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JERRYH Egdow Muwvh. m Z7te] oA, Zt7te] R, R, R, 2 RS, 2% 0, a2
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g, ® 3o eleld, 7z R R”b, R, 2 RMe, 248 W, 54 2 ClRYE Sggos A9
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B ool FeelA, RTe, EAT o, -Nol1, 23 R e, EAT u, -ONelth, E Fsbe] FHelA, R
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m. R’ 7]
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[1183]

[1184]

[1185]

[1186]

[1187]

[1188]

[1189]

[1190]

[1191]

[1192]

[1193]

[1194]

[1195]

SES061 10-2459256

' NMR (400 MHz, S =23X5-d) § 8.46 (dd, J = 2.4, 0.8 Hz, 1H), 7.69 (dd, J = 9.0, 2.3 Hz, 1H), 7.38
- 7.32 (m, 20), 7.30 (d, J=2.1Hz, 20), 6.63 (dd, J = 9.0, 0.9 Hz, 1H), 6.31 (s, 1H), 3.83 (m, 4H),

3.74 - 3.65 (m, 4H), 1.32 (s, 9H). 13C NMR (101 MHz, CDCl3) & 155.21, 152.77, 146.72, 140.23, 135.95,
125.99, 120.16, 105.84, 97.27, 43.93, 43.28, 34.45, 31.54. LC-MS (m/z): 364.01 (#ZX]).

b. 4-(5-A o} 2 9 -2-2 )-N-5 @ 9 | & -1- 7} = Ale| =
gty X W W
o \F\i’/

I NMR (400 MHz, E22XF-d) § 8.43 (dd, J = 2.3, 0.7 Hz, 1H), 7.67 (dd, J = 9.0, 2.3 Hz, 1H), 7.41
- 7.34 (m, 21), 7.31 (dd, J = 8.7, 7.1 Hz, 2H), 7.11 - 7.03 (m, 1H), 6.61 (d, J = 9.0 Hz, 1H), 6.33

(s, ), 3.82 (dd, J = 6.7, 4.1 Hz, 4H), 3.69 (dd, J = 6.7, 4.1 Hz, 4H). C MMR (101 MHz, CDCly) &

159.04, 154.83, 152.62, 140.10, 138.52, 129.02, 123.55, 120.05, 118.37, 105.70, 43.77, 43.12. LC-MS
(m/z): 308.1 (#=x]).

c. 4-(5-N o= P -2-Y )-N-(4-o &9 < ) 3 o 2} A -1-F} F A0 =
gty X W W
o IN /

' NMR (400 MHz, S =23X5-d) § 8.43 (dd, J = 2.4, 0.9 Hz, 1H), 7.66 (dd, J = 9.0, 2.3 Hz, 1H), 7.27
(m, 2H), 7.14 (d, J = 8.3 Hz, 2H), 6.60 (d, J = 9.0 Hz, 1H), 6.28 (s, 1H), 3.81 (dd, J = 6.6, 4.1 Hz,

4H), 3.72 - 3.63 (m, 4H), 2.61 (q, J = 7.5 Hz, 2H), 1.27 - 1.15 (m, 3H). 13C NMR (101 MHz, CDCl;) &

159.30, 155.32, 152.87, 140.33, 139.94, 136.30, 128.59, 120.67, 118.64, 105.94, 97.37, 44.03, 43.37,
31.19, 28.47, 15.93. LC-MS (m/z): 336.0 (H=3x]).

A 4-(5-Noh=y e 9-2-9)-N-(4- AL D) A A -1-FHE A =

NH U —
o “— N /

' NMR (400 MHz, S =23X5-d) § 8.43 (dd, J = 2.4, 0.8 Hz, 1H), 7.66 (dd, J = 9.0, 2.3 Hz, 1H), 7.23
(d, J =12.6 Hz, 2H), 7.12 (dd, J = 8.1, 6.1 Hz, 2H), 6.60 (dd, J = 9.1, 0.9 Hz, 1H), 6.30 (s, 1H),
3.80 (dd, J = 6.5, 4.2 Hz, 4H), 3.70 - 3.63 (m, 4H), 2.56 (m, 2H), 1.57 (m, 2H), 1.31 (m, 4H), 0.88

(m, 3H). 13C NMR (101 MHz, CDCls) & 159.19, 155.22, 152.77, 140.23, 138.52, 136.16, 129.39, 129.04,

121.87, 120.47, 118.54, 105.84, 97.27, 43.93, 43.27, 35.40, 31.58, 31.35, 22.69, 14.19. LC-MS (m/z):
378.1 (#FA)).
e. 4-(5-A ol d-2-9)-N-(4-0) A Z 2 F ¥ d ) ¥ #| g} F -1-F} BAH| &

O i
g “— N

I NMR (400 MHz, E2=XF-d) § 8.42 (dd, J = 2.4, 0.8 Hz, 1H), 7.64 (dd, J = 9.0, 2.3 Hz, 1H), 7.28
(m, 2H), 7.20 - 7.09 (m, 2H), 6.58 (dd, J = 9.0, 0.8 Hz, 1H), 6.46 (s, 1H), 3.83 - 3.72 (m, 4H), 3.69
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[1196]

[1197]

[1198]

[1199]

[1200]

[1201]

[1202]

[1203]

[1204]

[1205]

[1206]

[1207]

SE=S06] 10-2459256

- 3.61 (m, 4H), 2.86 (hept, J = 7.0 Hz, 1H), 1.22 (d, J = 6.9 Hz, 6H). 13C NMR (101 MHz, CDCl3) &

159.17, 155.32, 152.73, 144.42, 140.16, 136.31, 126.99, 120.67, 118.57, 105.82, 97.12, 43.91, 43.25,
33.63, 24.18. LC-MS (m/z): 349.4 (#=X]).

£, 4-(5-Alohed P F-2-9)N-(2-0] £ Z 2 B -6- Do )7 | A1~ Afm| =

NH ,— /=
N N—Q CN
D)/—\_, \_/

' NMR (400 MHz, S R2EXF-d) § 8.48 - 8.40 (m, 1H), 7.66 (m, 1H), 7.22 - 7.13 (m, 2H), 7.08 (m, 1H),
6.66 - 6.57 (m, 1H), 5.83 (s, 1H), 3.80 (dd, J = 6.7, 4.0 Hz, 4H), 3.68 (dd, J = 6.8, 3.9 Hz, 4H),

3.12 (m, 1H), 2.25 (s, 3H), 1.21 (d, J = 6.9, 0.9 Hz, 6H). 13C NMR (101 MHz, CDCl;) & 159.25, 156.14,

152.77, 145.95, 140.21, 136.24, 133.49, 128.28, 127.58, 123.70, 118.56, 105.88, 97.21, 44.09, 43.61,
28.69, 23.68, 18.83. LC-MS (m/z): 363.9 (H==x]).

g N-(4-(sec-¥2)oD)-4-(5-Aloh=3] 2 9-2-2) 3] o 221 1-7HE Abw] =

7 N

NH N —
=/ >N N——<T::>——CN
o “— N

I NMR (500 MHz, E22X5F-d) & 8.43 (d, J = 2.3 Hz, 1H), 7.66 (dd, J = 8.9, 2.3 Hz, 1H), 7.27 (d, J
= 1.9 Hz, 2H), 7.12 (d, J = 8.5 Hz, 2H), 6.60 (d, J = 9.0 Hz, 1H), 6.28 (s, 1H), 3.86 - 3.74 (m, 4H),
3.71 - 3.60 (m, 4H), 2.56 (m, 1H), 1.57 (m, 3H), 1.21 (d, J = 6.9 Hz, 2H), 0.81 (t, J = 7.3 Hz, 3H).

PCONR (126 MHz, CDCly) & 159.19, 155.23, 152.77, 143.26, 140.23, 136.26, 127.69, 120.47, 118.54,
105.84, 97.26, 43.93, 43.27, 41.22, 31.33, 31.09, 22.05, 12.36. LC-MS (m/z): 364.1 (#=X]).

h. N-(4-F-E3d)4-(5-Al o} =¥ 2 H-2-<) 9 ¥ 2R - 1-FHE A =
O,

' NMR (400 MHz, E=23X5-d) 6§ 8.43 (dd, J = 2.4, 0.8 Hz, 1H), 7.66 (dd, J = 9.0, 2.3 Hz, 1H), 7.24
(m, 2H), 7.11 (d, J = 8.2 Hz, 2H), 6.60 (d, J = 9.0 Hz, 1H), 6.27 (s, 1H), 3.81 (m, 4H), 3.75 - 3.62
(m, 4H), 2.56 (t, J = 7.7 Hz, 2H), 1.59 (m, 2H), 1.34 (h, J = 7.4 Hz, 2H), 0.91 (t, J = 7.3 Hz, 3H).
13C NMR (101 MHz, CDCl;) & 159.20, 155.21, 152.77, 140.23, 138.48, 136.17, 129.05, 120.46, 118.54,
105.84, 100.13, 97.27, 43.93, 43.27, 36.52, 35.12, 33.83, 31.09, 22.43, 14.10. LC-MS (m/z): 364.2 (&

=A0).

B NP2 Y)-4-(5-A ok 2 9-2- )3 o e - 1T A =
N
4 N\_{N \Fq/ CN

I NMR (400 MHz, E2=XF-d) § 8.43 (dd, J = 2.4, 0.8 Hz, 1H), 7.66 (dd, J = 9.0, 2.3 Hz, 1H), 7.43
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[1208]

[1209]

[1210]

[1211]

[1212]

[1213]

[1214]

[1215]

[1216]

[1217]

[1218]

[1219]

SES06] 10-2459256
(d, J=28.1Hz, 1H), 7.00 (m, 2H), 6.65 - 6.56 (m, 1H), 6.05 (s, 1H), 3.81 (dd, J = 6.6, 4.2 Hz, 4H),
3.72 - 3.61 (m, 4H), 2.60 - 2.49 (m, 2H), 2.23 (s, 3H), 1.58 (m, 2H), 1.43 - 1.27 (m, 2H), 0.91 (t, J
= 7.3 Hz, 3H). 13C NMR (101 MHz, CDCl;) & 159.21, 155.67, 152.77, 140.22, 139.63, 134.12, 130.69,

129.66, 126.90, 123.60, 118.54, 105.84, 97.24, 43.93, 43.37, 35.19, 33.83, 22.50, 18.03, 14.11. LC-MS
(m/z): 378.1 (H=3x]).

i 4-(5-Aohe B E-2- ) N-(4- T S A1 D) 9 3 A -1 AL =

\D—@NH AN —
= N N@CN
N

g

1 - 1 -
H NMR (400 MHz, S2=35F-d) H NMR (400 MHz, E2=3XF-d) § 8.43 (dd, J = 2.3, 0.8 Hz, 1H), 7.66
(dd, J=9.0, 2.3 Hz, 1H), 7.27 (s, 4H), 7.25 (d, J = 2.3 Hz, 1H), 6.91 - 6.80 (m, 2H), 6.60 (dd, J =

9.0, 0.9 Hz, 1H), 6.24 (s, 1H), 3.80 (d, J = 6.6 Hz, 8H), 3.71 - 3.62 (m, 4H); 13C NMR (101 MHz, CDCl3)

§ 159.20, 156.37, 155.53, 152.76, 140.22, 131.57, 122.75, 118.54, 114.37, 105.84, 97.25, 55.66,
43.93, 43.24; LC-MS (m/z): 338.2 (©=X)).

ko (Ao 22 9) N (-(E 2 SS9 2% A) o D) T - 1-7F A =
o
O NH FN =

' NMR (400 MHz, S =23X5-d) § 8.44 (dd, J = 2.4, 0.8 Hz, 1H), 7.67 (dd, J = 8.9, 2.3 Hz, 1H), 7.43
- 7.35 (m, 2H), 7.22 - 7.12 (m, 2H), 6.61 (dd, J = 9.0, 0.8 Hz, 1H), 6.38 (s, 1H), 3.88 - 3.77 (m,

AH), 3.75 - 3.63 (m, 4H). C NMR (101 MHz, CDCly) & 159.22. 154.80, 152.83, 140.36, 137.45. 122.01,
121.33, 118.54, 105.93, 97.51, 43.94, 43.31. LC-MS (m/z): 391.9 (#=X]).

1. 4~-(5-Aol= ) Fd-2-4)-N-(4-(d H o} o) 7 d ) 3 5 2} 7 -1-FH A =

\

e Ry e
/ N N—Q—CN
o “ N

1 -
H NMR (400 MHz, S ==3%&F-d) 6 8.43 (dd, J = 2.3, 0.8 Hz, 1H), 7.66 (dd, J = 9.0, 2.3 Hz, 1H), 7.23
- 7.14 (m, 2H), 6.76 - 6.63 (m, 2H), 6.59 (dd, J = 9.1, 0.8 Hz, 1H), 6.16 (s, 1H), 3.87 - 3.71 (m,

4H), 3.71 - 3.58 (m, 4H), 2.91 (s, 6H). C NMR (101 MHz, CDCls) & 159.23, 155.89, 152.77, 148.10,
140.19, 128.23, 123.03. 118.58. 113.45, 105.84. 97.16, 43.96, 43.27. 41.18. LC-MS (m/z): 351.1

(#H=AD).
m. N-(4-obAE o € )-4-(5-Al ok 2 B -2-A) 7 3| 4R -1-FH 5 A =

>—< N =
o N N@—CN
o ~ N

I NIR (400 MHz, 222X 5F-d) & 8.44 (dd, J = 2.3, 0.8 Hz, 1H), 7.96 - 7.89 (m, 2H), 7.68 (dd, J =
9.0, 2.3 Hz, 1H), 7.54 - 7.44 (m, 2H), 6.61 (dd, J = 9.0, 0.8 Hz, 1H), 6.58 (s, 1H), 3.84 (dd, J =

6.7, 4.0 Hz, 4H), 3.72 (dd, J = 6.7, 4.0 Hz, 4H), 2.57 (s, 3H). 13C NMR (101 MHz, CDCl;) & 197.10,
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[1220]

[1221]

[1222]

[1223]

[1224]

[1225]

[1226]

[1227]

[1228]

[1229]

[1230]

[1231]

SE= 53 10-2459256
159.12, 154.21, 152.76, 143.29, 140.32, 132.30, 130.08, 129.97, 118.80, 118.59, 105.87, 97.52, 43.86,
43.31, 26.57. LC-MS (m/z): 350.00 (#=XA]).

Do N-(-REEHY)-4-(5-A ohe T €] d-2-) s e -1-7HE Abv =

Br—*(::)%—NH /__\-—<Fij>—
)—N N—\ /, CN
o “~— N

I NMR (400 MHz, E2=XF-d) § 8.43 (dd, J = 2.4, 0.7 Hz, 1H), 7.67 (dd, J = 9.0, 2.3 Hz, 1H), 7.45
- 7.37 (m, 2H), 7.31 - 7.26 (m, 2H), 6.60 (d, J = 9.0 Hz, 1), 6.33 (s, 1H), 3.85 - 3.77 (m, 4H), 3.74

- 3.64 (m, 40). C NMR (101 MHz, CDCly) & 159.15, 154.63, 152.76, 140.28, 137.82, 132.07, 121.71,
118.47, 116.20, 105.86, 97.42, 43.86, 43.23. LC-MS (m/z): 388.1 (#=x]).

0. N-(4-2 2259 )-4-(5-Aohe v 2 ©-2-A) T 3| 2 -1-FH 5 A =

CI——{i:::>——NF1 — =
)N N—ﬂé__;>—-CN
d s -

' NMR (400 MHz, S =23X5-d) § 8.43 (dd, J = 2.3, 0.8 Hz, 1H), 7.67 (dd, J = 9.0, 2.4 Hz, 1H), 7.36
- 7.30 (m, 2H), 7.27 (d, J = 6.0 Hz, 2H), 6.60 (d, J = 9.0 Hz, 1H), 6.35 (s, 1H), 3.82 (dd, J = 6.7,

4.1 Hz, 4H), 3.68 (dd, J = 6.7, 4.0 Hz, 4H). C NMR (101 MHz, CDCly) & 159.15, 154.72. 152.76,

140.28, 137.30, 129.13, 128.70, 121.43, 118.49, 105.86, 97.41, 43.87, 43.23. LC-MS (m/z): 342.2 (&=
A).

b, 4-(5-Aloh= ] R-2-2)N-(3,4-T1 22 2 D) I A -1 A =
CP—%;::>F“NH Y =
N N— —CN
el c§>__ NI

I NMR (500 MHz, E22X5F-d) &§ 8.43 (d, J = 2.3 Hz, 1H), 7.67 (dd, J = 9.0, 2.4 Hz, 1H), 7.61 (d, J
= 2.5 Hz, 1), 7.35 (d, J = 8.7 Hz, 1H), 7.21 (dd, J = 8.7, 2.6 Hz, 1H), 6.61 (d, J = 9.0 Hz, 1H),

6.39 (s, 1H), 3.88 - 3.78 (m, 4H), 3.73 - 3.64 (m, 4H). C NMR (126 MHz, CDCl,) & 159.11, 154.33,

152.75, 140.31, 138.29, 132.86, 130.56, 126.77, 121.73, 119.28, 118.46, 105.87, 97.48, 43.82, 43.22.
LC-MS (m/z): 376.1 (#=X]).

