 6H), 3.72 (m, 2H)
P ° 7| RTR1.68 (m, 4H)
161 §8.84 (brs, 1H), 8.63 (d, J= 6.0 Hz, 2H),
Fo omdy 7.86 (1, J= 8.0 Hz, 1H), 7.69 (d, J= 11.60
F>k(fl E?SN 565.17 Hz, 1H), 7.30-7.36 (m, 3H), 7.20-7.24 (m,
N Z:} 37% (M+H)", | 3H), 6.73-6.78 (m, 3H), 4.62 (s, 2H),
P Oa 96.70% | 4.48-4.50 (m, 2H), 3.87 (1, J= 11.20 Hz,
P 1H), 3.54 (t, J= 11.60 Hz, 1H), 2.56 (m,
2H) RT*1.71-1.86 (m, 2H)
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fea . g S LCMS NMRF—#(DMSO-d, 400 MHz),
- (%) o SR VIR Y
162 | 8 10.86 (br s, 1H), 8.63 (d, J=5.60 Hz,
L &%tED 2H), 7.89 (1, J= 8.0 Hz, 1H), 7.72 (d, J=
F N 551.12 11.20 Hz, 1H), 7.35 (m, 3H), 7.24 (m,
X@ K 51% (M+H)", | 2H), 6.97-6.99 (m, 3H), 4.72 (m, 2H),
'y S 98.94% 4.51 (t, J=12.40 Hz, 1H), 3.35 (m, 1H),
1§ 2.96 (1, J=13.20 Hz, 1H), 2.29-2.40 (m,
2H) KX 1.76-1.85 (m, 2H)
163 rEOF o™y
F>§(fl o g1 | 8 8:62(dJ= 480 Hz, 2H), 7.88 (t, /= 8.0
NN 56% oy, | B 1), 7.71(d, /= 11.20 Hy, TH), 7.33
" | (m, 3H), 7.19 (s, 1H), 3.92 (m, 6H), 3.71
S o 96.46% | (1 2H) RO} 1.69 (m, 4H)
N #
164 ] 8 8.84 (m, 2H), 8.64 (d, J= 6.0 Hz, 2H),
F oM 8.03 (s, 2H), 7.38 (d, J= 6.0 Hz, 2H), 7.28
PN (%N 54820 | (s, 1H), 7.21 (, /= 8.0 Hz, 2H), 6.73-6.78
A ) D 40% (M+H)", | (m, 3H), 4.62 (s, 2H), 4.49-4.51 (m, 2H),
I 96.66% | 3.88 (1,./= 11.60 Hz, 1H), 3.54 (t, J=
P 11.60 Hz, 1H), 2.56 (m, 2H) &}1.72-
1.80 (m, 2H)
165 i 8 10.86 (br s, 1H), 8.40 (s, 1H), 8.64 (d,
) m%E(D ) J=6.0 Hz, 2H), 8.03-8.09 (m, 2H), 7.38
> : 534.13 (d, J= 6.0 Hz, 2H), 7.28 (s, 1H), 7.24 (m,
S K 44% (M+H)", | 1H), 6.97 (m, 3H), 4.72 (m, 2H), 4.51 (,
10~ 99.22% | J=12.0 Hz, 1H), 3.35 (m, 1H), 2.97 (1, J=
P 12.0 Hz, 1H), 2.29-2.38 (m, 2H) XX 1.77-
1.86 (m, 2H)
166 X o/ﬁ
FNN o 460.15 8 8.82 (brs, 1H), 8.63 (d, /= 5.20 Hz,
« IN__N ' 1% OHy, | 2H): 8.05 (s, 2H), 7.36 (d, /= 6.0 Hz, 2H),
B 08305, | 7-22 (s, 1H),3.92 (m, 6H), 3.72 (m, 2H)
S ° 2U0 | RTR1.69 (m, 4H)
N ‘
167 89.12 (s, 1H), 8.85 (s, 1H), 8.69 (d, J=
oM 2.40 Hz, 1H), 8.59 (d, J= 5.60 Hz, 2H),
é? « 8.39 (s, 1H), 7.38 (d, J= 6.0 Hz, 2H),
N
@ @ 28% ?}3{&%* 7.20-7.24 (m, 3H), 6.73-6.80 (m, 3H),
SN o 07910, | 463 (s, 2H), 4.45-4.51 (m, 2H), 3.89 (,
S R 77N J=12.40 Hz, 1H), 3.54 (1, J= 12.0 Hz,
N 1H), 2.62 (m, 1H), 2.44 (m, 1H) RTX1.74-
1.81 (m, 2H)
168 Y 8 10.87 (brs, 1H), 9.17 (s, 1H), 8.72 (s,
°< 1H), 8.59 (d, J=5.20 Hz, 2H), 8.41 (s,
o 467.24 1H), 7.38 (d, J=5.20 Hz, 2H), 7.24-7.26
N %& 43% (M+H)", | (m, 2H), 6.97 (m, 3H), 4.73 (d, J=13.20
Y 99.30% Hz, 2H), 4.55 (m, 1H), 3.39 (m, 1H), 2.97
s o (m, 1H), 2.37 (m, 2H) % T*1.78-1.85 (m,
N F ZH)
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et . frE S LCMS NMRF—#(DMSO-d, 400 MHz),
D (%) : RCHE SRVERD
169 g™y
(jo §9.15 (s, 1H), 8.72 (m, 1H), 8.58 (d, J=
= N < 3 Js ] ’ ’
@ Y 370, ?l?/lﬁ?)* 6.0 Hz, 2H), 8.41 (s, 1H), 7.36 (d, J= 6.0
Ny 09050, | Hz 2H), 7.18 (s, 1H), 3.93 (m, 6H), 3.73
S ° o (m, 2H) B} 1.71 (m, 4H)
N #
170 & 8 8.56 (m, 2H), 7.47 (m, 3H), 7.38 (m,
@ 437.24 2H), 7.19-7.28 (m, 7H), 5.03 (s, 2H),
NN 48% (M+H)", | 4.56-4.67 (m, 2H), 3.49 (t, J= 12.0 Hz,
AN 96.34% | 1H), 3.12 (1, /= 12.0 Hz, 1H), 1.89-1.96
P (m, 2H) %X 1.67-1.76 (m, 2H)
171 o 3 8.57 (d,J= 6.0 Hz, 2H), 7.76-7.86 (m,
o 3H), 7.61 (t, J= 8.40 Hz, 1H), 7.48-7.50
451.15 (m, 3H), 7.37-7.39 (m, 2H), 7.22-7.25 (m,
@ R 51% (M+H)", | 3H), 4.85 (d, J= 10.40 Hz, 1H), 4.70 (m,
1 95.28% | 1H), 3.53 (m, 1H), 3.16 (t, /= 10.80 Hz,
s ° 1H), 2.25-2.32 (m, 2H) XT*1.71-1.79 (m,
N~ ZH)
172 \ $ 8.56 (d, J= 6.0 Hz, 2H), 7.47-7.50 (m,
o 3H), 7.37-7.39 (m, 2H), 7.28-7.31 (m,
ND 479,12 1H), 7.21-7.25 (m, 3H), 7.13-7.15 (m,
Q 520, Mapy, | LH). 7:027.07 (m, 2H), 4.84 (d, /= 13.20
NN =7 08010, | Hz, 1H), 473 (d, /= 12.40 Hz, 1H), 4.53
P S0 (m, 1H), 3.70 (s, 3H), 3.36 (m, 1H), 2.95
P (m, 1H), 2.26-2.40 (m, 2H) BT} 1.77-1.85
(m, 2H)
173 Q o 3 8.54 (d, J= 4.80 Hz, 2H), 7.48 (m, 3H),
e 7.31-7.39 (m, 7H), 7.21 (m, 2H), 7.04-
o 494.39 7.11 (m, 1H), 5.01 (1, J= 8.0 Hz, 1H),
@ Y 68% (M+H)", | 4.41-4.71 (m, 3H), 3.98 (m, 1H), 3.59 (m,
NN 97.19% | 1H), 3.03 (m, 1H), 2.68 (m, 1H), 1.90 (m,
~ Y o 1H), 1.56-1.76 (m, 2H) ZT*1.23-1.27 (m,
N~ 1H)
174 . fpo §8.91 (brs, 1H), 8.56 (d, J= 5.60 Hz,
N 5110 2H), 7.48-7.49 (m, 3H), 7.36-7.38 (m,
@ 599 (MHy, | 2HD. 7:19-7.24 (m, 3H), 447 (d, /= 13.60
NN N 7 99540, | Hz, 1H), 433 (d, /= 12.80 Hz, 1H), 3.63
~ % T () = 12.0 Hz, 1H), 3.25 (m, 1H), 2.84 (s,
P 3H), 1.81-1.98 (m, 2H) RTX1.66 (m, 2H)
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] % A % B

1.00 50 50

15.00 36 74

15.10 10 90

17.00 10 90

17.10 50 50

20.00 50 50
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'"H-.NMR

(400 MHz, CDCls): 8 7.35-7.38 (m, 5H), 6.90-6.95 (m, 4H), 3.54 (s, 2H), 3.48 (br s, 1H),
2.80-2.84 (m, 2H), 2.38-2.41 (m, 2H), 2.22-2.24 (m, 2H) %0t 1.89-1.94 (m, 2H). LC-MS:
310.23 (M+H)", 95.66%
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IH_

NMR (400 MHz, CDCL): § 7.27-7.31 (m, 5H), 7.03-7.08 (m, 1H), 6.75-6.79 (m, 1H), 6.60-
6.63 (m, 1H), 3.59 (br s, 1H), 3.55 (s, 2H), 2.80-2.84 (m, 2H), 2.41-2.47 (m, 2H), 2.26-2.39
(m, 2H) %% 1.87-1.89 (m, 2H). LC-MS: 328.42 (M+H), 94.27%
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'H-NMR (400 MHz, CDCls): § 7.28-7.34 (m, 5H), 7.01-7.05 (m, 1H), 6.95-6.97 (m, 1H),
6.79-6.82 (m, 1H), 3.57 (s, 3H), 2.80-2.83 (m, 2H), 2.41-2.46 (m, 2H), 2.24-2.27 (m, 2H) B
1.87-1.92 (m, 2H). LC-MS: 344.28 (M+H)', 99.52%
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1

H-
NMR (400 MHz, CDCls): § 7.31-7.34 (m, SH), 6.48-6.51 (m, 2H), 3.73 (s, 1H), 3.56 (s, 2H),
2.75-2.80 (m, 2H), 2.45-2.48 (m, 2H), 2.29-2.32 (m, 2H) &0 1.86-1.88 (m, 2H). MS: 346.00
(M+H)", 99.52%

ooo0 booo
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'H-NMR (400 MHz, CDCLs): & 7.29-7.31 (m, 5H), 7.10-7.11 (m, 3H),
3.69 (s, 1H), 3.56 (s, 2H), 2.82-2.85 (m, 2H), 2.45-2.48 (m, 2H), 2.19-2.22 (m, 2H) %1% 1.92-
1.92 (m, 2H). LC-MS: 378.33 (M+H)", 94.03%
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'"H-NMR (400 MHz, CDCL): § 7.26-7.31 (m, 5H), 6.55-6.57 (m, 1H), 6.37-6.38 (m, 1H),
3.60 (s, 1H), 3.53 (s, 2H), 2.76-2.81 (m, 2H), 2.45-2.50 (m, 2H), 2.28-2.32 (m, 2H), 2.09 (m,
6H), %1% 1.88-1.93 (m, 2H). MS: 338.33 (M+H)"
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'H-NMR (400 MHz, CDCLy): § 7.31-7.35 (m, 5H), 6.99-7.03 (m, 1H), 6.58-6.62 (m, 2H),

4.09 (s, 1H), 3.82 (s, 3H), 3.55 (s, 2H), 2.73-2.76 (m, 2H), 2.44-2.47 (m, 2H), 2.27-2.31 (m,

2H) %1% 1.90-1.93 (m, 2H). MS: 340.25 (M+H)"
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'H-NMR (400 MHz, CDCls): § 7.25-7.34 (m, 5H), 7.02 (d, J=8.8 Hz, 2H), 6.89 (d, /=8.8
Hz, 2H), 3.61 (brs, 1H), 3.49 (s, 3H), 2.80-2.83 (m, 2H), 2.43-2.47 (m, 2H), 2.17-2.22 (m,
2H) %18 1.88-1.94 (m, 2H). LC-MS: 358.0 (M+H) ', 96.98%
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"H-NMR
(400 MHz, CDCls): 8 7.23-7.25 (m, 5H), 6.85-6.87 (m, 3H), 6.54-6.55 (m, 2H), 5.47 (br s,
1H), 3.93 (s, 1H), 3.48 (s, 2H), 2.72-2.74 (m, 2H), 2.28-2.29 (m, 2H), 2.04-2.07 (m, 2H) &t

1.86-1.89 (m, 2H). LCMS: 328.22 (M+H)", 98.42%
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1H_

NMR (400 MHz, CDCL): 8 7.31-7.33 (m, 5H), 6.89-6.92 (m, 1H), 6.79 (br s, 1H), 6.45-6.48
(m, 1H), 6.29-6.31 (m, 1H), 5.51 (br s, 1H), 3.98 (s, 1H), 3.49 (s, 2H), 2.74-2.75 (m, 2H),
2.28-2.31 (m, 2H), 2.04-2.07 (m, 2H) %% 1.85-1.87 (m, 2H). LCMS: 346.14 (M+H)",

94.52%
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'H-NMR (400 MHz, CDCls): § 7.28-7.32 (m, 6H), 7.07-7.00 (m, 2H), 6.68 (br s, 1H), 6.50
(brs, 1H), 5.75 (br s, 1H), 3.42 (s, 2H), 2.50-2.52 (m, 2H), 2.22-2.24 (m, 2H), 1.98-2.00 (m,
2H) %08 1.76-1.79 (m, 2H). LCMS: 362.05 (M+H)", 90.00%
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'H-NMR (400 MHz, CDCls): § 7.28-7.34 (m, 6H), 7.11 (br s, 1H), 6.31-6.35 (m, 2H), 6.11
(brs, 1H), 3.48 (s, 2H), 2.50-2.53 (m, 2H), 2.22-2.25 (m, 2H), 1.95-1.97 (m, 2H) % 1.77-
1.80 (m, 2H). LCMS: 364.00 (M+H)", 91.64%
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'H-NMR (400 MHz, CDCl3): § 7.28-7.35 (m, 5H), 7.17-7.22 (m, 2H),

7.08 (br s, 1H), 6.94-6.95 (m, 1H), 6.73-6.75 (m, 1H), 6.00 (br s, 1H), 3.42 (s, 2H), 2.49-2.53
(m, 2H), 2.23-2.28 (m, 2H), 1.97-2.02 (m, 2H) X 1*1.76-1.80 (m, 2H). LCMS: 396.20
(M+H)", 95.56%
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"H-NMR (400 MHz, CDCls): § 7.28-7.34 (m, 6H), 7.15 (br s, 1H), 7.01 (s, 1H), 6.21-
6.27 (m, 2H), 3.48 (s, 2H), 2.50-2.51 (m, 2H), 2.22-2.24 (m, 2H), 2.06 (d, /=6.0 Hz, 6H),
1.96-1.99 (m, 2H) X0t 1.77-1.81 (m, 2H). MS: 356.37 (M+H)"
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'H-NMR (400 MHz, CDCls): 8 7.22-7.30 (m, 6H), 7.05 (br s, 1H), 6.80-6.83 (m, 1H),

10
6.54-6.58 (m, 1H), 6.25-6.28 (m, 1H), 4.55 (s, 1H), 3.82 (s, 3H), 3.33-3.38 (m, 2H), 2.54-

2.56 (m, 2H), 1.94-2.08 (m, 4H) % 1*1.80-1.83 (m, 2H). LCMS: 358.40 (M+H)+, 99.78%

000 0DD0Dooooao

oooooo

0000000000000 00000000D00000D0000Do0o0O0oooOooooan
000000000000 ooOooan

"H-NMR (400 MHz, CDCls): § 7.21-7.29 (m, 6H), 7.02 (br s, 1H), 6.90-6.95 (m, 3H),

6.56 (d, J=8.8 Hz, 2H), 3.42 (s, 3H), 2.53-2.59 (m, 2H), 2.32-2.36 (m, 2H), 1.99-2.11 (m, 2H) 20
R 1%1.82-1.90 (m, 2H). MS: 376.30 (M+H)"
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H- 40
NMR (400 MHz, DMSO-dq): & 8.65 (s, 1H), 7.44-7.46 (m, 2H), 7.31-7.34 (m, 2H), 7.13-7.16

(m, 5H), 3.41 (s, 2H), 2.66-2.69 (m, 2H), 2.41-2.44 (m, 2H) & T%1.75-1.78 (m, 4H). MS:

338.22 (M+H)"
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1

H-
NMR (400 MHz, DMSO-ds): 8 8.69 (s, 1H), 7.66-7.71 (m, 1H), 7.56-7.61 (m, 1H), 7.19-7.30
(m, 6H), 3.47 (s, 2H), 2.72-2.78 (m, 2H), 2.43-2.46 (m, 2H) & 1.72-1.80 (m, 4H). LCMS:
356.40 (M+H)', 87.67%
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'H-NMR (400 MHz, DMSO-ds): 8 8.71 (s, 1H), 7.57-7.60 (m, 2H), 7.24-7.28 (m, 5H), 3.49
(s, 2H), 2.73-2.75 (m, 2H), 2.48-2.49 (m, 2H), 1.83-1.85 (m, 2H) &0 1.71-1.77 (m, 2H). MS:
373.96 (M+H)"
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'H-NMR (400 MHz, DMSO-dg): § 8.22 (s, 1H), 7.33-7.42 (m, 8H), 3.50 (s,
2H), 2.92-2.95 (m, 2H), 2.68-2.70 (m, 2H), 1.90-1.91 (m, 2H) %% 1.72-1.73 (m, 2H). MS:
406.56 (M+H)"
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"H-NMR (400 MHz, DMSO-dg): 8 8.15 (s, 1H), 7.48-7.49 (m, 4H), 7.26-7.28 (m,
1H), 7.80-7.81 (m, 2H), 3.60 (s, 2H), 2.87-2.91 (m, 2H), 2.59-2.61 (m, 2H), 2.28 (s, 6H),
1.88-1.89 (m, 2H) &0 1.56-1.58 (m, 2H). MS: 366.35 (M+H)"
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'"H-NMR (400 MHz, DMSO-de): 5 8.01 (s, 1H), 7.22-7.26 (m, SH), 7.08-7.12 (m,

1H), 6.70-6.74 (m, 2H), 3.77 (s, 3H), 3.55 (s, 2H), 2.87-2.95 (m, 2H), 2.59-2.62 (m, 2H) Rt
1.83-1.98 (m, 4H). LCMS: 368.00 (M+H)", 90.91%
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'H-NMR (400 MHz, DMSO-ds): & 8.67 (s, 1H), 7.45 (d, J=8.8 Hz, 2H), 7.30 (d,
J=8.8 Hz, 2H), 7.21-7.26 (m, 5H), 3.46 (s, 2H), 3.28-3.32 (m, 1H), 2.67-2.72 (m, 2H), 2.45-
2.49 (m, 2H) KTt 1.74-1.75 (m, 4H). MS: 386.0 (M+H)"
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'H-NMR (400 MHz, DMSO-ds): & 8.81 (br s, 1H), 7.05-7.08 (m, 2H), 6.95-6.96 (m, 2H),
4.58 (s, 2H), 3.34-3.37 (m, 3H), 2.97-2.99 (m, 2H), 2.35-2.36 (m, 2H) KT 1.61-1.63 (m, 2H). 5,
LCMS: 250.23 (M+H)", 88.25%
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'H-NMR (400 MHz, DMSO-d): § 8.77 (br s, 1H), 7.17-7.28 (m, 2H), 6.90-

