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"H NMR (CDCl3) § 7.74 (d, 110), 7.41 {m, 5H), 7.08 (d, 1H),

5.04 (s, 2H), 4.74 (Es, 2H).  YARARYML (apei) m/z=279.1 (M+H).

gbobooooobooboboboobooobooboboboboooobonn
ugbobooooobooboobobooooobooboboboobooobonn
ooobooooooobOoooooboooooooboooobobooboooooDoao
gbobooooobogoboboboooooboobobobobooooboonon
ugboboooooboooboobobooooobooboboboobooooboonn
ugbdoobooooobouobuobobaoaoaoado

oooooao

goooao

"H NMR (dg-DMS0) 8 8.20 (d, 1H), 7.98 (n, 2H), 7.92 (d, 1H), 7.68 (m,
1H), 7.56 (m, 2H), 7.52 (m, 2H), 7.38 (m, 2H), 7.34 (m, 1H) 5.29 (s, 2H). YA
ARGEL (apel) m/z = 442.0 (M+H).
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'H NMR (CDCls) & 10.60 (bs, 1H), 8.59 (bs, 1H), 7.87 (d, 1H),
740 (m, SH), 7.30 (d, 1H), 6.90 (m, 1H), 5.15 (s, 2H).  TRR<HML (apci)
m/z = 340.0 (M+H).
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goooad
Ty
NMR (ds-DMS0) & 8.05 (d, 1H), 7.77 (m, 1H), 7.59 (m, 2H), 7.43 (n, 2H), 7.37
(m, 1H), 6.79 (s, 1H), 5.33 (s, 2H), 2.29 (s, 3H).  wRZ~<IML (apei) m/z =
378.0 (MHI-HCD).  CigHysBrCIN;OS =53 25t EiE . C, 46.56; H, 3.66;
N, 10.18; =8liE : C, 46.56; H, 3.77; N, 10.02.
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IH NMR (CDCl3) 8 9.00 (m, 110), 8.08 (m, 1I1), 7.87 (m, 1),
7.62 (m, 1H), 7.54 (m, 2H), 7.41 (m, 5H), 7.27 (m, 1H), 7.02 (m, 1H), 5.22 (s,
2H). LCMS (2510 95) R, =2.64 %, (apci) m/z =201, 364 (M+H).
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"H NMR (CDCls) &
11.01 (s, TH), 8.69 (s, 1H), 7.78 (d, 1H), 7.44-7.34 (m, SH), 7.16 (d, 1H), 7.09
(bs, 1H), 6.91 (dd, 1H), 5.16 (s, 2H). LCMS (25 t0 95) Ry=2.06 %  (apci) m/z
=260 (M-+H).

gbobooooobooboboboobooobooboboboboooobonn
ugbobooooobooboobobooooobooboboboobooobonn
ooobooooooobOoooooboooooooboooobobooboooooDoao
gboboooooooboobobooboooobooboboboboooobonon

OooOoo0oogogaDo

O OoOooog
O Ooooo
O Ooooo
O 0Oo0ooOoao
O OooOooo
O Ooooo
O 0Ooo0ooao

OooOood

O Ooo0oooao

O Oooo

O Ooo0oooao

O 0o oo

O 0Ooo0oo0oo0oao

O 0o oo

O Ooo0oooao

O 0o oo

O oOoooo
O oOoo0ooo

O Oooo

O 0o oo

10

20

30

40

50



(69) JP 5137207 B2 2013.2.6

gbooboooooobooboobobobooooboobobobooboooboobobobao
oooobooooooboooooboooooobooboooooboboooobobooooobooo
gooobobooooobooooobooooooobooooobooboooobbooooboOooo
gbobooooobooboboboooooboobobobobooobonn

ugboogood

gbooao

'H NMR (CDCl3) &
8.58 (s, 1H), 7.93 (m, 1H), 7.39 (m, 5H), 7.08 (4, 1H), 6.80 (dd, 1H), 6.37 (s,
1H), 5.08 (s, 2H), 2.32 (s, 3H). LCMS (25 to 95) R,=2.94 % (apei) m/z = 298
(M.
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'H NMR (CD;0D) & 7.79 (dd, 1H), 7.07 (dd, 111, 6.79 (dd, 1H), 6.46 (g,

1H), 2.28 (s, 3H). LCMS (5 t0 95) R, =2.69 % (apei) m/z = 208 (M+HD).
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'H NMR (ds-DMSO) & 8.77 (d, 1IT), 8.19 (t,
1H), 8.07 (d, 1H), 8.04 (d, 1H), 7.67 (m, 2H), 7.16 (dd, [H), 6.87 (s, LH), 5.53
(s,2H),233 (5, 3H). IRR~HL (apei) m/z — 299 (M+H-2HCY),
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'HNMR (d-DMSO) & 10.15 (bs, 11), 8.82
(s, 1H), 8.57 (d, 1H), 8.07 (m, 1H), 7.88 (dd, 1H), 7.46 (m, 2H), 6.92 (dd, 11,
6.58 (s, 1H), 5.29 (s, 2H), 2.24 (5, 3H). <RRXHML (apci) m/z = 299 (M+H-
2HCD).
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"HNMR (ds-DMSO) & 9.15 (dd, 1H), 8.62 (d, 1H), 8.23 (m, 1H),
8.12 (d, 1H), 8.05 (d, 1H), 7.75 (m, 3H), 7.19 (m, 1H), 6.90 (s, 1H), 5.91 (s, 21D,
233 (s, 3H).  YRANIML (apei) miz = 349 (M+H2HCI).
CisHisCLN;OS-3.0H,0 I=H T35 EME : C, 47.95; H, 5.10; N, 11.77; =81E : C,
47.95; H, 5.17; N, 11.22.
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'H
NMR (CDCl3) & 12.34 (bs, 1H), 7.93 (dd, 1H), 7.28 (d, 1H), 7.20 (m, 1H), 7.12
(m, 2H), 6.97 (m, 1H), 6.84 (m, 1H), 6.38 (s, 1H), 5.34 (s, 2H), 3.84 (s, 3H),
2.47 (s, 3H). TRZAARYML (apel) m/z = 328.1 (MHI-LCD.
C17H15N;0,C1S-0.54DCM |=# 955+ 51 : C, 56.29; H, 5.14; N, 11.23; =3/ C,
56.29;H, 5.23; N, 11.01.
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" NMR. (CDCL3) &
12.30 (bs, 1H), 7.84 (m, 1H), 7.57 (d, 2H), 7.39 (m, 2H), 7.32 (m, 1H), 7.15 (m,
1H), 6.38 (s, 1H), 5.35 (s, 2H), 2.45 (s, 3H), 2.43 (s, 3H). <ZZ~<HML (apei)
m/z = 344.0 (M+H-HCI). |
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3 NMR (DMSO-dg) 8 8.18 (d, 1H), 7.81 (d, 1H), 7.62 (m, 2H), 7.43 (m, 2H),
737 (m, 1H), 6.83 (s, 1H), 539 (d, 2H), 2.82 (s, 3HD, 2.30 (s, 3H). <=
ZAGML (apei) m/z = 360.0 (M+H-HCI).
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"H NMR (DMSO-dg) 8 7.83 (s, 1H), 7.60 (m, 2H), 7.54
(s, 1H), 7.42 (m, 2H), 7.37 (m, 1H), 6.84 (s, 111}, 5.32 (s, 2H), 2.32 (s, 3H), 2.29
(5,3H). YRARHML (apei) miz = 312.1 (M+H-HC).
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'H NMR (CDCls) 5 12.43 (bs, 1H), 7.91 (d, 1H), 7.59
(m, 2H), 7.41 (m, 2H), 7.33 (m, 1H), 7.20 (d, 1H), 6.41 (s, 1FD), 5.36 (s, 2H),
247 (s, 3H).  <RRASML (apei) miz = 332.1 (MHH-HCI).
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'H NMR (ds-DMSO} 8 8.14 (d, 1H), 7.82
(m, 1H), 7.58 (m, 2H), 7.40 (m, 3H), 6.79 (s, 1H), 5.31 (s, 2H), 2.28 (s, 3H).
TAZRH)L  (apei) miz = 424.0 (M+H).
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"H NMR (dg-DMSO) & 7.59 (m, 3H), 7.40 (m, 3H), 7.17 (d, 1H), 6.84 (s, 1H),
5.31 (s, 2H), 2.33 (5, 31). YRRAHML (apei) m/z = 314.1 (M+H).
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6.78 (s, 1H), 5.33 (s, 2H), 3.84 (s, 31D, 2.30 (s, 3ED),  <RRAHFIL (apei) m/z