@ N-(a-Aohes9)-4-(5-A ohe T €] d-2-2 ) sl e -1-FHR Abv =

ow -
N N CN
O

a

I NMR (400 MHz, 22X F-d) 6 8.44 (d, J = 2.3 Hz, 1H), 7.68 (dd, J = 9.0, 2.3 Hz, 1H), 7.63 - 7.56
(m, 2H), 7.51 (d, J = 8.8 Hz, 2H), 6.69 - 6.51 (m, 2H), 3.83 (dd, J = 6.7, 4.0 Hz, 4H), 3.71 (dd, J =

6.8, 4.1 Hz, 410). C NMR (101 MHz, CDCly) & 159.10, 153.90, 152.75, 143.02, 140.35, 133.41, 119.43,
119.12, 118.41, 106.28, 105.88, 97.60, 43.82, 43.30. LC-MS (m/z): 333.0 (#=x]).
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[1232] r. 4-(5-A ol 2 d-2-d)-N-(4-(EF ZF L2 ) ¥ ) 3 # - 1-7H5A | =

O -
N N—, CN
O \ ./ N- /

[1233]
[1234] HONMR (400 MHz, ZREF2-d) § 8.44 (dd, J = 2.3, 0.8 Hz, 1H), 7.68 (dd, J = 9.0, 2.3 Hz, 1H), 7.56
(d, J=28.6 Hz, 2H), 7.50 (d, J = 8.6 Hz, 2H), 6.61 (dd, J = 9.0, 0.9 Hz, 1H), 6.52 (s, 1H), 3.83 (dd,
J=6.5 4.2 Hz, 40), 3.77 - 3.62 (m, 4H). C NMR (101 MHz, CDCl;) & 159.13, 154.36, 152.76, 141.92,
14031, 126.43, 126.39, 119.36, 119.16, 118.45, 105.87, 97.49, 43.85, 43.27. LC-MS (m/z): 376.2 (9=
=]).
[1235] s. 4-(5-Al o}y FH-2- )-N-Al o] S 2 8 A 1] 9 g - 1-FH A =
B F Wy
N N CN
O% W
[1236] .
[1237] HONMR (500 MHz, Z22¥2-d) 6 8.41 (d, J=2.3 Hz, 1H), 7.64 (dd, J = 9.0, 2.3 Hz, 1H), 6.57 (d, J
= 9.0 Hz, 1H), 4.27 (4, J=7.7 Hz, 1), 3.79 - 3.71 (m, 4H), 3.66 (m, 1), 3.57 - 3.48 (m, 4H), 2.06
- 1.89 (m, 2H), 1.71 (m, 2H), 1.62 (m, 2H), 1.46 - 1.30 (m, 2H), 1.12 (m, 2H). "C NMR (126 MHz. CDCls)
6 159.23, 156.91, 152.75, 140.13, 118.61, 105.80, 97.01, 49.71, 43.90, 42.89, 34.13, 25.77, 25.19.
[1238] t. N-(tert-3&)-4-(5-A o} =3 2 1 -2-9) ¥ | 2} - 1-7}H B A =
%—NH S\ —
N N—QC.N
& N R
[1239]
[1240] HONMR (500 MHz, 2 22¥2-d) 6 8.41 (d, J=2.3 Hz, 1H), 7.64 (dd, J = 9.0, 2.4 Hz, 1H), 6.57 (d, J

= 9.0 Hz, 1H), 4.30 (s, 1), 3.80 - 3.69 (m, 4H). 3.55 - 3.44 (m, 4H), 1.37 (s, 9H). C NMR (126 MHz,
(DCly) & 159.24, 156.82, 152.76, 140.13, 118.63, 105.80, 96.98, 51.19, 43.94, 42.92, 29.58. LC-MS
(m/z): 288.1 (H==x]).

[241]  w 4-(G-Aoheve9-2-9)-N-5 89 A 2 -1-FH B A =

G e Y
N N—O—CN
0)_ N

[1242]
[1243] H ONMR (400 MHz, S22¥E-d) & 8.44 (n, 1H), 7.64 (dd, J = 9.0, 2.3 Hz, 1H), 6.58 (dd, J = 9.0, 0.8
Hz, 1H), 4.42 (s, 1H), 3.80 - 3.71 (m, 4H), 3.58 - 3.51 (m, 4H), 3.25 (m, 2H), 1.28 (m, 12H), 0.92 -
0.83 (m, 30). C NMR (101 MHz, CDCls) & 159.24, 157.65, 152.76. 140.15, 118.59, 105.81, 97.07, 43.94,
42.96, 41.22, 31.96, 31.09, 30.41, 29.47, 29.38, 27.11, 22.80, 14.25. LC-MS (m/z): 344.2 (#=x]).
[1244] v. 4-(5-A ol FP-2-9 )-N-0] A X 2 I 3] | 2} W - 1-F} B AL =
>*NH
)N N@—cw
g Y~ N
[1245] .
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[1246]

[1247]

[1248]

[1249]

[1250]

[1251]

[1252]

[1253]

[1254]

[1255]

[1256]

[1257]

[1258]
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HONMR (400 Mz, E2=23%F-d) § 8.41 (m, 1H), 7.64 (m, 1H), 6.57 (dd, J = 9.1, 1.8 Hz, 1H), 4.21 (d,

J=7.5Hz, 1H), 4.09 - 3.92 (m, 1H), 3.74 (m, 4H), 3.52 (m, 4H), 1.18 (d, J = 6.4 Hz, 6H). e MR
(101 MHz, CDCls) & 159.24, 156.95, 152.76, 140.14, 118.60, 105.81, 97.05, 43.92, 42.89, 23.63. LC-MS

(m/z): 274.1 (BH=3X]).
W. N-((3s,5s,7s)-olttatek-1-¢ )-4-(5-Al o} =¥ 2| D -2-4 ) I | - -1-F EAH =

O s
(jk_dhkh__/h

N CN
\—1

' NMR (400 MHz, 223X F-d) 6§ 8.41 (d, J = 2.3 Hz, 1H), 7.64 (dd, J = 9.0, 2.3 Hz, 1H), 6.57 (d, J
= 9.0 Hz, 1H), 4.18 (s, 1H), 3.74 (m, 4H), 3.57 - 3.45 (m, 4H), 2.09 (m, 3H), 1.99 (m, 6H), 1.68 (m,

6H). C NMR (101 MHz, CDCly) & 159.24, 156.45, 152.76, 140.11, 118.63, 105.78, 96.96, 51.68, 43.93,
42.92, 42.53, 36.58, 29.74. LC-MS (m/z): 366.4 (#=X]).

X. 4-(5-Al ol F d-2-9 )-N-(4- @l & ) 3] | &} A -1-F}H BAla =

N;_ —\ —
— N N4 CN
& /

\ 7/ °

I NMR (400 MHz, E22XF-d) § 8.41 (dd, J = 2.4, 0.7 Hz, 1H), 7.64 (dd, J = 9.0, 2.4 Hz, 1H), 7.21
(d, J=8.0Hz, 20), 7.15 (d, J=7.9 Hz, 2H), 6.58 (d, J = 9.0 Hz, 1H), 4.66 (m, 1H), 4.41 (d, J =

5.4 Hz, 2H), 3.79 - 3.70 (m, 4H), 3.60 - 3.51 (m, 4H), 2.34 (s, 3H). C NMR (101 MHz, CDCly) &

157.52, 152.85, 140.27, 137.51, 136.25, 129.63, 128.16, 118.67, 105.92, 45.14, 44.03, 43.12, 31.19,
21.36. LC-MS (m/z): 336.1 (#ZX]).

. 4-(5-Achey 2 B-2-2)-N-(F&-2- Lo D) H e -1-FHE Ak =

/

o4
NH —x —
d)——N N——Ggi;>——cw

I NMR (400 MHz, E2=XF-d) § 8.41 (dd, J = 2.4, 0.8 Hz, 1H), 7.64 (dd, J = 9.0, 2.3 Hz, 1H), 7.36
(dd, J=1.9, 0.9 Hz, 1H), 6.58 (dd, J = 9.1, 0.8 Hz, 1H), 6.33 (dd, J = 3.2, 1.9 Hz, 1H), 6.27 - 6.21

(m, 1), 4.77 (n, 1), 4.45 (d, J = 5.4 Hz, 2H), 3.79 - 3.71 (m, 4H), 3.60 - 3.53 (m, 4H). C NMR (101
MHz, CDCls) & 159.30. 157.23, 152.85, 152.32, 142.40, 140.27, 118.66, 110.72, 107.63, 105.91, 97.24,

43.99, 43.07, 38.17, 31.19. LC-MS (m/z): 312.1 (&ZFA]).

z. 4~(5-A ol FPd-2-)-N-(2,3-t] o] =2 -11-¢1 A -5- ) F Hl A -1-FEA =9 A=z
Q’}%m@
\Y
g ~ N /
HONVR (400 MHz, 222X E-d) § 8.43 (dd, J = 2.1, 1.2 Hz, 1H), 7.66 (ddd, J = 9.0, 2.3, 0.8 Hz, 1H),

7.29 (d, J= 1.8 Hz, 1H), 7.13 (d, J = 8.0 Hz, 1H), 7.05 - 6.99 (m, 1H), 6.60 (dd, J = 9.1, 0.9 Hz,
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[1259]

[1260]

[1261]

[1262]

[1263]

[1264]

[1265]

[1266]

[1267]

[1268]

[1269]

[1270]
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1), 6.28 (s, 1H), 3.80 (m, 4H), 3.72 - 3.63 (m, 4H), 2.87 (m, 4H), 2.06 (p, J = 7.3 Hz, 2H). “C IR
(101 MHz, CDClz) & 159.30, 155.48, 152.87, 145.50, 140.32, 139.94, 136.79, 124.70, 118.81, 118.65,

117.28, 105.94, 97.34, 44.04, 43.38, 33.26, 32.53, 25.90. LC-MS (m/z): 348.1 (&FA]).
aa.  4-(5-AohT 2R -2-9)N-(3-0] £ T 2 W] A1 E-5-2) 3] 2}V 17} B Abv] =

40,
/N /. =
N N )—CN
o “~— N

I NMR (400 MHz, E2=XF-d) § 8.44 (dd, J = 2.3, 0.8 Hz, 1H), 7.68 (dd, J = 9.0, 2.3 Hz, 1H), 7.37
(s, 1H), 6.61 (dd, J = 8.9, 0.8 Hz, 1H), 6.10 (s, 1H), 3.91 - 3.76 (m, 4H), 3.76 - 3.60 (m, 4H), 2.98

(h, J=6.9 Hz, ), 1.27 (d, J = 6.9 Hz, 6H). C NMR (101 MHz, CDCly) & 171.32, 161.11, 159.06,
152.75, 151.31, 140.37, 118.37, 105.88, 97.69, 85.55, 43.74, 43.30, 27.10, 21.68.

bb.  4-(5-AlohedFd-2-A)N-(4-(1-8to| ES A -2-H B 22 3-2-d) o ) 7 o 2 - 1-FH A =
HQ E ::::
NH  —\ —
o/}-NLJN@fL:N

' NMR (500 MHz, 2 2=¥E-d) § 8.41 (s, 1), 7.63 (dd, J =8.9, 2.7 Hz, 1H), 7.15 (dd, J = 8.5, 1.9
Hz, 2H), 6.65 (dd, J = 8.6, 1.9 Hz, 2H), 6.57 (d, J = 9.1 Hz, 1H), 4.12 (d, J = 1.8 Hz, 2H), 3.58 (m,

8H), 1.32 (s, 6H). “C MR (126 MHz, CDClz) & 159.25, 155.53, 152.76, 144.53, 140.08, 136.34, 126.91,
118.53, 115.01, 105.87, 97.05, 74.72, 44.13, 43.19, 37.95, 26.12. LC-MS (m/z): 380.1 (&ZX]).

cc. 6-(4-(4-0lAZ 2Pl xd) Y ZFHH-1-d)YIE =Y EH

N N-—<(ij:>—-ChJ
\
o “— N 7

' NMR (400 MHz, S =23X5-d) § 8.42 (dd, J = 2.3, 0.8 Hz, 1H), 7.66 (dd, J = 9.0, 2.3 Hz, 1H), 7.45
- 7.32 (m, 2H), 7.31 - 7.27 (m, 2H), 6.62 (dd, J = 9.0, 0.8 Hz, 1H), 3.73 (m, 8H), 2.94 (h, J = 6.9

Hz, 1), 1.27 (d, J = 6.9 Hz, 6H). “CNIR (101 MHz, CDCl3) & 171.03, 159.34, 152.78, 151.43, 140.25,
132.67, 127.48, 126.84, 118.46, 106.01, 97.42, 44.67, 34.24, 23.97. LC-MS (m/z): 335.1 (#ZX]).

dd. 6-(4-(2-3}O| EZA|-2-(4-0] A X 2 W ¥ d ) oA & ) M H & -1-I) U RE| =Y EH

7\ OH

S e
| |
o “~— N /

I NMR (400 MHz, E2=XF-d) § 8.37 (dd, J = 2.3, 0.8 Hz, 1H), 7.62 (dd, J = 9.0, 2.3 Hz, 1H), 7.23
(m, 4H), 6.63 - 6.51 (m, 1H), 5.23 (d, J = 6.3 Hz, 1H), 4.62 (d, J = 6.3 Hz, 1H), 3.94 (m, 1H), 3.79
(m, 1H), 3.74 - 3.57 (m, 2H), 3.51 (m, 1H), 3.46 - 3.27 (m, 2H), 3.12 - 2.97 (m, 1H), 2.88 (h, J = 6.9

Hz, 1H), 1.22 (d, J = 6.9 Hz, 6H). C NMR (101 MHz, CDCly) & 171.61, 159.05, 152.70, 149.84, 140.27,
136.49, 127.51, 127.49, 118.32. 105.89, 97.59, 71.64, 44.19. 43.55, 42.38, 38.77, 34.01, 31.09, 24.02.
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[1271]

[1272]

[1273]

[1274]

[1275]

[1276]

[1277]

[1278]

[1279]

[1280]

[1281]

[1282]
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LC-MS (m/z): 365.3 (#=X]).

ee. 6-(4-(2-(4-ol&Z =g d ) ot E) Ve -1-d)UREH =HEZ

' NIR (500 MHz, E2=23XF-d) & 8.42 (d, J = 2.3 Hz, 1H), 7.65 (dd, J = 9.0, 2.4 Hz, 1H), 7.21 (s,
4H), 6.58 (d, J =9.0 Hz, 1H), 3.78 (m, 4H), 3.66 (m, 2H), 3.59 (m, 4H), 2.97 - 2.86 (m, 1H), 1.25 (d,

J =6.9 Hz, 6H). e MR (126 MHz, CDClz) & 170.20, 159.19, 152.73, 147.81, 140.19, 131.95, 128.59,
127.09, 118.46, 105.89, 97.28, 45.58, 44.42, 44.05, 41.26, 40.85, 33.86, 24.11. LC-MS (m/z): 350.3 (&
SA0).

ff.  6-(4-(2-(4-A|ERZ 23 ) o) AR -1-A) Y RE = EHY

POy O

0 N

' NMR (400 MHz, S =23X5-d) § 8.39 (dd, J = 2.3, 0.8 Hz, 1H), 7.62 (dd, J = 9.0, 2.3 Hz, 1H), 7.13
(d, J=28.1Hz, 2H), 7.02 (d, J = 8.1Hz, 2H), 6.56 (dd, J = 9.0, 0.9 Hz, 1H), 3.75 (m, 4H), 3.62 (m,

2H), 3.55 (m, 4H), 1.86 (m, 1H), 1.02 - 0.87 (m, 2H), 0.72 - 0.58 (m, 2H). 13C NMR (101 MHz, CDCl;) &

170.15, 159.19, 152.74, 143.00, 140.19, 131.59, 128.52, 126.32, 118.46, 105.90, 97.31, 45.57, 44.42,
44.06, 41.26, 40.91, 15.20, 9.39. LC-MS (m/z): 347.2 (#=X]).

gg. 6-(4-(2-(4-(tert-F2)H Q) oAE) 9 2 -1-L)HRE| =HEH

O e
\
_ § "

H NVR (400 MHz, ZR2F2-d) § 8.45 - 8.34 (m, 1), 7.63 (dd, J = 9.0, 2.3 Hz, 1H), 7.38 - 7.31 (m,
9H), 7.18 (d, J = 8.3 Hz, 2H), 6.56 (d, J = 9.0 Hz, 1H), 3.76 (m, 4H), 3.63 (m, 2H), 3.57 (m, 4H),
1.30 (s, 9H). "C MMR (101 MHz, CDCly) & 170.17, 159.20, 152.75, 140.20, 131.62, 128.35, 125.95,
118.46, 105.89. 100.13, 97.31, 44.45, 44.07. 41.26, 40.72, 34.62, 31.48, 31.09. LC-MS (m/z): 363.1 (%
ZA]).

hh. 4-olAZ2gHY 4-(5-A ol d-2-¢) g2 -1-7} 2o E
O
O%NMNQCN

' NMR (400 MHz, S =23X5-d) § 8.44 (dd, J = 2.3, 0.8 Hz, 1H), 7.67 (dd, J = 9.0, 2.3 Hz, 1H), 7.25
- 7.18 (m, 2H), 7.08 - 6.99 (m, 2H), 6.64 (dd, J = 9.0, 0.9 Hz, 1H), 3.75 (m, 8H), 2.91 (hept, J = 7.0

Hz, 1M), 1.24 (d, J = 6.9 Hz, 6H). 13C NMR (101 MHz, CDClz) & 159.31, 154.06, 152.79, 149.16, 146.25,
140.27, 127.44, 121.43, 118.48, 106.00, 97.38, 44.23, 33.76, 24.21. LC-MS (m/z): 352.0 (#ZX]).
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[1284]

[1285]

[1286]

[1287]

[1288]

[1289]

[1290]

[1291]

[1292]

[1293]

[1294]
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ii. 4-o|2Z2I Y 4-(6-Aot=I F}z1-3-) ¥ A -1-FH 7 0| E

: i:::: (17——nfr‘_\}q ) =N
o

N,
—  N-N

I NMR (400 MHz, E22¥E-d) & 7.51 (d, J=9.6 Hz, 1H), 7.25 - 7.19 (m, 2H), 7.07 - 7.01 (m, 2H),

6.88 (d, J = 9.6 Hz, 1H), 3.86 (m, 8H), 2.91 (m, 1H), 1.24 (d, J = 6.9 Hz, 6H). C NMR (101 Miz,
CDCly) & 158.65. 154.01, 149.09, 146.35, 130.96. 130.07. 127.47, 121.39, 116.72, 110.12, 44.01,

33.76, 24.20. LC-MS (m/z): 351.8 (&FA]).

ij. 4-ol2=2 Y 4-(6-FZ 29 }H-3-4)H A -1-FIE5 A o E
BN
N N— —CI
e B oWy

I NMR (500 MHz, E223X5-d) & 7.28 (m, 1H), 7.22 (m, 2H), 7.08 - 7.00 (m, 2H), 6.94 (d, J = 9.5 Hz,

1H), 3.91 - 3.60 (m, 8H), 2.91 (hept, J = 7.0 Hz, 1H), 1.24 (d, J = 6.9 Hz, 6H). C NMR (126 MHz.
CDCly) & 159.03, 154.07. 149.18, 147.67. 146.21. 129.16, 127.43, 121.44, 115.55, 45.27, 44.96, 44.03,

43.38, 33.76, 24.21. LC-MS (m/z): 362.9 (#HZA]).

kk. 4-o|2Z 2 -3-vdH Y 4-(6-A b= T-3-U) I F-1-7H5 A F 0| E

) @ {5

NS/
S N—N
I NMR (400 MHz, E22¥E-d) & 7.50 (d, J = 9.6 Hz, 1H), 7.22 (d, J = 8.4 Hz, 1H), 6.95 - 6.84 (m,

3H), 3.86 (m, 8H), 3.11 (hept, J = 6.8 Hz, 1H), 2.33 (s, 3H), 1.21 (d, J = 6.9 Hz, 6H). C MR (101
Mz, CDCl,) & 158.65, 154.12, 148.63, 144.41, 136.64, 130.96, 130.05, 125.86, 123.05, 119.11, 116.73,

110.12, 44.23, 29.07, 23.41, 19.50. LC-MS (m/z): 365.8 (&=x]).