6.94 (m, 1H), 6.68-6.71 (m, 1H), 4.55 (s, 2H), 3.22-3.25 (m, 2H), 2.94-2.97 (m, 2H), 2.37-

2.40 (m, 2H) %1% 1.54-1.57 (m, 2H). MS: 268.25 (M+H)" 30
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"H-NMR (400 MHz, DMSO-ds): 8 9.27 (s, 1H), 9.07 (s, 1H), 6.90-6.92 (m,
1H), 4.59 (s, 2H), 3.28-3.33 (m, 2H), 2.74-2.76 (m, 2H), 2.50-2.52 (m, 2H) %1% 1.82-1.85 (m,

2H). MS: 286.24 (M+H)'
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'H-NMR (400 MHz, DMSO-dg): & 8.77 (br s, 1H), 7.33-7.35 (m, 2H),

6.92-6.93 (m, 1H), 6.70-6.71 (m, 1H), 4.62 (s, 2H), 3.17-3.20 (m, 2H), 2.88-2.90 (m, 2H),
2.33-2.39 (m, 2H) T8 1.53-1.56 (m, 2H). LCMS: 318.29 (M+H)", 90.82%
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'H-NMR (400 MHz, DMSO-dq): 8 8.83 (s, 1H), 7.66-7.68 (m, 1H), 6.60-

6.66 (m, 2H), 4.54 (s, 2H), 3.38-3.41 (m, 2H), 3.12-3.16 (m, 2H), 2.50-2.53 (m, 2H), 2.19 (s,
6H) &% 1.67-1.70 (m, 2H). MS: 278.32 (M+H)'
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'H-NMR (400 MHz, DMSO-de): § 8.51 (s, 1H), 7.62-7.69 (m, 1H), 7.22-

7.26 (m, 1H), 6.92-6.98 (m, 1H), 6.72-6.76 (m, 1H), 4.66 (s, 2H), 3.76 (s, 3H), 3.19-3.26 (m,
2H), 2.90-3.01 (m, 2H), 2.50-2.54 (m, 2H) X% 1.50-1.52 (m, 2H). MS: 280.26 (M+H)
Ooo0d oooOoa
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poooooooooooooooooooon
"H-NMR (400 MHz, DMSO-ds):  9.05 (br s, 1H), 7.10-7.13 (m, 3H), 6.93-

6.96 (m, 2H), 4.57 (s, 2H), 3.25-3.28 (m, 3H), 2.97-2.99 (m, 2H), 2.40-2.42 (m, 2H) X T
1.59-1.64 (m, 2H). MS: 298.34 (M+H)"
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oooDoo
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'H-NMR (400
MHz, CDCLs): § 7.35-7.38 (m, 7H), 6.79 (d, J=8.4 Hz, 2H), 6.30 (br s, 1H), 3.51 (s, 2H),
2.74-2.76 (m, 2H), 2.28-2.31 (m, 4H) % 0% 1.81-1.83 (m, 2H). MS: 369.98 (M+H)"
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'H-NMR (400 MHz,

CDCly): 8 7.45 (d, J=7.6 Hz, 2H), 7.26-7.30 (m, 5H), 6.68 (d, J=2.0 Hz, 2H), 6.32 (br s, 1H),
3.51 (s, 2H), 2.73-2.75 (m, 2H), 2.28-2.34 (m, 4H) X% 1.81-1.83 (m, 2H). MS: 418.35
(M+H)"
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'H-NMR (400
MHz, CDCl3): § 7.34-7.56 (m, 10H), 6.51-6.53 (m, 2H), 3.41 (s, 2H), 2.66-2.72 (m, 2H),
2.23-2.26 (m, 2H), 1.96-1.98 (m, 2H) & 1*1.78-1.82 (m, 2H). MS: 388.26 (M+H)'

ood oooao

oooooad
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Oooo0ooao

'"H-NMR (400 MHz,

CDCls): §7.26-7.37 (m, 8H), 7.01 (s, 1H), 6.41 (d, /=8.4 Hz, 2H), 5.72 (br s, 1H), 3.41 (s,
2H), 2.49-2.52 (m, 2H), 2.20-2.25 (m, 2H), 1.95-2.00 (m, 2H) %% 1.78-1.81 (m, 2H). LCMS:
436.32 (M+H)", 93.67%
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'H-NMR (400 MHz, DMSO-de): 5 8.25 (s, 1H), 7.60 (d, J= 8.4Hz, 2H), 7.26-7.31 (m, 5H), 7.08
(d, J=7.2Hz, 2H), 3.59 (s, 2H), 2.86-2.88 (m, 2H), 2.30-2.35 (m, 2H), 2.02-2.06 (m, 2H) &

1.65-1.68 (m, 2H). LCMS: 398.31 (M+H) ", 83.8%
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ooooooooobooooooooooobooooobooooobooooobooo

Oo0oooooooboboooooooooad
'H-NMR (400

MHz, DMSO-dg): 8 8.70 (s, 1H), 7.86 (d, J=8.4 Hz, 2H), 7.19-7.30 (m, 7H), 3.47 (s, 2H),

2.72-2.78 (m, 2H), 2.46-2.49 (m, 2H) X 1.70-1.79 (m, 4H). MS: 446.18 (M+H)"
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(400 MHz, DMSO-de): & 8.66 (s, 1H), 7.39 (d, J=8.8 Hz, 2H), 7.31-7.34 (m, 4H), 7.24-7.26
(m, 1H), 6.79 (d, J=8.8 Hz, 2H), 4.55 (s, 2H), 3.52-3.54 (m, 2H), 2.66-2.71 (m, 4H) & 1.54-

1.58 (m, 4H). LCMS: 400.32 (M+H)", 98.11%
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'H-NMR (400 MHz,

DMSO-de): & 8.66 (s, 1H), 7.53 (d, J=8.8 Hz, 2H), 7.31-7.34 (m, 4H), 7.24 (br s, 1H), 6.67
(d, J=8.4 Hz, 2H), 4.50 (s, 2H), 3.52-3.53 (m, 2H), 2.66-2.69 (m, 4H) B 1.53-1.57 (m, 4H).

LCMS: 448.20 (M+H)", 96.28%
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oooDoo
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'H-NMR (400 MHz, DMSO-de): 8 9.34 (br s, 1H), 8.99 (s, 1H), 7.45 (d, J=8.8 Hz, 2H), 6.89
(d, J=8.8 Hz, 2H), 4.61 (s, 2H), 3.51-3.53 (m, 2H), 3.28-3.33 (m, 2H), 2.79-2.83 (m, 2H) K"
1.75-1.79 (m, 2H). LCMS: 358.17 (M+H)", 89.37%
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'H-NMR (400 MHz, DMSO-

ds): 87.63 (brs, 1H), 7.46-7.52 (m, 2H), 7.41-7.46 (m, 2H), 7.26-7.30 (m, 3H), 6.87-6.91 (m,
2H), 6.59 (br s, 2H), 5.44 (m, 1H), 4.15 (m, 1H), 3.83-3.85 (s, 2H), 3.37-3.40 (m, 2H), 2.72-
2.78 (m, 2H), 2.12-2.17 (m, 2H) &1 1.80-1.90 (m, 2H). LCMS: 354.36 (M+H)", 93.06%
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0 oo 20
'"H-NMR (400 MHz, DMSO-ds): 8 11.08 (br s, 1H), 7.19-7.32 (m, 9H), 3.31-3.37

(m, 2H), 2.55-2.65 (m, 4H), 1.94-1.97 (m, 2H) &0t 1.58-1.63 (m, 2H). LCMS: 354.36

(M+H)", 98.93%

ogooooao

gooooooboobo b oo oooooDobooboboooooao
oo ooooboob0ooboobooboooo

'H-NMR (400 MHz, DMSO-de):
5 8.61 (brs, 1H), 7.30-7.32 (m, 4H), 5.75-5.77 (m, 1H), 2.55-2.58 (m, 4H) %" 1.84-1.92 (m,
4H). MS: 264.27 (M+H)"
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11H). LCMS: 356.52 (M-H)", 99.10%

ugbo boboobao
ugboogood

H-NMR (400 MHz, CDCL): & 8.00-8.04 (m, 1H), 7.94 (d, J= 8.0 Hz, 1H), 6.48-
6.54 (m, 1H), 4.01-4.02 (m, 3H), 2.94-2.99 (m, 2H), 2.04-2.06 (m, 2H) & 1.46-1.49 (m,

FYKRRT Y
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'H-NMR (400 MHz, CDCLy): & 8.25-8.28 (m, 1H), 7.03 (m, 1H), 6.67-

6.71 (m, 1H), 4.01-4.04 (m, 2H), 3.39-3.42 (m, 1H), 2.78-2.84 (m, 2H), 1.91-1.93 (m, 2H),

1.45 (s, 9H) R T 1.40-1.41 (m, 2H). LCMS: 406.19 (M-H)", 88.60%
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go0ooo0ooooooooooooooooooon

'H-NMR (400 MHz, CDCls): § 7.98-8.02 (m, 1H), 8.62-8.67 (m, 1H), 3.97-4.02 (m,

2H), 2.48 (s, 1H), 3.38-3.40 (m, 1H), 2.80-2.86 (m, 2H), 2.24 (s, 3H), 1.85-188 (m, 2H), 1.44
(s, 9H) B0 1.34-1.37 (m, 2H). LCMS: 352.28 (M-H)", 99.33%
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lH_

NMR (400 MHz, CDCLs): & 8.38-8.41 (m, 2H), 8.15-8.16 (m, 1H), 6.63-6.66 (m, 1H), 4.32-
4.39 (m, 1H), 2.48 (s, 1H), 4.05-4.07 (m, 1H), 2.96-3.02 (m, 2H), 2.04-2.07 (m, 2H), 1.55-
1.62 (m, 2H) & 1.48 (s, 9H). LCMS: 321.24 (M-H), 95.81%
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"H-NMR (400 MHz, CDCl5): & 8.25 (d, J= 8.8 Hz, 1H), 8.25 (m, J= 7.2 Hz, 1H), 7.17 (s,

1H), 6.86 (d, /= 8.8 Hz, 1H), 4.04-4.10 (m, 2H), 3.60-3.67 (m, 1H), 3.03-3.08 (m, 2H), 2.03-
2.07 (m, 2H), 1.57-1.63 (m, 2H) %% 1.51 (s, 9H). LCMS: 345.22 (M-H)", 99.0%
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[

H-NMR (400 MHz, DMSO-de): 8 6.58-6.65 (m, 1H), 6.33-6.36 (m, 1H), 4.80 (br s,
2H), 3.87-4.05 (m, 3H), 3.17-3.20 (m, 1H), 2.73-2.75 (m, 2H), 1.73-1.76 (m, 2H), 1.39 (s,

9H) %% 1.23-1.25 (m, 2H). LCMS: 328.41 (M+H)", 97.70%
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'"H-NMR (400 MHz, DMSO-d): & 6.85-6.89 (m, 1H), 6.70-6.79 (m,

1H), 4.90 (br s, 2H), 3.92-3.99 (m, 3H), 3.09-3.11 (m, 1H), 2.64-2.68 (m, 2H), 1.69-1.73 (m,
2H), 1.38 (s, 9H) BTt 1.26-1.27 (m, 2H). LCMS: 356.30 (M-H)", 96.01%
Ooo0O0 0000

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo

10

20

30

40

50



(126) JP 6626454 B2 2019.12.25

go0ooo0ooooooooooooooooooon

'"H-NMR (400 MHz, DMSO-ds): § 6.62-6.64 (m, 1H), 6.51-6.53 (m,

1H), 4.10-4.12 (m, 3H), 3.41-3.45 (m, 2H), 3.11-3.14 (m, 1H), 2.66-2.69 (m, 2H), 2.14 (s,
3H), 1.85-1.86 (m, 2H), 1.42 (s, 9H) % 0% 1.27-1.29 (m, 2H). LCMS: 324.31 (M-H)", 88.69%
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oooooao
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'H-NMR (400 MHz, CDCls): § 6.68-6.69 (m, 1H), 7.86-7.88 (m, 1H), 6.51-6.55 (m, 1H),
4.49-4.53 (br s, 1H), 3.98-4.12 (m, 3H), 3.45-3.48 (m, 2H), 2.97-2.99 (m, 2H), 2.04-2.09 (m,
2H), 1.48 (s, 9H) 18 1.30-1.32 (m, 2H). LCMS: 293.23 (M+H)", 98.28%
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'"H-NMR (400 MHz, CDCL3): & 7.01 (d, J= 8.8 Hz, 1H), 6.87 (s, 1H), 6.68 (d, /= 8.8 Hz,
1H), 4.05-4.10 (br s, 3H), 3.36-3.39 (m, 1H), 2.91-2.94 (m, 2H), 2.00-2.03 (m, 4H) &0 1.40
(s, 11H). MS: 317.39 (M+H)"
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'"H-NMR (400 MHz, DMSO-ds): & 11.24 (br s, 1H),

7.02-7.06 (m, 1H), 6.76-6.79 (m, 1H), 4.47-4.52 (m, 1H), 3.99-4.05 (m, 2H), 2.87-2.89 (m,

2H), 1.90-1.98 (m, 2H), 1.71-1.74 (m, 2H) &% 1.42 (s, 9H). LCMS: 354.55 (M+H)", 86.20%
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'H-NMR (400 MHz, CDCL): &
10.27 (br s, 1H), 7.17-7.21 (m, 1H), 6.91-6.99 (m, 1H), 3.70-3.73 (m, 3H), 2.68-2.74 (m, 4H),

1.71-1.73 (m, 2H) X0t 1.46 (s, 9H). LCMS: 354.55 (M+H)', 86.20%
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'H-NMR (400 MHz, CDCls): §9.02 (br s, 1H), 6.75-
6.82 (m, 2H), 4.49 (s, 1H), 4.30-4.32 (m, 2H), 2.73 (s, 3H), 2.44-2.48 (m, 2H), 1.79-1.80 (m,
2H), 1.60-1.62 (m, 2H) %W 1.48 (s, 9H). LCMS: 350.36 (M+H)", 90.82%
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H-NMR (400 MHz, CDCLy): § 10.01 (br s, 1H), 7.38-7.41 (m, 2H),
7.16 (d, J=8.0 Hz, 1H), 4.37-4.45 (m, 3H), 2.84-2.90 (m, 2H), 2.30-2.35 (m, 2H), 1.83-1.85
(m, 2H) %08 1.52 (s, 9H). LCMS: 343.37 (M+H)", 86.18%
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H-NMR (400 MHz, DMSO-ds): & 11.38 (brs,

1H), 9.44 (br s, 1H), 8.65 (br s, 1H), 7.01-7.07 (m, 1H), 6.78-6.79 (m, 1H), 4.58-4.60 (m,
1H), 3.63-3.65 (m, 2H), 2.45-3.49 (m, 2H), 3.03-3.12 (m, 2H) X 1% 2.35-2.38 (m, 2H). LCMS:
254.11 (M+H)", 95.61%
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'H-NMR (400 MHz,
DMSO-de): § 11.66 (br s, 1H), 9.40 (br s, 1H), 8.57 (br s, 1H), 7.28-7.28 (m, 1H), 7.04-7.08
(m, 1H), 4.43-4.45 (m, 3H), 2.82-2.90 (m, 4H) %1% 1.88-1.98 (m, 2H). LCMS: 304.21

(M+H)", 92.41%
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'H-NMR (400 MHz, DMSO-dy): & 10.94 (br s,
1H), 9.44 (br s, 1H), 8.48 (br s, 1H), 6.76-6.83 (m, 2H), 4.44-4.48 (m, 1H), 3.32-3.38 (m,
2H), 3.01-3.07 (m, 2H), 2.77-2.83 (m, 2H), 2.46 (s, 3H) B 1.93-1.96 (m, 2H). MS: 250.29
(M+H)"
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'H-NMR (400 MHz, DMSO-de): & 10.25 (br's, 1H), 9.36 (br's,

1H), 8.57 (br s, 1H), 7.92 (d, J=7.6 Hz, 1H), 7.31 (d, J/=7.6 Hz, 1H), 7.00 (t, /=7.6 Hz, 1H),
4.55-4.61 (m, 1H), 3.35-3.38 (m, 2H), 3.03-3.11 (m, 2H), 2.69-2.78 (m, 2H) %1% 1.86-1.89
(m, 2H). LCMS: 219.14 (M+H)", 90.67%
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'H-NMR (400 MHz, DMSO-dq): & 11.55 (br's,
1H), 8.93 (br s, 1H), 8.75 (br's, 1H), 7.86 (s, 1H), 7.47 (d, J=7.2 Hz, 1H), 7.14 (d, J=8.8 Hz,
1H), 4.57-4.60 (m, 1H), 3.35-3.40 (m, 2H), 3.04-3.08 (m, 2H), 2.55-2.61 (m, 2H) K" 1.85-
1.88 (m, 2H). LCMS: 243.32 (M+H)", 98.82%
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NMR (400 MHz, CDCls): § 7.26-7.40 (m, 5H), 3.90-.94 (m, 1H), 3.51-3.53 (m, 30
1H), 3.24-3.30 (m, 2H), 2.42-2.51 (m, 2H), 2.12-2.21 (m, 2H) X0 1.05 (m, 6H). MS: 218.10
(M+H)"
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'H-NMR (400 MHz, CDCL): & 2.85 (d, J=6.4 Hz, 1H), 2.81 (d, /=6.4 Hz, 1H),
2.38-2.39 (m, 2H), 2.34-2.36 (m, 2H), 1.48 (s, 9H) & 1.25-1.27 (m, 6H). MS: 228.08

(M+H)'
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NMR (400 MHz, CDCls): § 7.95-8.04 (m, 2H), 6.47-6.54 (m, 1H), 4.30-4.35 (m, 2H), 3.88-
3.89 (m, 1H), 2.31-2.34 (m, 1H), 2.18-2.20 (m, 1H), 1.88-1.90 (m, 2H), 1.62 (s, 9H) X Tt
1.31-1.33 (m, 6H). MS: 386.31 (M+H)"

ugbood boboobao
oooooo

gooobooooooboooooboooooooboooooboocooobooooboOooo
ooooooooobooooooooooobobooooobooooooboboooobooo

uboodoagoboado
IH_

NMR (400 MHz, DMSO-de): § 6.57-6.64 (m, 1H), 6.34-6.36 (m, 1H), 4.78 (s, 2H), 4.16 (s,

1H), 4.01-4.03 (m, 1H), 3.89-3.91 (m, 1H), 3.62 (br s, 1H), 1.88-1.89 (m, 1H), 1.72-1.74 (m,

2H), 1.35-1.39 (m, 1H), 1.39 (s, 9H) X 1.31-1.33 (m, 6H). MS: 356.38 (M+H)"
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'H-NMR (400 MHz, DMSO-de): § 11.33 (br's, 1H), 9.20-9.25 (m, 1H),