=328.1 (M+H-HC).
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'H NMR (ds-DMSO) &
7.97 (d, 1H), 7.59-7.61 (m, 3H), 7.35-7.42 (m, 3H), 7.12 (m, 1H), 6.86 (s, 1H),
5.34 (s, 2H), 2.67 (q, 2H), 1.23 (t, 3H). <RRAHML (apel) m/z = 312 (100)
(M+H-HCT),
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T NMR (dg-
DMSQO) 6 10.10 (s, 1H), 7.86 (d, 1H), 7.58 (d, 2H), 7.30-7.42 (m, 4H), 6.90 (d,
1H), 6.80 (s, 1H), 5.25 (s, 2H), 3.62 (s, 3H). <ZZX4R)L  (apei) miz = 356
(100) (M+H).
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'H NMR (CDCl3) 5 8.15 (bs, 1H), 7.91 (d, 2H), 7.66 (t, 1H), 7.53-7.57
(m, 4H), 7.36-7.44 (m, 3H), 5.55 (5, 2H). = <RZAZML (apci) m/z = 202
(100), 443 (45), 445 (43) (M+H),
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'H NMR (d-DMSO) § 9.62 (bs, 1H), 9.37 (bs, 111), 8.73 (bs, 1H), 8.03 (s, 1H),

7.55 (d, 2H), 7.38-7.45 (m, 3II), 5.43 (s, 2H).
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"H NMR. (d-DMSO) 8 8.01 (s, 1H), 7.57 (d, 2H), 7.35-7.43 (m, 31),
6.62 (s, 1H), 5.42 (s, 2H0), 2.32 (5, 3H).  TRRAZML (apei) m/z = 377 (100),
379 (97) (M+H).
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"H NMR (ds-DMSO) 5 7.97 (4,
1H), 7.56-7.61 (m, 4H), 7.35-7.44 (m, 3H), 7.12 (m, 1H), 6.91 (s, 1H), 3.70 (t,
2H), 2.81 (t, 2H).  TRAAZML (apei) m/z = 328 (100) (MHI).
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'"H NMR (dg-DMSO) 8 7.98 (m, 1H), 7.65 (s, 11), 7.32 (¢, 11D), 7.18 (s,
1H), 7.13 (d, 1H), 6.92 (dd, 1H), 6.66 (s, 1H), 5.27 (s, 2H), 3.77 (s, 3H), 2.25 (s,

3H). <RRASML (apei) m/z = 406.0 (M-+H-HCI).
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'H NMR (DMSO-ds) & 7.80 (d, 1H), 7.58 (m, 2H), 7.53 (m, 1H),
7.43 (m, 2H), 7.37 (m, 1H), 7.23 (m, 5H), 6.77 (s, 1H), 5.27 (s, 2H), 4.18 (s,
2H), 2.29 (s, 3H). YRR<HML (apei) m/z = 420.1 (M+H-HCD),
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RRARYML (apei) miz = 340.1 (M+H-HCI).
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'H NMR (DMSO-dg) 8 8.62 (d, 1H), 7.73 (m, 1H), 7.60 (m, 2E),
7.42 (m, 2H), 7.35 (m, 1H), 6.79 (s, 1H), 5.36 (s, 2H), 2.57 (s, 3H), 2.30 (s, 3H).
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oooooao
"H NMR (DMSO-dg) & 7.92 (d, 1H), 7.58 (d, 2II), 7.52 (d, 2I),
7.41 (m, 2H), 7.35 (m, 1H), 7.02 (m, 1H), 6.92 (s, 1H), 5.30 (s, 2H), 3.68 (s,
2H). wARASML (apei) m/z = 342.1 (M+H-HCI).
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'H NMR (CDCl3) § 8.61 (bs, 1H), 7.94 (dd, 1H), 7.26 (m, 1),
7.06 (dd, 1H), 7.00 (m, 1H), 6.84 (m, 2H), 6.79 (dd, 11T, 6.38 (s, 1H), 5.06 (s,
2H), 2.33 (s, 3I0), 0.97 (s, 9H), 0.20 (s, 6H). YRZASIRIL  (apci) m/z = 428.2
(M+H).
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oooooao
g
NMR (dg-DMSO) 8 9.83 (bs, 1H), 9.50 (bs, 1h), 7.89 (dd, 1H), 7.38 (d, 1H),
7.22 (t, 1H), 6.98 (m, 2H), 6.91 (dd, 1H), 6.75 (dd, 1H), 6.62 (s, 1H), 5.22 (s,
2H), 2.29 (s, 3H). YZXAIML (apei) m/z =314.1 (M+H-HCI).
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'H NMR (ds-DMSO) & 9.93 (bs, 1H), 7.80-7.87
(m, 6H), 7.57 (d, 2H), 7.35-7.43 (m, 4H), 6.89 (m, 1H), 6,70 (s, 1II), 5.25 (s,
2H), 3.88 (t, 2H), 2.91 (t, 2H). <RZAHML (apei) m/z =457 (M+H).
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4 NMR
(CDCLs) 5 8.9 (s, 1H), 7.97 (dd, J= 1.17, 5.07 Hz, 1H), 7.37 (m, 5H), 7.15 (dd, J
= 1.17, 7.80 Hz, 11D, 6.89 (dd, J = 5.07, 7.80 Hz, 1H), 5.09 (s, 2H), 2.47 (s,
3H). RRRAIML (esi) miz =299 (100) (M+H).
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' NMR
(CDCLy) 3 8.60 (bs, 1H), 7.94 (dd, 1H), 7.32 (t, 1H), 7.07 (dd, 1H), 7.03 (m, 1H),
6.95 (m, 1IT), 6.89 (dd, 1H), 6.80 (dd, 1H), 6:39 (q, 1H), 5.08 (s, 2H), 4.53 (s,
9H), 2.33 (s, 310), 148 (s, OHI). YRAAHRIL (apei) m/z= 372 (100), 428 (20).
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'H NMR (dg-DMSO) 8 7.92 (dd, 1H), 7.49
(dd, 1h), 7.32 (t, 1H), 7.16 (m, 2H), 7.00 (dd, 1h), 6.88 (dd, 1H), 6.72 (g, 1H),
5.26 (s, 2H), 4.69 (s, 2h), 2.29 (d, 3H). wRR~AHML (apei) miz = 372 (M+H-

TFA).
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HNMR (de-DMSO) § 11.64 (bs, 2H), 8.00 (dd, 1H), 7.67 (d, 1H), 7.28 (m, 2H),
7.17 (m, 2H), 6.91 (m, 2H), 5.33 (s, 2H), 4.97 (d, 2H), 4.39 (m, 1H), 4.08 (m,
2H), 3.59 (m. 1H), 3.40 (m, 2H), 3.14 (m, 2F), 2.96 (m, 111), 2.75 (s, 3H), 2.35
(s,3H). <xRAHML (apci) m/z = 454.2 (MHHI-2ZHCD).
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'H NMR (ds-DMSO) &

11.54 (bs, 1H), 10.76 (bs, 111), 8.54 (t, 1L1), 8.00 (d, 1H), 7.66 (d, 1H), 7.32 (m,