11. 6-(4-(2-(4-012=Z 28 d)-2-&4 ) HHH-1-d)UIE = EZH
0
> < > 2 J —
N\__jN :4 / -CN

' NMR (500 MHz, E2=3XF-d) & 8.40 (d, J=2.3 Hz, 1H), 7.98 - 7.89 (m, 2H), 7.61 (dt, J=9.1, 1.8
Hz, 1H), 7.32 (d, J = 7.9 Hz, 2H), 6.60 (d, J = 9.0 Hz, 1H), 3.88 (s, 2H), 3.77 (t, J = 5.0 Hz, 4H),

2.97 (hept, J = 7.0 Hz, 1H), 2.72 (t, J = 5.0 Hz, 4H), 1.27 (d, J = 6.8 Hz, 6H). e MR (126 MHz,
CDCly) & 195.54, 159.43, 155.29, 152.83, 139.98, 133.82, 128.46, 126.91, 118.83, 105.85, 96.53,

63.98, 53.11, 44.46, 34.46, 23.79. LC-MS (m/z): 349.9 (#=Xx]).
mm. 6-(4-(2-(4-0)AZ 2 )-2-S2d )y H A -1-d) F g )R -3-7t R JEH

o)
> < > f P =
N N4<_>—CN

N—N
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[1297]

[1298]

[1299]

[1300]

[1301]

[1302]

[1303]

[1304]

[1305]

[1306]

[1307]

[1308]

[1309]
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' NMR (400 MHz, E2=23XF-d) 6§ 7.93 (d, J=8.3 Hz, 2H), 7.44 (d, J= 9.6 Hz, 1H), 7.33 (d, J = 8.3
Hz, 2H), 6.83 (d, J = 9.5 Hz, 1H), 3.89 (m, 6H), 2.98 (h, J =6.9 Hz, 1H), 2.77 (m, 4H), 1.27 (d, J =

6.9 Hz, 6H). 13C NMR (101 MHz, CDClz) & 195.49, 158.63, 155.37, 133.78, 130.73, 129.42, 128.46,
126.95, 116.97, 109.83, 63.94, 52.94, 44.55, 34.47, 23.79. LC-MS (m/z): 349.7 (LZA]).

' W
d s I
1 —
H MR (400 Mz, S22¥2-d) & 8.21 (ddd, J = 4.9, 2.0, 0.9 Hz, 1H), 7.52 (ddd, J = 8.5, 7.2, 2.0
Hz, 1), 7.31 - 7.27 (m, 20), 7.19 - 7.13 (m, 2H), 6.71 - 6.62 (m, 2H), 6.30 (s, 1H), 3.65 (s, 8H),

2.87 (hept, J = 6.7 Hz, 1), 1.23 (d, J = 6.9 Hz, 6H). C NMR (101 MHz, CDCls) & 159.14, 155.37,

148.14, 144.19, 137.82, 136.51, 127.00, 120.45, 113.91, 107.25, 44.88, 43.75, 33.66, 24.22. LC-MS
(m/z): 325.0 (&=x]).

00.  N-(4-ol2Z2 W) ~4-(5- 92 D-2-2) A - 1-FHE A =
: : ¥ N/_\N—(_}-C H
_ céb_- —/ }q / ’

' NMR (400 MHz, S22XF-d) § 8.03 (d, J = 2.3 Hz, 1H), 7.36 (d, J = 8.9 Hz, 1H), 7.30 - 7.26 (m,
2H), 7.21 - 7.13 (m, 2H), 6.61 (d, J = 8.6 Hz, 1H), 6.32 (s, 1H), 3.64 (m, 4H), 3.59 (m, 4H), 2.87 (h,

J=17.0Hz, 1H), 2.21 (s, 3H), 1.27 - 1.18 (m, 6H). 13C NMR (101 MHz, CDCl;) & 155.38, 144.17, 136.52,

127.40, 126.99, 123.08, 120.45, 77.48, 77.36, 77.16, 76.84, 45.50, 43.80, 33.66, 24.22, 17.48. LC-MS
(m/z): 339.1 (H=3x)).

pp.  4-(5-ob =¥ e W-2-9)-N-(4-o| 2 X 2 Y3 d) 9 A e - 1- AR A =

OO
Ve

®

I NMR (500 MHz, DMSO-d;) & 8.49 (s, 1H), 7.62 (d, J = 2.8 Hz, 1H), 7.40 - 7.30 (m, 2H), 7.15 - 7.05
(m, 2H), 6.94 (dd, J = 8.8, 2.9 Hz, 1H), 6.68 (d, J = 8.8 Hz, 1H), 4.61 (s, 2H), 3.58 - 3.47 (m, 4H),

3.31 - 3.19 (m, 4H), 2.80 (hept, J = 6.9 Hz, 1H), 1.16 (d, J = 6.9 Hz, 6H). C NMR (126 MHz, DMSO) &

155.35, 152.18, 141.91, 138.18, 137.60, 133.41, 126.09, 124.63, 120.00, 108.90, 46.55, 43.62, 32.84,
24.13. LC-MS (m/z): 340.3 (#ZX]).

@ 4-(3-Aohed-2-9)-N-(4-0] 2 Z 2P d) ¥ - 1-7HE A =
O
— NH , s
a8

' NMR (400 MHz, S =23X5-d) § 8.37 (dd, J = 4.8, 2.0 Hz, 1H), 7.81 (dd, J = 7.6, 2.0 Hz, 1H), 7.28
(m, 2H), 7.20 - 7.13 (m, 2H), 6.82 (dd, J = 7.7, 4.8 Hz, 1H), 6.29 (s, 1H), 3.85 - 3.75 (m, 4H), 3.72

- 3.62 (m, 4H), 2.88 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H). 13C NMR (101 MHz, CDCl;) & 160.70, 155.32,
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[1310]

[1311]

[1312]

[1313]

[1314]

[1315]

[1316]

[1317]

[1318]

[1319]

[1320]

[1321]

SE= 53 10-2459256
152.03, 144.32, 143.98, 136.40, 127.03, 120.50, 114.83, 95.46, 47.83, 43.79, 33.67, 24.21. LC-MS
(m/z): 350.1 (#=x]).
rr. 4-(4-Aol=d g d-2-4 )-N-(4-0| A= =2 I d ) 9 # 7] -1-F1FAH =

CN
by £
NN\
o0 M~ N /

' NIR (400 MHz, S 2E2¥F-d) § 8.34 - 8.24 (m, 1H), 7.30 - 7.26 (m, 2H), 7.22 - 7.12 (m, 2H), 6.81
(m, 2H), 6.28 (s, 1H), 3.77 - 3.69 (m, 4H), 3.69 - 3.61 (m, 4H), 2.87 (m, 1H), 1.23 (d, J = 6.9 Hz,

6H). C MMR (101 MHz, CDCly) & 158.59. 155.26, 149.53, 144.41, 136.32, 127.05, 121.83, 120.52,
117.45, 114.00, 108.85, 44.31, 43.45, 33.67, 24.21. LC-MS (m/z): 350.1 (&=X]).

ss. N-(4-0] A28 Hd)-4-(5-HE R 2 P-2-¢ )9 | A -1-7}E Al =
: C:: e Nf_ﬂh—%(ij>*NO
s [ = }J / )

' NMR (400 MHz, E2=3X5F-d) & 9.06 (d, J = 2.8 Hz, 1H), 8.26 (dd, J = 9.5, 2.7 Hz, 1H), 7.31 - 7.26
(m, 2H), 7.21 - 7.12 (m, 2H), 6.57 (d, J = 9.5 Hz, 1H), 6.30 (s, 1H), 3.90 (m, 4H), 3.75 - 3.66 (m,

4H), 2.86 (h, J = 7.0 Hz, 1H), 1.23 (d, J = 6.9 Hz, 6H). 13C NMR (101 MHz, CDCl;) & 160.32, 155.19,

146.45, 144.55, 136.19, 135.71, 133.39, 127.08, 120.58, 104.71, 44.28, 43.23, 33.67, 24.20. LC-MS
(m/z): 370.1 (H==x]).

tt. N-(4-0] 22 Hd)-4-G-(E8EF 29 Y) v g d-2-24) 9 H A -1-7 BA1 =
-
| Cﬁ}-N N-—<;:;>——GF3

'HONMR (500 MHz, 2R2E¥E-d) § 8.45 - 8.39 (m, 1), 7.67 (dd, J = 9.0, 2.5 Hz, 1), 7.31 - 7.26 (m,
2H), 7.21 - 7.13 (m, 2H), 6.64 (d, J = 9.0 Hz, 1H), 6.30 (s, 1), 3.82 - 3.73 (m, 4ID), 3.71 - 3.60 (m,
), 2.87 (hept, J = 7.0 Hz, 1), 1.23 (d, J = 6.9 Hz, 61). C NVR (126 MHz, CDCl;) & 160.10, 155.29,
145.89, 144.38, 136.34, 134.89, 127.04, 120.53, 105.72, 44.23, 43.43, 33.66, 24.20. LC-NS (m/z): 394.2
(5.

uu. 4~-(5-E 2R3 ad-2-9)-N-(4-0| A Z2 I ¥ d ) ¥ # &7 -1-F BAl =
O i
O)—u \_/
HOMMR (400 MHz, 222X 2-d) 6 8.21 (d, J= 2.5 Hz, 1), 7.57 (dd, J = 9.0, 2.5 Hz, 1H), 7.28 (d, J
= 1.9 Hz, 2H), 7.16 (d, J = 8.4 Hz, 2H), 6.55 (d, J = 9.0 Hz, 1H), 6.27 (s, 1H), 3.63 (m, 8H), 2.87

(m, 1), 1.23 (d, J = 6.9, 6H). C NMR (101 MHz, CDCl,) & 157.60, 155.31, 148.70, 144.28, 140.08,
136.42, 127.02, 120.47, 108.51, 108.31, 44.82, 43.57, 33.66, 24.21. LC-MS (m/z): 405.1 (&=x]).

- 180 -



[1322]

[1323]

[1324]

[1325]

[1326]

[1327]

[1328]

[1329]

[1330]

[1331]

[1332]

[1333]

[1334]

[1335]

SE=S061 10-2459256

W, A-(-22RHR-2-9)N-(t-o| 22 2 Dol 1) T BHR-1- B AR =
> < : TN
O}-I\\_} / Cl

I NIR (500 MHz, E22X5F-d) 6 8.13 (d, J = 2.6 Hz, 1H), 7.46 (dd, J = 9.0, 2.7 Hz, 1H), 7.28 (m,
20), 7.21 - 7.12 (m, 2H), 6.59 (d, J = 9.0 Hz, 1), 6.31 (s, 1H), 3.63 (m, 8H), 2.87 (h, J = 6.9 Hz,

M), 1.22 (d, J = 6.9 Hz, 6H). C MMR (126 Mz, CDCly) & 157.36, 155.33, 146.40, 144.28, 137.53,

136.42, 127.01, 120.84, 120.49, 107.93, 44.96, 43.59, 33.66, 24.21. LC-MS (m/z): 359.1 (&ZFA]).

WW. 4-(4-otAE o d)-N-(4-o| A Z 2 F 3 d ) ¥ o &7 -1-F F A =

O
N N

o Nf

' NIR (400 MHz, S 2E¥5F-d) § 7.95 - 7.86 (m, 2H), 7.31 - 7.26 (m, 2H), 7.20 - 7.13 (m, 2H), 6.86
(m, 2H), 6.36 (s, 1H), 3.74 - 3.64 (m, 4H), 3.49 - 3.41 (m, 4H), 2.87 (m, 1H), 2.54 (s, 3H), 1.22 (d,

J =6.9 Hz, 6H). 13C NMR (101 MHz, CDCly) & 196.69, 155.29, 153.71, 144.40, 136.35, 130.60, 128.24,
127.31, 127.04, 120.56, 113.61, 47.12, 43.63, 33.66, 26.32, 24.20, 24.18. LC-MS (m/z): 366.3 (&ZX]).

xx,  4-(4-EFQ23Y)N-(4-02 X203 9) A F-1-7} A} H =
>—< >—NH T\
o/>_N\—"N-< >7F

' NIR (400 MHz, S22XF-d) & 7.28 (m, 2H), 7.20 - 7.13 (m, 2H), 7.02 - 6.95 (m, 2H), 6.93 - 6.86
(m, 2H), 6.33 (s, 1H), 3.68 - 3.60 (m, 4H), 3.18 - 3.09 (m, 4H), 2.87 (hept, J = 6.8 Hz, 1H), 1.22 (d,

J =7.0 Hz, 6H). 13C NMR (101 MHz, CDCl;) & 158.94, 156.56, 155.30, 147.80, 147.78, 144.23, 136.49,

127.01, 120.44, 118.70, 118.62, 115.97, 115.75, 50.46, 44.33, 33.66, 24.21. LC-MS (m/z): 342.3
(AFA]).

vy. 4-(3,4-U 2229 d)-N-(4-0) 22 2 ¥ Q) ¥ F A -1-FH A =

HONMR (400 MHz, ZEEFE2-d) § 7.37 - 7.26 (m, 2H). 7.17 (m, 2H), 7.08 (m, 1H), 6.85 (m, 1H), 6.70
(m 2H), 3.58 (m, 4H), 3.18 - 3.03 (m, 4H), 2.86 (m, 1H), 1.26 - 1.17 (m, 6H). C NMR (101 MHz, CDCls)

6 155.58, 152.18, 144.28, 136.56, 135.55, 126.81, 126.78, 121.08, 119.27, 113.93, 47.94, 43.58,
33.53, 24.12. LC-MS (m/z): 392.2 (&ZA]).

zz. 4-(4-A o= g1 H-2-¢ )-N-(4-0| A Z 2 I ¥ d ) ¥ 7 2} 7 -1-F} B A} = (49B)

» O
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[1336]

[1337]

[1338]

[1339]

[1340]

[1341]

[1342]

[1343]

[1344]

[1345]

[1346]

[1347]

[1348]

SS=50l 10-2459256

' NMR (400 MHz, 22=3XF-d) 6§ 8.48 (d, J=4.7Hz, 1), 7.27 (d, J=6.4 Hz, 2H), 7.17 (d, J = 8.4
Hz, 2H), 6.81 (d, J = 4.7 Hz, 1H), 6.30 (s, 1H), 3.98 - 3.90 (m, 4H), 3.67 - 3.56 (m, 4H), 2.87 (m,

1), 1.23 (d, J = 6.9 Hz, 6H). “CONR (101 MHz, CDClz) & 161.28, 159.93, 155.31, 144.39, 141.87,
136.35, 127.05, 120.52, 116.15, 112.71, 43.79, 43.49, 33.67, 24.21. LC-MS (m/z): 351.1 (#ZXA]).

aaa. 4-(4-A o= d ) N-(4-0| A2 Z 2 HH 9 ) v #| A -1-F} A0 =
>—< >—NH I\
cfr_h\__J;q_*<:::>}_13N

I NMR (400 MHz, =222 5F-d) § 7.56 - 7.50 (m, 2H), 7.28 (s, 2H), 7.17 (d, J = 8.5 Hz, 2H), 6.89 -
6.82 (m, 2H), 6.30 (s, 1H), 3.74 - 3.64 (m, 4H), 3.48 - 3.39 (m, 4H), 2.87 (hept, J = 7.0 Hz, 1H),

1.23 (d, J=6.9 Hz, 6H); C NMR (101 MHz, CDCls) & 155.20, 152.96, 144.46, 136.29, 133.77, 127.06,
120.53, 119.97, 114.34, 101.07, 46.90, 43.53, 33.67. 24.20; LC-MS (m/z): 348.2 (=),

bbb.  4-(5-BEZEI U D-2-A)-N-(4-o]&Z =23 d) I # }I-1-71 5 A =

' NMR (400 MHz, E2=3XF-d) 6§ 8.32 (d, J=0.7 Hz, 2H), 7.28 (d, J=1.9 Hz, 2H), 7.16 (d, J = 8.5
Hz, 2H), 6.29 (s, 1H), 3.97 - 3.79 (m, 4H), 3.63 - 3.54 (m, 4H), 2.88 (m, 1H), 1.22 (d, J = 6.9 Hz,

6H). 'C NMR (101 MHz, CDCls) & 159.88, 158.14, 155.35, 144.29, 136.43, 127.02, 120.49, 106.57, 43.80,
43.71, 33.66, 24.21. LC-MS (m/z): 404.3 (#=X]).

cce.  A-(2-Aol=d g Hd-5-U)-N-(4-o| 2 Z 2D ¥ ) I o A -1-FE A =
O
p hk___)w——<;:r§>—<:m

' NMR (400 MHz, SR2EXF-d) 6§ 8.34 (s, 21), 7.25 (m, 2H), 7.21 - 7.13 (m, 2H), 6.30 (s, 1H), 3.80 -
3.68 (m, 4H), 3.58 - 3.48 (m, 4H), 2.88 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H). “C NIR (101 MHz, CDCl3) &

155.09, 144.77, 144.00, 142.06, 136.01, 133.95, 127.13, 120.66, 116.50, 111.36, 45.58, 43.17, 33.68,
24.19. LC-MS (m/z): 351.2 (#=X]).

ddd.  4-(5-Alohev] 2R -2-9)N-(4-0] £ Z 2 W3 D) 7 A 21-1-FH B =

O e

I NR (400 MHz, S ==XE5-d) & 8.37 (d, J=1.5Hz, 1H), 8.14 (d, J = 1.5 Hz, 1H), 7.27 (m, 2H),

13
7.17 (m, 2H), 6.28 (s, 1H), 3.87 (m, 4H), 3.70 (m, 4H), 2.88 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H). C NMR
(126 MHz, CDCly) & 155.25, 153.98, 147.35, 144.77, 136.21, 131.11, 127.21, 120.72, 117.37, 117.30,

43.76, 43.31, 33.78, 24.30. LC-MS (m/z): 351.3 (&ZA]).
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[1349]

[1350]

[1351]

[1352]

[1353]

[1354]

[1355]

[1356]

[1357]

[1358]

[1359]

[1360]

[1361]

[1362]

[1363]
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cee.  A-(6-A|okwT S Th-3-21)-N-(4-0] 2 Z 2 YY) T 2R -1 B A =
O
N N pon
o “~/ N-N

' NMR (400 MHz, E2=3XF-d) & 7.50 (d, J=9.6 Hz, 1H), 7.27 (m, 2H), 7.22 - 7.12 (m, 2H), 6.85 (d,
J=9.6 Hz, 1H), 6.35 (s, 1H), 3.98 - 3.87 (m, 4H), 3.81 - 3.65 (m, 4H), 2.87 (hept, J = 6.9 Hz, 1H),

1.23 (d, J=6.9 Hz, 6H). "C NMR (101 MHz, CDCls) & 158.56, 155.18, 144.63, 130.97. 127.09, 120.63,
109.99, 43.96, 43.13, 33.67, 29.01, 24.20. LC-MS (m/z): 351.1 (&=X]).

fff. 4-(6-22EIY-3-9)-N-(4-o|2Z 2D d ) FH - 1-7HE A =

' NIR (500 MHz, E2=3XF-d) & 7.27 (m, 2H), 7.20 - 7.11 (m, 2H), 6.91 (m, 2H), 6.31 (s, 1H), 3.76

(dd, J=6.7, 3.8 Hz, 4H), 3.68 (dd, J = 6.7, 3.8 Hz, 4H), 2.87 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H). e
NMR (126 MHz, CDCls) & 158.89, 155.26, 147.55, 144.42, 136.29, 129.18, 127.05, 120.53, 115.35, 44.73,

43.38, 33.67, 31.10, 24.21. LC-MS (m/z): 360.0 (&=X]).
ggg. 4-(3-F2=2Fd)-N-(4-o) 2z 29H )& -1-FEAm =
cl
O
TN NN

I NMR (400 MHz, E22XF-d) § 7.27 (m, 2H), 7.23 - 7.12 (m, 3H), 6.92 - 6.83 (m, 2H), 6.79 (m, 1H),

6.35 (s, 1H), 3.73 - 3.56 (m, 4H), 3.31 - 3.16 (m, 4H), 2.87 (m, 1H), 1.22 (d. J = 6.9 Hz, 6H). C NIR
(101 MHz, CDCls) & 155.31, 152.04. 144.30, 136.43, 135.21, 130.32, 127.28. 127.01, 120.52, 120.13.