8.89-8.99 (m, 1H), 7.01-7.04 (m, 1H), 6.75-6.78 (m, 1H), 4.73-4.79 (m, 1H), 3.61-3.64 (m,
2H), 3.35-3.38 (m, 1H), 2.19-2.25 (m, 1H), 2.00-2.03 (m, 1H), 1.81-1.84 (m, 1H) &% 1.29-
1.35 (m, 6H). LCMS: 280.13 (M-H)", 84.65%
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'H-NMR (400 MHz, CDCl3): § 5.09-5.16 (m, 2H), 3.85-3.87 (m, 6H) X% 3.51-3.54
(m, 6H). MS: 203.10 (M+H)"
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1H-NMR (400 MHz, CDCLs): § 7.32-7.35 (m, 5H), 3.64-3.66 (m, 2H), 3.10-3.13

(m, 2H), 2.66-2.69 (m, 2H), 2.02-2.07 (m, 2H) X1 0.95 (d, J=6.4 Hz, 6H). MS: 203.10

(M+H)'
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1H-NMR (400 MHz, CDCLs): & 10.28 (s, 1H), 7.44-7.58 (m, SH), 3.40-3.50 (m,
2H), 3.20-3.22 (m, 2H), 2.56-2.59 (m, 2H), 2.03-2.10 (m, 2H) X 1.17 (d, J=7.2 Hz, 6H).
MS: 233.20 (M+H)"
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'H-NMR (400 MHz, CDCl;): &
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8.02-8.05 (m, 1H), 7.38-7.50 (m, SH), 6.44-6.51 (m, 1H), 4.29-4.30 (m, 1H), 3.70-3.73 (m,
2H), 2.81-2.84 (m, 2H), 2.11-2.17 (m, 2H), 1.55-1.57 (m, 2H), 1.31-1.32 (m, 1H) &% 0.86 (d,

J=6.4 Hz, 6H). LCMS: 376.06 (M+H)", 96.22%
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'H-NMR (400 MHz, CDCL): 8 10.25 (br s, 1H), 7.02-7.09 (m, 1H), 6.75-6.79 (m, 1H), 4.58
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(brs, 1H), 3.48-3.51 (m, 2H), 3.38-3.40 (m, 2H), 3.00-3.02 (m, 2H), 1.22-1.25 (m, 1H) B&

0.80 (d, J=6.4 Hz, 6H). LCMS: 282.25 (M+H)", 88.77%
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'H-NMR (400 MHz, DMSO-ds): 8 8.95 (s, 1H), 8.61 (d, J=4.0 Hz, 1H), 8.14 (m,
1H), 7.44 (m, 1H), 6.40 (m, 1H), 4.12 (q, J= 7.20 Hz, 2H) R 0* 1 21 (t, J= 7.2 Hz, 3H). MS:
221.95 (M+H)"

ugbo boDbo

gboooaod
goobooooooboooooboooooooboooooboooooboooobooo
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gboobooooooobooboboobooooboboboboobooooobobobao
oooobOo0 ooobobobooooboooooboobooooobooOooooboboooOooboobooo
gooobooooooboooooboooooooboooooboocooobooooboOooo
gboobooooooobgobobobooooboobobobobooooobobobao
ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa
oooboooooobooooobooooooboobooooobobooooboboooobooo
goboooooooobgobobobooooboboboboobooooobobobao
ugbooboooooboobooboboobooooboboboboobooooobobobaa
oooboooooooOooobooboooooobooao

gpboooog

'H-NMR (400 MHz, CDCls): § 8.72 (m, 2H), 7.74 (m, 3H), 7.51 (d, J= 7.6 Hz, 1H),
7.48 (d, J=7.6 Hz, 1H), 7.15 (s, IH), 4.48 (q, J= 6.8 Hz, 2H) RT* 1.40 (t, J= 7.2 Hz, 3H).
MS: 379.90 (M+H)"
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'"H-NMR (400 MHz, DMSO-de): 8 13.10 (br s, 1H), 8.59 (m, 2H), 7.88 (t, J= 8.0
Hz, 1H), 7.72 (d, J= 7.6 Hz, 1H), 7.65 (m, 1H), 7.45 (m, 1H), 7.35 (d, /= 8.4 Hz, 1H) R
7.26 (s, 1H). LCMS: 351.96 (M+H)", 93.37%
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599.35
(M-
H)',
99.71%

0 8.89 (s, 1H), 8.60-8.62
(m, 2H), 7.82 (t, J= 8.0
Hz, 1H), 7.73 (d, /= 8.0
Hz, 1H), 7.61 (d, J=17.2
Hz, 1H), 7.44-7.47 (m,
1H), 7.28-7.34 (m, 2H),
7.16 (s, 1H), 6.75-6.79 (m,
1H), 6.57-6.60 (m,1H),
4.60 (s, 2H), 4.47-4.49 (m,
2H), 3.83-3.89 (m, 1H),
3.50-3.55 (m, 1H), 2.32-
2.40 (m, 2H) U 1.73-
1.82 (m, 2H)
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TR

603.44
(M+H)

95.32%

§8.61 (s, 2H), 7.82 (t, J=
8.64 Hz, 1H), 7.73 (d, J=
7.68 Hz, 1H), 7.64 (m,
1H), 7.44-7.47 (m, 1H),
7.33-7.35 (m, 1H), 7.24-
7.31 (m, 2H), 7.19 (s, 1H),
6.99-7.01 (m, 1H), 5.64 (s,
1H), 4.85-4.89 (m, 1H),
4.71-4.74 (m, 1H), 3.40 (s,
1H), 2.05-2.09 (m, 2H)
KU81.86 (s, 2H)

183

10

30

691.46
(M+H)

96.07%

§8.87 (s, 1H), 8.62-8.63
(m, 2H), 7.82 (t, J= 8.2
Hz, 1H), 7.73 (d, J= 8.4
Hz, 1H), 7.62-7.64 (m,
1H), 7.45-7.52 (m, 3H),
7.30 (d, J= 8.6 Hz, 1H),
7.08 (s, 1H), 6.59-6.61 (m,
2H), 4.59-4.60 (m, 2H),
4.48-4.50 (m, 2H), 3.84-
3.90 (m, 1H), 3.47-3.56
(m, 1H), 2.38-2.42 (m,
2H) %% 1.71-1.77 (m, 2H)

184

26

641.34
(M-
HY',
99.54%

0 8.88 (s, 1H), 8.61-8.62
(m, 2H), 7.84 (t, /= 8.24
Hz, 1H), 7.73 (d, J=7.88
Hz, 1H), 7.62-7.65 (m,
1H), 7.44-7.48 (m, 1H),
7.36 (d, J=8.76 Hz, 2H),
7.29 (d, /= 8.6 Hz, 1H),
7.19 (s, 1H), 6.70-6.73 (m,
2H), 4.61 (s, 2H), 4.48-
4.51 (m, 2H), 3.84-3.90
(m, 1H), 3.51-3.57 (m,
1H), 2.42-2.49 (m, 2H)
E0*1.71-1.81 (m, 2H)
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185

15

18

595.34
(M-
H,
99.29%

0 11.29 (brs, 1H), 8.60-
8.62 (m, 1H), 8.56 (d, /=
1.52 Hz, 1H), 7.84 (t, J=
8.28 Hz, 1H), 7.70 (d, J=
8.12 Hz, 1H), 7.59 (d, J=
11.04 Hz, 1H), 7.44-7.48
(m, 1H), 7.27-7.37 (m,
5H), 7.07 (s, 1H), 4.48-
4.51 (m, 1H), 4.32-4.36
(m, 1H), 3.78-3.84 (m,
1H), 3.42-3.48 (m, 1H),
2.13-2.22 (m, 2H) B”®
1.55-1.62 (m, 2H)

186

40

617.48
(M-
),
95.47%

0 8.95 (s, 1H), 8.63-8.64
(m, 2H), 7.85 (t, J= 8.24
Hz, 1H), 7.78-7.80 (m,
1H), 7.60-7.63 (m, 1H),
7.48-7.51 (m, 1H), 7.27 (d,
J=28.76 Hz, 1H), 7.08 (s,
1H), 6.56-6.61 (m, 2H),
4.60 (s, 2H), 4.47-4.47 (m,
2H), 3.82-3.88 (m, 1H),
3.48-3.54 (m, 1H), 2.38-
2.44 (m, 2H) X0t 1.73-
1.81 (m, 2H)

187

18

651.54
(M-
H)',
95.32%

0 8.93 (s, 1H), 8.62-8.64
(m, 2H), 7.82-7.86 (m,
1H), 7.75-7.77 (m, 1H),
7.60-7.63 (m, 1H), 7.47-
7.50 (m, 1H), 7.38-7.42
(m, 1H), 7.27-7.29 (m,
1H), 7.15 (s, 1H), 7.06-
7.08 (m, 1H), 6.94-6.97
(m, 1H), 4.68 (s, 2H),
4.47-4.51 (m, 2H), 3.75-
3.80 (m, 1H), 3.49-3.55
(m, 1H), 2.32-2.41 (m,
2H) %10 1.76-1.84 (m, 2H)

188

14

629.46
(M-
H)"

99.56%

0 8.84 (s, 1H), 8.60-8.63
(m, 2H), 7.82 (t, /= 8.28
Hz, 1H), 7.72 (d, J=8.28
Hz, 1H), 7.61-7.64 (m,
1H), 7.44-7.47 (m, 1H),
7.29-7.32 (m, 1H), 7.17 (s,
1H), 6.82-7.09 (m, 4H),
4.61 (s, 2H), 4.46-4.49 (m,
2H), 3.85-3.91 (m, 1H),
3.51-3.57 (m, 1H), 2.32-
2.39 (m, 2H) X0 1.74-
1.82 (m, 2H)
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189

617.26
(M+H)

93.55%

0 8.88 (s, 1H), 8.60-8.62
(m, 2H), 7.82 (t, /= 8.4
Hz, 1H), 7.72 (d, J=7.88
Hz, 1H), 7.62 (d, /= 7.6
Hz, 1H), 7.44-7.47 (m,
1H), 7.28-7.32 (m, 2H),
7.16 (s, 1H), 6.85-6.89 (m,
1H), 6.78-6.80 (m, 1H),
4.62 (s, 2H), 4.46-4.49 (m,
2H), 3.49-3.55 (m, 2H),
2.38-2.42 (m, 2H) B*
1.74-1.79 (m, 2H)

190

20

13

574.46
(M-
H)',
99.75%

0 11.46 (brs, 1H), 8.62-
8.64 (m, 2H), 7.85-7.89
(m, 2H), 7.76 (d, J=8.08
Hz, 1H), 7.64-7.67 (m,
1H), 7.43-7.50 (m, 2H),
7.33(d, /=8.12 Hz, 1H),
7.18 (s, 1H), 7.10-7.12 (m,
1H), 4.71-4.75 (m, 2H),
4.52-4.58 (m, 1H), 3.28-
3.35 (m, 1H), 2.90-2.97
(m, 1H), 2.29-2.36 (m,
2H) R0 1.78-1.86 (m, 2H)

191

ik

476.43
(M+H)
4

99.89%

0 8.59-8.62 (m, 2H), 7.85
(t, /= 8.08 Hz, 1H), 7.69-
7.73 (m, 2H), 7.44-7.47
(m, 1H), 7.31(d, /=7.88
Hz, 1H), 7.16 (s, 1H),
4.67-4.81 (m, 2H), 4.35-
4.42 (m, 1H), 4.01-4.07
(m, 2H), 3.66-3.73 (m,
1H), 3.19-3.21 (m, 1H),
3.08-3.12 (m, IH) xR
2.78-2.84 (m, 1H)

192

iR

48

502.44
(M+H)

99.81%

0 8.59-8.63 (m, 2H), 7.87
(s, 1H), 7.63-7.72 (m, 2H),
7.44-7.47 (m, 1H), 7.29-
7.34 (m, 1H), 7.16 (s, 1H),
4.70-4.72 (m, 1H), 4.52-
4.56 (m, 1H), 3.74-3.84
(m, 2H), 3.12-3.18 (m,
2H), 2.85-2.94 (m, 1H)
K0r0.94-1.08 (m, 4H)

193

11

609.52
(M+H)

+

99.73%

§8.79 (brs, 1H), 8.63 (s,
2H), 7.81 (t J= 8.4 Hz,
1H), 7.74 (d, J= 8.0 Hz,
1H), 7.57-7.60 (m, 1H),
7.45-7.48 (m, 1H), 7.33 (s,
1H), 7.27-7.29 (m, 1H),
6.90-6.94 (m, 2H), 6.72-
6.75 (m, 2H), 5.24 (s, 1H),
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4.92 (s, 1H), 4.54 (s, 2H),
3.31-3.33 (m, 2H), 2.71-
2.75 (m, 1H), 2.49-2.50
(m, 1H), 2.33-2.38 (m,
2H) X 1.82-1.92 (m, 2H)

194

21

15

613.23
(M-
H)

96.59%

§11.25 (br s, 1H), 8.60-
8.62 (m, 2H), 8.58 (t.J=
8.4 Hz, 1H), 7.73 (d, J=
8.0 Hz, 1H), 7.60-7.63 (m,
1H), 7.44-7.47 (m, 1H),
7.32 (d, J= 8.0 Hz, 1H),
7.12 (s, 1H), 7.00-7.06 (m,
1H), 6.76-6.79 (m, 1H),
4.82 (s, 1H), 4.67 (s, 1H),
3.91 (s, 1H), 2.22-2.27 (m,
2H), 1.88-1.91 (m, 1H),
1.78-1.81 (m, 1H), 1.52 (d,
J= 6.4 Hz, 3H) R % 1.44
(d, J= 6.8 Hz, 3H)

195

20

609.18
(M-
HY',
99.41%

§8.75 (s, 1H), 8.59-8.62
(m, 2H), 7.84 (t, J= 8.4
Hz, 1H), 7.72 (d, J= 8.0
Hz, 1H), 7.58-7.61 (m,
1H), 7.41-7.47 (m, 1H),
7.27 (d, J= 8.8 Hz, 1H),
7.12 (s, 1H), 6.58-6.59 (m,
2H), 4.55 (s, 2H), 4.39 (s,
2H), 3.81-3.87 (m, 2H),
2.28-2.32 (m, 1H), 2.18-
2.21 (m, 1H), 2.08 (s, 6H)
%01.72-1.80 (m, 2H)

196

17

35

635.45
(M-
A,
99.92%

§11.25 (br s, 1H), 8.60-
8.62 (m, 2H), 7.85 (tJ=
8.0 Hz, 1H), 7.73 (d, J=
8.0 Hz, 1H), 7.65-7.68 (m,
1H), 7.44-7.47 (m, 1H),
7.33 (d, J= 8.0 Hz, 1H),
7.22-7.25 (m, 1H), 7.16 (s,
1H), 7.04-7.09 (m, 1H),
4.82-4.85 (m, 1H), 4.70-
4.73 (m, 1H), 4.21-4.27
(m, 1H), 3.16-3.22 (m,
1H), 2.77-2.80 (m, 1H),
2.58-2.64 (m, 2H) & X
1.75-1.84 (m, 2H)

197

14

612.90
(M+H)

97.83%

0 8.59-8.60 (m, 1H), 8.56
(s, 1H), 8.50 (s, 1H), 7.83
(t,J= 8.4 Hz, 1H), 7.68 (d,
J=8.0 Hz, 1H), 7.58-7.61
(m, 1H), 7.42-7.45 (m,
1H), 7.27 (d, J= 6.4 Hz,
2H), 7.05 (s, 1H), 6.93-
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6.97 (m, 1H), 6.71-6.75
(m, 1H), 4.47-4.52 (m,
2H), 4.00-4.08 (m, 1H),
3.91-3.96 (m, 2H), 3.76
(s, 3H), 3.62-3.68 (m, 1H),
1.83-1.89 (m, 2H) R 0*
1.40-1.46 (m, 2H)

oooooao
A¥%—h 12

H

F N.
I;f NH, HCI : [ @
- F
oo o E 61 N- ~N NaOH N-—N
SN ~ \ —_—
» 5 IPA, TFA, 0°C, 4h SN N
N P =

56 N N
F
Ry F.
(il P W
R; F N-No N-R
A\
HATU, DIPEA, DMF = S
(—BEEE N) \\
N/ 64
(B#ELED)
oooooao
goooooooooooooooooooooooboooooooboooooooooOon
Oo0ooooooooooooooobooonoooooooooooooobooof0On0anan
go0ooooooooootototooooooooooooooooobooooo0dOaonoano
O 0ooo0oooouoootooooooooooooobooooooboooobooooaodn
O000o0o0oo0o0oooooooooooooooooooooooooooobOn0Oan0an
go0oooooooobootootooooooooooooooooooooooOf0dnOaonOan
gooooooooooooooooooooooobooooooobooooooooon
O00oo0oo0oooooooooooo o o000 o ooooooooooooooooOanoano
Oo0ooooooooooooooobooonoooooooooooooobooof0On0anan
goooooooooooooooooooooooobooooooooooooooon
Oo0o0ooooooooonon
OoO0oo0oo0oo0oao

'H-NMR (400 MHz, CDCl): § 8.68 (m, 1H), 8.61 (s, 1H), 7.61 (d, J= 8.0 Hz, 1H),
7.42 (m, 1H), 7.14 (s, 1H), 7.03 (m, 2H), 4.48 (q, J= 7.2 Hz, 2H) X * 1 41 (t, J= 7.2 Hz, 3H).
MS: 348.15 (M+H)"
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gbooooooobooboobobobooooboobobobooboooooboobobao
goooboooooooocooooboooooboooooooooonn
oooooao

'H-NMR (400 MHz, DMSO-de): § 13.13 (br s, 1H), 8.59 (s, 2H), 7.65 (d, J= 8.4

Hz, 1H), 7.52 (m, 2H), 7.41 (m, 1H) & 725 (s, 1H). LCMS: 320.14 (M+H)", 95.20 %

ooOoooao
gooooooooooooooooooooooobooo oo obooooooooao
pgoooooooooooooooouoooooDooboobDoDoboDoooooooao
gfddooo0ooooooooooooooooboobooboobooooooooan
goooooooooooooooooooooooooooooooooooooao
pgoooooooooooooooouoooooDoobDoobD oo oDooooUooao
Ofd0dooo0oooooooooooooooob0ooboobOoobo0oxOoooooano
gooobobooooooocoooboobobooooboooo, 00, 000C0000DOOOO
goooooooooooooooouoooooooboao
oOooooad
gooooooooooooooooooooooooboooboooooooooOoo
poooooooooooooobouoboobooboobDod
e : {gﬁfc e NMR 75
s < LCMS | (DMSO-dg, 400
TV (%) MHz)
A ‘
198 8 11.25 (brs, 1H),
8.60 (s, 2H), 7.67
(d, J= 8.0 Hz, 1H),
" 7.50-7.53 (m, 2H),
o™ 7.39-7.42 (m, 1H),
. F N ] ss5q1q | 714 (s, 1H), 7.00-
F:@ (j F 16 1 (MAH), 7.05 (m, 1H), 6.77-
NN N 05 550, | 6-80 (m, 1H), 4.80-
O Z 4.84 (m, 1H), 4.67-

4.70 (m, 2H), 3.32
(s, 1H), 2.92-2.98

(m, 1H), 2.11-2.16
(m, 2H) K% U 1.85-

1.88 (m, 2H)

O Ooo0oo0oooao
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199

ik

10

569.31
(M-HY,
88.55%

0 13.11 (brs, 1H),
8.60 (s, 2H), 7.70
(d, J=8.56 Hz, 1H),
7.50-7.53 (m, 2H),
7.41-7.44 (m, 1H),
7.24-7.29 (m, 1H),
7.16 (s, 1H), 7.00-
7.01 (m, 1H), 4.87-
4.90 (m, 1H), 4.72-
4.74 (m, 2H), 3.32
(s, 1H), 2.92-2.98
(m, 1H), 2.07-2.11
(m, 2H) 1% 1.86-
1.90 (m, 2H)