2H), 7.18 (m, 2H), 6.97 (dd, 1H), 6.93 (s, 1H), 5.34 (s, 2H), 4.60 (s, 2H), 3.53

(q, 2H), 3.19 (q, 2IT), 2.76 (s, 6H), 2.35 (5, 3H). TRZAUML  (apei) miz =

442.1 (M+H-2HC).
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1 NMR (dg-DMS0) & 9.02 (d, 1H), 8.39
(t, 1ID), 8.00 (dd, 1H), 7.66 (d, 1H), 7.40 (s, 1H), 7.30 (m, 217), 7.19 (d, 11D},
7.16 (dd, 110), 6.93 (s, 1H), 6.88 (dd, 1H), 5.33 (s, 2H), 4.52 (s, 2H), 3.45 (q,
2H), 2.86 (t, 2H), 2.35 (5, 3H). <2z~<%k)L (apei) m/z = 465.2 (M+H-2HCI).
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'H NMR (dg-DMS0) § 10.75
(bs, 1H), 8.54 (t, 1H), 7.95 (d, 1H), 7.55 (d, 1H), 7.35 (d, 1H), 7.22 (m, 1H),
7.17 (4, 1H), 7.06 (dd, 1H), 6.96 (dd, 1H), 6.78 (s, 1H), 5.29 (s, 2H), 4.57 (s,
2H), 3.90 (d, 1H), 3.62 (s, 2H), 2.30 (s, 3H). YRARIRL (apei) m/z = 443.0
(M+H-HC).
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"H NMR
(DMSO-dg) 6 8.00 (d, 1H), 7.63 (d, 1H), 7.54 (m, 2H), 7.35 (m, 5H), 7.26 (m,
1H), 7.20 (m, 2H), 6.83 (s, 1H), 5.33 (s, 2H), 2.31 (s, 3I]). <RRAXZML (apci)
m/z = 406.1 (M+H-HC).
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NMR (DMSO-de) § 7.91 (4, 1H), 7.57 (m, 2H), 7.52 {d, 1H), 7.40 (m, 2H), 7.34
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(m, 1H), 6.76 (s, 11D, 5.36 (s, 21), 3.07 (n, 1H), 2.29 (d, 3H), 1.77 (m, 2H),
1.66(m, 2H), 1.54 (m, 1H), 1.20 (m, 5H). <x2R~<%5k)L (apei) m/z = 412.1
(M-+H-HCI).
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'H NMR (DMSO-de) 6 9.93 (bs, 1H), 7.86 (d, 1H), 7.57 (d, 2H), 7.34-7.42 (m,

4H), 6.89 (m, 1H), 6.63 (s, 1ID), 5.26 (s, 2H), 3.60 (s, 3H), 2.85 (&, 2H), 2.69 (1,
2H). <RRASML (esi) m/z =370 (100).
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'H NMR (dg-DMSO) § 9.72 (s, 1H), 7.97 (d, 1H), 7.90 (4, 1H), 7.88 (4, 15D,
7.66 (d, 1H), 7.61 (t, 1H), 7.09 (dd, 1H), 6.79 (s, 1H), 5.70 (s, 2H), 2.29 (s, 3H).
TARARSRL (apel) miz = 338.1 (M+H-2HCI).
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"H NMR (d-DMSO) 5 9.12 (d, 1H), 9.07 (d, 1H),
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8.26 (d, 1H), 8.16 (d, 1HL), 8.04 (d, 1F), 7.93 {t, 1H), 7.73 (d, 1H), 7.15 (dd, 1H),
6.85 (s, 1H), 5.88 (s, 2H), 2.33 (s, 3H).  wzz~<shL (apei) m/z = 350.0

(M-H-HCD).
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'HNMR (DMSO-ds) § 9.27 (m,

110), 8.81 (d, 1HD), 8.75 (d, 1H), 8.48 (d, 1H), 8.08 (m, 1FD), 7.97 (m, 1H), 7.66

(d, 2H), 7.43 (m, 2H), 7.37 (m, 1H), 6.82 (s, 1H), 5.45 (s, 2H), 2.31 (5, 3HD).
2 RZA5RL (apel) miz = 375.1 (M+H-2ZHCI).
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'H NMR (DMSO-
de) 5 8.89 (d, 2H), 8.68 (d, 1H), 8.40 (d, 2H), 8.04 (m, 1ED, 7.65 (d, 2H), 7.43
(m, 2H), 7.36 (m, 1H), 6.74 (s, 1H), 5.44 (s, 2H), 2.28 (s, 3H). TRAARIRL
(apei) m/z = 375.1 (M+H-2HCD). '
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'H NMR (DMSO-d6) & 7.69 (d, 111}, 7.56 (m, 2F), 7.40 (m, 9H).
7.30 (s, IH), 5.28 (5, 2H), 5.14 (5, 2H), 2.25 (5, 3H). < zz A58 (apci) m/z =
404.1 (M+H-HFBA).
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'H NMR (DMSO-d6) 6 10.35 (bs, 1H), 10.11 (bs, 1H), 7.89 (ad, 1H), 7.57 (m, 2,
7.42 (m, 3H), 7.35 (m, 1H), 6.95 (m, 1H), 6.81 (s 1H), 5.28 (s, 2H), 4.45 (m, 40

1H), 4.21 (m, 1H), 3.79 (s, 2H), 3.41 (m, 3H), 2.98 (m, 3H), 2.78 (d, 3H).
TR ARSI (apel) miz = 424.2 (M+H-2HC]).
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NMR (DM8O-d6) 6 11.04 (bs, 1H), 7.97 (d, 1H), 7.59 (m, 4H), 7.42 (m, 211},
7.36 (m, 1H), 7.17 (bs, 1H), 7.10 (m, 1H), 6.96 (s, 1H), 5.33 (s, 2H), 3.57 (s,
2ZH). <RRRKRIML (apel) m/z = 341.0 (M+H-HCI).
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"H NMR (DMSO-dg) & 8.25 (d,
1H), 7.70 (m, 2H), 7.59 (s, 1H), 7.56 (m, 5H), 7.34 (m. 3H), 6.79 (s, 1H), 5.31
(s, 2H), 2.28 (5, 3H). <YRAAZML (apei) m/z = 422.0 (M+H-HCY).
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7.46-7.34 (m, 4H), 7.27 (id, 1H), 7.18 (td, 1H), 7.10 (dd, 1H), 6.81 (q, 1H), 5.31
(s, 2H), 4.22 (s, 2H), 2.30 (4, 3H); <zx~%ML  (apei) m/z = 238.0 (100),
454.0 (90), 362.9 (80).
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7.33 (m, 3H), 7.31-7.25 (m, 3H), 7.12 (m, 1H), 6.78 (s, 1H), 5.29 (s, 2H), 4.19
(s, 2H), 229 (d, 3H); <zzA5ML (apei) miz = 238.0 (100), 454.0 (95), 362.9
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7.45-7.34 (m, 3H), 7.30 (m, 2H), 7.18 (m, 2H), 6.78 (s, 1H), 5.29 (s, 2H), 4.17
(s, 2H), 2.29 (d, 3H); <xARA<IRIL (apei) m/z = 238.0 (100), 454.0 (75), 362.9
(60).
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H NMR (ds-DMSO) 8 10.80 (bs, 1H), 8.63 (d, 1H), 8.04 (t, 1H),
7.81 (d, 1H), 7.60-7.53 (m, 4H), 7.49-7.34 (m, 4H), 6.76 (s, 1H), 5.30 (s, 2H), 10
442 (s, 2H), 2.28 (d, 3H);. ¥RZ~<HML (apei) m/z = 330.0 (100), 421.0 (95),
238.0 (50). -
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'H NMR (de-DMSO) & 8.68 (dd, 1H), 8.65 (d, 1H). 8.11 (m, 1H),
7.80-7.75 (m, 2H), 7.60-7.55 (m, 3H). 7.45-7.34 (m, 3H), 6.75 (s, 1H), 5.30 (s,
OH), 4.34 (s, 2H), 2.28 (d, 3H); <RARA4RL (apei) m/z = 238.0 (100), 330.0
(70), 421.0 (60). ' 40
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"H NMR (dg-DMSO) § 7.79 (d, 1H), 7.57 (m, 2H), 7.49 (d, 1H), 7.45-
7.33 (m, 3H), 7.23 {m, 1H), 6.98 (m, 2H), 6.79 (m, 2H), 5.28 (s, 2H), 4.09 (s,
2H), 3.74 (s. 3H), 2.29 (s, 3H); <zxzx~%hL (apci) miz = 450,0 (100}, 359.0
(45), 238.0 (40).
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222A5RL (apei) miz = 450.0 (100), 359.0 (80), 238.0 (75).
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'H NMR (d;-DMSO) § 7.82 (d, 1H), 7.60-7.54 (m, 3H), 7.45-7.34
(m, 3H), 7.13 (m, 2II), 6.82 (m, 31T), 5.30 (s, 2H), 4.14 (s, 2H), 3.70 (s, 3H),
2.30(d, 3H); <RAAXHML (apei) miz = 450.0 (MH+H-HCI).
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1H), 7.97 (m, 1H), 7.65 (m, 3H), 7.45-7.30 (m, 3H), 6.90 (s, 1H), 5.41 (s, 2H),
3.75-3.45 (m, 3H), 3.20 (m, 2H), 2.95 (m, 2H), 2.76 (m, 2H), 2.34 (s, 31D, 1.88
(m, 2H), 1.64 (m, 1H), 1.42 (m, 2H); IRR~FML (apei) miz = 427.1 (MH-
2HCI).
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‘H NMR (ds-DMSOQ) 5 9.16 (t, 1H), 7.96 (d,
1H), 7.75 (t, 1H), 7.66 (t, 1iL), 7.64-7.59 (m, 3H), 7.45-7.33 (m, 3H), 6.77 (s,