116.32, 114.39, 48.78, 44.01, 33.65, 24.20. LC-MS (m/z): 358.2 (&=x)).
hhh. 4-(5-B2 R -4-H EA T d-2-U )-N-(4-°o] A28 d ) g A -1-FHFA 0 =

\

O
O i
| 0/>_N\_/N_<}4 )b

I NMR (400 MHz, E223¥5-d) & 8.14 (d, J = 0.8 Hz, 1H), 7.28 (m, 2H), 7.21 - 7.10 (m, 2H), 6.29 (s,

1H). 3.98 (s, 3H), 3.86 (m, 4H), 3.70 - 3.48 (m, 4H), 2.87 (m, 1H), 1.22 (d, J = 6.8 Hz, 6H). C NIR
(101 MHz, CDCls) & 165.35, 160.27, 158.81, 155.37, 144.31, 136.43, 127.02, 120.49, 92.63. 54.30,

43.83, 43.81, 33.66, 24.21. LC-MS (m/z): 436.1 (&ZA]).

iii.  N-(4-o]aZ2I8¥d)-4-(F 3 -3-U) F ¥ Z-1-7H5A e =

1 —
H NMR (400 MHz, S 2=32F-d) 6§ 8.63 (dd, J = 4.5, 1.2 Hz, 1H), 7.28 (d, J = 8.6 Hz, 2H), 7.24 (d, J
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[1364]

[1365]

[1366]

[1367]

[1368]

[1369]

[1370]

[1371]

[1372]

[1373]

[1374]

[1375]

SS=S0l 10-2459256

= 4.5 Hz, 1H), 7.20 - 7.13 (m, 2H), 6.91 (dd, J = 9.3, 1.2 Hz, 1H), 6.39 (s, 1H), 3.84 - 3.74 (m, 4H),
3.74 - 3.62 (m, 4H), 2.88 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H). 13C NMR (101 MHz, CDCl;) & 159.86,

155.34, 144.31, 143.96, 136.42, 127.59, 127.02, 120.53, 112.49, 44.52, 43.50, 33.67, 24.21. LC-MS
(m/z): 327.0 (#=X]).

iii. 4 (6-(-o) P gE-1-d) H E A -3-4 )-N-(4-o| A Z 2 Hd ) ] 7| A -1-F} EA =
O oyt

' NMR (400 MHz, DMSO-d;) & 8.51 (d, J = 32.8 Hz, 2H), 8.02 - 7.86 (m, 2H), 7.62 (d, J = 9.8 Hz, 1H),
7.42 - 7.30 (m, 2H), 7.21 - 7.02 (m, 3H), 3.68 (m, 4H), 3.63 - 3.52 (m, 4H), 2.82 (hept, J = 6.9 Hz,

1), 1.17 (d, J = 6.9 Hz, 6H). “CONIR (101 MHz, DMSO) & 159.34, 155.13, 145.84, 141.85, 138.07,
134.66, 129.92, 126.02, 120.13, 119.87, 116.75, 116.44, 44.67, 43.21, 32.76, 24.04. LC-MS (m/z): 391.9

(HA=A).

Kkk.  6-(4-(3-0| 2ol %A 57 )T deH -1-) I e = EY

N\
m{;
sy
N N =
4 —(I\\I-/ CN

' NMR (400 MHz, S =23X5-d) § 8.44 (dd, J = 2.3, 0.8 Hz, 1H), 7.68 (dd, J = 9.0, 2.3 Hz, 1H), 6.70
(s, 1H), 6.63 (dd, J = 9.0, 0.8 Hz, 1H), 3.94 (m, 2H), 3.88 (m, 2H), 3.81 (m, 4H), 2.60 (d, J = 7.1

Hz, 2H), 2.00 (m, 1H), 0.98 (d, J = 6.7 Hz, 6H). 13C NMR (101 MHz, CDCl;) & 163.70, 163.58, 159.18,

157.35, 152.78, 140.35, 118.38, 109.52, 105.97, 97.71, 45.98, 44.75, 44.13, 42.53, 34.88, 28.08,
22.47. LC-MS (m/z): 340.1 (#=X]).

111, 1-(4-(4-F=2 =29 g d-2-9) g H & -1-9 )-2-(4-0o| AZ 2 ¥ d ) o &h-1-2

Cl

. N=
N\__ka_<k /

' NR (500 MHz, S=223F-d) § 8.15 (d, J = 5.4 Hz, 1H), 7.18 (s, 4H), 6.53 (d, J = 5.2 Hz, 1H),
3.80 (dd, J = 6.6, 4.1 Hz, 2H), 3.75 (s, 2H), 3.71 (dd, J = 6.7, 4.0 Hz, 2H), 3.63 (dd, J = 6.5, 3.9

Hz, 2H), 3.50 (t, J=5.2 Hz, 2H), 2.88 (m, 1H), 1.23 (d, J = 7.0 Hz, 6H). e NIR (126 MHz, CDCl3) &

170.11, 161.44, 161.41, 158.98, 147.70, 132.16, 128.58, 127.06, 109.86, 45.95, 43.82, 43.72, 41.67,
40.96, 33.86, 24.12. LC-MS (m/z): 361.2 (#=xX]).

mmm.  6-(4-(2-(4-ol&Z 2 )obA]) A H gt -1-4) J T -3-7lR HE™

1 -
H NMR (400 MHz, EE22XF-d) § 7.45 (d, J = 9.6 Hz, 1H), 7.19 (m, 4H), 6.81 (d, J = 9.6 Hz, 1H),
3.82 (m, 2H), 3.76 (s, 2H), 3.75 - 3.66 (m, 4H), 3.63 (m, 2H), 2.88 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H).

PC MR (126 MHz, CDCly) & 170.27, 158.54, 147.93, 131.79, 130.91, 130.02, 128.59, 127.16, 116.68,

- 184 -



[1376]

[1377]

[1378]

[1379]

[1380]

[1381]

[1382]

[1383]

[1384]

[1385]

[1386]

[1387]

[1388]

[1389]

SSEE356l 10-2459256
110.05, 45.42, 44.54, 44.01, 41.12, 40.85, 33.87, 24.11. LC-MS (m/z): 350.2 (&=x]).

nnn. 1-(4-(6-F2=2Y g dA-3-4) 9 #H A -1-9)-2-(4-°)|AZ=2F Hd ) J &-1-2

4 A T
N N—G& —CI
0 M~ NN

N

' NIR (400 MHz, S 2E2¥5-d) § 7.31 (m, 3H), 7.26 (m, 2H), 6.95 (d, J = 9.5 Hz, 1H), 3.87 (m, 2H),

3.83 (s. 2H), 3.68 (m, 2H), 3.63 (m, 4H). 2.96 (m, 1H), 1.31 (d, J = 6.9 Hz, 6H). C NMR (101 MHz,
(DCls) & 170.17, 158.92, 147.79, 147.63, 132.00, 129.12, 128.60, 127.09, 115.48, 45.52, 45.39, 44.78,
41.26, 40.80, 33.86, 24.12. LC-MS (m/z): 359.1 (&=X]).

gul

000.  2-(4-°]&Z 2R 3H)-1-(4-(6-E 22| = -3-) A A -1-d ) ol &-1-2

¥ s P
N N—\ /N 0]
1H NMR (400 MHz, S22¥E-d) § 7.18 (s, 4l), 6.95 (s, 2H), 3.87 - 3.81 (m, 4H), 3.76 (m, 4H), 3.60

(m, 2H), 3.47 (m, 4H), 3.41 (m, 4H), 2.88 (m, 1H), 1.23 (d, J = 7.0 Hz, 6H). C NMR (101 MHz, CDCl)

§ 170.04, 147.64, 132.19, 128.62, 127.02, 112.57, 106.96, 66.75, 46.89, 46.74, 41.42, 40.74, 33.86,
24.12. LC-MS (m/z): 410.0 (#ZX]).

ppp.  6-(4-(2-(4-Alo| 22 Z2F 3 d) oM ) o -1-d) A} -3-7t R Y EH
D>"-<<:::>->r_ %, =
N N CN

I NMR (400 MHz, ER2E2XF-d) & 7.46 (d, J=9.6 Hz, 1H), 7.14 (d, J = 8.1 Hz, 2H), 7.03 (d, J = 8.1
Hz, 2H), 6.80 (d, J = 9.6 Hz, 1H), 3.87 - 3.78 (m, 2H), 3.75 (s, 2H), 3.69 (m, 4H), 3.61 (m, 2H), 1.86

m, 1), 1.00 - 0.89 (m, 2H), 0.72 - 0.61 (m, 2H). C NMR (101 MHz, CDCly) & 170.20, 158.55, 143.12,

131.42, 130.90, 130.04, 128.53, 126.37, 116.68, 110.05, 45.40, 44.53, 44.02, 41.12, 40.90, 15.21,
9.42. LC-MS (m/z): 347.9 (©ZA]).

aqq.  6-(4-(2-(4-Ato| 22 Z2F3d) oA ) H A -1-d) A I -3-7t R Y EH

/ . T
N N—, »—CN
o Y~ N-N

I NMR (500 MHz, S ==2XE5-d) § 7.47 (d, J=9.5Hz, 1H), 7.38 - 7.32 (m, 2H), 7.19 (d, J = 7.8 Hz,
2H), 6.81 (d, J =9.5Hz, 1), 3.82 (t, J=5.3 Hz, 2H), 3.76 (s, 2H), 3.74 (t, J=5.1Hz, 2H), 3.70

(t, J =523 Hz, 20), 3.63 (t, J = 5.2 Hz, 2H), 1.30 (s, 9H). C MMR (126 MHz, CDCly) & 170.22,

158.54, 150.19, 131.45, 130.90, 130.00, 128.34, 126.00, 116.69, 110.05, 45.41, 44.54, 44.02, 41.11,
40.70, 34.62, 31.47. LC-MS (m/z): 363.7 (B=X]).

rrr. 2-(4-(tert-F8)Hd)-1-(4- (-2} -3-4) F wl g} -1-4 ) o &h-1-2

_/

W Wom
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[1390]

[1391]

[1392]

[1393]

[1394]

[1395]

[1396]

[1397]

[1398]

[1399]

[1400]

[1401]

[1402]

SS50l 10-2459256

' NMR (400 MHz, S 22¥5-d) & 7.38 - 7.31 (m, 2H), 7.23 (d, J = 9.5 Hz, 1H), 7.21 - 7.14 (m, 2H),

6.87 (d, J=9.5Hz, 1H), 3.79 (m, 2H), 3.75 (s, 2H), 3.65 - 3.49 (m, 6H), 1.30 (s, 9H). “C NIR (101
MHz, CDCl;) & 170.14, 158.91, 150.06, 147.63, 131.66, 129.13, 128.36, 125.94, 115.49, 45.53, 45.41,

44 .81, 41.25, 40.66, 34.62, 31.48. LC-MS (m/z): 375.0 (&=Xx]).
sss. 6-(4-(2-(4-0] A X 28 d)-2-F2 oA ) A A -1-d ) H g FA-3-8Aitril

0
%,
N N— /—CN
o “~— N-N
1H NMR (400 MHz, S 22Z¥E5-d) 6§ 8.00 - 7.81 (m, 2H), 7.51 (d, J = 9.6 Hz, 1H), 7.43 - 7.34 (m, 2H),
6.39 (d, J=9.6 Hz, 1H), 4.02 - 3.80 (m, 6H), 3.61 - 3.50 (m, 2H), 3.00 (hept, J = 7.0 Hz, 1H), 1.28

(d, J = 6.9 Hz, 6H). “CONR (101 MHz, CDCl;) & 190.70, 165.97, 158.58, 157.39, 131.06, 130.93,
130.39, 130.23, 127.51, 116.56, 110.32, 45.33, 44.75, 44.46, 40.94, 34.68, 23.69.

ttt.  4-(5-Alohew el d-2-9)-N-(4-0l £ XL 2 B3 W)-1,4-T) o} A #-1-7HE Ao =
O -

N N CN
I (O

' NMR (400 MHz, E=23X5-d) 6§ 8.40 (dd, J = 2.3, 0.8 Hz, 1H), 7.61 (dd, J = 9.1, 2.3 Hz, 1H), 7.24
- 7.19 (m, 2H), 7.18 - 7.11 (m, 2H), 6.55 (dd, J = 9.0, 0.9 Hz, 1H), 6.23 (s, 1H), 3.93 (s, 2H), 3.76
(t, J=6.1Hz, 2H), 3.70 (t, J=5.5Hz, 2H), 3.48 (m, 2H), 2.86 (m, 1H), 2.05 (p, J = 6.2 Hz, 2H),

1.22 (d, J=6.9 Hz, 6H). 13C NMR (101 MHz, CDCl;) & 158.40, 154.96, 153.17, 144.30, 140.09, 136.37,

126.99, 120.41, 118.76, 105.36, 96.51, 49.18, 47.30, 46.22, 33.66, 25.37, 24.21. LC-MS (m/z): 363.9

(#52).

uuu. 6-(4-F ey AR -1-d)UHE =UEY

P \ e
N N\/CN
o “~— N

' NMR (500 MHz, E2=3XF-d) 6§ 8.43 (d, J= 2.3 Hz, 1H), 7.66 (dd, J = 9.0, 2.3 Hz, 1H), 6.61 (d, J
= 9.0 Hz, 1H), 3.78 (m, 4H), 3.62 (m, 4H), 2.45 - 2.29 (m, 2H), 1.70 (h, J = 7.4 Hz, 2H), 0.99 (t, J =

7.4 Hz, 3H). "C NMR (126 MHz, CDCly) & 171.99, 159.28, 152.78, 140.23, 118.49, 105.94, 97.36. 45.09,
44 .66, 44.21, 40.92, 35.38, 18.78, 14.15. LC-MS (m/z): 258.9 (#=X]).

vy, 4-(6-AlokeT 2 Th-3-2)-N-(6-0] £ X 2 0 9] 2] B -3-9) ) 9 s 2} 2 -1-FFE Abw =

I NIR (400 MHz, ®gr&-d,) 6 8.49 (d, J = 2.6 Hz, 1), 7.84 (m, 1), 7.72 (d, J = 9.7 Hz, 1), 7.28

(m, 2H), 3.92 (m, 4H), 3.83 - 3.67 (m, 4H), 3.02 (m, 1H), 1.28 (d, J = 7.0 Hz, 6H). C NVR (126 Mz,
MeOD) & 162.65. 160.46, 157.54, 142.11, 136.03, 132.32, 131.02, 130.65, 121.78, 117.67, 112.80.
45.16, 44.37, 36.67, 22.97. LC-NS (n/z): 352.2 (B=3]).
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[1403]

[1404]

[1405]

[1406]

[1407]

[1408]

[1409]

[1410]

[1411]

[1412]

[1413]

[1414]

SS50l 10-2459256

WWW. N-(4-(sec-F8) D )-4-(6-A| o} =¥ 2| T} F -3- ) ¥ H| 2} -1-F} F AL =
(B . =
6>_rN N_4§;;E>_43N

1 —
H NMR (400 MHz, ¥=23X%-d) & 7.51 (d, J=9.6 Hz, 1H), 7.28 (m, 2H), 7.17 - 7.06 (m, 2H), 6.85 (d,
J=9.6 Hz, 1H), 6.30 (s, 1H), 3.99 - 3.88 (m, 4H), 3.74 (m, 4H), 2.55 (m, 1H), 1.64 - 1.45 (m, 2H),

1.21 (d, J=6.9 Hz, 3H), 0.81 (t, J=7.4 Hz, 3H). 13C NMR (101 MHz, CDCl;) & 158.56, 155.15, 143.39,

136.13, 130.97, 129.99, 127.72, 120.52, 116.75, 109.97, 43.97, 43.13, 41.23, 31.33, 22.05, 12.36. LC-
MS (m/z): 365.0 (T=X]).

xxx.  1-(6-Alop=9] Tt -3-9)-N-(4-0| & Z 2P d ) ¥ 7 2 D -4-FHE A =

I NIR (400 MHz, E22XF-d) & 7.43 (m, 3H), 7.19 (d, J = 8.4 Hz, 2H), 7.13 (s, 1H), 6.87 (d, J =
9.6 Hz, 1H), 4.58 (m, 2H), 3.24 (m, 2H), 2.88 (m, 1H), 2.68 - 2.52 (m, 1H), 2.15 - 2.03 (m, 2H), 1.97

(m, 20), 1.23 (d, J = 6.9 Hz, 6H). C NMR (101 MHz, CDCls) & 158.51, 145.61, 135.29, 130.77, 129.29,
127.14, 120.21, 116.99, 109.95, 44.28, 43.80, 33.76, 28.35, 24.16. LC-MS (m/z): 350.0 (#=X]).
vy, 1-(6-Alohes 2t -3-2)N-(5-0 A X 2B 2] D -2-2) 3| M2 B-4-FH B Al =
7 NNy _
>—_<i;;>_-)r—<::}N—ﬂ<__}F—CN
(@] N—N
HONMR (400 MHz, DMSO-ds) & 10.44 (s, 1H), 8.19 (d, J = 2.4 Hz, 1H), 7.99 (d, J = 8.5 Hz, 1H), 7.85

(d, J=9.7Hz, 1H), 7.65 (dd, J = 8.6, 2.5 Hz, 1H), 7.38 (d, J = 9.7 Hz, 1H), 4.56 (d, J = 13.5 Hz,
2H), 3.10 (m, 2H), 2.88 (m, 2H), 1.97 - 1.84 (m, 2H), 1.75 - 1.53 (m, 2H), 1.20 (d, J = 6.9 Hz, 6H).