200

10

22

659.50
(M+H)',
97.37%

0 8.87 (s, 1H), 8.62-
8.63 (m, 2H), 7.71
(t, /= 8.2 Hz, 1H),
7.44-7.51 (m, 5H),
7.17 (s, 1H), 6.58-
6.60 (m, 2H), 4.59-
4.60 (m, 2H), 4.49-
4.50 (m, 2H), 3.82-
3.87 (m, 2H), 3.49-
3.55 (m, 1H), 2.42-
2.45 (m, 1H) B»
1.70-1.79 (m, 2H)

201

25

609.29
(M_H)V:
99.91%

5 8.88 (s, 1H), 8.60-
8.61 (m, 2H), 7.66
(t, J= 8.04 Hz, 1H),
7.36-7.50 (m, SH),
7.17 (s, 1H), 6.69-
6.72 (m, 2H), 4.59-
4.60 (m, 2H), 4.47-
4.50 (m, 2H), 3.82-
3.88 (m, 1H), 3.50-
3.55 (m, 1H), 2.42-
2.49 (m, 2H) B}
1.70-1.80 (m, 2H)

202

18

18

551.37
(M+H)',
99.88%

§10.84 (brs, 1H),
8.60 (s, 2H), 7.68
(t, J=7.92 Hz, 1H),
7.50-7.56 (m, 2H),
7.42-7.45 (m, 1H),
7.13 (s, 1H), 6.74-
6.82 (m, 2H), 4.76-
4.79 (m, 1H), 4.66-
4.69 (m, 2H), 3.25-
3.28 (m, 1H), 2.88-
2.94 (m, 1H), 2.55-
2.58 (m, 2H), 2.50
(s, 3H) R0 1.84-
1.90 (m, 2H)
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203

21

W

583.21
(M+H)’,
97.96%

0 11.25 (brs, 1H),
8.59-8.60 (m, 2H),
7.67 (d J=8.0 Hz,
1H), 7.47-7.50 (m,
2H), 7.41-7.44 (m,
1H), 7.10 (s, 1H),
7.00-7.07 (m, 1H),
6.76-6.79 (m, 1H),
4.80 (s, 1H), 4.67
(s, 1H), 3.90 (s,
1H), 2.23-2.30 (m,
2H), 1.80-1.90 (m,
2H), 1.51 (d, J=6.4
Hz, 3H) k1t 1.42
(d, /= 6.8 Hz, 3H)

204

18

579.13
(M+H)",
99.12%

§8.74 (s, 1H), 8.58-
8.60 (m, 2H), 7.66
(d, J=8.0 Hz, 1H),
7.41-7.48 (m, 3H),
7.10 (s, 1H), 6.58-
6.59 (m, 2H), 4.55
(s, 2H), 4.38-4.41
(s, 2H), 3.79-3.85
(m, 1H), 3.47-3.53
(m, 1H), 2.21-2.25
(m, 2H), 2.12 (s,
6H) R1X1.72-1.79
(m, 2H)

207

22

583.37
(M+H)',
97.90%

6 11.31 (brs, 1H),
8.60-8.61 (m, 2H),
7.69 (d, J= 8.4 Hz,
1H), 7.43-7.52 (m,
3H), 7.10 (s, 1H),
6.99-7.07 (m, 1H),
6.77-6.79 (m, 1H),
4.65 (s, 1H), 4.31-
4.34 (m, 2H), 3.87-
3.90 (m, 1H), 3.51-
3.54 (m, 1H), 2.26-
2.33 (m, 2H), 0.85
(d, J=6.4 Hz, 3H)
E®r0.77 (d, J= 6.8
Hz, 3H)

208

19

12

518.13
(M_H)+9
97.02%

8 11.12 (brs, 1H),
8.59-8.60 (m, 2H),
7.92 (d, J= 4.4 Hz,
1H), 7.67 (d J= 8.0
Hz, 1H), 7.50-7.54
(m, 2H), 7.41-7.44
(m, 1H), 7.28 (d J=
6.8 Hz, 1H), 7.15
(s, 1H), 6.97 (t, J=
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7.6 Hz, 1H), 4.79-
4.82 (m, 1H), 4.69-
4.72 (m, 1H), 4.55-
4.57 (m, 1H), 3.28-
3.32 (m, 1H), 2.90-
2.96 (m, 1H), 2.50-
2.55 (m, 2H) &A©t

1.76-1.84 (m, 2H)

oooooao
AF—Ah 13

Q)

N-N o/ NBS, DMF N-N o/ NaOH N-N - oH
R e i
S N [
® ° ® ° ® °
- P> Br P Br
N N N
62 65 66

F
Ry
T
2 F N N-R
[, N NN 2
HATU, DIPEA, DMF =, o
(—RREIFHE N) | o B
P r

BEiLEm

ugboogood
gooobooooooboooooboooooooboooooboocooobooooboOooo
gboobooooooobgobobobooooboboboboobooooboobobobao
ugboobooooobouoboboboobooooboboboboobooooboobobobaa
oooboooooobooooobooooooboobooooobobooooboboooobooo
gobooooooogoobgobobobooooboboboboboooobobobao
ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooooooooobooooobooooooboobooboooobooboooobooooobooo
gobooboooooogoobgoboboboooooboboboboboooobDobobao
gboobooooooboooboobooboooooboobobobooooboobobobaonn
ugboogood

'H-NMR (400 MHz, CDCls): & 8.71-8.72 (m, 1H), 8.53 (s, 1H), 7.66 (d, J=7.88
Hz, 1H), 7.42-7.45 (m, 1H), 6.93-6.99 (m, 2H), 4.50 (q, /= 7.12 Hz, 2H) R * 1.39 (t, J= 7.2
Hz, 3H). MS: 426.18 (M+H)"
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gbooooooobooboobobobooooboobobobooboooooboobobao

gooano
oooooao

'H-NMR (400 MHz, DMSO-d): 8 13.45 (br s, 1H), 8.64-8.65 (m, 1H), 8.57 (s,

1H), 7.77 (d, J=7.96 Hz, 1H) %1% 7.48-7.52 (m, 3H). LCMS: 397.94 (M+H)", 86.45 %
ooOoooao
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gbooboooooboboboobooooobuoboboboooa

No.

&

£ H
iz
73w
A

VRS
(%)

LCMS

NMR5—#(DMSO-
d, 400 MHz)

210

13

629.42
(M+H)',
99.53%

0 8.84 (s, 1H), 8.65-
8.66 (m, 1H), 8.58 (s,
1H), 7.77 (d, J= 7.84
Hz, 1H), 7.50-7.53 (m,
1H), 7.42-7.45 (m,
2H), 7.10-7.14 (m,
2H), 6.83-6.86 (m,
2H), 4.58-4.61 (m,
2H), 4.45-4.48 (m,
1H), 3.80-3.90 (m,
2H), 3.52-3.58 (m,
1H), 2.27-2.32 (m,
2H), 1.80-1.84 (m, 1H)
EO1.71-1.75 (m, 1H)

211

H

N
)
; =
F. F
F
F NN N
(W"

\/ Br

N

16

26

633.38
(M+H)",
97.73%

6 10.50 (br s, 1H),
8.65-8.66 (m, 1H), 8.59
(s, 1H), 7.78 (d, J=
7.88 Hz, 1H), 7.44-
7.52 (m, 3H), 7.00-7.07
(m, 1H), 6.78-6.80 (m,
1H), 4.60-4.70 (m,
2H), 4.10-4.13 (m,

1H), 3.32 (s, 1H), 2.97-
3.03 (m, 1H), 2.12-2.18
(m, 2H) &1t 1.75-1.90
(m, 2H)
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R1y
S“N-N
N W

.
% o)

OH

69 {a-}

F1CO

QQ(

O O0Oo0oooao
O 0Oo0oo0ooao

NMR (400 MHz, CDCl3): § 9.17 (m, 1H), 8.80-8.81 (m, 1H), 8.22-8.24 (m, 1H), 7.61-7.63
(m, 2H), 7.42-7.45 (m, 2H), 7.14 (s, 1H), 7.05-7.09 (m, 1H), 4.44 (q, J= 7.2 Hz, 2H) R * 1.35
(t, /= 7.2 Hz, 3H). MS: 319.03 (M+H)"

ugbod boba

oooooo

gooooooooboooooooooobooooboboooobobboooobooboo
oooooooooboooooobooooobooooooboOoooDon

'H-NMR (400 MHz, CDCl:): § 8.62-8.68 (m, 2H), 7.61-7.63 (m, 1H),
7.41-7.44 (m, 1H), 7.29-7.34 (m, 2H), 7.14 (s, 1H), 7.07-7.10 (m, 1H), 4.44 (q, J= 7.6 Hz,
2H) 2% 1.38 (t, J= 7.2 Hz, 3H). MS: 396.14 (M+H)"

ugbo bobo
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'H-NMR (400 MHz, CDCls): 8 8.71-8.72 (m, 1H), 8.62 (s, 1H), 7.61-7.64 (m, 2H),
7.44-7 47 (m, 1H), 7.35-7.38 (m, 1H), 7.19 (s, 1H), 7.15-7.17 (m, 1H), 4.42 (q, J= 7.6 Hz,
2H) &1 1.36 (t, J= 7.6 Hz, 3H). LCMS: 337.13 (M+H)", 96.65%

ooo0 booo

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo
gooboooooboocooooboooobooooao

"H-NMR (400 MHz, CDCl;): § 8.58-8.62 (m, 1H), 8.54-8.58 (m, 1H), 7.52-7.54 (m, 1H),
7.39-7.41 (m, 2H), 7.22-7.28 (m, 3H), 7.11 (s, 1H), 4.44 (q, J= 7.2 Hz, 2H), 1.37 (t, J= 7.6
Hz, 3H) 21%1.25 (s, 9H). MS: 350.23 (M+H)"

OO0 O0OoOoad

OoooooOoao
go0ooooooooootototooooooooooooooooobooooo0dOaonoano
gododoodooooooooooobooobooobooooooooooao

'H-NMR (400 MHz, CDCls): § 8.57-8.58 (m, 1H), 8.48 (s, 1H), 7.65-

7.70 (m, 3H), 7.48-7.50 (m, 1H), 7.24-7.27 (m, 1H), 7.14 (s, 1H), 4.44 (q, J= 7.2 Hz, 2H) KL

1.36 (t, J= 7.2 Hz, 3H). MS: 396.27 (M+H)"

ooo booo

gpboooog
gboobooooooobooboboboooobooboobobooboooooboobobaa
oooobooooooobOooooboooooobobooooobooooobooboooOoo

'H-NMR (400 MHz, CDCl;): § 8.71-8.76 (m, 1H), 8.62-8.65 (m, 1H),

7.74 (d, J= 8.0 Hz, 1H), 7.69 (s, 2H), 7.46-7.49 (m, 1H), 7.21 (s, 1H), 4.45 (q, J= 7.6 Hz, 2H)
X138 (t, J= 7.2 Hz, 3H). MS: 430.08 (M+H)"

ogod oooad

gooooo

gobooooooogoobgobobobooooboboboboboooobobobao
gboboooooboobobobooooboobobooad

'"H-NMR (400 MHz, CDCls): 5 8.73-8.81 (m, 2H), 8.39-8.41 (m, 1H),

7.72-7.74 (m, 1H), 7.52-7.54 (m, 1H), 7.45-7.47 (m, 2H), 7.33-7.35 (m, 2H), 4.52 (¢, J= 7.6
Hz, 2H) X 1.51 (t, J= 7.2 Hz, 3H). LC-MS: 378.28 (M+H)", 88.27%

o000 0000

oooooad

oooboooooobooooobooooooboobooooobobooooboboooobooo
oooooooooobooooooboooooboboooooooooooDoao

'H-NMR (400 MHz, CDClLs): & 8.59-8.66 (m, 1H), 7.77-7.78 (m, 1H),
7.56 (d, J=8.04 Hz, 1H) 7.38-7.41 (m, 2H), 7.23-7.25 (m, 1H), 7.21 (s, 1H), 7.07-7.10 (m,
1H), 4.48 (q, J=7.2 Hz, 2H) B 1.38 (t, J= 7.6 Hz, 3H). MS: 380.22 (M+H)"
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oooDoo
ooooooooobooooooooooobooooobooooobooooobooo
goobooooooooooobobooooboooooboboooooboooooao

'H-NMR (400 MHz, CDCls): 8 8.75-8.79 (m, 1H), 8.50-8.51 (m, 1H),

7.52-7.57 (m, 3H), 7.26 (s, 1H), 7.15 (s, 1H), 4.44 (q, J= 6.92 Hz, 2H) Rt 1.39 (t, J=7.16
Hz, 3H). MS: 397.94 (M+H)"

ood oooad

gooooad

ooooooooobooooobooooooboobooboooobooboooobooooobooo
goooooooooooooooboogoobooogooobboogoooboooooao

'H-NMR (400 MHz, CDCl;): & 8.66-8.73 (m, 2H), 7.80 (d, /= 8.0 Hz,

1H), 7.62-7.66 (m, 1H), 7.55-7.58 (m, 1H), 7.35-7.35 (m, 1H), 7.21 (s, 1H), 4.48 (q, /= 7.20
Hz, 2H) %1% 1.42 (t, J= 7.20 Hz, 3H). MS: 398.15 (M+H)"

Oooo oooad

ooOoooao

ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooobooooobooocooooboooobooooan

'H-NMR (400 MHz, CDCL): § 8.71-8.72 (m, 1H), 8.62 (s, 1H), 7.61-7.64 (m, 2H),
7.44-7.47 (m, 1H), 7.36 (d, J= 7.6 Hz, 1H), 7.26 (s, 1H), 7.15-7.17 (m, 1H), 4.50 (q, J=7.16
Hz, 2H) R0t 1.43 (t, J= 7.24 Hz, 3H). MS: 337.14 (M+H)"

god oood

oooooad

gboobooooooobgobobobooooboboboboobooooboobobobao
ugboboooooboobooboboooooboobobobooboooboonn

'H-NMR (400 MHz, CDCls): § 8.51-8.55 (m, 2H), 8.40-8.42 (m, 1H),
7.32-7.34 (m, 1H), 7.20-7.24 (m, 1H), 7.17 (s, 1H), 6.94-6.99 (m, 2H), 4.43 (g, J= 7.20 Hz,
2H), 1.98 (s, 3H) & 1.42 (t, J= 7.24 Hz, 3H). MS: 392.54 (M+H)'
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uboogood
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oo boobuooouoouooouooooooao
'H-NMR (400 MHz, DMSO-de): & 13.15 (br s, 1H), 8.56-8.59 (m,

2H), 7.68-7.71 (m, 3H), 7.41-7.44 (m, 1H), 7.25-7.29 (m, 1H) %1% 7.17 (s, 1H). LCMS:
368.29 (M+H)", 94.25%

ogbo bobo

gbooooao
ugbdoodooouobouobuoboboobooouobuobobobooboboobouobuobobada
oooboooooboooooooooao

"H-NMR (400 MHz, DMSO-ds): § 13.18 (br s, 1H), 8.59-8.91 (m, 2H), 7.67-7.68 (m,
2H), 7.41-7.44 (m, 1H), 7.25-7.27 (m, 2H) %W 7.22 (s, 1H). MS: 309.11 (M+H)"

ooo booo

gboooaog
ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooobooooobooooboooooao

'"H-NMR (400 MHz, DMSO-d¢): 8 13.0 (br s, 1H), 8.54-8.55 (m, 1H), 8.48 (s, 1H), 7.66-7.68
(m, 1H), 7.47-7.49 (m, 2H), 7.39-7.42 (m, 1H), 7.26-7.28 (m, 2H), 7.20 (s, 1H) KT 1.29 (s,
9H). LCMS: 322.0 (M+H)", 98.33%

ooo booo

gpboooog
gboobooooooobooboboboooobooboobobooboooooboobobaa
ooobooooobooocoobooooooooooooao

'"H-NMR (400 MHz, DMSO-de): 6 13.19 (br s, 1H), 8.50-8.54 (m,
2H), 8.14 (s, 1H), 8.04 (d, J= 8.16 Hz, 1H), 7.96 (d, J= 8.20 Hz, 1H), 7.62-7.63 (m, 1H),
7.37-7.43 (m, 1H) %0733 (s, 1H). LCMS: 368.12 (M+H)", 97.38%

ubod bobd

oooooao
gobooooooogoobgobobobooooboboboboboooobobobao
gbobooooobooboboboooboboboboooonn

'H-NMR (400 MHz, DMSO-de): & 13.33 (br s, 1H), 8.57 (d, /= 1.6
Hz, 1H), 8.52 (s, 1H), 8.28 (s, 2H), 7.60-7.62 (m, 1H) &1t 7.41-7.44 (m, 2H). LCMS: 402.08
(M+H)', 96.28%

ooo booo

oooooo
oooboooooobooooobooooooboobooooobobooooboboooobooo
ooooooooobooooooboooooaon

'"H-NMR (400 MHz, DMSO-dg): & 13.09 (br s, 1H), 8.52-8.57 (m, 2H), 7.66-7.70 (m,
1H), 7.40-7.43 (m, SH) R 087.23 (s, 1H). LCMS: 350.27 (M+H)", 91.79%
Ooo0O0 0000
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go0ooo0oooooooboo0oooooooooooodn
'"H-NMR (400 MHz, DMSO-dg): & 13.15 (br s, 1H), 8.57-8.58 (m,

2H), 7.84-7.86 (m, 1H), 7.60-7.69 (m, 3H), 7.40-7.45 (m, 1H) %18 7.24 (s, 1H). LCMS:
352.24 (M+H)', 95.84%

ogbo bobo

gbooooao
ugbdoodooouobouobuoboboobooouobuobobobooboboobouobuobobada
gooboooooooocooooboooooboooooobooboooao

'H-NMR (400 MHz, DMSO-ds): 8 13.30 (br s, 1H), 8.60-8.61 (m,

2H), 7.80-7.83 (m, 1H), 7.63-7.73 (m, 2H), 7.41-7.44 (m, 1H) & 7.25 (s, 1H). MS: 370.08
(M+H)"

000 0000

0Oo0oooo

ugbdoodooooobouobobobooboboooboboboboobooobouobobobaa
goobooooooOocooooboooooboooooobooooao

'H-NMR (400 MHz, DMSO-dq): & 13.34 (br s, 1H), 8.60 (s, 2H),
7.99-8.10 (m, 2H), 7.72 (d, J= 7.0 Hz, 1H), 7.43 (s, IH) R 1* 7.33 (s, 1H). LCMS: 370.27
(M+H)", 97.55%

ooo bobooo

gpboooog
gbooooooobooboobobobooooboobobobooboooooboobobao
ugbooboobooobouobuoboboaoboaoado

'H-NMR (400 MHz, DMSO-dq): & 13.18 (br s, 1H), 8.59 (s, 2H), 8.01-8.05 (m, 1H), 7.81
(d, J=8.32 Hz, 1H), 7.67-7.70 (m, 2H), 7.25-7.27 (m, 1H) X1 7.22 (s, 1H). MS: 309.11
(M+H)"
oo0 Ooogao
OoOooogoogao

gobooooooogoobgobobobooooboboboboboooobobobao
gboboooooboobobobooooboobobooad

'H-NMR (400 MHz, DMSO-dy): & 13.08 (br s, 1H), 8.51-8.57 (m,
1H), 8.47 (s, 1H), 7.55-7.62 (m, 2H), 7.44 (s, 1H), 7.34-7.38 (m, 2H), 7.29 (s, 1H) K% 1.93
(s, 3H). LCMS: 364.26 (M+H)", 92.06%
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gboobooooobooboboooooobooboboboobooo

L~
N

fEH
. Iz | R NMR 7 —% (DMSO-dg,
No. & 73y | (%) | VCMS 400 MHz)
i
8 11.15 (brs, 1H), 8.60
(d, J=1.12 Hz, 1H),
8.56 ((d, J=1.68 Hz,
1H), 7.93 (d, J=8.52
H Hz, 2H), 7.68 ((d, J= 8.0
°°<N Hz, 1H), 7.54 ((d, J=
NC - 52435 | 8.52 Hz, 2H), 7.41-
212 @ . Q F 16 15 | (M-H)', | 7.45 (m, 1H), 7.15 (s,
T $ 99.78% | 1H), 7.00-7.07 (m, 1H),
R

6.77-6.80 (m, 1H), 4.80-
4.83 (m, 1H), 4.63-4.71
(m, 2H), 3.32 (s, 1H),
2.93-2.99 (m, 1H), 2.07-
2.17 (m, 2H) X0 1.85-
1.88 (m, 2H)
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(152) JP 6626454 B2 2019.12.