1H), 5.34 (s, 2H), 4.35 (1, 2H), 3.47 (t, 2H), 2.29 (d, 3H);

m/z=424.0 (100) 328.0 (75) 238.0 (35).
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"1 NMR
(DMSO-dg) 3 8.37 (m, 1H), 8.12 (d, 1H), 7.74 (d, 1H), 7.63 (m, 1H), 7.57 (m,
2H), 7.39 (m, 3K, 7.17 (m, 1H), 6.94 {(d, 1H), 6.85 (s, 1H), 5.34 (s, 2H), 2.32 (s,
3H). YRANGRIL (apei) miz = 407.0 (M+H-2HC).
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(DMSO-dg) 3 8.53 (m, 210), 8.14 (m, 1II), 7.67 (s, 1H), 7.57 (d, 2H), 7.49 (d,
2H), 7.39 (m, 3H), 6.72 (s, 1E), 5.30 (s, 2H), 2.28 (s, 3H). TRZAHRL (apei)
m/z = 407.0 (M+I1-2HCD.
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7.15 (m, 1¥1), 6.83 (s, 1H), 5.30 (s, 2H), 2.30 (s, 3H). YRRAHML (apei) m/z
= 412.0 (M+H-HCI).
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7.21 (m, 1H), 6.83 (s, 1H), 5.29 (s, 2H), 3.94 (s, 2H), 2.31 (s, 3H). =&

ARZMIL (apei) m/z = 388.1 (M+H-HCI).
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'H NMR (DMSO-de) 6 10.26 (bs, 1H), 7.97 (s, 1H), 7.35-7.63
(m, 6H), 6.66 (bs, 1H), 5.29 (s, 2H), 3.59 (s, 3H), 2.85 (1, 2H), 2.69 (1, 2H). 20
IRRAGIL (esi) miz = 448 (96), 450 (100).
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'H NMR (DMSO-ds) & 11.16 (bs, 1H), 8.02 (s, 1H), 7.59 (d,
2H), 7.36-7.44 (m, 3H), 6.71 (bs, 1H), 5.43 (s, 2H), 3.59 (s, 3H), 2.85 (t, 2H),

2.69 (t, 2H). TRZRAHRL (est) m/z = 449 (96), 451 (100).
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6.78 (s, 1H), 5.28 (s,
4361 (MAH-HCH).
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oooooao
'H NMR (DMSO-ds) 5 8.00 (d, 18, 7.57
(d, 1H), 7.53 (d, 2H), 7.37 (m, 3H), 7.22 (;, 1H), 6.81 (dd, 1H), 6.75 (m, 2H),
6.69 (s, 1HD), 5.30 (s, 2H), 3.70 (s, 3H), 2.29 (s, 3H). TARAZML (apei) m/z =
436.1 (M+H-HCD.
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'H NMR (DMSO0-dg)
§ 7.93 (d, 1H), 7.59 (d, 1H), 7.53 (d, 2H), 7.38 (m, 3H), 7.25 (m, 1HD, 7.05 (4,
1H), 6.86 (m, 2H), 6.79 (dd, 1H), 5.32 (s, 2H), 3.82 (s, 3H), 2.32 (s, 3[I). <X
A48 (apel) m/z = 436.1 (M+H-HCI).
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'"H NMR (DMSO-
de) § 8.04 (d, 1H), 7.62 (d, 1H), 7.54 (m, 2H), 7.50 (m, 1H), 7.37 (m, 3H), 7.20
(m, 2H), 6.77 (s, 1H), 6.73 (m, 1H), 5.32 (s, 2H), 2.30 (s, 3I). YRRRIML .
(apei) m/z = 440.0 (MATI-HCL).
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"H NMR (DMSO-dg) 6 7.93 (d, 1H), 7.57
(m, 3H), 7.40 (m, 2H), 7.35 (m, 1H), 7.28 (m, 2H), 7.19 (m, 3H), 6.75 (s, 1H),
5.34 (s, 2H), 3.18 (t, 2H), 2.78 (t, 2HD), 2.28 (5, 3H). TRRAHML . (apel) m/z =
434.1.0 (M+H-HCY).
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"H NMR (DMSO-dg) & 7.79 (s, 1H),
7.52 (m, 2H), 7.32 (m, 4H), 7.27 (d, 4H), 7.20 (m, 1H), 5.44 (s, 2H), 3.93 (s,
2H), 3.60 (s, 3H), 2.86 (m, 2H), 2.68 (m, 2H).  TARARIHL (apet) m/z =
461.1.0 (MHH-HCY).
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oooooao
TH NMR (DMSO-ds) & 7.81 (s, 1H),
7.52 (m, 2H), 7.33 (m, 3H), 7.28 (d, 4H), 7.21 (m, 15D, 6.70 (s, 1H), 5.45 (m,
2H), 3.95 (s, 2H), 2.83 (t, 2H), 2.60 (t, 2H). <RR<5RL  (apcl) m/z = 447.1.0
(M-H-HCY).
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'H NMR (DMSO-ds) &
2.60 (t,J="7.0Hz, 2H), 2.82 (t, /= 7.2 Hz, 2H), , 5.26 (s, 2H), 6.62 (s, 11I), 6.89
(dd, J="7.8, 5.1 Hz, 1H), 7.35 (m, 4H), 7.57 (s, 1H), 7.58 (m, 1H), 7.86 (dd, J =
1.5, 5 Hz, 1H), 9.96 (br s, 1H), 12.14 (br s, 1H); <RAR~<HM)L  (apel) m/z =
354.0 (M-H).
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'H NMR (CDCl3) & 1.76 (s, 4H),
2.56 (m, 4H), 2.59 (dd, J = 5.6, 12.9 Hz, 4H), 3.01-2.94 (m, 4H), 3.37 (dd, J =
11.3, 5.5 Hz, 2H), 5.13 (s, 2H), 6.75 (bs, 1H), 6.47 (s, 1H), 6.82 (dd, /= 8.2, 5.1
Hz, 2H), 7.10 (dd, J= 1.2, 7.9, Hz, 1H), 7.42 (br 5, 4H), 7.94 (dd, J= 1.2, 5 Hz,
1H), 8.59 {bs, 1H), ¥RA~HkL  (apel) m/z = 4522 (M+H).
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Br Xy
T e
N N
0 H
£ 5 R5 2 "H NMR (DMSO-dg)
69 L 55*‘3;)1%59_)4—_51—; 8 1.20 (t, 3H), 2.60 (g, 2H),
s i) 5.29 (s, 2H), 6.61 (s, 1H),
7.31-7.45 (m, 3H), 7.58-
7.62 (m, 3H), 7.97 (s, 1H),
10.21 (bs, 1H).
70 i-Bu [N=@—(RLILFFV)—5-T | 50,88 (d, 6H), 1.99 (m,
1)< J—, J— —Aq—A"
ERSriiTess™™7  1), 243 (4,21, 508,
2H), 6.61 (s, 1H), 7.32-7.44
(m, 3H), 7.58-7.62 (m, 3H),
7.96 (s, 1H), 10.18 (bs,
1H).
71 n-Bu N3 éfifib,?jﬁ”_);_‘r’;f 8 0.89 (t, 3H), 1.31 (m,
VFFI—N—2—T 5 2H), 1.61 (m, 2H), 2.57 (%,
2H), 5.28 (s, 2H), 6.61 (s,
1H), 7.32-7.44 (m, 3H),
7.58-7.62 (m, 3H), 7.96 (s,
1H), 10.20 (bs, 1H).
72 i-Pr IN=@—(RUDUFFL)—5-70 | §1.22 (d, 6H), 2.66 (=8,
oo~ —_ A — 1
ST T a5 e V7R 1H), 5.29 (5, 2H), 6.60 G,
1H), 7.33-7.44 (m, 3H),
7.58-7.62 (m, 3H), 7.96 (s,
1H), 10.17 (bs, 1H),
73| chex |NDLGS(RYIAAFT) 5,20 | 8120 (m, 1H), 1.25-1.43
FONFTP I PE (m, 4H), 1.67 (m, 1H0), 1.74
(m, 2H), 1.96 {m, 2H), 2.53
(m, 1H), 5.28 (s, 2H), 6.58
(s, 1H), 7.33-7.44 (m, 31),
7.57-7.62 (m, 3H), 7.96 (s,
1H), 10.13 (bs, 1H).
74 c-Pr N=(@—(RLDIFFL)—5-T0 | §0,75-0.85 (m, 4H), 1.94
1)y — — —_—
RS |, 1), 5.8 (5, 2H), 6.62
(s, 1H), 7.33-7.44 (m, 3H),
7.56-7.62 (m, 3H), 7.96 (5,
1), 10.10 (bs, 1H).
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S HE