PC MR (101 MHz, DMSO) & 173.44, 158.55, 150.25, 145.86, 138.88, 135.75. 130.99, 128.23. 117.47,
113.27, 111.07, 43.75, 41.95, 30.49, 27.68, 23.61. LC-MS (m/z): 352.0 (#=X]).
zz2. 6-(4-(2-(4-(tert-F&)Hd)-2,2-t T2 0 2ol )W A7 -1-4) F B} -3-FtH U EH
B f N oN=(
- % /—CN

N=N
0]

HONR (400 Mz, Z222X2-d) 6 7.48 (m, 5H), 6.83 (d, J = 9.6 Hz, 1H), 3.84 (m, 4H), 3.69 (m, 4H),
1.33 (s, 9H). "C MMR (101 MHz, CDCly) & 162.76, 158.53, 154.74, 130.98, 130.33, 126.06, 125.07,
118.35, 116.58, 110.12, 45.31, 44.26, 42.73, 35.09, 31.32, 31.09. LC-MS (m/z): 400.0 (#ZX]).
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[1415]

[1416]

[1417]

[1418]

[1419]

[1420]

[1421]

[1422]

[1423]

[1424]

[1425]

[1426]
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aaaa. 6-((1-(2-(4-°]2Z2Z¥d)oME) ¥ Ed-3-) ot =) 9 g -3-7tR YEH

' NMR (400 MHz, DMSO-ds) & 8.09 (s, 1H), 7.74 (d, J = 9.3 Hz, 1H), 7.16 (d, J = 0.9 Hz, 2H), 7.10 (d,

J=0.9Hz, 2H), 6.91 (dd, J = 9.4, 3.2 Hz, 1H), 4.56 (d, J = 37.3 Hz, 1H), 3.83 (m, 1H), 3.72 - 3.57
(m, 2H), 3.56 - 3.39 (m, 2H), 3.17 (d, J = 4.8 Hz, 1H), 2.92 - 2.76 (m, 1H), 2.17 (m, 1H), 2.06 - 1.80

(m, 1H), 1.18 (dd, J = 7.7, 6.9 Hz, 6H). (ZHold&dA & =E5F). e MR (126 MHz, CDCl;) & 170.79,

170.76, 158.09, 157.78, 147.97, 147.83, 131.65, 130.76, 130.52, 130.43, 130.27, 129.27, 129.09,
126.93, 126.87, 116.86, 116.76, 113.60, 54.91, 52.99, 51.85, 51.46, 50.56, 45.16, 44.27, 42.97, 41.83,
41.38, 33.84, 33.81, 32.08, 30.21, 28.99, 24.12, 24.11, 24.08, 18.74, 17.47, 12.25. (3|Ho|FAA =
E5). LC-NS (m/z): 349.8 (#=3A]).

bbbb.  6-((1-(2-(4-olaZ =¥ d) oA E ) o}A B d-3-4 ) obv] =) H B -3-Ft R U EE

%@}Ny“ﬂ{:}—w

' NR (400 MHz, S22XF-d) § 7.36 (d, J = 9.2 Hz, 1H), 7.12 (m, 4H), 6.67 (d, J = 9.1 Hz, 1H),
4.78 (d, J=5.9 Hz, 1H), 4.59 (t, J=28.2 Hz, 1H), 4.33 (t, J = 9.3 Hz, 1H), 3.93 (dt, J = 10.9, 5.1

Hz, 2H), 3.42 (s, 2H), 2.84 (hept, J = 6.7 Hz, 1H), 1.18 (d, J = 7.1 Hz, 6H). 13C NMR (101 MHz, CDCl3)

§ 172.05, 157.59, 148.10, 131.31, 131.15, 130.53, 129.20, 126.97, 116.61, 113.81, 59.13, 54.41,
41.39, 38.80, 33.83, 24.09. LC-MS (m/z): 335.8 (#=x]).

ccce.  (R)-6-((1-(2-(4-0ol=Z =g d)otAE) ¥ E2D-3-d)ohv] =) ¥ 3 -3-7t R Y EH

' NIR (400 MHz, S22XF-d) § 7.33 (d, J = 9.3 Hz, 1H), 7.29 (m, 1H), 7.16 (m, 4H), 7.09 (m, 4H),
6.64 (d, J=9.3 Hz, 1H), 6.55 (d, J = 9.3 Hz, 1H), 6.47 (d, J = 5.6 Hz, 1H), 6.06 (d, J = 6.8 Hz,
1), 4.79 (m, 1H), 4.59 (m, 1H), 3.69 - 3.50 (m, 12H), 2.92 - 2.74 (m, 2H), 2.46 - 2.13 (m, 4H), 1.19

(m, 12H). (Mol d&dA & E5F). “C MR (126 MHz, CDCl;) & 170.83, 170.74, 158.08, 157.80, 148.01,

147.82, 131.66, 131.58, 130.68, 130.42, 130.37, 130.18, 129.35, 129.11, 126.94, 126.87, 116.89,
116.75, 113.78, 53.12, 51.78, 51.57, 50.53, 45.28, 44.48, 41.94, 41.46, 33.84, 33.77, 32.15, 30.24,
29.00, 24.13, 24.08. (ZHo)d4dA & Z5F). LC-NS (m/z): 349.9 (HFA]).

dddd. 1'-(2-(4-o]xZ2d¥Hd)oAE)-1',2',3",6'-HEZFHS}I)|EE-[2,4'-H}o]| ¥ 2D ]-5-FtRYEL 9] A4

O N

' NMR (400 MHz, S R2EXF-d) § 8.85 - 8.76 (m, 1H), 7.90 (m, 1H), 7.44 (m, 1H), 7.23 - 7.13 (m, 4H),
6.79 (m, 1H), 4.37 (m, 1H), 4.23 (m, 1H), 3.92 - 3.77 (m, 2H), 3.77 - 3.62 (m, 2H), 2.97 - 2.79 (m,

M), 2.64 (n, 1), 2.50 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H). (3] Ao]AAA % =F). “C MR (101 Miz,
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[1427]

[1428]

[1429]

[1430]

[1431]

[1432]

[1433]

[1434]

[1435]

[1436]

[1437]

[1438]
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CDCl3) & 170.28, 159.82, 152.01, 147.65, 139.87, 139.60, 135.48, 134.32, 132.22, 132.00, 128.76,
128.73, 128.67, 127.23, 127.01, 118.65, 117.06, 107.83, 45.89, 43.05, 42.82, 41.13, 40.96, 38.77,
33.87, 26.06, 25.47, 24.13. (3]do]dHA & E5F). LC-NS (n/z): 345.8 (#FA)).

eece. 6-(4-(2-(5-0lAa=Z2IyTd-2-d)oIA &) -1-4)H A -3-Ft LY EZH

= %
N )N N

n 4 —CN
O \__/ N_N

' NMR (400 MHz, 22=3XF-d) 6§ 8.39 (d, J = 2.3 Hz, 1H), 7.52 (dd, J = 8.0, 2.4 Hz, 1H), 7.47 (d, J
= 9.6 Hz, 1H), 7.29 (d, J = 8.0 Hz, 1H), 6.83 (d, J = 9.6 Hz, 1H), 3.95 (s, 2H), 3.91 - 3.76 (m, 6H),

3.72 (dd, J =6.9, 3.8 Hz, 2H), 2.92 (hept, J = 6.8 Hz, 1H), 1.26 (d, J = 6.9 Hz, 6H). e MR (101
MHz, CDCl3) & 169.33, 158.59, 152.74, 148.24, 142.37, 134.96, 130.88, 129.96, 123.45, 116.72, 110.05,

45.61, 44.43, 44.39, 43.46, 41.26, 31.59, 23.82. LC-MS (m/z): 352.0 (#=x]).

ffff.  (S)-N-(1-(6-Alol =T x1-3-4) W ZF d-3-Y )-2-(4-0] A X 2D d ) o} A Ecln| =

H
N|/,\ -
Wy T
@) | N
~  N-N

I NR (400 MHz, S ==XE5-d) & 7.40 (d, J=9.4 Hz, 1H), 7.19 (m, 4H), 6.55 (d, J = 9.4 Hz, 1H),
5.78 (s, 1H), 4.63 (q, J = 6.0 Hz, 1H), 3.86 (m, 1H), 3.75 - 3.59 (m, 2H), 3.55 (s, 2H), 3.43 (m, 1H),

2.88 (m, 1H). 2.35 (m, 1H), 2.08 - 1.91 (m, 1H), 1.30 - 1.14 (d, J = 6.9 Hz, 6H). C NMR (101 MHz,
CDCly) & 171.82. 148.39, 131.76, 130.52, 129.36. 129.01, 127.32, 126.88, 117.02, 110.20. 52.41,

49.46, 45.39, 43.36, 40.34, 33.89, 24.07. LC-MS (m/z): 349.9 (&ZFA]).

gggg. (R)N-(1-(6-Alot=3 7 -3-4)F ETH-3-U)-2-(4-°) AZZ G d ) oM Eo}u| =

N —
N—(_>—CN
m C \N—l\f

' NMR (400 MHz, S22XF-d) § 7.40 (d, J = 9.5 Hz, 1H), 7.23 - 7.12 (m, 4H), 6.54 (d, J = 9.5 Hz,
1H), 5.80 (s, 1H), 4.63 (h, J = 5.9 Hz, 1H), 3.86 (m, 1H), 3.65 (m, 2H), 3.54 (s, 2H), 3.44 (m, 1H),

2.88 (m, 1H), 2.35 (m, 1H), 2.00 (m, 1H), 1.23 (d, J = 6.9 Hz, 6H). 13(3 NMR (101 MHz, CDCls) & 171.67,

156.70, 148.33, 131.85, 130.50, 129.35, 128.94, 127.28, 117.01, 110.22, 77.48, 77.16, 76.84, 52.44,
49.43, 45.41, 43.38, 38.77, 33.88, 31.26, 24.07. LC-MS (m/z): 349.8 (#=x]).

hhhh,  N-((3S,49)-1-(6-Al o} =T F T} -3-¢YU )4~} 0] EFA| B 2 I -3-U )-2-(4-0]| A Z 2 H 5] d )-o} H| E o} ]

=

HO _
Sasperes
N\“ N—N
_ &

' NMR H MMR (500 MHz, DMSO-ds) & 8.33 (s, 1H), 7.86 (d, J = 9.5 Hz, 1), 7.14 (s, 4H), 7.04 (d, J =
9.6 Hz, 1H), 5.52 (s, 1H), 4.22 - 4.08 (m, 2H), 3.73 (m, 4H+, E3 B3 by &), 2.84 (hept, J =

6.9 Hz, 1H), 1.17 (d, J = 7.0 Hz, 6H). C NMR (126 MHz, DMSO) & 170.27, 157.09, 146.41, 133.57,
130.70, 128.79. 127.97, 126.12, 117.68, 111.29, 72.41, 54.92, 50.16, 41.75, 33.07. 23.95. LC-MS (m/z):
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[1439]

[1440]
[1441]

[1442]

[1443]

[1444]

[1445]

[1446]

[1447]

[1448]

[1449]

[1450]

SS50l 10-2459256

365.8 (#FA]).

iiii.  N-((3S,4R)-1-(6-A =¥ A T3] -3~ )-4-3to| EEA | E 2 F-3-U )-2-(4-0]| 2 Z 2 F ¥ d )~} Eo}r|

=

LC-MS (m/z): 366.0 (F=x]).
jiii.  N--((6-Alol=F iR -3-Y)olu| =)o & )-2-(4-0] A X 2 H H d ) o} A Eo}m| =

o o

¥
N y
o H N-N

I NMR (400 MHz, E2E2XF-d) & 7.36 (d, J=9.3 Hz, 1H), 7.19 (d, J=8.1Hz, 2H), 7.11 (d, J = 8.1
Hz, 2H), 6.72 (m, 2H), 6.13 (s, 1H), 3.64 (m, 2H), 3.52 (m, 4H), 2.89 (h, J = 7.0 Hz, 1H), 1.24 (d, J

7.0 Hz, 6H). C NMR (126 MHz, CDCls) & 173.74. 148.45, 131.55. 130.04, 129.48, 127.35. 116.74,
43.32, 43.12, 39.37, 33.89, 24.08. LC-MS (m/z): 324.0 (#Z%]).

kkkk.  N-((3R,4R)-1-(6-A| b= 2 T3] -3~ )-4-3t| EEA M E 2 F-3-U)-2-(4-0| 2 Z 2P ¥ d )~} Eo}r|

=

HNVR (500 MHz, DMSO-d) & 8.33 (d, J = 6.7 Hz, 1), 7.85 (d, J = 9.5 Hz, 1H), 7.14 (s, 4H), 7.03 (d,
J =9.5Hz, 1H), 5.63 - 5.47 (m, 1H), 4.15 (m, 2H), 3.73 (m, 3H), 3.34 (m, 2H+, integral 43+ by

gul), 2.83 (hept, J = 6.9 Hz, 1), 1.17 (d, J = 6.9 Hz, 6H). C NMR (126 MHz, DMSO) & 170.35,
157.13, 146.46, 133.59, 130.74, 128.83, 128.01, 126.16, 117.71, 111.35, 54.97, 50.20, 41.79, 33.10,
23.98. LC-MS (m/z): 366.3 (#=3]).

1111, N-((3R,49)-1-(6-Al o} =3 B T}7-3-¢Y ) -4-3} o] EFA| A 2 U -3-¢ )-2-(4-0] 2 Z 2 H 5 d )-o} §| Eo}H]

=

HO

f@}h‘r"'%‘m}“

C

I NR (400 MHz, S ==XE5-d) & 7.42 (d, J=9.4 Hz, 1H), 7.21 (s, 4H), 6.57 (d, J = 9.4 Hz, 1H),
6.28 (s, 1H), 4.60 (m, 1H), 4.51 (m, 1H), 3.95 (m, 2H), 3.78 (m, 2H), 3.59 (s, 2H), 3.29 (m, 1H), 2.90

(hept, J = 6.9 Hz, 1), 1.24 (d, J = 6.9 Hz, 6H). C NMR (101 MHz, CDCl,) & 172.22, 148.36, 131.73,

130.65, 129.35, 129.07, 127.29, 116.87, 110.45, 69.92, 51.82, 48.92, 43.33, 33.91, 24.10. LC-MS (m/z):
366.2 (TFA]).
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[1451]

[1452]

[1453]

[1454]

[1455]

[1456]

[1457]

[1458]

[1459]

[1460]

[1461]

[1462]

[1463]

SE=S061 10-2459256
momm.  (S)-1-(1-(6-Aleb= T3 -3-A) 9 £ d-3-Y)-3-(4-o| A Z=h ¥ d) ¢ o}

! NN

b T 2
o H N—N

1 —
H NMR (400 MHz, S2=35F-d) & 7.41 (d, J = 9.4 Hz, 1), 7.17 (m, 4H), 6.81 (s, 1H), 6.59 (d, J =
9.5 Hz, 1H), 5.38 (s, 1H), 4.59 (s, 1H), 3.87 (m, 4H), 2.85 (h, J = 6.9 Hz, 1H), 2.36 (m, 1H), 2.09 (m

1), 1.21 (d, J = 6.9 Hz, 6H). 13(3 NMR (126 MHz, CDClz) & 156.87, 156.00, 145.08, 135.86, 130.54,
128.77, 127.37, 121.43, 117.06, 110.65, 53.96, 50.06, 45.51, 42.24, 33.66, 24.16. LC-MS (m/z): 351.0

(&A=A).

mnn.  (8)-2-(5-REEIFH-2-U)-N-(1-(6-A| o} = T}3 -3-U ) Y E I -3-Y ) o} A E o} =

H
Jag fots
ar =N 0 i -

' NR (400 MHz, S223F-d) § 8.55 (d, J = 2.4 Hz, 1H), 7.82 (d, J = 8.3 Hz, 1H), 7.59 (s, 1H),
7.43 (d, J=9.4 Hz, 1H), 7.21 (d, J = 8.3 Hz, 1H), 6.58 (d, J = 9.4 Hz, 1H), 4.62 (m, 1H), 3.84 (m,

1), 3.69 (m, 3H), 3.49 (m, 1H), 3.22 - 3.08 (m, 1H), 2.37 (m, 1H), 2.10 (m, 1H). e MR (101 MHz,
CDCl;) & 168.82, 156.71, 153.58, 149.98, 140.13, 130.39, 128.98, 125.58, 119.45, 116.95, 110.07,

54.62, 52.45, 49.27, 45.33, 44.30. LC-MS (m/z): 387.3 (#=X]).