0 8.89 (s, 1H), 8.56-8.61
(m, 2H), 7.91(t, /= 8.52
Hz, 1H), 7.73 (d, /= 8.0
Hz, 1H), 7.67 (d, J=

NC H 8.12 Hz, 1H), 7.51-7.54

o H (m, 2H), 7.42-7.45 (m,
@N_N (}> 33839 | 1K), 7.26-7.31 (m, 1H),
N

N +
S QF 2 13 %2?0,6 7.15 (s, 1H), 6.74-6.79
P ' (m, 1H), 6.57-6.59 (m,
F 1H), 4.59 (s, 2H), 4.47-
4.52 (m, 2H), 3.84-3.90
(m, 1H), 3.49-3.55 (m,
1H), 2.35-2.39 (m, 2H)
®0%1.73-1.81 (m, 2H)

213

5 8.88 (s, 1H), 8.58-8.61
(m, 2H), 7.63-7.72 (m,

3H), 7.47-7.47 (m, 1H),
o [ H 7.24-7.34 (m, 2H), 7.15

F 5™ 615.38 | (s, 1H), 6.74-6.79 (m,
214 NN (}N 2 31 | (M-H)', | 1H), 6.57-6.59 (m,1H),
NN A QF 99.36% | 4.60 (s, 2H), 4.47-4.52
(m, 2H), 3.83-3.89 (m,
1H), 3.45-3.55 (m, 1H),
2.33-2.44 (m, 2H) RO
1.73-1.77 (m, 2H)

8 11.25 (brs, 1H), 8.57-
8.59 (m, 2H), 7.68-7.72
(m, 3H), 7.42-7.45 (m,

o=" 1H), 7.28 (d, J= 8.6 Hz,

] F N 1H), 7.14 (s, 1H), 7.00-
)1s FHF/°© (j S - (g?f_é')% 7.04 (m, 1H), 6.77-6.80
NN N 06 04%’ (m, 1H), 4.82-4.85 (m,
Pt : 1H), 4.67-4.71 (m, 2H),
(¢ 3.32 (s, 1H), 2.92-2.98
(m, 1H), 2.11-2.17 (m,
2H) % *1.85-1.92 (m,
2H)

$8.89 (s, 1H), 8.61-8.63
(m, 2H), 7.97 (d, J=
7.92 Hz, 1H), 7.71 (d,
J=7.92 Hz, 1H), 7.62-
w F ., 7.65 (m, 1H), 7.43-7.47
@ oMy ss6.41 | (M. 1H), 7.28-7.33 (m,
216 - N 5 6 | vy, | 25D 717 G, 1H), 6.74-
AN QF 90,040, | 678 (m, 1H), 6.57-6.59
> ’ (m, 1H), 4.60 (s, 2H),
F 4.45-4.49 (m, 2H), 3.83-
3.89 (m, 1H), 3.50-3.55
(m, 1H), 2.36-2.43 (m,
2H) B 1.73-1.82 (m,
2H)
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217

27

571.51
(M+H)",
99.10%

0 8.87 (s, 1H), 8.51-8.57
(m, 2H), 7.70 (d, /= 8.0
Hz, 1H), 7.43-7.46 (m,
3H), 7.20-7.26 (m, 3H),
7.11 (s, 1H), 6.74-6.78
(m, 1H), 6.56-6.59 (m,
1H), 4.59 (s, 3H), 4.47-
4.49 (m, 1H), 3.78-3.82
(m, 1H), 3.48-3.54 (m,
1H), 2.38-2.40 (m, 2H),
1.72-1.80 (m, 2H) B
1.27 (s, 9H)

218

40

617.47
(M-+H)',
99.59%

0 8.87 (s, 1H), 8.54 (d,
J=4.44 Hz, 1H), 8.50 (s,
1H), 8.13 (s, 1H), 7.96-
7.98 (m, 1H), 7.90-7.92
(m, 1H), 7.61-7.63 (m,
1H), 7.38-7.41 (m, 1H),
7.23-7.27 (m, 2H), 6.71-
6.76 (m, 1H), 6.54-6.56
(m,1H), 4.58 (s, 2H),
4.47-4.50 (m, 2H), 3.81-
3.87 (m, 1H), 3.49-3.54
(m, 1H), 2.32-2.40 (m,
2H) %1t 1.70-1.81 (m,
2H)

219

42

649.35
(M_H):
98.81%

0 8.87 (s, 1H), 8.57 (d,
J=4.16 Hz, 1H), 8.52 (s,
1H), 8.24 (d, J=7.56
Hz, 2H), 7.60-7.62 (m,
1H), 7.41-7.44 (m, 1H),
7.28 (s, 1H), 7.21-7.25
(m, 1H), 6.71-6.75 (m,
1H), 6.53-6.55 (m,1H),
4.58 (s, 2H), 4.46-4.49
(m, 1H), 4.46-4.54 (m,
1H), 3.80-3.86 (m, 1H),
3.49-3.54 (m, 1H),
2.32-2.40 (m, 2H) &AWt
1.69-1.81 (m, 2H)

220

16

58

583.39
(M_H)+:
99.73%

o6 11.18 (brs, 1H), 8.56
(d, /~=4.08 Hz, 1H),
8.54 (s, 1H), 7.67 (d, /=
7.84 Hz, 1H), 7.40-7.52
(m, SH), 7.13 (s, 1H),
6.99-7.06 (m, 1H), 6.77-
6.80 (m, 1H), 4.85-4.89
(m, 1H), 4.65-4.71 (m,
2H), 3.31 (s, 1H), 2.92-
2.98 (m, 1H), 2.07-2.17
(m, 2H) X0 1.84-1.91
(m, 2H)

10

20

30

40



(154)

JP 6626454 B2 2019

.12.25

221

23

581.12
(M_H)+7
98.65%

0 8.80 (s, 1H), 8.57 (s,
2H), 7.81 (s, 1H), 7.57-
7.68 (m, 3H), 7.42 (s,
1H), 7.09-7.13 (m, 3H),
6.86-6.91 (m, 2H), 4.59
(s, 2H), 4.45 (s, 2H),
3.86-3.89 (m, 1H), 3.50-
3.56 (m, 1H), 2.23-2.32
(m, 2H) X 0*1.72-1.82
(m, 2H)

222

16

28

603.10
(M'H)+9
99.06%

0 11.22 (brs, 1H), 8.59-
8.63 (m, 2H), 7.75-7.81
(m, 2H), 7.64 (t, J= 7.6
Hz, 1H), 7.41-7.44 (m,
1H), 7.24 (s, 1H), 7.00-
7.07 (m, 1H), 6.77-6.80
(m, 1H), 4.85-4.89 (m,
1H), 4.65-4.71 (m, 2H),
3.31 (s, 1H), 2.92-2.98
(m, 1H), 2.07-2.17 (m,
2H) ®k1* 1.84-1.91 (m,
2H)

223

16

34

603.10
(M-H)’,
98.00%

8 11.24 (brs, 1H), 8.59-
8.62 (m, 2H), 8.07-8.11
(m, 1H), 7.99-8.03 (m,
1H), 7.74 (t, J= 8.0 Hz,
1H), 7.42-7.45 (m, 1H),
7.22 (s, 1H), 7.00-7.07
(m, 1H), 6.77-6.80 (m,
1H), 4.65-4.77 (m, 3H),
3.32-3.37 (m, 1H), 2.93-
2.99 (m, 1H), 2.12-2.20
(m, 2H) X1*1.84-1.92
(m, 2H)

224

16

26

544.34
(M+H)",
97.34%

8 10.60 (brs, 1H), 8.61-
8.62 (m, 2H), 7.99-8.02
(m, 1H), 7.71-7.33 (m,
1H), 7.65-7.68 (m, 1H),
7.43-7.46 (m, 1H), 7.32-
7.34 (m, 1H), 7.17 (s,
1H), 7.00-7.07 (m, 1H),
6.76-6.79 (m, 1H), 4.61-
4.70 (m, 2H), 3.32-3.33
(m, 1H), 2.93-2.99 (m,
1H), 2.07-2.21 (m, 2H)
K 041.85-1.92 (m, 2H)
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225

19

613.18
(M+H)",
96.25%

0 8.87 (s, 1H), 8.51-8.53
(m, 1H), 8.46-8.47 (m,
1H), 7.59 (d, /= 6.4 Hz,
1H), 7.44-7.49 (m, 2H),
7.36-7.39 (m, 1H), 7.23-
7.30 (m, 2H), 7.19 (s,
1H), 6.70-6.75 (m, 1H),
6.54-6.56 (m, 1H), 4.47-
4.59 (m, 4H), 3.81-3.86
(m, 1H), 3.48-3.54 (m,
1H), 2.32-2.36 (m, 2H),
2.00 (s, 3H) ROt 1.71-
1.80 (m, 2H)

226

10

595.38
(M+H)",
93.90%

6 8.79 (s, 1H), 8.51-8.52
(m, 1H), 8.46-8.47 (m,
1H), 7.59(d, /= 6.4 Hz,
1H), 7.47 (d, J= 8.8 Hz,
1H), 7.44 (s, 1H), 7.35-
7.38 (m, 1H), 7.29-7.31
(m, 1H), 7.18 (s, 1H),
7.05-7.09 (m, 2H), 6.82-
6.85 (m, 2H), 4.57-4.58
(m, 2H), 4.42-4.48 (m,
2H), 3.82-3.85 (m, 1H),
3.50-3.55 (m, 1H),
2.18-2.22 (m, 2H), 2.00
(s, 3H) &K 1.73-1.78
(m, 2H)

F 0O
g U @ Por
227 F IR

16

38

599.17
(M+HY,
96.76%

0 11.24 (brs, 1H), 8.47-
8.53 (m, 2H), 7.61 (d,
J=8.0 Hz, 1H), 7.51 (d,
J=6.8 Hz, 1H), 7.44 (s,
1H), 7.36 (t, /= 8.0 Hz,
1H), 7.30-7.32 (m, 1H),
7.18 (s, 1H), 6.99-7.06
(m, 1H), 6.76-6.79 (m,
1H), 4.81-4.84 (m, 1H),
4.61-4.68 (m, 2H),
3.29-3.32 (m, 1H), 2.91-
2.97 (m, 1H), 2.07-2.20
(m, 2H) Z0*1.82-1.91
(m, 2H)
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A F—Ah15
H F
o F. N, FsC.
o NH, HCI
o ~ o™ oLi*g .
J O s R‘Q\/U\H/O\/ ’ 57 N-N 0~ NaOH
R .
LiHMDS, THF, -78°C-rt, 16h O IPA, TFA, 90°C, 4h R™ = (o)
71 (a-b) 72 (a-b) 73 {a-b)

H
O#N‘Q
N
F
IR

N-N OH N’N
M HATU DIPEA, DMF \
R™ o] (—HMAEEN)
74(a-b) 75 (a-b)
Ol »
R= P N7
a b
75-a 75-b
oOooooad
go0ooo0oooooooooooooooooooboooooooooooooooOon
pgooooooooooooooboooobooobooDboooobDooDobDoDoooooooOod
OgfddooooooooooooooooooooobooobooobobOboooooon
gfddoooooooooooooooboooboooboooboobobobooboooon
goooooooooooooobooooooooobooobooo0ooboooooooooOon
poooooooooooooobooboobooboobDoDoboDoooooooOon
Oododoooooooooooobooobao
ooOoooao
pgooooooooooooooooobooboobo0obDoDobDoDoooDoUoooOog
000000000 oboboobooboooa

'H-NMR (400 MHz, DMSO-de): 5 8.44 (s, 1H), 8.38-8.39 (m, 1H), 7.21-7.22 (m, 1H),
5.93 (s, 1H), 4.10 (q, J= 7.16 Hz, 2H), 2.36 (s, 3H) X 1.20 (t, J= 7.6 Hz, 3H). MS: 236.0

(M+H)'

Ooood OoooOoaod

oooooao
Oo0o0oo0ooooooooooo oo oo oo oo oooooooooooooonboanoaono
Oo0oo0o0 Ooooooooooooao

lH_
NMR (400 MHz, DMSO-dg): 8 9.48-9.56 (m, 2H), 9.20-9.21 (m, 1H), 6.46 (s, 1H), 4.10 (q,
J=7.20 Hz, 2H) R 1.21 (t, J= 7.6 Hz, 3H). MS: 223.04 (M+H)"

ogbo bobo

gboooaod
ooooboooooobooooobooooooobooooobobooooboboooobooo
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gbooooooobooboobobobooooboobobobooboooooboobobao
ugbdoodooouobouobuoboboobooouobuobobobooboboobouobuobobada
gooobooooooboooooboooooooboooooboocooobooooboOooo
gboobooooooobgobobobooooboboboboobooooboobobobao
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Oo0ooooooooooooooobooonoooooooooooooobooof0On0anan
godo0ooooooooooooooooooooobooOoao

oooooad
O00oo0oo0ooooooooooooooooooooooooooooooobn0Oan0an
o000t ootobooooooooobooooooooononan
'H-NMR (400 MHz, CDCls): § 8.60-8.66 (m, 2H), 7.53-7.55

(m, 1H), 7.46-7.47 (m, 1H), 7.21-7.28 (m, 1H), 7.08 (s, 1H), 6.99-7.05 (m, 1H), 4.45 (q, J=

7.2 Hz, 2H), 2.15 (s, 3H) R 1.42 (t, J= 7.6 Hz, 3H). MS: 394.33 (M+H)'

Ooo0O0 0000

oooooao
OgfddooooooooooooooooooooobooobooobobOboooooon
Ofdodooo0oooooooooooooboooboobooboonbooan

"H-NMR (400 MHz, CDCLs): § 7.61-7.71 (m, 2H), 7.41-7.55 (m, 4H),
7.11 (s, 1H), 4.46 (q, J=7.16 Hz, 2H) R 142 (t, J=7.24 Hz, 3H). MS: 381.25 (M+H)"

ooo booo

gboooaog
ugboobodooooboobogoboboboooobobobobooboooboobobobaa
oooboooooobooooobooooooboobooooobobooooboboooobooo
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gooboboodooboooobooooooby0o0oo0booooobooooobxOod
ooooooooobooooobooooooboobooboooobooboooobooooobooo
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gbobooooobobobobooobooboboboooobobo

'H-NMR (400 MHz, DMSO-ds): & 13.20 (br s, 1H), 8.50 (d, J=4.12

Hz, 1H), 8.39 (s, 1H), 7.82 (t, J= 7.88 Hz, 1H), 7.51-7.53 (m, 1H), 7.35-7.37 (m, 1H), 7.24-
7.26 (m, 1H), 7.17 (s, IH) RT*2.08 (s, 3H). LCMS: 366.22 (M+H)", 99.72%

ogodg oooad

ogooooao

gobooboooooogoobgoboboboooooboboboboboooobDobobao
gbooboooooooboobobooboooobooboaoboaon

'H-NMR (400 MHz, DMSO-de): & 13.20 (br s, 1H), 9.24-9.27 (m,
2H), 7.89-7.90 (m, 1H), 7.75-7.77 (m, 1H), 7.53-7.54 (m, 1H) %1% 7.40-7.46 (m, 2H). LCMS:
353.19 (M+H)", 93.39%

ogbo bobo
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ooooboooooobooooobooooooobooooobobooooboboooobooo
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gbooooooobooboobobobooooboobobobooboooooboobobao
ugbdoodooouobouobuoboboobooouobuobobobooboboobouobuobobada
gooobooooooboooooboooooooboooooboocooobooooboOooo
gboobooooooobgobobobooooboboboboobooooboobobobao
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JP 6626454 B2 2019.12.25

oooooooooooo
oooooooobooog
oooooooobood

ooooooooboooo
gboooobobobo
gbooooboobobao

H-NMR (400 MHz, DMSO-de): 8 11.25 (br s, 1H), 8.50-8.52 (m, 1H), 8.42 (s, 1H), 7.80

(t, J= 8.12 Hz, 1H), 7.51-7.53 (m, 1H), 7.37 (d, /= 4.92 Hz, 1H), 7.22 (d, J=8.92 Hz, 1H),
7.07 (s, 1H), 7.00-7.05 (m, 1H), 6.77-6.80 (m, 1H), 4.81-4.84 (m, 1H), 4.64-4.72 (m, 2H),
3.38-3.41 (m, 1H), 2.94-3.00 (m, 1H), 2.10-2.22 (m, SH), %% 1.87-1.90 (m, 2H). LCMS:

601.17 (M+H)", 99.94 %
00 0000

O
gboooaog
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gboooad
IH_

ugbooouoooboboboooobooboboobooobooobouoboboboobooo
ooooooooobooooobooooboooooobOboooboboooOooobooo
gboooooooboobobooooobogoboboboboooboboboboboo

NMR (400 MHz, DMSO-d): 8 11.25 (br s, 1H), 9.26-9.29 (m, 2H), 7.89-7.93 (m, 1H), 7.75-
7.78 (m, 1H), 7.57 (d, J= 4.04 Hz, 1H), 7.42-7.44 (m, 2H), 7.00-7.06 (m, 1H), 6.78-6.79 (m,
1H), 4.67-4.77 (m, 3H), 3.32 (s, 1H), 2.95-3.00 (m, 1H), 2.08-2.15 (m, 2H) %1% 1.85-1.92 (m,

2H). LCMS: 588.26 (M+H)', 99.30 %
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A F—LAh16
00 00
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oooooao

oooboooddboooooooboogooao
ugbooboooooboobooboboobooooboboboboobooooobobobaa
ooooooooobooooobooooooboobooboooobooboooobooooobooo
goboboooooooobgoboboboooobobobobobooooobobobao
gbooooooobooboobobobooooboobobobooboooooboobobao
ugbdoodogooobuobdoboboobooouobuobobobobobooouobuobay d
Udpoboooooboboooooboooooooboooooboooooboboooobooo
gbooboooooboobobobooooobobobobobooboooboobobao
ugboogood
oooboooooobooooobooooooboobooooobobooooboboooobooo
gboboooooogobogobobo