AT

F—4

4

BE
75 (]

SvSN s

T;;\,&\

NN

H
HCI

N=(B— (RyTILTEL)
—5—(RLSLFHEYS
y—2—A))—4—1U70
EILFFJ/—IL—2—F3

ERESZESAR

TH NMR (DMSO-
de) § 10.95 (bs,
1H), 7.81 (d, 1H),
7.59 (t, 3H), 7.45-
7.33 (m, 3H), 7.29-
7.18 (m, 5H), 6.80
(s, 1H), 5.30 (s,
2H), 4.19 (s, 2H),
2.98 (m, 1H), 1.25
(d, 6H),

TRAANGE

(apei) m/z = 448.1
(M+H-HCI).

76 Sy
e

FFILI—(5— ("D
FL)—-6—{4—rv70OE
WFFJ—I—2—()LF3
JIEVD L —3— A LFH)
FosN/I—h

*H NMR (CDCls) 8
8.57 (s, 1H), 8.03
(d, 1H), 7.42 (m,
5H), 7.21 (4, 1H),
6.42 (m, 1H), 5.12
(s, 2H), 3.68 (s,
3H), 3.02 (t, 2H),
2.94 (m, 1H), 2.55
(t, 210), 1.27 (d,
6H1).

RRAANTML (es)

EYSy 2 ALFINF
FI=N—a—A1)T0R
T

m/z =444.2
(M-+H).
77 S AFINB—(2— (BT TTHNMR (CDCly)
| N 3 WAH ) —5—(3—ARF
Oyr # HiN S 28 FxuTneLFe) | §8.56 (bs, 1H),

8.03 (d, L1H), 7.42
(m, 5H), 7.22 {4,
1H), 6.47 (m, 1H),
5.12 (s, 2H), 3.68
(s, 3H), 3.67 (s,
3H), 3.03 (1, 2H),
297 (m, 2H), 2.71
(t, 2H), 2.56 {1, 2H).
TARANYTRIL {(esi)
m/z =488.1

(M+H).
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gooooad
RESNy
| o N/Z:}“
o H .
Ex. R’ & 5 F—4
78 | uN [y)—_(eé—_(gyi)jll:(vrtff\o "H NMR (DMSO-dg) — 10.65
% 59)T4T§)—b)j?)b (bs. 1H), 8.85 (d, 1H), 8.53
DT | e ey kT o
FETTRYYERRIRT | I, 7.30-7.12 (m, I,
6.72 (s, 1H), 5.18 (s, 2H),
4.20 (d, 1H), 3.31 (m, 1H),
3.17 (m, 1H), 2.88 (m, 1H),
2.76 (m, 1H), 2.26 (s, 3H),
2,24 (m, 1H), 2.10 (m, 1H),
1.50 (m, 2H), 1.30 (m, 1H).
TRARIML  (apel) miz =
503.1 (M+H-2HC),
79 e N—(3— ("L JILFFL [ TH NMR (DMSO-dg) - 10.70
e heSo =L | (bs, T, 7.77 (d, TH), 7.56
W) —4—AFIWFFJ7— i (d, 2H), 7.45-7.33 (m, 4H),
L2 FRVERAYRT 1 730-7.18 (m, SH), 6.75 (s,
1H), 5.23 (s, 2H), 4.48 (q,
1H), 2.28 (s, 3H), 1.50 (d,
3H).
TAANG ) (apci) m/z =
434.0 (M+H-HCI),
80 % N_(S?:(gﬁszjﬁi "HNMR (DMSO-dg) - 10.95
é LS SERIIT I | (bs, 1H), 7.92 (m, 1H), 7.61-
LWy —4—2FLFFY | 7.55 (m, 31D, 7.44-7.32 (m,
E;kf—g—ﬁ‘/t':“’? 3H), 6.82 (s, 1H), 5.37 (s,
2H), 2.92 (d, 2H), 2.31 (s,
3H), 1.89 (m, 1H), 1.70 (m,
2H), 1.57 (m, 2H), 1.46 (m,
2H), 1.20 (m, 2H). <%
ARTML (apeiy miz=412.1
(M+H-HCI).
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gooooao
81 % N—(3— (X2 YA FY | T NMR (DMSO-dg) - 10.70
)—5— (FATIV—2—
T ey | (bs, 1H), 7.85 (d, 1H), 7.60-
g —2— AL} —4—2F)L | 7.54 (m, 3H), 7.45-7.33 (m,
= L2 702w 2T T3E | 4n), 6.86 (dd, TH), 6.80 (dd,
1H), 6,75 (s, 1H), 5.28 (s,
2H), 4.43 (s, 2H), 2.28 (s,
3H).
RAZATRL  (apel) miz=
426.0 (M+TI-LICL).
82 o N—(@B— (N TILAF) THNMR (DMSO-dg) - 10.55
TSEEn T DL | (bs, TH), 10.24 (bs, 1H), 7.96
2—AN) —4—FFLF T | (d, LH), 7.60 (m, 3H), 7.45-
N Pl - TRYIERR | 737 (m, 3H), 6.72 (s, 1H),
5.34 (s, 2H), 3.12 (m, 2H),
2.99 (t, 2H), 2.71 (d, 611),
2.27 (s, 3H), 1.85 (m, 2H).
TRARIML  (apei) m/z=
415.1 (M+H-2HCI).
83 o 2= (o (R TNAE THNMR (DMSO-dg) - 10.70
Ji FCTASATTT | (s, 1H), 10.38 (bs, 1H), 8.49
07 "NH tug?{%ﬁf%?ﬁ) (t, IH), 7.95 {m, 1H), 7.66 (s,
—N—(2—EUYY—1 | [H), 7.60 (d, 2H), 7.45-7.33
—AI)TFILYFHELFE ? : :
‘) FOERRIRSAK (m, 3H), 6.75 (s, 1H), 5.32
N (s, 2H), 3.69 (s, 2H), 3.51
_J (m, 2H), 3.40 (m, 2H), 3.15
(m, 2H), 2.91 (m, 2H), 2.28
(s, 3H), 1.94 (m, 2H), 1.83
(m, 2H).
TARANRGN) (apci) m/z =
484.2 (MHH-2HC)).
84 0 2- (B NyITxY "H NMR (DMSO-dg) - 10.57
x V78— (a— AT NFTY | (bs, 1ED), 1047 (bs, 1), 7.96
O”NTY sV F 1 | (m, 1H), 7.59 (m, 3H), 7.45-
LN |~ (2T e RT55 | 734 (m, 310), 6.70 (5, 1D,
as7aS4K 5.29 (s, 2H), 438 (d, ZH),
4.10 (d, 2H), 4.01 (d, 2H),
3,43 (m, 2H), 3.02 (m, 2H),
2.79 (d, 3H), 2.26 (s, 3H).
TRANTN (apci) m/z =
470.1 (M+H-2HCI).
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S5