0000.  (S)N-(1-(6-Ale}=3 2| -3-U)H ETD-3-9)-2-(3-SF LEA4-0o| 2T 2D ¥ d ) oA Eolr| =

i §
[ "'/\N——ﬁ—CN
= W/
) k/ N—=N

'H NIR (500 MHz, DMSO-ds) & 8.44 (d, J = 6.7 Hz, 1H), 7.84 (d, J = 9.5 Hz, 1H), 7.23 (t, J = 8.2 Hz,

1H), 7.07 - 6.90 (m, 2H), 4.39 (d, J = 6.5 Hz, 1H), 3.51 (m, 4H), 3.38 (s, 2H), 3.11 (hept, J = 6.9
Hz, 1H), 1.96 (dq, J = 11.9, 5.7 Hz, 1H), 1.19 (d, J = 6.9 Hz, 6H), (5% EHZ3s by &u)). LC-MS
(m/z): 368.16 (#=x]).

pppp.  ($)-N-(1-(6-Alohi=5] 2 Thal-3-2) 3] B2l U-3-2)-2-(2- B F Q. B -4- (L2 X -1--2-9) s ) -opA Eo}

n=

F
H
N’r. —
N—N

' NMR (400 MHz, "€+&-d) § 7.74 - 7.61 (m, 3H), 7.56 (m, 1H), 7.33 - 7.22 (m, 2H), 7.21 - 7.11 (m,

1), 6.96 (d, J = 9.5 Hz, 1), 5.40 (s, 1H), 5.12 (m, 1H), 4.56 (m, 1H), 3.56 (m, 5H), 2.42 - 2.27 (m,
1H), 2.19 - 2.05 (s, 3H). LC-MS (m/z): 366.4 (Z=X]).

qqaq.  (S)-N-(1-(6-Alot=d A -3-Y ) ETH-3-Y )-2-(3-EF L 24 (T2 Z-1-d-2-Y) < )-o}l x| Eo}

o=
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[1464]

[1465]

[1466]

[1467]

[1468]

[1469]

[1470]

[1471]

[1472]

[1473]

[1474]

[1475]

[1476]

[1477]

SES061 10-2459256

F H
N, _
o} [::)4‘*(__}*—CN
N-N

HONVR (400 MHz, S222F2-d) § 7.71 - 7.62 (m, 1), 7.40 (m, 1H), 7.02 - 6.90 (m, 2H), 6.54 (m, 1H),
5.96 (s, 1H), 5.33 - 5.11 (s, 2H), 4.66 (m, 1H), 3.87 (m, 1H), 3.67 (m, 2H), 3.54 (m, 3H), 2.37 (m,
2H), 2.21 - 1.98 (s, 3H). LC-MS (m/z): 366.4 (#=x]).

rrer. (9)N-(1-(6-Aohe T B -3-9) W B 2] 9-3-9)-2-(3-FF 2 2-4-0] 2 X 2 W d) oA Eoj =

F
N
’Kf"ﬂ\n-—<f===\>—-(:w
o N4
~ N-N

HNR (500 Mz, S22¥2-d) & 7.41 (d, J=9.4 Hz, 1H), 7.20 (t, J = 7.8 Hz, 1H), 6.97 (d, J = 7.8
Hz, 1H), 6.94 - 6.86 (m, 1H), 6.56 (d, J = 9.5 Hz, 1H), 5.86 (s, 1H), 4.65 (h, J = 6.1 Hz, 1H), 3.88
(m, 1H), 3.67 (m, 2H), 3.52 (s, 2H), 3.19 (hept, J = 7.0 Hz, 1H), 2.37 (dq, J = 13.2, 6.8 Hz, 1H),
2.04 (m, 1), 1.23 (d, J=6.9 Hz, 6H). LC-MS (m/z): 368.2 (#=x]).

ssss.  N-((3S,48)-1-(6-A o} =3 T T} -3-4 )-4-3} 0| EZ2A H EF] P-3-YU )-2-(3-EF Q. 2 4-0| A Z 2 F-5]
d)olH Eojr =

F
: ::: __>T'N'1 N— 4—CN
o H\) —N
_ HO

N

1 —

HNMR (400 Mz, E22¥2-d) § 7.34 (d, J = 9.5 Hz, 1H), 7.17 (m, 1H), 7.08 (s, 1H), 7.00 - 6.88 (m,
2H), 6.52 (d, J = 9.4 Hz, 1H), 4.54 - 4.36 (m, 2H), 4.09 (m, 1H), 3.80 (m, 2H), 3.53 (m, 3H), 3.16
(hept, J=7.0 Hz, 1H), 1.20 (d, J = 7.0 Hz, 6H). LC-MS (m/z): 384.4 (#=X]).

tttt.  (S)-N-(1-(6-Alohv] 2] h71-3-9) 3 2] ¥-3-91)-2-(5-0| 2 2 BT ] W-2-9 ) op A Ecfr] =

H
= > N“- / \

I NIR (400 MHz, "&-&-d) 6 8.35 (m, 1H), 7.73 (d, J = 8.3 Hz, 1), 7.68 (d, J = 9.5 Hz, 1H), 7.35
(d, J=8.0Hz, 1), 6.97 (d, J=9.5Hz, 1H), 4.56 (m, 1H), 3.96 - 3.60 (m, 5H), 2.98 (p, J = 7.0 Hz,

M), 2.36 (m, 1), 2.14 (m, 1H), 1.37 (m, 20), 1.28 (d, J = 7.0 Hz, 6H). C NMR (101 MHz, MeOD) &
158.54, 153.79. 147.88, 144.40. 137.17, 131.93, 129.73. 125.56, 117.89. 113.01, 55.86. 53.26. 32.68.
31.64, 23.94, 18.71, 17.27. LC-NS (m/z): 351.3 (¥=%]).

uiu.  (S)-N-(1-(6-Al o= 20 -3-U)H & D-3-9)-2-3-EF L24-(EHEF L2 E ) #l d)-otH Eo}

o=

1 —
H NMR (400 MHz, ¥ =223X%F-d) & 7.53 (m, 1H), 7.31 (d, J = 9.4 Hz, 1H), 7.21 - 7.09 (m, 2H), 6.48 (d,
J=9.5Hz, 1H), 4.71 (m, 1H), 3.92 - 3.73 (m, 2H), 3.60 (m, 4H), 2.42 - 2.27 (m, 1H), 2.20 (m, 1H).
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[1478]

[1479]

[1480]

[1481]

[1482]

[1483]

[1484]

[1485]

[1486]

[1487]

[1488]

[1489]
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13C NMR (101 MHz, CDCl;) & 169.55, 156.58, 130.38, 127.57, 126.54, 125.18, 125.14, 118.01, 117.81,
116.85, 110.13, 100.13, 52.50, 49.75, 49.65, 45.24, 43.01, 29.03. LC-MS (m/z): 394.4 (#ZX]).

vwwv.  (S)-n-(1-(6-Aohey] 2 bl -3-) 9] Z 2| © -3~ ) -4-o] AT 2 A ull Al A Fofr) =

1 -
H NMR (500 MHz, EE22XF-d) § 7.82 (d, J = 8.0 Hz, 2H), 7.42 (m, 3H), 6.57 (d, J = 9.4 Hz, 1H),
5.07 (d, J=6.5Hz, 1), 4.06 (m, 1H), 3.68 (m, 4H), 3.02 (h, J = 7.0 Hz, 1H), 2.28 (m, 1H), 2.13 (m,

M), 1.31 (d, J = 6.9 Hz, 6H); C MR (126 Mz, CDCly) & 156.71, 154.97, 137.23, 130.56, 129.18,
127.65, 127.33, 116.99, 110.26, 52.85, 52.73, 45.08, 34.35, 31.97, 23.80; LC-MS (m/z): 372.3 (#Z%]).

wnn. (S)-n-(1-(6-Aloh = B A -3-2) W B2 W -3-2)2-(3-B 0 24-(L2 X -1-d-2-) 7 d )} Eo}

o=

:
AN —
%H o

N—N

HONVR (400 MHz, S2R2ZXEE-d) § 7.71 - 7.62 (n, 1), 7.40 (m, 1H), 7.02 - 6.90 (m, 2H), 6.54 (m, 1H),
5.96 (s, 1H), 5.33 - 5.11 (s, 2H), 4.66 (m, 1H), 3.87 (m, 1H), 3.67 (m, 2H), 3.54 (m, 3H), 2.37 (m,
2H), 2.21 - 1.98 (s, 3H). LC-MS (m/z): 366.4 (#=Xx]).

xxxx.  (8)-1-(4-(tert-F2) 3 d)-n-(1-(6-A ot= T} -3-4) ¥ £ D-3-L) W FH En-opv| =

0.:3 //o —
5“*N'-( in——<§__T}F—c:N
H N—N

I NMR (500 MHz, E22X5F-d) &§ 7.43 (dd, J = 8.7, 5.7 Hz, 3H), 7.34 (d, J = 8.0 Hz, 2H), 6.56 (d, J
=9.4 Hz, 1H), 4.51 (d, J = 7.3 Hz, 1H), 4.29 (s, 2H), 3.92 (h, J = 6.2 Hz, 1H), 3.64 (d, J = 84.8 Hz,

A1), 2.26 (dq, J = 13.4, 6.8 Hz, 1H), 2.02 (m, 1), 1.31 (s, 9H): C NVR (126 MHz, CDCl;) & 156.56,

152.42, 130.46, 130.39, 129.17, 125.97, 125.75, 116.85, 110.10, 59.47, 53.31, 53.00, 44.90, 34.73,
31.27; LC-MS (m/z): 400.4 (#ZX]).

vy, (9)n-(1-(6-Aok = FT-3-2) 7 B2 ©-3-9)-1-(4-0| 2 X 283 Q) A} 0| 2L 2 W7 B =

N =
/-—- N NHCN

o H N—N

1 —

H NMR (500 MHz, S =E2¥5-d) 6§ 7.44 (dd, J=9.5, 1.7 Hz, 1), 7.35 - 7.26 (m, 3H), 7.26 - 7.16 (m,
2H), 6.56 (dd, J =9.4, 1.7 Hz, 1H), 5.47 (d, J = 6.7 Hz, 1), 4.59 (h, J = 6.5 Hz, 1H), 3.76 (m, 4H),
3.27 (m, 1H), 2.92 (hept, J = 7.0 Hz, 1H), 2.33 (m, 1H), 1.94 - 1.80 (m, 1H), 1.26 (dd, J = 6.7, 1.7

Hz, 6H), 1.15 - 1.01 (m, 2H); 13C NMR (126 MHz, CDCl3) & 174.78, 156.79, 149.19, 136.64, 130.97,

130.55, 129.17, 127.43, 117.17, 110.12, 52.42, 49.71, 45.50, 33.98, 30.18, 24.08, 16.17, 16.07. LC-MS
(m/z): 376.4 (BH=3X]).

- 193 -



[1490]

[1491]

[1492]

[1493]

[1494]

[1495]

[1496]

[1497]

[1498]

[1499]

[1500]

[1501]

[1502]
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zzzz.  4-(6-Alot=T B ThA-3-U)-n-(4-0] 2 X 2P # d )-n-v D ¥ F A -1-FHE A =

>>__<C:::>_;;}——N/__ﬁ}u—m<C=:>»—(:N

NS
— N-N

' NMR (400 MHz, S22XF-d) & 7.42 (d, J=9.6 Hz, 1H), 7.20 (d, J = 8.4 Hz, 2H), 7.14 - 6.96 (m,
2H), 6.74 (d, J=19.6 Hz, 1H), 3.62 (t, J=5.3 Hz, 4H), 3.35 (dd, J = 6.5, 4.0 Hz, 4H), 3.24 (s, 3H),

2.89 (h, J=6.9 Hz, 1H), 1.24 (d, J = 6.9 Hz, 6H); 13C NMR (126 MHz, CDCl;) & 161.30, 158.62, 146.40,

144.06, 130.83, 129.71, 127.81, 127.59, 124.62, 124.16, 116.88, 109.92, 45.35, 45.20, 44.08, 40.16,
33.77, 24.18; LC-MS (m/z): 365.4 (#=X]).

aaaaa. 6-(4-(2-(6-°|2Z 2y d-3-A)olA &)Y H A -1-d) I }A-3-FtH U EH

7 N\
__
_ d “~— nN-N

I NIR (500 MHz, "et&-d,) & 8.37 (s, 1H), 7.82 - 7.66 (m, 2H), 7.32 (m, 2H), 4.01 - 3.89 (m, 4H),

3.89 - 3.74 (m, 6H), 3.08 (h, J = 6.9 Hz, 1), 1.32 (d, J = 7.0 Hz, 6H); C NVR (126 MHz, MeOD) &
171.68, 166.82, 160.40, 149.99, 139.81, 132.33, 130.75. 130.39, 122.01, 117.64, 112.82, 46.14, 45.18,
A5.11, 42.44, 37.44, 36.98, 22.89; LC-MS (m/z): 351.4 (#Z%]).

bbbbb. N-((3r,4r)-1-(6-A o} = B 7 -3-Y )4~} EZEA B ET H-3-Y)-2-(3- TR0 2-4-o] AT ZHHY)
opHEo}H =

F

I NR (400 MHz, E2=XF-d) § 7.38 (d, J =9.4 Hz, 1), 7.20 (¢, J = 7.9 Hz, 1H), 7.00 (dd, J =
7.8, 1.8 Hz, 1H), 6.94 (dd, J = 11.0, 1.8 Hz, 2H), 6.55 (d, J = 9.4 Hz, 1H), 4.59 - 4.37 (m, 2H), 4.13
(s, 1H), 3.83 (m, 1H), 3.56 (m, 3H), 3.19 (m, 1H), 1.24 (d, J = 6.9 Hz, 6H); LC-MS (m/z): 384.4 (&=
A).

ccece.  (S)-N-(1-(6-Alop=dFt}A-3-Y)H E2H-3-9)-2-(6-0| 2 Z 2L d-3-Y ) o} A Eolm| =
N= “Ne,. N ui CN
| 3 G_@_

I NMR (500 MHz, DMSO-ds) & 8.50 (d, J = 6.8 Hz, 1H), 8.33 (d, J = 2.2 Hz, 1H), 7.84 (d, J = 9.5 Hz,

M), 7.57 (dd, J = 8.0, 2.3 Hz, 1H), 7.20 (d, J=7.9 Hz, 1H), 7.01 (d, J = 9.5 Hz, 1H), 4.39 (m, 1H),
3.53 (s, 4H), 3.75 (m, 4H), 3.41 (s, 2H), 2.98 (hept, J = 6.9 Hz, 1), 2.21 (m, 1H), 1.96 (m, 1H),
1.27 - 1.16 (m, 6H); MS (m/z): 384.41 ($=%]), 383.18 (AAFA); "C NMR (126 Mz, DMSO) & C NMR (126
Mz, DMSO) & 169.48, 163.60, 156.84, 147.55, 139.04, 130.66, 127.91, 120.93, 117.68, 111.24, 52.09,
48.66. 45.05, 38.51, 34.58. 30.44, 22.32; LC-MS (m/z): 351.4 (©=]).

ddddd. N-((3R,4R)-1-(6-A o} =5 #] T} A -3-Q )-4-3} o] 22X H ST H-3-YU )-2-(2-ZF 2 Z4-0| A Z 2T
d)ohiEo =
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[1503]

[1504]

[1505]

[1506]

[1507]

[1508]

[1509]

[1510]

[1511]

[1512]

[1513]

SE= 53 10-2459256
"
>. : (}'H”QN{N}—CN
HO'

' NMR (500 MHz, DMSO-ds) & 8.37 (s, 1H), 7.87 (d, J =9.4 Hz, 1H), 7.69 - 7.52 (m, 1H), 7.20 (t, J =
8.1 Hz, 1H), 7.08 - 6.98 (m, 2H), 5.53 (s, 1H), 4.22 - 4.13 (m, 2H), 3.75 (m, 4H), 3.42 (s, 2H), 2.88

(m, 1H), 1.19 (d, J = 6.9 Hz, 6H); 13C NMR (126 MHz, DMSO) & 169.26, 161.51, 159.57, 157.10, 149.63,

131.45, 130.70, 127.97, 122.04, 117.68, 112.67, 111.30, 54.98, 50.16, 45.75, 34.87, 32.98, 23.68; LC-
MS (m/z): 384.4 (#=X]).

eeece. 1-(4-(6-F2 =238 }3-3-9)9HFR-1-¥)-2-(6-°0) AT =2 I I-3-Y ) ol &-1-2

74

\ 4 \
N= N—y —CI
N_

1H NMR (400 MHz, DMSO-ds) & 8.44 - 8.24 (m, 1H), 7.63 - 7.48 (m, 2H), 7.41 (d, J = 9.6 Hz, 1H), 7.27 -
7.14 (m, 1H), 3.74 - 3.52 (m, 8H), 2.98 (hept, J =6.9 Hz, 1H), 1.22 (d, J = 6.9 Hz, 6H); LC-MS (m/z):
360.2 (M+H, B=x).

fifff. 4-ola2ZzHHY 4-(5-Aol=ye3-2-4) ¥ FA-1-F1E A F o E
O -
O%NUN—&:,}—CN

I NMR (400 MHz, ==X E5-d) § 8.38 (d, J=1.4 Hz, 1H), 8.17 (d, J = 1.5 Hz, 1H), 7.25 - 7.19 (m,
2H), 7.08 - 6.96 (m, 2H), 3.79 (d, J = 40.7 Hz, 6H), 2.91 (hept, J = 7.0 Hz, 1H), 1.24 (d, J = 6.9 Hz,

6H); C NMR (101 MHz, CDCls) & 153.98, 149.06, 147.24. 146.37. 131.12, 127.46, 121.38, 117.26,
117.16, 100.12, 43.95, 33.75, 24.19; LC-MS (m/z): 352.0 (M+H, #=%]).

ggggg. 6-(4-(4-olax 2z I A #A-1-d) 9 g A-3-Ft R EH

N N\ / CN

N—

I NMR (400 MHz, E22XF-d) & 7.49 (dd, J = 9.5, 1.3 Hz, 1H), 7.41 - 7.34 (m, 2H), 7.33 - 7.27 (m,
2H), 6.87 (dd, J =9.6, 1.3 Hz, 1H), 3.85 (q, J = 3.0 Hz, 8H), 2.95 (hept, J =6.9 Hz, 1H), 1.27 (d, J

= 6.9 Hz, 6H). C NMR (101 Mz, CDCl,) & 171.11, 158.66, 151.63, 132.39, 130.96, 130.09, 127.52,

126.91, 116.68, 110.18, 44.68, 34.25, 23.96. LC-MS (m/z): 336.5 (M++H, #5AD).