'H-NMR (400 MHz, CDCls): § 8.42 (d, J= 6.8 Hz, 1H), 7.58 (dd, J= 2.0 & 8.8 Hz, 1H), 6.92
(d, J= 8.8 Hz, 1H), 4.04-4.06 (m, 2H), 3.67-3.74 (m, 1H), 3.01-3.06 (m, 2H), 2.04-2.07 (m,
2H), 1.59-1.63 (m, 3H) XVt 1.47 (s, 9H). LCMS: 345.53 (M-H)", 92.45%

o000 Oo0O0o0oao

OoOooooad

gooobooooooboooooboooooooboooooboocooobooooboOooo
oooooooooobooooooao

'"H-NMR (400 MHz, CDCls): 8 8.37-8.40 (m, 1H), 7.73-7.75 (m, 1H), 6.72-6.76 (m, 1H),
4.47-4.54 (m, 1H), 4.04-4.06 (m, 2H), 3.01-3.03 (m, 2H), 2.12-2.15 (m, 2H), 1.50-1.56 (m,
3H) &% 1.4 (s, 9H). LCMS: 345.28 (M-H)", 95.79%
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go0ooo0oooooooooooooooonoao

'H-NMR (400 MHz, CDCl:): & 8.81-8.83 (m, 1H), 8.44-8.48 (m, 1H), 6.49-6.54 (m,

1H), 4.53-4.60 (m, 1H), 4.07-4.10 (m, 2H), 3.00-3.06 (m, 2H), 2.14-2.17 (m, 2H), 1.62-1.67
(m, 2H) %% 1.40 (s, 9H). LCMS: 363.32 (M-H)", 97.61%

Ooo0O0 0000

oooooao

ugbdoodooouobouobuoboboobooouobuobobobooboboobouobuobobada
goobooooooboboOocoooboooOoobooo

'H-NMR (400 MHz, CDCls): § 8.51-8.56 (m, 2H), 8.60-8.63 (m, 1H), 4.04-4.07 (m,
2H), 3.57-3.61 (m, 1H), 3.01-3.07 (m, 2H), 2.03-2.06 (m, 2H), 1.56-1.60 (m, 2H) &1t 1.47 (s,
9H). MS: 363.37 (M-H)"

gbo bobo

gbooooao

ugboboogoooboboboboooboobaa
gooobooooooboooooboooooooboooobooooobooooboOooo
gboobooooooobgobobobooooboboboboobooooboobobobao
ugbdooooooboobogobobooboooobobobobooboooboobobobaa
ooobOooooboocOooooOoooooboooooobon

gpboooog
gboobooooooobooboboboooobooboobobooboooooboobobaa
ooobooooooboocooooao

o

H-NMR (400 MHz, DMSO-ds):  6.89 (d, .J= 6.8 Hz, 1H), 6.77 (s, 1H), 6.54-6.56 (m, 1H),
5.11-5.12 (m, 1H), 4.98 (br s, 2H), 3.89-3.91 (m, 2H), 3.52 (br s, 1H), 2.89 (s, 2H), 1.88-1.90
(m, 2H) %0%1.17-1.29 (m, 11H). MS: 315.18 (M-H)"

ubd boaobd

oooooao
gboobooooooobgobobobooooboboboboobooooboobobobao
ubooooooooboobaobad

"H-NMR (400 MHz, DMSO-ds): & 6.95-6.96 (m, 1H), 6.88-6.91 (m, 2H), 4.11-4.12 (m, 2H),
3.48-3.49 (m, 1H), 3.34-3.37 (m, 1H), 2.73-2.79 (m, 2H), 1.89-1.92 (m, 2H), 1.59-1.61 (m,
2H) % 1¥1.45-1.49 (m, 11H). MS: 315.55 (M-H)"

o000 Oo0O0o0oao

OoOooooad

gooobooooooboooooboooooooboooooboocooobooooboOooo
goooobooooooobobooooobboogoobooo

'H-NMR (400 MHz, DMSO-de): & 6.81-6.84 (m, 1H), 6.54-6.58 (m,

1H), 4.09-4.14 (m, 2H), 3.78-3.82 (m, 1H), 3.66-3.68 (m, 1H), 3.44-3.48 (m, 2H), 2.80-2.85
(m, 2H), 1.95-1.98 (m, 2H) %% 1.43-1.48 (m, 11H). LCMS: 333.56 (M-H)", 82.07%
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go0ooo0oooooooooooooooonoao
'"H-NMR (400 MHz, CDCL): & 6.92-6.94 (m, 1H), 6.30-6.36 (m, 1H), 4.39-4.41 (br s,

1H), 4.06-4.10 (m, 2H), 3.38-3.40 (m, 2H), 2.91-2.97 (m, 2H), 2.00-2.03 (m, 2H) &% 1.48 (s,

12H). MS: 333.56 (M-H)"
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JP 6626454 B2 2019.12.25
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'"H-NMR (400 MHz, DMSO-dg): § 10.08 (br s, 1H), 7.38-7.40 (m, 2H), 7.18-7.20
(m, 1H), 4.43-4.46 (m, 1H), 4.32-4.36 (m, 2H), 2.87-2.87 (m, 2H), 2.25-2.28 (m, 2H), 1.83-
1.85 (m, 2H) BT} 1.44 (s, 9H). LCMS: 343.41 (M+H)', 93.09%
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'"H-NMR (400 MHz, DMSO-de): 5 11.45 (br s, 1H), 9.11 (br s, 2H), 7.64 (d, J=8.0
Hz, 1H), 7.50-7.52 (m, 1H), 7.40-7.41 (m, 1H), 4.56-4.62 (m, 1H), 3.34-3.41 (m, 2H), 3.03-
3.08 (m, 2H), 2.58-2.64 (m, 2H) %1% 1.83-1.90 (m, 2H). LCMS: 243.16 (M+H)', 98.94%

ooo0 booo

oooooo
ooooooooobooooobooooooboobooboooobooboooobooooobooo
gooboooooooboocoooobooooboooooobooboooonn

oooDoo

'H-NMR (400 MHz, DMSO-ds): & 11.50 (br s, 1H), 9.13 (br s, 1H), 8.62 (br s, 1H),
7.40-7.42 (m, 1H), 7.32-7.36 (m, 1H), 7.28-7.30 (m, 1H), 4.72-4.78 (m, 1H), 3.35-3.48 (m,
2H), 2.86-2.95 (m, 2H), 2.67-2.72 (m, 2H) %1% 2.06-2.09 (m, 2H). LCMS: 241.05 (M-H)',
89.68%

ooo booo

gboooaog
ugboobodooooboobogoboboboooobobobobooboooboobobobaa
goobOooooobooocoooobooboooobooooobOoooobOoooooboon
gpboooog

'"H-NMR (400 MHz, DMSO-de): & 11.58 (br s, 1H), 9.35 (br s, 1H), 8.76 (br s, 1H),
7.20-7.25 (m, 1H), 7.06-7.11 (m, 1H), 4.65-4.71 (m, 1H), 3.56-3.63 (m, 2H), 2.85-2.90 (m,

2H), 2.67-2.73 (m, 2H) B *2.08-2.11 (m, 2H). LCMS: 260.96 (M+H)", 95.41%

ood oooao

oooooad
go0ooo0oooooooooooooooooooboooooooooooooooOog
gooooooooooooooooooooooooooooooooooonUann
oOooooad

'H-NMR (400 MHz, DMSO-dg): § 10.51 (br s, 1H), 9.13-9.24 (m, 2H), 7.76 (d,
J=8.8 Hz, 1H), 7.40 (d, /=5.2 Hz, 1H), 4.55-4.61 (m, 1H), 3.31-3.35 (m, 2H), 3.04-3.07 (m,
2H), 2.60-2.66 (m, 2H) T8 1.84-1.87 (m, 2H). LCMS: 259.2 (M-H)", 97.74%

ugbo boboobao
uboogood
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0 =0 =0
> A N N
07 N
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NH NH
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NO, NH, B A%
82 83

Ak 27

oooooao
gbooboooooogoobgoboboboooobobobobobooooobuobobao
gbooboooooobooboobobobooooboboboboooooooboonn
ooooooooobooooooon

oooooao

'"H-NMR (400 MHz, CDCLy): 5 8.61 (d, J= 6.0 Hz, 1H), 8.01-8.04 (m, 1H), 6.45-
6.51 (m, 1H), 4.21-4.31 (m, 3H), 2.29-2.35 (m, 2H), 2.07-2.09 (m, 2H), 1.94-1.96 (m, 2H),
1.68-1.73 (m, 2H) X 1.47 (s, 9H). LCMS: 384.36 (M+H)", 99.35%

O O0Oo0oooo
O 0Ooo0oo0ooao

O

O Oo0o0ooooaog
O 0Oo0oooao

OooOooogod

O

O
4
O
0
O
O
0

O Ooogoooo

Ooooao

ooad
go0ooooooooooooooooooooooooooooooooooOog
goooooooooooooooouoooooDoooDoooDooooao
oodo0ooooooooooao

ooao

'"H-NMR (400 MHz, DMSO-ds): § 6.57-6.60 (m, 1H), 6.39-6.41 (m, 1H), 4.70 (br s,

2H), 4.17-4.19 (m, 1H), 4.01-4.08 (m, 2H), 3.64 (br s, 1H), 1.98-2.06 (m, 4H), 1.84-1.86 (m,

2H), 1.61-1.64 (m, 2H) X8 1.38 (s, 9H). MS: 354.13 (M+H)"
Ooo0oao

O 0Ooooo

O

u
oooobOoooooboooooobOobooooboboOoooboboooobood
gbooooboboboobooobgoboboboooobobobobooo
gbooooobooboon

oooooOooooobooo

g

'H-NMR (400 MHz, CDCls): 8 10.03 (br s, 1H), 6.85-6.97 (m, 1H), 6.74-6.75 (m,
1H), 4.52-4.59 (m, 1H), 4.34-4.46 (m, 2H), 2.52-2.54 (m, 2H), 2.06-2.10 (m, 2H), 1.80-1.89
(m, 4H) Xt 1.52 (s, 9H). LCMS: 378.13 (M-H)", 96.51%
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O

oooooOoooooboon

O

'H-NMR (400 MHz, DMSO-de): & 11.34 (br s, 1H), 9.02 (br s, 1H), 8.87 (br s, 1H),
7.03-7.10 (m, 1H), 6.80-6.81 (m, 1H), 4.89-4.93 (m, 1H), 4.08-4.10 (m, 2H), 2.49-2.52 (m,

2H), 2.08-2.09 (m, 2H) % 1.90-1.97 (m, 4H). LCMS: 278.06 (M-H)", 99.73%
oo0oO0 0000
OoOoo0ooOooOoao
Oooooogooand

gboboooooobooboboobooooooboboboboboog

No.

3

£
Shiz
TV

SHEIEZS

Ed
(%)

LCMS

'"H-NMR7 — # (DMSO-
de, 400 MHz),
RIHEELRWIRY

228

38

573.86
(M-H)',
98.22%

& 11.31 (brs, 1H), 8.60-
8.62 (m, 2H), 7.85 (t, J=
8.40 Hz, 1H), 7.73 (d, J=
8.0 Hz, 1H), 7.64-7.67
(m, 1H), 7.44-7.47 (m,
3H), 7.37 (s, 1H), 7.32
(d, /=8.4 Hz, 1H), 7.17
(s, 1H), 4.70-4.78 (m,
2H), 4.54-4.57 (m, 1H),
3.28-3.32 (m, 1H), 2.92-
2.98 (m, 1H), 2.25-2.28
(m, 2H) %1*1.79-1.83
(m, 2H)

229

541.85
(M_H) ! »
98.34%

0 11.36 (br s, 1H), 8.60-
8.61 (m, 2H), 7.67-7.69
(m, 1H), 7.41-7.53 (m,
5H), 7.37 (s, 1H), 7.15
(s, 1H), 4.69-4.77 (m,
2H), 4.53-4.56 (m, 1H),
3.29-3.32 (m, 1H), 2.92-
2.97 (m, 1H), 2.25-2.29
(m, 2H) BR*1.79-1.87
(m, 2H)
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No.
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A
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LCMS

"H-NMR7—#(DMSO-
dg, 400 MHz),
BIZEBELRWVERY

230

TR 23

569.82
(M+H)',
98.81%

8 10.36 (brs, 1H), 8.61-
8.63 (m, 2H), 7.84 (t, J=
8.0 Hz, 1H), 7.73 (d, J=
7.6 Hz, 1H), 7.66-7.69
(m, 1H), 7.44-7.48 (m,
1H), 7.30-7.34 (m, 2H),
7.17 (s, 1H), 7.10-7.15
(m, 1H), 6.90-6.93 (m,
1H), 4.58-4.68 (m, 2H),
3.50-3.56 (m, 1H), 3.11-
3.18 (m, 1H) R 1*2.02-
2.18 (m, 4H)

231

ik 21

537.86
(M+H)',
97.64%

0 10.36 (brs, 1H), 8.60-
8.61 (m, 2H), 7.67 (d, /=
8.0 Hz, 1H), 7.49-7.53
(m, 2H), 7.42-7.45 (m,
1H), 7.29-7.31 (m, 1H),
7.14 (s, IH), 7.11-7.13
(m, 1H), 6.89-6.93 (m,
1H), 4.57-4.67 (m, 2H),
3.48-3.52 (m, 1H), 3.10-
3.17 (m, 1H) & 2.01-
2.13 (m, 4H)

232

24 10

54241
(M_H)+a
97.92%

o 11.25 (br s, 1H), 8.60-
8.61 (m, 2H), 7.68 (d, J=
7.6 Hz, 1H), 7.51 (t, J=
8.4 Hz, 2H), 7.39-7.45
(m, 2H), 7.26 (d, J= 8.0
Hz, 1H), 7.11-7.13 (m,
2H), 4.85-4.85 (m, 2H),
4.74-4.77 (m, 1H), 3.78-
3.81 (m, 1H), 3.22-3.26
(m, 2H), 2.76-2.77 (m,
1H) % 181.94-1.96 (m,
2H)

233

25 11

560.43
(M'H)+v
95.31%

0 11.48 (brs, 1H), 8.61-
8.62 (m, 2H), 7.70 (d, J=
7.6 Hz, 1H), 7.47-7.55
(m, 2H), 7.44-7.46 (m,
1H), 7.23-7.27 (m, 1H),
7.13 (s, 1H), 7.05-7.08
(m, 1H), 4.83-4.85 (m,
2H), 4.73-4.80 (m, 1H),
3.76-3.81 (m, 1H), 3.22-
3.26 (m, 2H), 2.80-2.86
(m, 1H) X0*1.96-1.99
(m, ZH)
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No.

g
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iz
TV

I

LS
(%)

LCMS

'"H-NMR7 — % (DMSO-
de, 400 MHz),
BRITHBE LR WERD

234

26 19

592.11
(M-H)",
98.27%

8 11.45 (brs, 1H), 8.60-
8.62 (m, 2H), 7.85 (t, J=
8.0 Hz, 1H), 7.75 (d, J=
8.00 Hz, 1H), 7.62-7.67
(m, 2H), 7.46-7.49 (m,
1H), 7.33-7.38 (m, 2H),
7.17 (s, 1H), 4.70-4.78
(m, 2H), 4.50-4.56 (m,
1H), 3.27-3.33 (m, 1H),
2.89-2.92 (m, 1H), 2.30-
2.35 (m, 2H) R1*1.78-
1.86 (m, 2H)

235

26 48

560.42
(M_H)+a
98.73%

§11.39 (brs, 1H), 8.59-
8.60 (m, 2H), 7.67 (d, J=
8.0 Hz, 1H), 7.61-7.64
(m, 1H), 7.49 (t, J= 8.4
Hz, 2H), 7.41-7.43 (m,
1H), 7.37 (d, J= 5.6 Hz,
1H), 7.14 (s, 1H), 4.69-
4.80 (m, 2H), 4.49-4.55
(m, 1H), 2.87-2.94 (m,
1H), 2.25-2.36 (m, 3H)
R %1.78-1.86 (m, 2H)

236

16 28

635.45
(M_H)+=
99.95%

8 11.21 (brs, 1H), 8.51-
8.54 (m, 2H), 8.33 (s,
1H), 8.20 (d, J= 8.40 Hz,
1H), 7.90 (d, J= 8.40 Hz,
1H), 7.59 (d, J= 8.0 Hz,
1H), 7.36-7.40 (m, 1H),
7.25 (s, 1H), 6.98-7.05
(m, 1H), 6.76-6.79 (m,
1H), 4.62-4.76 (m, 3H),
3.21-3.25 (m, 1H), 2.92-
2.98 (m, 1H), 2.07-2.12
(m, 2H) X * 1.79-1.91
(m, 2H)

237

16 20

627.09
(M+H)’
99.86%

§11.25 (brs, 1H), 8.56-
8.60 (m, 2H), 7.80 (d, J=
8.40 Hz, 2H), 7.71-7.73
(m, 1H), 7.45-7.48 (m,
1H),7.18 (d, J= 8.4 Hz,
1H), 7.13 (s, 1H), 7.06-
7.09 (m, 1H), 7.01-7.03
(m, 1H), 6.77-6.80 (m,
1H), 4.83-4.86 (m, 1H),
4.62-4.70 (m, 2H), 3.33-
3.36 (m, 1H), 2.94-2.97
(m, 1H), 2.13-2.17 (m,

3
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No.

3

£
iz
IV
Eeli5E7

I
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LCMS

'"H-NMR7T — % (DMSO-
de, 400 MHz),
RRICHRELRWVRY

2H) % 1* 1.83-1.90 (m,
2H)

238

13

617.16
(M+H)",
95.05%

6 8.83-8.85 (m, 1H),
8.44-8.47 (m, 1H), 7.86
(t,J=8.4 Hz, 1H), 7.75-
7.77 (m, 1H), 7.66-7.69
(m, 1H), 7.58 (d, /=7.6
Hz, 1H), 7.30-7.32 (m,
1H), 7.16 (s, 1H), 7.08-
7.12 (m, 2H), 6.84-6.88
(m, 2H), 4.59-4.60 (m,
2H), 4.38-4.44 (m, 2H),
3.88-3.90 (m, 1H), 3.51-
3.54 (m, 1H), 2.26-2.30
(m, 2H) % 1*1.78-1.83
{m, 2H)

239

16

621.24
(M+H)',
98.56%

6 11.25 (brs, 1H), 8.48-
4.49 (m, 1H), 7.88 (t, J=
8.0 Hz, 1H), 7.78 (d, J=
8.4 Hz, 1H), 7.76-7.77
(m, 1H), 7.58 (d, /=8.0
Hz, 1H), 7.36 (d, J=7.20
Hz, 1H), 7.21 (s, 1H),
7.02-7.05 (m, 1H), 6.77-
6.80 (m, 1H), 4.77-4.80
(m, 1H), 4.66-4.70 (m,
2H), 3.33-3.36 (m, 1H),
2.94-2.97 (m, 1H), 2.11-
2.17 (m, 2H) X 0% 1.85-
1.88 (m, 2H)

240

20

576.41
(M+H),
99.91%

0 11.45 (brs, 1H), 8.58-
8.59 (m, 2H), 7.81-7.84
(m, 2H), 7.73-7.76 (m,
2H), 7.60-7.64 (m, 1H),
7.43-7.45 (m, 2H), 7.10-
7.14 (m, 2H), 4.71-4.79
(m, 2H), 4.51-4.54 (m,
1H), 3.23-3.27 (m, 1H),
2.89-2.95 (m, 1H), 2.32-
2.35(m, 2H) KW®r1.77-
1.85 (m, 2H)

241

16

18

587.46
(M+H)',
97.82%

§11.25 (brs, 1H), 8.58-
8.59 (m, 2H), 7.82-7.83
(m, 1H), 7.72-7.75 (m,
2H), 7.59 (t, J=8.4
Hz,1H), 7.43-7.46 (m,
1H), 7.14 s, 1H), 7.04-
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No.