B

74

85

N—{(5—(2— (1H—AZ&Y
—L=1—A )L IFLFA)
—3— (R ILFFLHEYD
v—2—A )L} —4—AFT 0¥
WFFI—=IL—2—F3TF
FaZASA R

TH NMR (DMSO-dg)
5 10.80 (bs, 1H), 9.16
(s, 11), 7.97 (d, 1H),
7.75 (m, 1H), 7.66-
7.60 (m, 411), 7.42 (1,
2H), 7.35 {m, 1H),
6.78 (s, 1H), 5.35 (s,
2H), 4.35 (t, 2H), 3.49
{t, 2H), 2.96 (m, 1H),
1.25 (4, 6H).

TAZAAGML  (esD)
m/z = 452.2 (M+H-
2ZHCD).

86

L

IZQW

N— (83— (RTILFF)—5
—(ERYS Y —4— A JLAF L
FHES—2—A)L)—4—
AVTRENTF T I —I—2—
FIUOERRIOSAF

"H NMR (DMSO-ds)
3 10.70 (bs, 1H), 8.81
(bs, 1H), 8.55 (bs,
1H), 7.93 (m, 1H),
7.61 (4, 2H), 7.56 (s,
1H), 7.44-7.32 {m,
3H), 6.75 (s, 1H), 5.35
(s, 2H), 3.22 (m, 2H),
2.95 (m, 111), 2.90 (d,
2H), 2.77 (m, 2H),
1.88 (m, 21}, 1.62 (m,
1H), 1.36 (m, 2H),

1.24 (d, 61D).
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gboooaod
gboooaod

'"HNMR (dg-DMSO) & 10.90 (bs, 1I), 7.98 (m, 1H), 7.69
(m, 1H), 7.59 (m, 1H), 7.35 (m, 1H), 7.12 (m, 1H), 7.06 (m, 1H), 6.83 (s, 1),
5.52 (s, 2H), 231 (5, 3H). YRAAIML (apel) m/z = 304 (MAH-HC).
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(CDCly) 8 9.91 (s, 1H), 8.88 (bs, 1H), 8.40 (d, 1H), 7.56 (d, 1H), 7.42 (m, 5H),
6.51 (m, 1H), 5.17 (s, 2H), 2.35 (s, 3H). YARRHML . (apel) miz = 326.0
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'HNMR (DMSO-dg) 8 11.77 (bs, 1H), 11.05 (bs, 1H),

8.08 (m, 2H), 7.64 (d, 2H), 7.45-7.32 (m, 3H), 6.83 (s, 1), 5.35 (5, 21T, 4.32 (d,

2H), 3.87 (m, 4H), 3.20 (d, 2H), 3.03 (m, 2IT), 2.31 (s, 311). VRRAXGML
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(apei) m/z = 397.1 (M-H-2HICD).
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"HNMR (DMSO-dg) 8 11.00 (bs, 1H), 9.34 (bs, 1H), 8.06 (s, 1H), 7.95 (m, 2H),
7.80 (s, 1H), 7.60 (d, 2H), 7.41-7.30 (m, 3H), 7.14 (d, 1H), 6.91 (t, 1H), 6.81 (s,
TRAARYNL (apel) m/z = 404.0

1H), 5.31 (s, 2H), 4.66 (d, 210, 2.30 (s, 3H).

(M+H-2HCD).
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'HNMR (CDCls) & 8.62 (bs, 1H),
7.90 (s, 1H), 7.42 (m. 5H), 7.20 (s, 1H), 6.39 (s, 1H), 5.11 (s, 2H), 4.63 (s, 2H),
233 (s,3H), 1.84 (bs, 1H). <wzxzxA4ML (apei) m/z = 328.0 (M+H).
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"H NMR (CDCly) 8.69 (s, 1H), 8.07 (d, 1H), 7.65 (d,
1H), 7.42 (m, 5H), 7.25 (m, 1H), 6.45 (m, 1H), 6.30 (d, 1H), 5.15 (s, 2H), 3.81
(s, 3H), 2.33 (5, 3H). wRZRAZRL  (apei) m/z= 382.0 (M+H).
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1H), 7.80 (d, 1H), 7.41 (m, 5I0), 7.00 (d, 1H),
3H), 2.89 (t, 2H), 2.61 (¢, 2FD), 2.31 (d, 3H).
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"H NMR (CDCl3) § 8.49 (s,
6.37 (q, TH), 5.08 (s, 2H), 3.67 (s,
TRARGML  {apei) miz = 384.1
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'H NMR (DMSO0-dg) &
12.12 (bs, 1H), 9.73 (bs, 1H), 7.72 (s, 1H), 7.58 (m, 2H), 7.45-7.30 (m, 4H), 6.54
(s, 1H), 5.22 (s, 2H), 2.76 (t, 2H), 2.54 (1, 2H), 2.22 (s, 3H). TRRAIRIL
(apei) m/z = 370.1 (M+H-HCI).
000
000000000000 00000O00O0O0O0O0O0O0O0O0O0O0O0O0OO0O0O
0000000000000 000000000D0000NONO0N0NOONOONoan

O

O
O

oo oogoo
oo oogooo

Oo0ooooogQgogao
OooooooogQgoao
Oooo0ooooQgoo
OO0 oooooggogo
OooooooogQgoao
OooooooQgogoo
Oooooooogogoao
Oooooogogao
OooooooQgogoo
OooooooQgogoao
OO0 oooogogo
Ooooooogogoo
OooooooQgogoo
OO0 oooogogo
Ooooooogogo
oo ooooQgogoo
oo Ooooogogoao
OO0 oooogogao
Ooooooogogoo
OooooooQgogoo
OO0 oooogogaog
Ooooooogogoo
OooooooQgogoo
Oooooooogogoao
Oooooogogo
OooooooQgogoo
OooooooQgogoo
OO0 oooogogo
Ooooooogogo
OooooooQgogoo
Oooooooogogoao
Oooooogogoao
OooooooQgogoo
OooooooQgogoao