- 195 -



[1514]

[1515]

[1516]

[1517]

[1518]

[1519]

[1520]

[1521]

[1522]

[1523]

[1524]

[1525]

SS50l 10-2459256

hhhhh. N-(1-(6-Alol=3 2T -3-4) 9 F 2D -4-U )-4-c| A X2 I =olH| =

/
N—N

' NMR (400 MHz, SR2EXF-d) 6§ 7.78 - 7.59 (m, 2H), 7.44 (d, J=9.5 Hz, 1), 7.29 (dd, J = 8.2, 1.7
Hz, 2H), 6.88 (d, J = 9.6 Hz, 1H), 5.99 (d, J = 7.7 Hz, 1H), 4.56 (d, J = 13.8 Hz, 2H), 4.44 - 4.25
(m, 1H), 3.27 (ddd, J = 14.0, 11.8, 2.7 Hz, 2H), 2.94 (h, J = 7.0 Hz, 1H), 2.23 (d, J = 12.6 Hz, 2H),

1.73 - 1.46 (m, 4H), 1.25 (d, J = 6.9 Hz, 6H); C NMMR (101 MHz., CDCls) & 167.06, 158.45, 153.22,
131.89, 130.82, 129.28, 127.10, 126.88, 116.94, 110.01, 47.14, 44.10, 34.25, 31.90, 23.91: LC-MS
(m/2): 350.5 OM+H, =),

iiiii. 4-(6-F2z2383-2-9)-N-(4-°|2Z =295 d) g2 -1-FEA =
>—©—NH ", N—
O)— NCN —Q\_‘r}—c:

' NMR (400 MHz, S22XF-d) § 8.09 (d, J=1.4 Hz, 1H), 7.88 (d, J = 1.5 Hz, 1H), 7.30 - 7.27 (m,
1), 7.20 - 7.11 (m, 2H), 6.33 (s, 1H), 3.85 - 3.51 (m, 6H), 3.04 - 2.53 (m, 1H), 1.36 - 1.18 (m, 6H).

13C NMR (101 MHz, CDCl;) & 155.32, 153.47, 144.55, 141.23, 137.05, 136.34, 129.35, 127.13, 120.63,

44,48, 43.53, 33.74, 24.27. LC-MS (n/z): 360.4 (M+H, %

Iy

).
iiiii. (S)-N-(1-(6-Aol=3 2 t}A-3-4) F 5 2l d-3-U ) -2-(4-°0] A Z 2 Z ¥ d ) o} H| Eo}r| =

4 .,_Oﬂcm
N-N

I NMR (400 MHz, ==X EF-d) § 7.35 (d, J=9.7 Hz, 1H), 7.20 - 7.13 (m, 2H), 7.06 (d, J = 8.0 Hz,
2H), 6.88 (d, J =9.6 Hz, 1H), 5.50 (d, J = 6.5 Hz, 1H), 4.07 (dt, J = 13.8, 4.7 Hz, 1H), 3.98 - 3.82
(m, 2H), 3.67 (dt, J = 12.8, 6.0 Hz, 1H), 3.53 - 3.40 (m, 3H), 2.89 (hept, J = 6.9 Hz, 1H), 2.02 -

1.87 (m, 1H), 1.64 (m, 3H), 1.23 (dd, J = 6.9, 0.8 Hz, 6H); C NMR (126 MHz, CDCly) & 171.57, 158.68,
148.42, 131.82. 130.88, 129.40, 129.26. 127.31. 116.90, 110.83. 49.55. 46.27. 45.32. 43.46. 33.91.
99.75. 24.15, 22.56; LC-MS (m/z): 364.5 (M+H, #=%]).

kkkkk. 6-(4-(2-(3-3}o|EFA|-4-o]|AX 2 d)olA e ) g A -1-d) g }A-3-7lR Y EH
0,
VI —
= N N CN
HO o ﬂ

I NMR (400 MHz, E22XF-d) & 7.49 (d, J=9.6 Hz, 1H), 7.16 (d, J =8.4 Hz, 1H), 6.83 (d, J = 9.6
Hz, 1H), 6.79 - 6.60 (m, 2H), 6.34 (s, 1H), 3.81 (m, 8H), 3.56 (m, 2H), 2.97 (hept, J = 7.1 Hz, 1H),

1.20 (d, J = 6.8 Hz, 6H): C NMR (126 MHz, CDCls) & 171.21, 158.64, 154.48, 138.22, 132.48, 131.10,
130.24, 127.25. 116.76, 115.26, 115.10, 110.34, 45.39, 4442, 44.10, 41.45, 37.97, 28.93, 24.02. LC-MS
(n/z): 366.5 O+, B=A)).
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[1526]

[1527]

[1528]

[1529]

[1530]

[1531]

[1532]

[1533]

[1534]

[1535]

[1536]

[1537]
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1111, 1-(4-(3-oM x=-5-F2 29 FHRA-2-L) H H g -1-9)-2-(4-0| AT 2D ¥ d ) o &h-1-2
. M=
4 N\_/N—&}-—Cl
H,N

' NIR (400 MHz, S 2E2¥5-d) § 7.61 (s, 1H), 7.18 (d, J = 1.1 Hz, 4H), 4.72 (s, 2H), 3.76 (m, 4H),
3.64 - 3.53 (m, 2H), 3.08 (t, J=5.2 Hz, 2H), 2.98 (t, J= 5.1 Hz, 2H), 2.838 (hept, J = 6.9 Hz, 1H),

1.24 (d, J=6.9 Hz, 6H); 13C NMR (126 MHz, CDCl;) & 170.15, 147.95, 147.74, 144.53, 140.77, 132.20,

129.82, 128.66, 127.11, 48.59, 48.42, 46.14, 41.79, 40.81, 33.94, 24.19; LC-MS (m/z): 374.3 (M++H, s
A).

moonm.  1-(4-(5-F 229 A -2-Q) A A -1-2)-2-(4-0]| A Z2 D3 I ) o &-1-2

e

N N:>_
N N Cl
& N/ _&NX

' NR (400 MHz, S223F-d) § 8.06 (d, J = 1.5 Hz, 1H), 7.82 (d, J = 1.4 Hz, 1H), 7.18 (s, 4H),

3.76 (m, 4H), 3.56 (m, 4H), 3.39 (m, 2H), 2.88 (hept, J = 6.9 Hz, 1H), 1.23 (d, J = 6.9 Hz, 6H); e
NMR (126 MHz, CDCls) & 170.15, 153.56, 147.86, 141.28, 137.08, 132.09, 129.37, 128.65, 127.16, 45.60,

44.80, 44.66, 41.28, 40.92, 33.93, 24.19; LC-MS (m/z): 359.3 (M+H, #=x]).
nnnnn. N-(1-(6-A] b9 203 -3-9) F g 2] 9-4-Y )-2-(4-0o| AZ 2 G ¥ d ) o} H| Eo}H| =
g H N—N

I NMR (400 MHz, E22XF-d) & 7.40 (d, J=9.6 Hz, 1H), 7.20 (d, J =8.2 Hz, 2H), 7.15 (d, J = 8.2
Hz, 2H), 6.81 (d, J = 9.6 Hz, 1H), 5.28 (d, J = 7.9 Hz, 1), 4.43 (d, J = 13.8 Hz, 2H), 4.11 (m, 1H),
3.54 (s, 2H), 3.17 (ddd, J = 14.0, 11.8, 2.7 Hz, 2H), 2.89 (hept, J = 6.9 Hz, 1H), 2.12 - 1.96 (m,

OH), 1.34 (m, 2H), 1.23 (d, J = 6.9 Hz, 6H); C NMR (126 MHz, CDCls) & 170.99, 158.43, 148.43,
132.00, 130.81, 129.49, 129.31, 127.42, 116.99, 109.92, 46.84, 43.97, 43.66. 33.96, 31.65, 24.15; LC-
MS (n/z): 364.5 (M4, B=3]).

00000. 6-(4-(2-(5-0]2Z 2] ¢ HA-2-U)olA ) HHFA-1-¢)H g }A-3-5t R U EY
/Hfm £
\ ==
N N CN
o Q

' NR (400 MHz, S22XF-d) § 7.48 (d, J = 9.6 Hz, 1H), 6.84 (d, J = 9.6 Hz, 1H), 6.71 (m, 1H),
6.63 (dd, J = 3.5, 1.0 Hz, 1H), 3.90 (d, J = 1.0 Hz, 2H), 3.83 (m, 4H), 3.71 m, 4H), 3.22 - 3.01 (m,

), 1.30 (d, J=6.9 Hz, 6H); LC-MS (m/z): 356.5 (M+H, T+=%]).
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[1539]

[1540]

[1541]

[1542]

[1543]

[1544]

[1545]

[1546]

[1547]

[1548]

[1549]
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ppppp. 2-(4-°|AT 2P )-1-(4-(6-HEZI Zd-3-) I F 2 -1-Ld) A &-1-2

: ::: >—~N N NO
s 2
. \ \

0

' NIR (400 MHz, E2E¥F-d) & 8.16 (m, 1H), 8.07 (m, 1H), 7.22 - 7.03 (m, 4H), 3.85 (m, 2H), 3.75
(s, 2H), 3.66 (m, 2H), 3.44 m, 2H), 3.27 (m, 2H), 2.97 - 2.77 (m, 1H), 1.36 - 1.14 (d, J = 7.0 Hz 6H);

13C NMR (126 MHz, CDCl;) & 170.15, 149.66, 148.46, 148.02, 134.10, 131.85, 128.63, 127.24, 121.20,
119.90, 46.71, 46.67, 45.25, 41.10, 40.92, 33.93, 24.19; LC-MS (m/z): 369.5 (M++H, H5A).

qqqaaq. (R)-6-(4-(2-(4-°)AZ =g d)olAd)-3-vEH 5 g -1-4) I A-3-7l LU EH

N N CN
o NS

NS/
N—=N

I NIR (400 MHz, E223XF-d) & 7.45 (d, J = 9.5 Hz, 1H), 7.18 (s, 4H), 6.76 (d, J = 11.4 Hz, 1H),
4.78 (m, 1H), 4.46 - 4.12 (m, 2H), 4.03 (m, 1H), 3.74 (s, 2H), 3.56 - 2.93 (m, 3H), 2.87 (h, J = 7.0

Hz, M), 1.23 (d, J=6.9 Hz, 6H), 1.17 (d, J = 6.7 Hz, 3H); LC-MS (m/z): 364.5 (M++H, wH5AD.

rrrrr. 1-(4-(5-F 2239 83-2-9) 3 H &2 -1-4)-2-(5-0| AZ 2 HE] 0 H-2-Y ) ol &-1-2

S
1 N=
)\[)}NMN @Ci

I NMR (400 MHz, S =2=225-d) § 8.07 (d, J=1.5Hz, 1H), 7.85 (d, J = 1.5 Hz, 1H), 6.70 (d J = 3.5
Hz, 1H), 6.63 (d, J = 3.5 Hz, 1H), 3.89 (s, 2H), 3.83 - 3.73 (m, 2H), 3.65 (m, 2H), 3.53 (m, 4H), 3.19

- 3.01 (m, 1), 1.30 (d, J = 6.8 Hz, 6H); C NMR (126 MHz, CDCl,) & 169.05, 153.56, 153.25, 141.31,
137.16, 133.08, 129.40, 125.75, 121.84, 45.77, 44.78, 44.71, 41.42, 35.72, 30.21, 24.88; LC-MS (m/z):
365.4 (M4, B=3]).

sssss.  (R)-6-(4-(2-(4-o|2Z 2 d) oA E)-2-H e 7 3 -1-) 9 2 I -3-7t LU EL

I NR (400 MHz, S ==XE5-d) & 7.43 (d, J=9.6 Hz, 1H), 7.16 (s, 4H), 6.74 (d, J = 9.6 Hz, 1H),
4.82 - 4.50 (m, 1H), 4.45 - 4.30 (m, 2H), 3.97 (m, 1H), 3.83 - 3.61 (m, 3H), 3.37 - 3.25 (m, 1H), 3.22
- 3.09 (m, 1H), 3.00 (m, 1H), 2.85 (hept, J = 6.9 Hz, 1H), 1.19 (d, J = 6.9 Hz, 6H), 1.15 - 0.96 (m,

oH). (3|7o)ddx 5 %7 #=H9th); ¢ MR (101 MHz, CDCly,) & 170.92, 170.82, 158.20, 148.02,

131.96, 130.94, 129.87, 128.85, 128.64, 127.17, 116.83, 109.99, 100.20, 49.58, 48.94, 47.85, 45.43,
45,33, 41.40, 41.02, 40.78, 39.43, 39.05, 33.96, 33.91, 24.19, 24.16, 14.80, 14.27. (3 Ho|d&A =

BT BEHH); LC-MS (n/z): 364.2 O+, B=X]).
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[1550]

[1551]

[1552]

[1553]

[1554]

[1555]

[1556]

[1557]

[1558]

[1559]

[1560]

[1561]

SS50l 10-2459256

ttttt.  (8)-6-(4-(2-(4-o]2Z 2D d) oA E)-3-H e #HH3-1-) 9 2 -3-7tE U EL

: : >/’—N Nﬂow
o Y~  nN-N

I NIR (400 MHz, E22X5F-d) 6 7.44 (d, J = 9.5 Hz, 1H), 7.17 (s, 4H), 6.77 (d, J = 11.3 Hz, 1H),
5.05 - 4.50 (m, 1H), 4.46 - 3.94 (m, 2H), 3.74 (m, 3H), 3.43 (m, 1H), 3.21 (m, 1H), 3.04 - 2.74 (m,

OH), 1.23 (d, J = 6.9 Hz, 6H), 1.17 (d, J = 6.7 Hz, 3H); C NMR (101 MHz, CDCls) & 170.20, 159.10,
147.92. 131.93, 130.95. 129.76, 128.53, 127.16, 116.81, 109.74. 49.63, 48.36, 45.58, 44.36, 41.33,
40.89, 36.07, 16.91, 15.98; LC-MS (m/z): 364.2 (M+H, #=%]).

uunuu.,  6-(4-(2-(4-(MEE L) Hd) oA E) I 2 A -1-9) F A -3-FlH U EL

S ﬁ —
/ @jm Wy B
g Y~ N-N

' NMR (400 MHz, S22XF-d) & 7.47 (d, J=9.6 Hz, 1H), 7.25 - 7.14 (m, 4H), 6.82 (d, J = 9.6 Hz,
1H), 3.81 (dd, J = 6.6, 4.0 Hz, 2H), 3.78 - 3.66 (m, 6H), 3.62 (dd, J = 6.6, 3.8 Hz, 2H), 2.46 (s,

30 13C NMR (101 MHz, CDCly) & 169.97, 158.61, 137.57, 131.35, 130.98, 130.12, 129.26, 127.27,
116.74, 110.17, 45.44, 44.58, 44.08, 41.19, 40.69, 16.05; LC-MS (m/z): 354.1 (M++H, H5A).

vwvwv.  (8)-6-(4-(2-(4-0l&Z =23 d) oA E)-2-H ey ¥ -1-4)F I -3-7t R Y EH

Oy o
N N—& ,—CN
o L_/_(N:}_

I NR (400 MHz, S ==XE5-d) & 7.46 (d, J=9.6 Hz, 1H), 7.19 (s, 3H), 6.76 (d, J = 9.7 Hz, 1H),
4.84 - 4.52 (m, 1H), 4.51 - 4.29 (m, 2H), 4.14 - 3.88 (m, 1H), 3.86 - 3.65 (m, 2H), 3.52 - 3.27 (m,
1H), 3.22 - 2.96 (m, 2H), 2.88 (hept, J = 7.0 Hz, 1H), 1.23 (d, J = 6.9 Hz, 6H), 1.18 - 0.99 (d, J =

6.7 Hz, 31) (AIAAA = %7k #=%h): ¢ NR (126 Miz, CDCl,) & 170.96, 170.85, 158.21,

158.17, 148.09, 148.04, 132.00, 131.96, 130.95, 129.89, 128.86, 128.65, 127.19, 116.82, 109.99, 49.59,
48.96, 47.84, 45.44, 45.34, 41.41, 41.04, 40.79, 39.44, 39.04, 33.97, 33.92, 29.92, 24.20, 24.17,

14.80, 14.27 (3401 AA & 257 BZHUTH); LCMS (n/z): 364.3 O[+H, BZ)).

wiwww.  6-((1S,49)-5-(2-(4-0)| 2 X 2 ¥ d ) o}A| e )-2,5-t] o} Aulo) Ao EF 2 [2.2. 117 ek-2-2 ) 9] gl T} A -3-7} 5.
yed

{:Ei:?ﬂ—*<h_j>—~Ch
N N—N
(®

HONMR (400 MHz, 222 E2-q) 6 7.35 (d, J = 9.4 Hz, 1H), 7.11 - 7.01 (m, 4H), 6.43 (d, J = 9.4 Hz,
1H), 3.69 - 3.24 (m, 6H), 2.79 (m, 1H), 1.95 (m, 2H), 1.17 - 1.12 (m, 6H) (A EA & T/} B=

59th: “C NR (101 MHz, CDCly) & 170.14, 157.16, 148.18, 147.87, 131.37, 130.96, 129.73, 128.91,
128.88, 127.24, 126.98, 116.94, 110.44, 58.14, 57.59, 56.59, 55.72, 55.36, 53.71, 53.07, 42.24, 41.43,
36.69, 33.99, 33.91, 24.29. 24.23. 24.19 (3 AR AA % RF7t B=EATh); LC-NS (m/z): 362.4 (M+H,
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[1562]

[1563]

[1564]

[1565]

[1566]

[1567]

[1568]

[1569]

[1570]

[1571]

[1572]

[1573]

SSS0l 10-2459256

=)
o

A]).
xxxxx. (8)-6-(4-(2-(5-0AZ2HE| 0 ¥-2- ) oA g )-2-vd ¥ 2 -1-d)H F}A-3-Fln  EH

3 &
\ —_—
)\EM' N/_\N ﬂc i
o0 Y~ NN

I NMR (400 MHz, E22XF-d) & 7.48 (d, J=9.5Hz, 1H), 6.80 (d, J=9.6 Hz, 1H), 6.72 (¢, J = 3.4
Hz, 1H), 6.63 (t, J = 2.8 Hz, 1H), 4.93 - 4.55 (m, 1H), 4.46 (m, 2H), 4.13 - 3.95 (m, 1H), 3.95 - 3.80
(m, 2H), 3.60 - 3.32 (m, 2H), 3.28 - 3.15 (m, 1H), 3.15 - 2.99 (m, 1H), 1.29 (m, 6H), 1.17 (m, 3H) (¥

AolAA = w27 #=E9lth): ¢ NR (101 Moz, CDCly) & 169.77, 158.23, 153.37, 133.01, 132.86,