3

i
iz
TV

SHlEILZS

e
(0 0)

LCMS

'"H-NMR7 — # (DMSO-
ds, 400 MHz),
RRIZHRE LRWIRY

7.07 (m, 1H), 6.77-6.80

(m, 1H), 4.78-4.81 (m,

1H), 4.67-4.80 (m, 2H),
3.31-3.34 (m, 1H), 2.92-
2.99 (m, 1H), 2.11-2.17

(m, 2H) KU 1.84-1.87

(m, 2H)

242

16

611.24
(M+H),
96.86%

0 8.74 (br s, 1H), 8.60-
8.61 (m, 2H), 7.79-7.80
(m, 1H), 7.58-7.73 (m,
3H), 7.44-7.47 (m, 1H),
7.10 (s, 1H), 6.57 (d, J=
5.6 Hz, 2H), 4.55 (s,
2H), 4.36-4.39 (m, 2H),
3.79-3.85 (m, 1H), 3.47-
3.53 (m, 1H), 2.29-2.32
(m, 1H), 2.17-2.20 (m,
1H), 2.10 (s, 6H) kWt
1.70-1.76 (m, 2H)

243

24

12

576.15
(M+H)’,
91.27%

0 11.24 (brs, 1H), 8.61-
8.62 (m, 2H), 7.85 (1,
J=8.4 Hz, 1H), 7.74 (d,
J=7.6 Hz, 1H), 7.66-
7.69 (m, 1H), 7.40-7.46
(m, 2H), 7.28-7.35 (m,
2H), 7.15 (s, 1H), 7.10-
7.11 (m, 1H), 4.83-4.86
(m, 2H), 4.74-4.77 (m,
1H), 3.32-3.40 (m, 1H),
3.21-3.27 (m, 2H), 2.95-
3.00 (m, 1H) &0 1.98-
2.01 (m, 2H)

244

10

592.04
(M-H)",
97.13%

0 11.24 (brs, 1H), 8.60-
8.62 (m, 2H), 7.85 (t, J=
8.80 Hz, 1H), 7.73 (d, J=
7.2 Hz, 1H), 7.66-7.69
(m, 1H), 7.44-7.47 (m,
1H), 7.33 (d, /= 8.0 Hz,
1H), 7.23-7.27 (m, 1H),
7.15 (s, 1H), 7.05-7.10
(m, 1H), 4.73-4.87 (m,
3H), 3.15-3.20 (m, 2H),
2.81-2.84 (m, 1H) &RW¢
1.92-2.02 (m, 3H)
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No.
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LCMS

'"H-NMRT — # (DMSO-

de, 400 MHz),
RRIZHEE LZ2WERY

245

16

12

594.16
(M+H)’,
95.67%

8 11.25 (brs, 1H), 9.41
(s, 1H), 8.84-8.85 (m,
1H), 8.70-8.72 (m, 1H),
8.65 (s, 1H), 8.07-8.10
(m, 2H), 7.91-7.93 (m,
1H), 7.72-7.75 (m, 1H),
7.03-7.08 (m, 1H), 6.79-
6.81 (m. 1H), 4.69-4.76
(m, 2H), 4.09-4.13 (m,
1H), 3.07-3.15 (m, 2H),
1.97-2.00 (m, 2H) B Wt
1.74-1.82 (m, 2H)

246

10

623.08
(M+H)',
90.04%

0 8.79 (brs, 1H), 8.56-
8.57 (m, 1H), 8.51 (s,
1H), 7.78-7.80 (m, 2H),
7.64-7.66 (m, 1H), 7.40-
7.43 (m, 1H), 7.07-7.14
(m, 5H), 6.84-6.86 (m,
2H), 4.53 (s, 2H), 4.41-
4.43 (m, 2H), 3.84-3.89
(m, 1H), 3.49-3.55 (m,
1H), 2.14-2.21 (m, 2H)
KW 1.73-1.77 (m, 2H)

247

16

13

619.03
(M'H)+’
95.97%

6 11.10 (br s, 1H), 8.55-
8.56 (m, 1H), 8.13-8.15
(m, 1H), 7.83 (t, /= 8.0
Hz, 1H), 7.56-7.63 (m,
2H), 7.22 (d, J= 8.8 Hz,
1H), 7.12 (s, 1H), 7.01-
7.05 (m, 1H), 6.77-6.81
(m, 1H), 4.79-4.82 (m,
1H), 4.68-4.71 (m, 2H),
3.37-3.41 (m, 1H), 2.95-
3.01 (m, 1H), 2.12-2.21
(m, 2H) %W 1.91-1.99
(m, 2H)

248

16

20

544.12
(M+H)",
98.99%

6 11.25 (brs, 1H), 8.58-
8.59 (m, 2H), 8.11-8.13
(m, 1H), 7.75-7.80 (m,
1H), 7.60-7.67 (m, 2H),
7.40-7.43 (m, 1H), 7.15
(s, 1H), 6.96-7.03 (m,
1H), 6.75-6.78 (m, 1H),
4.82-4.85 (m, 1H), 4.68-
4.70 (m, 2H), 3.33 (s,
1H), 2.91-2.98 (m, 1H),
2.13-2.15 (m, 2H) EW
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No. B

£ F
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TV

R

"H-NMR7 — % (DMSO-
de, 400 MHz),
RRIZHRE LRWERY

LCMS
(%0)

1.83-1.90 (m, 2H)

0.
Q 1
249 N-N
N \\ N Q‘
[ P ®

6 566.08

0 8.76 (br s, 1H), 8.56-
8.59 (m, 2H), 8.05-8.07
(m, 1H), 7.70-7.74 (m,
1H), 7.59-7.66 (m, 2H),
7.40-7.43 (m, 1H), 7.10
(s, IH), 6.57 (d, /=64
Hz, 2H), 4.55 (s, 2H),
4.38-4.40 (m, 2H), 3.79-
3.86 (m, 1H), 3.47-3.53
(m, 1H), 2.27-2.29 (m,
1H), 2.17-2.18 (m, 1H),
2.11 (s, 6H) BT”* 1.71-
1.79 (m, 2H)

10 (M-H)",
99.21%

e V@Y,
250 | & N Ng/F L

0 11.20 (br s, 1H), 8.58-
8.60 (m, 2H), 7.69-7.70
(m, 1H), 7.52-7.55 (m,
2H), 7.42-7.45 (m, 1H),
7.22 (s, 1H), 7.01-7.08
(m, 1H), 6.77-6.79 (m,
1H), 5.34 (m, 1H), 4.86
(m, 1H), 4.36-4.38 (m,
1H), 2.49 (m, 1H), 2.00-
2.11 (m, 2H) K 1.84-
1.92 (m, SH)

581.12
(M+H)',
95.59%

oooooao
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T

NMR (400 MHz, DMSO-ds): & 8.93 (s, 1H), 8.62 (m, 1H), 8.10 (m, 1H), 7.40 (m, 1H), 6.38
(m, 1H), 4.11 (q, J= 7.20 Hz, 2H) R 1.22 (t, J= 7.2 Hz, 3H). MS: 221.96 (M+H)"
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lH_

NMR (400 MHz, DMSO-dq): 8 8.97 (s, 1H), 8.63 (d, J= 4.0 Hz, 1H), 8.14 (m, 1H), 7.43 (m,

1H), 6.41 (m, 1H), 4.13 (q, J= 7.20 Hz, 2H) %0t 1.23 (t, J= 7.2 Hz, 3H). MS: 221.92 (M+H)"
o000 oooOoad
ooOoooao
pgooooooooooooooooooooobooobooboDooobDoDoooooooOog
0000 Ooooooobooooood

1

H-

NMR (400 MHz, DMSO-de): 8 8.60 (d, J= 4.4 Hz, 1H), 7.98 (m, 1H), 7.87 (m, 1H), 7.45 (m,

1H), 6.48 (s, 1H), 4.15(q, J="7.20 Hz, 2H) X 1.19 (t, J= 6.8 Hz, 3H). MS: 221.97 (M+H)"
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'H-NMR (400 MHz, CDCl3): § 8.70 (m, 1H), 8.65 (s, 1H), 7.62 (d, J= 8.0 Hz, 1H),
7.42 (m, 1H), 7.15 (s, 1H), 7.03 (m, 2H), 4.49 (q, J= 7.2 Hz, 2H) R 1* 145 (t, J= 7.2 Hz, 3H).
MS: 348.09 (M+H)"
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'"H-NMR (400 MHz, CDCls): & 8.67 (m, 1H), 8.60 (s, 1H), 7.59 (d, J= 8.0 Hz, 1H),
7.41 (m, 1H), 7.12 (s, 1H), 7.00 (m, 2H), 4.47 (q, J= 7.2 Hz, 2H) X% 1.43 (t, J= 7.2 Hz, 3H).
MS: 348.15 (M+H)"
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'H-NMR (400 MHz, CDCL3): § 8.53 (m, 1H), 7.75 (m, 1H), 7.45 (d, J= 8.0 Hz, 1H),
7.30 (m, 1H), 7.23 (s, 1H), 7.03 (m, 2H), 4.39 (q, J= 6.8 Hz, 2H) R 1.41 (t, J= 7.2 Hz, 3H).
MS: 347.88 (M+H)"
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"H-NMR (400 MHz, DMSO-dg): 8 13.40 (br s, 1H), 8.62 (m, 2H), 7.68 (d, J=8.0

Hz, 1H), 7.56 (m, 2H), 7.45 (m, 1H) % 7.22 (s, 1H). LCMS: 320.17 (M+H)", 96.12%
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'"H-NMR (400 MHz, DMSO-dg): § 13.12 (br s, 1H), 8.58 (s, 2H), 7.64 (d, J= 8.4

Hz, 1H), 7.50 (m, 2H), 7.40 (m, 1H) & 7.24 (s, 1H). LCMS: 320.14 (M+H)", 94.25 %
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'"H-NMR (400 MHz, DMSO-ds): 8.8.45 (d, J= 5.4 Hz, 1H), 7.87 (m, 1H), 7.72 (d,

J=8.0 Hz, 1H), 7.35 (m, 3H) RW7.25 (s, [H). LCMS: 320.12 (M+H)', 98.46 %
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itam
No.

UVE: =
(%)

LCMS

NMR7—%(DMSO-ds, 400 MHz),
HIHELGVLRY

251

23

555.11
(M+H)",
99.32%

§ 11.19 (br s, 1H), 8.59 (d, J= 6.0
Hz, 2H), 7.54 (t, J= 7.6 Hz, 2H),
7.31(d, J= 5.6 Hz, 2H), 7.23 (s, 1H),
7.00-7.07 (m, 1H), 6.77-6.80 (m,
1H), 4.78-4.81 (m, 1H), 4.67-4.70
(m, 2H), 3.29 (s, 1H), 2.92-2.98 (m,
1H), 2.07-2.13 (m, 2H) RV 1.84-
1.87 (m, 2H)

252

15

555.09
(M+H)",
99.89%

§ 11.25 (br s, 1H), 8.47 (s, 1H), 7.91
(s, 1H), 7.71 (s, 1H), 7.48 (s, 2H),
7.38 (s, 1H), 7.25 (s, 1H), 7.04-7.09
(m 1H), 6.79 (s, 1H), 4.81-4.83 (m,
1H), 4.67-4.74 (m, 2H), 3.17 (s, 1H),
2.94-2.98 (m, 1H), 2.14-2.16 (m,
2H) B U 1.83-1.87 (m, 2H)

253

20

551.13
(M+H)",
99.86%

5 8.80 (s, 1H), 8.59-8.60 (m, 2H),
7.66 (d, J= 7.6 Hz, 1H), 7.41-7.48
(m, 3H), 7.08-7.15 (m, 3H), 6.84-
6.87 (m, 2H), 4.59 (s, 2H), 4.41-4.49
(m, 2H), 3.83-3.89 (m, 1H), 3.50-
3.56 (m, 1H), 2.20-2.28 (m, 2H) R
1.74-1.83 (m, 2H)

254

19

567.12
(M-H)",
98.45%

5 8.89 (s, 1H), 8.62 (s, 2H), 7.70-
7.72 (m, 1H), 7.45-7.50 (m, 3H),
7.28-7.31 (m, 1H), 7.15 (s, 1H),
6.74-6.79 (m, 1H), 6.57-6.59 (m,
1H), 4.59 (s, 2H), 4.47-4.49 (m,
2H), 3.82-3.85 (m, 1H), 3.49-3.53
(m, 1H), 233-2.36 (m, 2H) RU
1.72-1.76 (m, 2H)

255

23

565.34
(M+H)",
97.49%

§ 8.78 (s, 1H), 8.59-8.60 (m, 2H),
7.66 (d, J= 7.6 Hz, 1H), 7.41-7.48
(m, 3H), 7.12 (s, 1H), 7.01-7.05 (m,
1H), 6.68-6.74 (m, 2H), 4.57 (s, 2H),
4.40-4.43 (m, 2H), 3.81-3.84 (m,
1H), 3.49-3.51 (m, 1H), 2.23-2.26
(m, 2H), 2.14 (s, 3H) RV 1.72-1.76
(m, 2H)

256

9.8

520.10
(M+H)",
99.67%

§ 11.55 (br s, 1H), 8.60 (s, 2H), 7.89
(d, J= 4.4 Hz, 1H), 7.67 (d, J= 7.6
Hz, 1H), 7.57 (d, J= 7.6 Hz, 1H),
7.50 (d, J= 7.6 Hz, 2H), 7.41-7.45
(m, 1H), 7.15 (s, 1H), 6.97-7.01 (m,
1H), 4.70-4.79 (m, 2H), 4.49-4.55
(m, 1H), 2.90-2.96 (m, 1H), 2.22-
2.26 (m, 3H) R U 1.80-1.84 (m, 2H)

257

15

569.31
(M+H)",
99.50%

5 8.65 (s, 1H), 8.59-8.60 (m, 2H),
7.62 (d, J= 8.0 Hz, 1H), 7.43-7.48
(m, 4H), 7.27-7.30 (m, 1H), 7.07-
7.10 (m, 1H), 7.04 (s, 1H), 4.53-4.57
(m, 2H), 4.22-4.26 (m,1H), 4.10-
414 (m, 1H), 3.87-3.93 (m, 1H),
3.55-3.61 (m,1H), 1.87-1.94 (m, 2H)
R U 1.37-1.42 (m, 2H)
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'H-NMR (400 MHz, DMSO-ds):  8.97 (s, 1H), 8.63 (d, J=
4.0 Hz, 1H), 8.14 (m, 1H), 7.43 (m, 1H), 6.41 (m, 1H), 4.13 (g, J= 7.20 Hz, 2H) X1 1.23 (t,
J=7.2 Hz, 3H). MS: 221.92 (M+H)'
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'H-NMR (400 MHz,

CDCLy): § 8.70 (m, 2H), 7.73 (m, 3H), 7.48 (d, J= 7.6 Hz, 1H), 7.46 (d, J= 7.6 Hz, 1H), 7.13
(s, 1H), 4.47 (q, J= 6.8 Hz, 2H) X143 (¢, J= 7.2 Hz, 3H). MS: 379.88 (M+H)"
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00 Ooo0o0o O
'H-NMR (400 MHz, DMSO-de): 8.8.58 (m, 2H), 7.86 (t, = 8.0 Hz, 1H),

7.70 (d, J= 7.6 Hz, 1H), 7.63 (m, 1H), 7.43 (m, 1H), 7.33 (d, J= 8.4 Hz, IH) R T*7.24 (s, 1H).
LCMS: 351.96 (M+H)", 90.40%
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A=)
No

W
(%)

LCMS

NMR7T—#%(DMSO-dg, 400 MHz),
FICHELEWLRY

258

20

551.15
(M+H)",
98.86%

§ 10.39 (br s, 1H), 8.58-8.61 (m,
2H), 7.83 (t, J= 8.4 Hz, 1H), 7.70 (d,
J= 8.0 Hz, 1H), 7.65-7.67 (m, 1H),
7.43-7.46 (m, 1H), 7.29-7.32 (m,
2H), 7.19 (d, J= 7.6 Hz, 1H), 7.12 (s,
1H), 6.96 (t, J= 7.6 Hz, 1H), 6.78 (d,
J= 7.6 Hz, 1H), 4.43 (s, 1H), 3.96-
3.98 (m, 2H), 3.65-3.67 (m, 2H),
2.81-2.86 (m, 2H) & U 2.67-2.68 (m,
2H)

259

21

536.12
(M+H)",
96.33%

5 10.48 (br s, 1H), 8.61-8.62 (m,
2H), 7.85 (t, J= 8.4 Hz, 1H), 7.73 (d,
J= 8.0 Hz, 1H), 7.64-7.67 (m, 1H),
7.50 (d, J= 7.6 Hz, 1H), 7.44-7.46
(m, 1H), 7.32-7.34 (m, 1H), 7.18
7.22 (m, 2H), 7.95 (t, J= 8.4 Hz,
1H), 6.86 (t, J= 8.0 Hz, 1H), 4.22-
4.23 (m, 2H), 4.00-4.05 (m, 2H) R U
1.81-1.83 (m, 4H)

260

je)
A
(=

12

552.11
(M+H)",
95.74%

§ 10.57 (br s, 1H), 8.61-8.62 (m,
2H), 7.85-7.89 (m, 2H), 7.73 (d, J=
8.0 Hz, 1H), 7.64-7.67 (m,1H), 7.58
(d, J= 8.0 Hz, 1H), 7.44-7.46 (m,
1H), 7.32-7.35 (m, 1H), 7.17 (s, 1H),
6.97-7.01 (m, 1H), 4.70-4.74 (m,
2H), 4.50-4.53 (m, 1H), 3.35-3.37
(m, 1H), 2.92-2.95 (m, 1H), 2.23-
2.28 (m, 2H) RV 1.81-1.86 (m, 2H)

261

19

565.21
(M+HY',
99.87%

5 10.87 (br s, 1H), 8.61-8.62 (m,
2H), 7.84-7.88 (m, 1H), 7.73 (d, J=
8.0 Hz, 1H), 7.64-7.68 (m,1H), 7.44-
7.48 (m, 1H), 7.32-7.34 (m, 2H),
7.18 (s, 1H), 6.98-7.01 (m, 3H),
4.37-4.42 (m, 3H), 3.70 (s, 1H),
2.11-2.15 (m, 2H), 1.88-1.90 (m,
2H) RU 1.31-1.33 (d, J= 6.0 Hz,
3H)
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1H_

NMR (400 MHz, DMSO-dg): § 7.76 (m, 3H), 6.44 (s,
(t, J= 7.2 Hz, 3H). MS: 306.98 (M+H)"
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'H-NMR (400 MHz, CDCl5):
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1H), 4.14 (q, J= 7.20 Hz, 2H) R 18 1.23
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8 8.65 (m, 1H), 8.56 (s, 1H), 7.74 (d, J= 7.6 Hz, 1H), 7.56 (t, J= 7.6 Hz, 1H), 7.39 (m, 1H),
7.14 (s, 1H), 7.00 (m, 2H), 4.39 (q, J= 7.6 Hz, 2H) Rt 1.42 (t, J= 7.2 Hz, 3H). MS: 380.17