OooooooogoQgoooao
OoooooooQgoooao
OO0 O0Doooog4dQgoooao
OoooooogoggQgoooao
OoooooooQgoooao
OooooooogoooOoao

"H NMR
(DMSO-dg) 8 11.25 (bs, 1H), 11.05 (bs, 1H), 7.89 (s, 1H), 7.62 (m, 3H), 7.45-
7.33 (m, 3H), 6.83 (s, 1H), 5.32 (s, 2H), 4.43 (4, 1H), 4.06 (d, 1H), 3.47 (¢, 1H),
3.'38 (d, 2H), 3.01 (m, 2H), 2.84 {m, 3H), 2.74 (m, 5H), 2.32 (s, 3H). <&
ZA40 L (apel) m/z = 452.2 (MFH-2HCI).
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*H NMR (DMSO-dg)
8 10.85 (bs, 1H), 10.49 (bs, 1H), 8.03 (d, 1H), 7.78 (s, 1H), 7.63 (d, 2H), 7.45-
7.33 (m, 3H), 6.82 (m, 3H), 6.45 (m, 1H), 5.37 (s, 2H), 3.85 (m, 2H), 2.77 (d,
6H), 2.30 (5. 3H). YRZARIML  (apel) m/z = 381.1 (M+H-2HCI).
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gooooad
"H NMR (DMSO-dg) 5 11.05 (bs, 1H),
10.66 (bs, 1H), 7.87 (s, 1H), 7.62 (m, 3H), 7.45-7.32 (m, 3H), 6.83 (s, 1H), 5.34
(s, 2H), 2.98 (m, 2H), 2.71 (d, 6H), 2.66 (t, 2H), 2.31 (s, 3H), 2.01 (m, 21I).
YRZAHML (apei) miz = 383.2 (M+H-2HC)).
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'H NMR (CDCly) & 9.75 (t, 1H), 8.55 (s, 1II). 7.82 (m, 1H), 7.40

(m, 5H), 6.96 (d, 111), 6.40 (m, 1H), 5.09 (s, 2H), 3.66 (d, 25D, 2.32 (s, 3K
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TRAAGRML (apei) m/z = 340.1 (M+H).
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"H NMR (DMSO-dg) 8 11.03 (bs, 1H), 7.85 (d,
1H), 7.59 (t, 3H), 7.45-7.33 (m, 3H), 6.83 (s, 111), 5.31 (s, 21, 3.61 (t, 2H), 2.72
(t, 2H), 2.32 (8, 3H). wzRR~<HR)L  (apei) m/z = 342.1 (M+H-HCI).
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1 NMR

(DMSO-dg) 11.24 (bs, 11T), 7.83 (d, 1H), 7.61 (d, 2H), 7.56 (d, 2H), 7.44-7.32
(m, 3H), 6.87 (s, 1H), 5.34 (s, 2H), 2.57 (¢, 2H), 2.33 (s, 3H), 1.57 (m, 2H), 1.35-

1.18 (m, 4H), 0.85 (¢, 3H). YAZ<IML  (apei) m/z = 368.1 (M+H-HCY).
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" NMR (DMSO-dg) & 11.63 (bs, 1H), 8.75 (m, 11T, 8.32 (id, 1H),
7.82 (d, 1H), 7.77 (m, 2H), 7.35 (d, 1H), 6.92 (d, 1H), 4.50 (s, 2H), 2.34 (s, 3H).

T2ZAA4M)L (apei) m/z = 331.1 (M+H-2HCI).
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Jo—2— A JLAREL)
¥ —5—(EJSr—2—1JL | §8.84 (d, 1H), 8.71
| AFIFAEUS, —2—
& {JL}ET_J:/;JL—?I:? {(d, 1D, 8.28 (m, 2H),
ZR)ERFOZO0Z1F
g 8.11 (4, 1H), 7.87 (4,
1H), 7.80-7.67 (m,
4H), 6.83 (s, 1H), 5.60
(s, 2H), 4.57 (s, 2H),
2.30 (s, 3H). TRRAA
IR (apci) miz =
422.1 (M+H-3HCL).
105 4—AFJ—N—(5—(E] | "H NMR (DMSO-dg)
: DU = 2= A JLAFILFA)
S —3—(EUT—3—1JLA §9.24 (s, 1H), 8.90 (d,
| RESIEYSL —2—1)L)
=N FT7V—IL—2—F3L M) | 1H), 8.69 (d, 1H),
EFO4O0Z4F
8.65 (d, 1H), 8.13 (t,
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1H), 8.03 (dd, 1FD),
7.85 (d, 1H), 7.70 (s,
1H), 7.61 (m, 2H),
6.75 (s, 1H), 5.49 (s,
2H), 4.49 (s, 2H), 2.28
(s,.3H).

YRAAATML (apci)
miz = 422.1 (M+-
3HCI).
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"H NMR (DMSO-dg)
5 9.26 (dd, 1H), 8.67
(d, 1H), 8.59 (d, 11,
8.20-8.09 (m, 3T,
7.91 (4, 1H), 7.77-
7.70 (m, 3H), 7.64 (d,
1H), 7.60 (4, 1H),
6.79 (s, 110), 5.80 (s,
2H), 4.46 (s, 21, 2.31
(s, 3H). 711/\°7}ij

(apei) m/z =
472.1 (M+H).
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'H NMR (CDCL3)

5 8.66 (d, 1H), 8.22 (1,
1H), 7.86 (d, 1H),
7.76 (t, 1H), 7.51 (m,
2H), 7.30 (t, 1H), 7.17
(d, 1H), 7.13 (s, 1H),
6.86 (dd, 1H), 6.54 (s,
1H), 5.4 (s, 2H), 4.58
(s, 2H), 3.85 (s, 3H),
2.47 (s, 3H). A
A4kl (apel) m/z =
451.1 (M-+H-2HCT),
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' NMR. (DMSO-ds) &
10.92, (bs, 1H), 8.15 (m, 2H), 7.69 (d, 1H). 7.56 (m, 2H), 7.43-7.32 (m, 3H),
7.10 (d, 1H), 6.97 (dd, 1H), 6.80 (s, 1H), 5.34 (s, 2H), 2.30 (s, 3H). ¥R
20 (apei) m/z = 441.0 (M+H-2HCI).
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3—(RUUNAFL) —
5—(2—y0AEYzTL
—4—AFA) —N—(
4= FFIFTT—IL—2
—MIEUD—2=7F
S b= R

HNMR (DMSO-dg)
& 10.86 (bs, 1H), 8.40 (d,
1H), 8.14 (d, 1H), 7.73 (s,
1H), 7.57 (m, 2H), 7.44-
7.33 (m, 3H), 6.98 (d, 1H),
6.78 (s, 1H), 5.32 (s, 2H),

(apeci) m/z =
442.1 (M+H-2HCI).