130.98, 129.95, 125.97, 125.85, 121.86, 116.81, 110.03, 49.85, 49.00, 47.87, 45.60, 45.45, 41.55,
39.45, 39.09, 35.84, 35.47, 30.23, 24.91, 24.85, 14.83, 14.35 (FA|AA & BT/} #=HA}); LC-

MS (n/z): 370.5 (M4, B=3]).

yyyyy. (R)-6-(2-HE-4-(2-(4-(HEE ) ) ot =) H 2 -1-4) 9 R -3-7tH Y E-

7\ _
ﬁ@}{f{ﬂm

N—=N

I NMR (400 MHz, E22X5-d) & 7.46 (m, 1H), 7.21 (m, 4H), 6.77 (m, 1H), 4.90 - 4.49 (m, 1H), 4.49 -
4.31 (m, 2H), 3.99 (m, 1H), 3.84 - 3.64 (m, 2H), 3.48 (m, 1H), 3.36 (m, 1H), 3.20 (m, 1H), 3.05 (m,

1), 2.47 (s, 31), 1.13 (m, 31) (Mol AA & w57 #=5ch); € MR (101 Miz, CDCly) & 170.51,

158.19, 137.64, 137.57, 131.41, 130.97, 129.94, 129.44, 129.22, 127.34, 127.21, 116.81, 110.02, 49.69,
48.95, 47.83, 45.41, 45.35, 41.47, 40.83, 40.40, 39.43, 39.04, 16.17, 16.02, 14.82, 14.57 (3] Hdo]A4 4

A 5 w27 B=HA): LCMS (n/z): 368.4 O+, #=x]).

zzzzz. 2-(4-°]2X 22 ¥d)-1-(4-(6-(MEA X ) -3-L) J #H H-1-L) ol &F-1-2

: :::: }r—hl N——<f__\>——5(3 M
\ , N 2Vle
0 N—N

I NR (400 MHz, S ==XE5-d) & 7.85 (d, J = 9.6 Hz, 1H), 7.19 (s, 4H), 6.94 (d, J = 9.7 Hz, 1H),

3.89 - 3.56 (m, 10H), 3.32 (s, 3H), 2.88 (hept, J = 6.9 Hz, 1H), 1.23 (d, J = 6.9 Hz, 6H); C NMR (101
MHz, CDCly) & 170.30, 160.03, 153.98, 147.97. 131.89, 128.65, 127.21, 125.33, 111.97. 45.48, 44.80,

44 .38, 41.24, 40.95, 40.91, 33.93, 24.18; LC-MS (m/z): 403.4 (M++H, TH=H]).

aaaaaa. (R)-6-(4-(2-(6-olxZ =2 d-3-¢)olAE)-2-H ey H 7 -1-4)FJ A -3-7IH U EZ
M it s
N= N N CN
_ d A

I NMR (400 MHz, E22XF-d) § 8.42 (d, J=5.0 Hz, 1H), 7.60 (d, J=8.1Hz, 1H), 7.49 (d, J = 9.6
Hz, 1H), 7.22 - 7.13 (m, 1H), 6.80 (d, J = 9.6 Hz, 1H), 4.87 (m, 1H), 4.66 - 4.34 (m, 2H), 4.02 (m,
1), 3.89 - 3.65 (m, 3H), 3.60 - 3.19 (m, 2H), 3.05 (m, 1H), 1.29 (d, J = 6.9 Hz, 6H), 1.17 (m, 3H)

(o] gAA % m%7p #=59th); ¢ NMR (101 Miz, CDCl,) & 169.87, 166.49, 158.19, 149.04, 137.55,
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[1575]

[1576]

[1577]

[1578]

[1579]

[1580]

[1581]

[1582]

[1583]

[1584]
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137.40, 131.03, 130.08, 120.92, 116.76, 110.07, 49.80, 48.94, 47.77, 45.41, 41.58, 39.46, 39.10,
37.54, 37.29, 36.12, 22.76, 14.93, 14.61 (3| Ao]AA = w7t B=EAch): LC-US (n/z): 365.5 (M +Hi,

w5A).

bbbbbb. (8)-6-(4-(2-(6-°]&~Z 2|2 d-3-¢)oAE)-2-H e # 23 -1-) 9 2 -3-7t LU EL

% \

— —

N= N N— ,—CN
_ o Q

I NMR (400 MHz, E22XF-d) &§ 8.41 (d, J=5.9 Hz, 1H), 7.59 (d, J=28.4 Hz, 1H), 7.48 (d, J = 9.6
Hz, 1H), 7.21 - 7.11 (m, 1H), 6.80 (d, J = 9.6 Hz, 1H), 4.87 (m, 1H), 4.70 - 4.32 (m, 2H), 4.02 (m,
1), 3.86 - 3.64 (m, 3H), 3.61 - 3.17 (m, 2H), 3.04 (m, 1H), 1.29 (d, J = 6.9 Hz, 6H), 1.16 (m, 3H)

(o] dAA % mE7b #=59th); ¢ NMR (101 MHz, CDCly) & 169.91, 158.20, 149.28, 131.03, 120.89,
116.77, 110.06, 49.80, 48.95, 47.76, 45.38, 41.57, 39.10, 37.33, 36.21, 22.77, 14.92, 14.60. (3] Ado|A
A7) = w57} BHEHATH: LCNS (n/2): 365.2 (W+H, T=3]),

cceece. 6-(4-(2-(4-olax 2 d)olAE)-2,2-Hd ey H & -1-4)H A -3-Ft R HEZH

: 2 »N N—@—-cw
_ 0 “— NN

' NMR (500 MHz, S22XF-d) & 7.55 - 7.41 (m, 1H), 7.29 (d, J = 3.0 Hz, 2H), 7.26 - 7.18 (m, 2H),
6.90 (ddd, J = 28.0, 9.7, 3.1 Hz, 1H), 4.10 (d, J = 4.8 Hz, 1H), 3.94 - 3.68 (m, 7H), 3.57 (dd, J =
52.5, 3.2 Hz, 1H), 2.99 - 2.84 (m, 1H), 1.52 (d, J = 3.2 Hz, 3H), 1.45 (d, J = 3.2 Hz, 3H), 1.25 (dd,

J =6.8, 3.6 Hz, 6H); lSC NMR (126 MHz, CDCl;) & 171.30, 170.76, 159.08, 158.83, 147.88, 147.72,

131.64, 131.26, 130.08, 129.68, 129.62, 129.60, 128.69, 126.96, 126.90, 116.66, 112.90, 112.65, 58.71,
55.03, 50.74, 44.91, 42.76, 42.05, 41.21, 40.74, 40.48, 33.76, 33.72, 23.99, 23.96, 23.70; LC-MS

(m/2): 378.5 OI+H, B=X)).

dddddd. 6-((2S,6R)-4-(2-(4-o]A Xz d)olA € )-2,6-t]HE o &R -1-¢) ¥ g} -3-Ft R U EHY

S
N—N

I NMR (500 MHz, ==X EF-d) § 7.40 (d, J=9.6 Hz, 1H), 7.17 - 7.08 (m, 4H), 6.68 (d, J = 9.6 Hz,
1), 4.71 (s, 1H), 4.57 (d, J = 13.4 Hz, 1H), 4.35 (s, 1H), 3.87 - 3.65 (m, 3H), 3.34 (dd, J = 13.5,
4.6 Hz, 1), 2.90 (dd, J = 13.4, 4.6 Hz, 1), 2.81 (dq, J = 13.6, 6.8 Hz, 1H), 1.17 (dd, J =19.8, 7.0

Hz, 9H), 0.97 (d, J = 6.9 Hz, 3H): C NMR (126 MHz, CDCl,) & 206.98, 171.02, 157.16, 147.90, 131.92,
131.29, 130.71. 129.44. 128.66, 126.99. 126.90. 126.83. 116.73. 109.63, 49.75, 47.48. 46.74. 45.60,

SA).

=

40.41, 33.77, 30.95, 23.99, 18.51, 17.97; LC-MS (m/z): 378.5 (M++H,

eeeeee. 4-0|AZ 2 (S)-4-(6-Alofx= | th-3-¢ )-3-v 5 H gF -1-F15 A F o] E

j .

7\ s
>_<;>‘Z>/"—Nf—\1\l—<\N g rf'——':N
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[1587]

[1588]

[1589]

[1590]

[1591]

[1592]

[1593]

[1594]
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' NR (500 MHz, E=2X%F-d) & 7.53 (d, J =9.6 Hz, 1H), 7.25 (d, J = 8.5 Hz, 2H), 7.07 (dd, J =
8.7, 4.9 Hz, 2H), 6.87 (d, J = 9.6 Hz, 1H), 4.99 - 4.57 (m, 1H), 4.57 - 4.09 (m, 3H), 3.62 - 3.15 (m,

3H), 2.94 (p, J=6.9 Hz, 1H), 1.45 - 1.32 (m, 3H), 1.27 (d, J = 6.9 Hz, 6H); e ONIR (126 MHz, CDCl3)
6 158.18, 154.35, 148.95, 146.22, 130.81, 129.75, 127.33, 121.23, 116.65, 109.89, 48.47, 48.32,

47.67, 47.41, 43.85, 43.33, 39.10, 38.90, 33.62, 28.39, 24.07, 14.66, 14.37; LC-MS (m/z): 366.6 (M++H,
A).

fIffff. 4-o]2=Z2HHd (R)-4-(6-Alotx=¥ 2t} -3-9 )-3-v o 2} -1-71 52 F o] E

@ }_NC(N_<=>_:N

=
it

N—N

' NMR (500 MHz, E2=3¥F-d) & 7.53 (d, J=9.5Hz, 1H), 7.28 - 7.22 (m, 2H), 7.07 (dd, J = 8.9, 4.8
Hz, 2H), 6.87 (d, J = 9.6 Hz, 1H), 4.75 (d, J = 123.6 Hz, 1H), 4.56 - 4.09 (m, 3H), 3.61 - 3.17 (m,

3H), 2.94 (p, J=6.9 Hz, 1H), 1.45 - 1.33 (m, 3H), 1.27 (d, J = 6.9 Hz, 6H); 13C NMR (126 MHz, CDCls)

6 158.18, 154.35, 148.95, 146.22, 130.80, 129.75, 127.32, 121.27, 121.23, 116.65, 109.88, 48.48,
48.32, 47.67, 47.42, 43.84, 43.33, 39.10, 38.90, 33.62, 28.88, 24.06, 14.65, 14.37; LC-MS (m/z): 366.5

O+, #=2)).

ggegeg. (S)-6-(4-(2-(4-(tert-F&) ¥ d)olAE)-2-vE o g2 -1-4) A -3-7l LU EH

r \‘- —
N N— »—=N
o Y~ nN-N

I NMR (500 MHz, E22XF%-d) & 7.39 (d, J=9.5Hz, 1H), 7.32 - 7.25 (m, 2H), 7.14 (dd, J = 8.3, 3.8
Hz, 2H), 6.70 (dd, J = 9.7, 3.6 Hz, 1H), 4.77 - 4.46 (m, 1H), 4.43 - 4.29 (m, 1H), 4.07 - 3.81 (m,
1), 3.79 - 3.60 (m, 3H), 3.43 - 3.08 (m, 2H), 3.05 - 2.90 (m, 1H), 1.23 (s, 9H), 0.92 (d, J = 6.7 Hz,

3H0); T MR (126 MHz, CDCl;) & 170.71, 170.61, 158.00, 157.96, 150.13, 150.11, 131.46, 131.40,
130.74, 129.69, 128.40, 128.20, 125.83, 116.61, 109.76, 49.38, 48.74, 47.63, 45.23, 45.12, 41.19,
40.67, 40.47, 39.23, 38.84, 34.48, 31.32, 14.61, 14.02; LC-MS (m/z): 378.2 (M++H, AAkE).

hhhhhh. (R)-6-(4-(2-(4-(tert-F2)H ) ot d)-2-HE 9 ¥ 2 -1-L) I -3-7l R Y EH

1 —

H NMR (500 MHz, =223XF-d) & 7.39 (d, J=9.5Hz, 1H), 7.32 - 7.25 (m, 2H), 7.14 (dd, J = 8.5, 3.9
Hz, 2H), 6.70 (dd, J = 9.6, 3.6 Hz, 1H), 4.75 - 4.46 (m, 1H), 4.44 - 4.30 (m, 1H), 3.94 (dd, J = 66.7,
13.5 Hz, 1H), 3.79 - 3.60 (m, 3H), 3.44 - 3.06 (m, 2H), 3.05 - 2.91 (m, 1H), 1.23 (s, 9H), 1.02 (dd, J

= 99.3, 6.6 Hz, 3H); lSC NMR (126 MHz, CDCl3) & 170.71, 170.61, 162.26, 158.00, 157.97, 150.13,

150.11, 131.46, 131.40, 130.74, 129.68, 128.40, 128.20, 125.83, 125.78, 116.62, 109.77, 49.37, 48.74,
47.63, 45.23, 45.12, 41.20, 40.66, 40.47, 39.23, 38.84, 38.62, 34.48, 34.47, 31.32, 28.86, 14.61,

14.02; LC-MS (n/z): 378.2 (M+H, ©=3]).

- 202 -



[1595]

[1596]

[1597]

[1598]

[1599]

[1600]

[1601]

[1602]

[1603]

[1604]

[1605]

[1606]

SES061 10-2459256

FF
N/

oy —,
N N—& ,—=N
g

' NMR (500 MHz, E22XF-d) & 7.41 (d, J=9.5Hz, 1H), 7.26 - 7.15 (m, 4H), 6.75 (d, J = 9.6 Hz,
1), 3.76 (dd, J = 6.6, 4.1 Hz, 2H), 3.73 - 3.61 (m, 6H), 3.57 (dd, J = 6.7, 4.0 Hz, 2H), 3.43 - 3.24
(m, 1H), 1.43 (d, J = 7.2 Hz, 3H); 13C NMR (126 MHz, CDClz) & 169.64, 158.40, 135.33, 135.31, 134.33,

130.80, 129.96, 129.06, 128.89, 128.15, 125.93, 116.52, 109.94, 45.24, 44.37, 43.84, 41.00, 40.51,
14.54, 14.51; LCNS (n/z): 404.5 (M+H, #Zx]).

R F
me
ﬂ
N N )a
g “~ N-N

HONMR (500 Mz, SEE¥E-d) § 7.24 - 7.14 (m, 8H), 6.81 (d, J = 9.5 Hz, 1), 3.72 (d, J = 9.7 llz,
4H), 3.58 - 3.45 (m, 6H), 3.40 - 3.28 (m, 1H), 1.42 (d, J = 7.2 Hz, 3H); C NMR (126 MHz, CDCl.) &
169.56, 158.76, 147.57, 135.19, 134.52, 129.02, 129.00, 128.90, 115.35, 45.36, 45.24, 44.63, 43.90,
43.68, 41.14, 40.47, 38.62, 14.54, 14.52, 14.50; LCMS (m/z): 413.4 (M+H, TZA)).

kkkkkk. 6-((28)-2-"8-4-(2-(4-(1,1,1-EHZF L2 X 29-2-)#Hd) ot 8) 9 ¥ 2 -1-A) J 2| h -3-71 1
yed

R F
F =

' NMR (500 MHz, S22XF-d) & 7.49 (d, J = 9.5 Hz, 1H), 6.86 - 6.73 (m, 1H), 4.87 - 4.54 (m, 1H),
4.53 - 4.39 (m, 1H), 4.20 - 3.89 (m, 1H), 3.88 - 3.71 (m, 3H), 3.58 - 3.19 (m, 3H), 3.18 - 3.00 (m,

), 1.52 (d, J = 7.2 Hz, 3H), 1.11 (dd, J = 99.2, 6.6 Hz, 3H); 13C NMR (126 MHz, CDCl;) & 170.25,

170.18, 157.98, 135.38, 134.49, 134.42, 130.77, 129.78, 129.75, 129.05, 128.88, 116.59, 109.79, 49.40,
48.74, 47.62, 45.21, 45.15, 43.90, 43.69, 41.27, 40.60, 40.49, 39.13, 38.79, 38.62, 14.62, 14.52,

14.49, 14.01; LCNS (n/2): 418.5 (M+H, #Zx]).

11111, 6-((2R)-2-"E&-4-(2-(4-(1,1,1-EBEF o 2= 2 9-2-) v d) o} & ) I o &2 -1- ) ¥ ) = -3-F} 2.
ey

I NMR (500 MHz, E22XF-d) & 7.40 (d, J = 9.6 Hz, 1H), 7.20 (d, J = 11.9 Hz, 5H), 6.74 - 6.64 (m,
1), 4.75 - 4.47 (m, 1H), 4.36 (dd, J = 11.7, 4.0 Hz, 1H), 4.09 - 3.81 (m, 1H), 3.78 - 3.62 (m, 2H),
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3.48 - 3.11 (m, 2H), 3.09 - 2.92 (m, 1H), 1.45 - 1.38 (m, 3H), 1.02 (dd, J = 99.2, 6.6 Hz, 2H); “C R
(126 MHz, CDClz) & 170.24, 170.17, 158.00, 157.95, 135.38, 134.49, 134.42, 130.77, 129.78, 129.62,

129.20, 129.05, 129.03, 128.88, 116.58, 109.79, 51.16, 49.40, 48.74, 47.62, 45.21, 45.15, 43.91,
43.68, 41.27, 40.60, 40.49, 39.13, 38.79, 38.62, 28.86, 14.61, 14.52, 14.49, 14.01; LC-MS (m/z): 418.5
OC+H, B353).
moommn . 6-(4-(2-(4-(EE EF2HE) s d) ki) 9 # 23-1-d) v 2 1 -3-7t LU EE

RF

F N N—\

1 —
H NMR (500 MHz, S2=38-d) & 7.54 (d, J=8.0 Hz, 2H), 7.42 (d, J = 9.5 Hz, 1H), 7.33 (d, J = 8.0

Hz, 2H), 6.77 (d, J = 9.5 Hz, 1H), 3.77 (d, J = 4.0 Hz, 6H), 3.69 - 3.52 (m, 4H); “C MR (126 MHz,
CDCl;) & 169.01, 158.39, 138.45, 130.85, 130.09, 129.20, 125.85, 125.82, 125.79, 125.76, 116.46,

110.00, 45.23, 44.42, 43.81, 41.03, 40.47, 40.45; LC-MS (m/z): 376.4 (M++H, H5A).

2. dAZQ e 547

T 104 obd SFRE W BAAA AR Aol FAT EE GG PEoR AL 25 A4 2R
e gYHoR Y bsRAAL, RN AMNNAAL, L f7] e Fal Rokel Lustel s 7
RECE]
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