(M+H)"
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'H-NMR (400 MHz, DMSO-dg): 8.13.23 (br s, 1H), 8.66 (t, J= 4.0 Hz, 1H),
8.60 (m, 1H), 7.84 (d, J= 8.4 Hz, 1H), 7.77 (t, J= 7.6 Hz, 1H), 7.54 (m, 2H), 7.34 (s, 1H) BTt

7.23 (d, J= 8.0 Hz, 1H). LCMS: 352.00 (M+H)", 95.49%
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'"H-NMR (400 MHz, DMSO-ds): 5 8.80 (s, 1H), 8.60-8.63 (m, 2H), 7.78-

7.83 (m, 2H), 7.53-7.56 (m, 1H), 7.50-7.52 (m, 1H), 7.24 (d, J= 8.0 Hz, 1H), 7.22 (s, 1H),
7.07 (d, J= 8.8 Hz, 2H), 6.84-6.87 (m, 2H), 4.58-4.59 (m, 2H), 4.42-4.48 (m, 2H), 3.84-.387
(m, 1H), 3.51-3.56 (m, 1H), 2.19-2.23 (m, 2H) X% 1.74-1.79 (m, 2H). LCMS: 583.14

(M+H)", 96.73 %
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1

H-
NMR (400 MHz, CDCL): § 8.70 (m, 1H), 8.58 (m, 1H), 7.57 (m, 1H), 7.38 (m, 1H), 7.08 (s,
1H), 7.03 (m, 2H), 4.4 (q, J= 6.8 Hz, 2H) B0 1.41 (t, J= 6.8 Hz, 3H). MS: 398.16 (M+H)"
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'H-NMR (400 MHz, DMSO-de): & 13.31 (br s, 1H), 8.59 (m, 2H), 7.73 (m,

1H), 7.45 (m, 2H), 7.38 (m, 1H) X0 7.04 (m, 1H). MS: 368.14 (M-H)"

oooooao
goddooooooooooooooooooooobooboob oo boooooOoon
o000 oo b0 oo b oo b oo oo oOoooOood
gooooobobooiboibo o000 oooDooDooDobooboooobooOoao
0o0ooooobooboib o000 oooooDoboDooDoboooooOoan
goddooooooodooooooobobooboob oo b oo b oo bobooooOood
goodoooooooooodobooobooboob0oobooboobooooood
0o0oooooooboibo o000 oooooDooboDoooboooooOoao
goddooooooodoooooooooobooob0ooboob oo boDooooOoon
oo oboob oo oo b oo bbb ooboooog
gooooobobooiboibo o000 oooDooDooDoobooDoobooOoo
gfddoooooooooooooooooobooobDoo0Oxooboobooooood
gooooodooobooooooodoo,bbop00bo000ooobooooobood
godoooodoooobouooboobooboobooboooaan

'"H-NMR (400 MHz, DMSO-ds+ D,0): 5 8.59-8.60 (m, 1H),

8.54-8.55 (m, 1H), 7.75 (d, J= 8.0 Hz, 1H) 7.46-7.47 (m, 1H), 7.30-7.32 (m, 2H), 7.05-7.09
(m, 3H), 6.84-6.88 (m, 2H), 4.56 (s, 2H), 4.31-4.35 (m, 2H), 3.79-3.81 (m, 1H), 3.48-3.51
(m, 1H), 2.15-2.19 (m, 2H) X0 1.71-1.75 (m, 2H). LCMS: 601.10 (M+H)", 99.21 %
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'H-NMR (400 MHz, DMSO-dq): & 8.85 (s, 1H), 8.03 (d, J= 7.2 Hz, 1H), 7.28 (d,
J=8.0 Hz, 1H), 6.40 (s, 1H), 4.14 (q, J= 6.8 Hz, 2H), 2.45 (s, 3H) X% 1.25 (t, J= 7.2 Hz, 3H).
MS: 236.14 (M+H)"
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'H-NMR (400 MHz, DMSO-de): & 7.87 (d, J= 7.6 Hz, 1H),

7.70 (d, J= 7.2 Hz, 1H), 5.91 (s, 1H), 4.17 (q, J= 7.6 Hz, 2H), 2.58 (s, 3H) X' 1.16 (t, ]= 7.2
Hz, 3H). MS: 304.12 (M+H)"
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lH_
NMR (400 MHz, DMSO-dq): 8 8.60 (d, J= 4.4 Hz, 1H), 7.98 (m, 1H), 7.87 (m, 1H), 7.45 (m,
1H), 6.48 (s, 1H), 4.15 (q, J= 7.20 Hz, 2H) B 1.19 (t, J= 6.8 Hz, 3H). MS: 221.97 (M+H)"
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O
1

H-NMR (400 MHz, CDCl;): § 8.61 (m, 1H), 7.60 (t, J=
8.0 Hz, 1H), 7.53 (d, J= 8.0 Hz, 1H), 7.32 (m, 2H), 7.13 (m, 2H), 4.44 (q, J= 7.2 Hz, 2H),
2.68 (s, 3H) Xt 1.41 (t, J= 7.2 Hz, 3H). MS: 394.17 (M+H)" 10
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'H-NMR (400
MHz, CDCls): § 7.69 (d, J= 7.6 Hz, 1H), 7.60 (t, J= 6.8 Hz, 1H), 7.53 (t, J= 8.0 Hz, 1H), 7.30
(m, 2H), 7.03 (s, 1H), 4.46 (q, J= 6.8 Hz, 2H), 2.37 (s, 3H) X 1* 1.38 (t, J= 6.8 Hz, 3H). MS: 20

462.25 (M+H)"
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'H-NMR (400 MHz, CDCLy): & 8.52 (d, J= 4.4 Hz, 1H), 7.77 (t, J=
8.0 Hz, 1H), 7.55 (t, J= 7.6 Hz, 1H), 7.47 (d, J= 7.6 Hz, 1H), 7.29 (m, 2H), 7.25 (m, 1H),

7.19 (m, 1H), 4.43 (q, J=7.2 Hz, 2H) X0 1.39 (t, J= 7.2 Hz, 3H). MS: 380.20 (M+H)" 30
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'H-NMR (400 MHz, DMSO-dq): & 8.44 (s, 1H), 7.87 (m, 1H),
7.64 (d, J= 7.2 Hz, 1H), 7.57 (m, 1H), 7.29 (m, 2H), 7.19 (m, 1H) X1 2.50 (s, 3H). MS:
366.15 (M+H)'
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'H-NMR (400 MHz, DMSO-de): § 7.93 (d,

J= 8.0 Hz, 1H), 7.80 (d, J= 8.0 Hz, 1H), 7.76 (m, 1H), 7.62 (m, 1H), 7.27 (m, 1H), 7.08 (m,
1H) 18 2.63 (s, 3H). MS: 432.09 (M-H)"
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'H-NMR (400 MHz, DMSO-dy): & 8.45 (d, J= 4.0 Hz, 1H), 7.90

10
(t, J= 8.0 Hz, 1H), 7.76 (m, 2H), 7.54 (d, J= 7.2 Hz, 1H), 7.37 (m, 1H), 7.27 (d, J= 8.0 Hz,
1H) %1% 7.20 (s, 1H): LC-MS: 351.97 (M+H)", 99.57%
000 0O0O0O
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No. W (%) | LCMS BITHEE LA LR Y
262 § 8.81 (s, 1H), 8.45-8.46 (m, 1H),
. oM 7.83-7.87 (m, 1H), 7.58-7.65 (m,
N 2H), 7.28-7.32 (m, 2H), 7.08-7.12
@N,N\ 6@ - (?Agz"_};f (m. 3H), 6.84-6.87 (m, 2H), 4.58-
A~ % 97 440, | 459 (m, 2H), 4.42-4.45 (m, 2H),
L TR 13.84-3.87 (m, 1H), 3.50-3.54 (m,
1H), 2.50 (s, 3H), 2.20-2.23 (m, 2H)
B U 1.74-1.79 (m, 2H)
263 ] § 8.82 (s, 1H), 7.94-7.96 (m, 1H), 30
; (3 7.80-7.83 (m, 2H), 7.60-7.63 (m,
n 1H), 7.17-7.19 (m, 2H), 7.09-7.11
\@LN.N\ O 26 (6|\3-3H1)9 (m, 2H), 6.85-6.89 (m, 2H), 4.60 (s,
AN % 98090 | 2H) 4.44-445 (m, 2H), 3.86-3.89
e~ U (m, 1H), 3.53-3.55 (m, 1H), 2.40 (s,
3H), 2.22-2.25 (m, 2H) RV 1.75-
1.81 (m, 2H)
264 5 8.81 (s, 1H), 8.47-8.48 (m, 1H),
: 7.92-7.96 (m, 1H), 7.79-7.81 (m,
e L =X 2H), 7.57-7.60 (m, 1H), 7.39-7.42
@ Q 583.14 | (m, 1H), 7.27-7.30 (m, 2H), 7.08-
s 25 (M+H)", | 7.12 (m, 2H), 6.84-6.87 (m, 2H),
(" ° 96.24% | 4.58-4.59 (m, 2H), 4.44-445 (m, 40
2H), 3.84-3.88 (m, 1H), 3.50-3.54
(m, 1H), 2.17-221 (m, 2H) RV
1.74-1.77 (m, 2H)
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'H-NMR (400 MHz, DMSO-do): & 8.41 (m, 2H), 7.56 (d,
J=7.60 Hz, 1H), 7.25 (d, J= 7.60 Hz, 1H), 3.65 (q, J= 7.20 Hz, 2H), 3.36 (s, 3H) X% 1.08 (t,
J= 6.8 Hz, 3H). MS: 236.10 (M+H)"
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'H-NMR (400 MHz, CDCl3): 8 8.73 (m, 1H), 8.57 (s,

1H), 7.68 (m, 1H), 7.60 (m, 3H), 7.02 (m, 1H), 4.45 (q, J= 7.2 Hz, 2H), 2.33 (s, 3H) K" 1.18
(t, J= 7.6 Hz, 3H). MS: 394.08 (M+H)"
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gooobooodooobooooooobooooboooooobooooDbon

"H-NMR (400 MHz, CDCls): & 8.62 (m, 1H), 8.49 (s, 1H), 7.69 (m,
1H), 7.49 (m, 1H), 7.40 (m, 2H), 4.36 (q, J= 6.8 Hz, 2H), 2.22 (s, 3H) X% 1.17 (t, J= 6.8 Hz,
3H). MS: 362.13 (M+H)"
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'H-NMR (400 MHz, DMSO-de): & 13.12 (br s, 1H), 8.64 (m,

1H), 8.50 (s, 1H), 7.81 (t, J= 8.0 Hz, 1H), 7.74 (d, J= 7.6 Hz, 1H), 7.48 (m, 2H), 7.23 (d, J=
8.0 Hz, 1H) %1% 2.21 (s, 3H). MS: 366.17(M+H)"
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'H-NMR (400 MHz, DMSO-dq): & 13.07 (br s, 1H), 8.62 (m, 1H), 8.49 (s,
1H), 7.69 (d, J= 7.6 Hz, 1H), 7.46 (m, 1H), 7.36 (m, 2H) %1% 2.20 (s, 3H). LCMS: 334.13
(M+H)", 99.66%
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13

§ 8.82 (s, 1H), 8.64-8.66 (m, 1H),
8.53-8.54 (m, 1H), 7.75-7.80 (m,
2H), 7.46-7.53 (m, 2H), 7.07-7.16
(m, 3H), 6.85-6.88 (m, 2H), 4.59-
4.60 (m, 2H), 4.45-4.48 (m, 1H),
4.10-4.13 (m, 1H), 3.79-3.85 (m,
1H), 3.51-3.57 (m, 1H), 2.36-2.38
(m, 1H), 2.27-2.29 (m, 1H), 2.09 (s,
3H), 1.80-1.84 (m, 1H) RU 1.72-
1.75 (m, 1H)

266

565.14
(M+H)",
99.90%

12

5 8.81 (s, 1H), 8.62-8.63 (m, 1H),
8.50-8.51 (m, 1H), 7.70 (d, J= 8.0
Hz, 1H), 7.47-7.49 (m, 1H), 7.29-
7.31 (m, 2H), 7.07-7.12 (m, 2H),
6.84-6.87 (m, 2H), 459 (s, 2H),
4.43-4.46 (m, 1H), 4.12-4.15 (m,
1H), 3.78-3.83 (m, 1H), 3.50-3.53
(m, 1H), 2.26-2.30 (m, 2H), 2.08 (s,

3H) B U 1.71-1.83 (m, 2H)
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gooooooooooao

'H-

NMR (400 MHz, CDCls): § 7.32 (m, 5H), 6.91-6.94 (m, 4H), 3.55 (s, 2H), 3.47 (br s, 1H),
2.81-2.84 (m, 2H), 2.39 (m, 2H), 2.21-2.24 (m, 2H) %0 1.87-1.94 (m, 2H). LC-MS: 310.13
(M+H)", 96.16%
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IH-

NMR (400 MHz, CDCls): § 7.28 (m, 5H), 7.00 (m, 1H), 6.73 (m, 1H), 6.61 (m, 1H), 3.58 (br
s, 1H), 3.55 (s, 2H), 2.80 (m, 2H), 2.41 (m, 2H), 2.26 (m, 2H) % 0% 1.87 (m, 2H). LC-MS:
328.42 (M+H)', 94.27%
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'H-NMR (400 MHz, CDCL): 8 7.31 (m, 5H), 6.87 (m, 1H), 6.74 (m, 2H), 3.55 (s, 2H),
3.40 (s, 1H), 2.81-2.84 (m, 2H), 2.39 (m, 2H), 2.23 (s, 3H), 2.21 (m, 2H) & 1.87 (m, 2H).
LC-MS: 324.40 (M+H)", 92.13%
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1H_

NMR (400 MHz, CDCL3): & 7.28 (m, 5H), 7.12 (m, 1H), 6.69 (m, 2H), 3.71 (br s, 1H), 3.62
(s, 2H), 2.81 (m, 2H), 2.41 (m, 2H), 2.19 (m, 2H) 2% 1.91 (m, 2H). LC-MS: 328.26 (M+H)",
95.96%
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]H—

NMR (400 MHz, CDCL): § 7.23 (m, 5H), 6.87 (m, 3H), 6.55 (m, 2H), 5.47 (br s, 1H), 3.93
(s, 1H), 3.48 (s, 2H), 2.72 (m, 2H), 2.28 (m, 2H), 2.04 (m, 2H) X0 1.86 (m, 2H). LCMS:
328.12 (M+H)", 99.60%
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"H-NMR (400 MHz, CDCls): § 7.30 (m, 5H), 6.88 (m, 1H), 6.78 (br s, 1H), 6.42 (m, 1H),
6.29 (m, 1H), 5.51 (br s, 1H), 3.98 (s, 1H), 3.48 (s, 2H), 2.73 (m, 2H), 2.28 (m, 2H), 2.04 (m,
2H) %0 1.85 (m, 2H). LCMS: 346.14 (M+H)", 92.24%
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'"H-NMR (400 MHz, DMSO-dg):  7.24 (m, SH), 7.18 (s, 1H), 7.02 (br s, 1H), 6.81 (m,
1H), 6.45 (m, 1H), 6.35 (m, 1H), 5.34 (br s, 1H), 3.41 (s, 2H), 2.50 (m, 2H), 2.24 (m, 2H),
2.09 (s, 3H), 1.95 (m, 2H) &0 1.81 (m, 2H). LCMS: 342.33 (M+H)", 97.83%
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'H-NMR (400 MHz, DMSO-dy): § 7.20 (m, 6H), 7.10 (m, 1H), 7.07 (br s, 1H), 6.82 (m, 1H),
6.46 (m, 1H), 4.78 (s, 1H), 3.41 (s, 2H), 2.52 (m, 2H), 2.13 (m, 2H), 1.98 (m, 2H) &% 1.83
(m, 2H). LCMS: 346.25 (M+H)', 96.72%
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=

NMR (400 MHz, DMSO-dg): 8 8.65 (s, 1H), 7.44 (m, 2H), 7.34 (m, 2H), 7.13 (m, 5H), 3.41
(s, 2H), 2.66 (m, 2H), 2.41 (m, 2H) %0 1.75 (m, 4H). MS: 338.22 (M+H)"
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'H-.NMR

(400 MHz, DMSO-de): 8 8.79 (br s, 1H), 7.03 (m, 2H), 6.95 (m, 2H), 4.56 (s, 2H), 3.37 (m,
3H), 2.95 (m, 2H), 2.33 (m, 2H) X0 1.62 (m, 2H). LCMS: 250.13 (M+H)", 81.19%
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T

NMR (400 MHz, DMSO-ds): 8 8.58 (br s, 1H), 6.96 (m, 1H), 6.83 (m, 2H), 4.52 (s, 2H), 3.40
(m, 1H), 3.17 (m, 2H), 2.83 (m, 2H), 2.15 (m, 3H), 2.09 (m, 2H) X *1.49 (m, 2H). MS:
264.14 (M+H)"
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'"H.NMR
(400 MHz, DMSO-dy): & 8.66 (br s, 1H), 7.47 (m, 1H), 7.27 (m, 1H), 7.08 (m, 1H), 4.51 (s,
2H), 3.12 (m, 1H), 2.81 (m, 2H), 1.83 (m, 4H) %" 1.40 (m, 2H). LCMS: 268.12 (M+H) ",

92.83%
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'"H-NMR (400 MHz, DMSO-
de): 8 10.76 (br s, 1H), 7.35 (d, J= 7.6 Hz, 1H), 7.27 (t, J= 7.6 Hz, 1H), 7.03 (t, J= 7.2 Hz,
1H), 6.86 (d, J= 7.6 Hz, 1H) X 1*5.57 (s, 1H). LCMS: 166.07 (M-H)", 99.70%
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'H-NMR (400 MHz,

DMSO-dy): § 7.84 (br s, 1H), 7.36 (d, J= 7.6 Hz, 1H), 7.20 (m, 6H), 7.01 (t, J= 7.6 Hz, 1H),
6.80 (d, J= 7.6 Hz, 1H), 4.29 (s, 1H), 3.51 (s, 2H), 2.88 (m, 2H), 2.65 (m, 2H) &% 2.49 (m,
4H). MS: 308.21 (M+H)"
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'H-NMR (400 MHz, DMSO-d): & 10.32 (br

s, 1H), 7.23 (d, J= 7.2 Hz, 1H), 7.17 (m, 1H), 6.93 (t, J= 6.8 Hz, 1H), 6.71 (d, J= 8.0 Hz, 1H),

425 (s, 1H), 2.53 (m, 1H), 2.50 (m, 4H), 2.38 (m, 2H) % 1.87 (m, 2H). MS: 218.16
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'H-NMR (400 MHz, CDCl5): & 8.38 (m, 1H), 8.18

(d, J= 8.8 Hz, 1H), 7.42 (t, J= 7.2 Hz, 1H), 6.82 (d, J= 8.8 Hz, 1H), 6.40 (t, J= 7.6 Hz, 1H),
4.30 (m, 1H), 3.90 (m, 1H), 3.21 (m, 2H), 1.95 (m, 2H), 1.77 (m, 2H), 1.47 (s, 9H) 1% 1.30
(d, J= 6.8 Hz, 3H). LCMS: 334.21 (M-H)", 89.85%
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'H-NMR (400 MHz,

DMSO-de): & 10.86 (br s, 1H), 7.23 (m, 1H), 6.97 (m, 3H), 4.34 (m, 1H), 3.64 (m, 2H), 2.27
(m, 1H), 1.94 (m, 2H), 1.72 (m, 2H), 1.43 (s, 9H) XT*1.35 (m, 3H). MS: 330.22 (M-H)"
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