230 (s, 3H). TRASRIMIL
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THNMR (DMSO-dg)
8 11.00 (bs, 1H), 8.38 (d,
2H), 8.12 (s, 1H), 7.8 (s,
1H), 7.58 (m, 2H), 7.43-
7.33 (m, SHj, 7.27 (1, 1H),
6.84 (s, 1H), 5.32 (s, 2H),
2.32 (s, 3H). ZRARIRIL
(ape)) m/z=
408.1 (M+H-2HCI).
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111 78 3— (RUTUIAFY) — | THNMR (DMSO-dg)
N—{(4—AFILFFJ—

[ L—2—A)L)=5—(F | §8.54 (d, 1H), 8.35 (d,
N = I/[3, 2—b]EUYTL

1H), 8.22 (d, 1H), 7.75 (4,
1H), 7.70 (d, 1II), 7.55 (m,
2H), 7.41-7.32 {m, 3H),
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6.89 (d, 1H), 6.79 (s, 1H),-
5.32 (s, 211), 2.30 (s, 3H).
TRARGNL (apei) m/z
= 463.1 (M+H-2HCD).
112 N 3— (RUUNAFL) — | THNMR (DMSO-dg)
o T %kﬁjﬁlfﬁﬂ 5 10.84 (bs, 1H), 8.25 (d
Jars, 4—blEUSL . s, 1H), 8. ,
s Sa—{FA) —N
N 4—AFIFTI—IL— | 1H), 8.17 (d, 1H), 7.70 (5,
2= EJS—2—
FILoEROs034F | 1H), 7.55 (m, 2H), 7.42-
7.33 (m, 3H), 6.76 (s, 1H),
6.51 (d, 1H), 5.32 (s, 21D,
12,73 (s, 3H), 2.30 (s, 3H).
TRARYMIL  (apci) miz
= 462.1 (M+H-2HCI).
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'H NMR

(DMSO-dg) & 10.30 (bs, 1H), 8.83 (bs, 1H), 8.60 (bs, 1H), 7.99 (dd, 1H), 7.67 (d,
1H), 7.59 (m, 2H), 7.45-7.33 (m, 311), 6.75 (s, 1H), 5.30 (s, 2H), 3.32 (4, 2H),

3.05-2.85 (m, 3H), 2.11 (d, 2H), 1.79 (m, 2H). TRRAZML

(M-+I-2HC),
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" NMR (CDCl3) 8 5.14 (s, 2H), 7.30-7.33 (m,
2H), 7.42-7.48 (m, 5H), 7.87 (d, 1H), 8.10 (s, 1H), 8.40 (d, 1H), 8.67 (bs, 1H).
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'H NMR (DMSO0-dg) 5 11.06 (bs, 1H), 8.38 (dd, 1H), 8.05 (d, 1H),
7.97 (d, 1H), 7.58 (d, 1H), 7.54 (m, 2H), 7.44 (dd, 1), 7.41-7.17 (m, 8H), 5.31
(s,2H). <TAXAZML (apei) m/z =443.1 (M+H-HCI). 50
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"H NMR (DMSO-dg) 8 11.13 (bs, 1IT), 8.33 (m, 2H), 8.15
(d, 1D, 7.99 (d, 1H), 7.70 (d, 1H), 7.62 (td, 1H), 7.57 (m, 2H), 7.45 (dd, 1H),
7.42-7.32 (m, 3H), 7.15 (ddd, 1H), 6.92 (d, 1H), 5.33 (s, 2H). YRRAZkIL
(apci) m/z = 444.1 (M+H-2HCI).
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gooooad
'H NMR (DMSO-dg) 8
11.0 (bs, 1H), 8.85 (d, 1H), 8.26 (d, 1H), 8.10 (d, 1H), 7.75 (d, 1H), 7.61 (d, 2H),

742 (t, 2H), 7.36 (m, 1H), 533 (s, 2H). <RA<HML (apel) miz = 457.1
(MHH).
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'H NMR (CDCl5) § 8.03 (d,
1H), 7.63 (d, 2H), 7.49 (m, 2I1), 7.39 (m, SH), 7.32 (m, 2H), 6.98 (s, 2H), 6.39
(s, 1H), 5.42 (s, 2H), 2.46 (s, 3H). <wzz~<sh) (apei) m/z = 400.0 (M+H).
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"H NMR (DMSO-dg) 8 7.72 (s, 1H), 7.58 (d,
2H), 7.44 (m, 3H), 7.38 (m, 1H), 7.26 (m, 2H), 7.18 (m, 3H), 6.68 (s, 1H), 5.25
(s, 2H), 2.87 (m, 4H), 2.27 (s, 3H). <zz~<4ML  (apei) miz = 402.1 (M+H-

CO,CF3).
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'H

NMR (DMSO-dg) 5 7.81 (d, 1H), 7.54 (m, 2H), 7.48 (m, 1H), 7.37 (m, 6H), 7.30
(m, 2H), 6.81 (s, 1H), 5.60 (s, 1FD), 5.54 (s, 1H), 5.33 (5, 2H), 2.31 (s, 3H). ¥=%
ARGM L (apel) miz = 400.1 (M+H-HCI)
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1H NMR (DMSO-d) & 7.88 (s, 1H), 7.55 (m, 3H), 7.37 (m, 3H),
7.29 (m, 4H), 7.20 (m, 1H), 6.81 (s, 1H), 5.31 (s, 2H), 4.19 (m, 1H), 2.30 (s,

3H), 1.61 (d, 3H). <zz~<5hL (apei) m/z =402.1 (M+H-HCI). 20
Ooooo0O00o0oO0oO
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'H NMR (DMSO-dg) &
782 (s, 1), 7.55 {d, 2H), 7.47 (s, 1H), 7.30 (m, 8H), 6.74 (5, 1HD), 5.26 (s, 2H),
3.91 (s, 2H), 3.60 (s, 3H), 2.88 (t, 2H), 2.71 (t, 2H). YRRAIML (apei) m/z =
460.2 (VIFH-HCD.
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'H NMR (DMSO-dg) § 7.79 (s, 1H), 7.74 (d, 2H), 7.37 (m, 4H),
7.28 (m, 2H), 7.24 (m, 3H), 6.67 (s, 1H), 5.24 (s, 2H), 3.89 (s, 2H), 2.82 (1, 2H),
2.59(t, 2H). <x&x~<4h)L (apei) m/z = 446.2 (M+H-HCI).
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IH NMR (DMSO-d¢) & 8.48 (d, 15, 7.77 (dt, 1H), 7.43 (4,
1H), 7.24 (dd, 1H), 5.33 (d, 1H), 4.39 (i, 1H), 3.92 (m, 2H), 2.60 (m, 2H), 1.87
(m, 1H), 1.37 (m, 11H), 1.18 (m, 2H).
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'H NMR (DMSO-ds) &
10.88 (bs, 1H), 8.49 (d, 1H), 8.35 (4, 1H), 7.95 (m, 1IT), 7.75 (s, 1H), 7.65 (i,
1H), 7.57 (d, 2H), 7.42 (m, 3H), 7.36 (m, 1H), 7.31 (s, 1H), 7.21 (m, 1H}, 7.14
(d, 1H), 5.23 (s, 2H), 4.19 (d, 1H), 3.98 (m, 1H), 3.84 (m, 1H), 2.14 (m, 2H),
1.37 (m, 10H), 1.20 (m, 3H), 1.01 (m, 1H).
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'H NMR (DMSO-dg) & 8.52 (m,
2H), 8.36 (m, 1H), 8.16 (bs, 1H), 7.94 (m, 1H), 7.83 (d, 1H), 7.72 (dt, 1H), 7.57
(d, 2IT), 7.43 (m, 3H), 7.38 (m, 1H), 7.26 (m, 3H), 5.21 (s, 2H), 4.29 (d, 1H),
3.33 (d, 111), 3.20 (d, 1H), 2.85 (m, 2H), 2.29 (m, 2H), 1.50 (m, 2H), 1.34 (m,
1H). YAZXRIML  (apei) m/z = 541.2 (M+H-2TFA).
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Y NMR. (DMSO-dg) 5 10.89 (s, 1H), 8.36
(@, TH), 7.96 (d, 1H), 7.95 (s, 1H), 7.60 (m, 3H), 7.42 (m, 3H), 7.35 (m, 1H),
5.34 (s, 2H), 3.59 (s, 3H), 3.12 (t, 2H), 2.54 (t, 2H). YRZ~SML  (apei) miz =
453.1 (M+H).
goooooooao
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'H NMR

(DMSO0-dq) 5 8.54 (bs, 1H), 8.36 (dd, 1H), 8.20 (bs, 1H), 7.98 (d, 1H), 7.89 (d,

1H), 7.61 (d, 2H), 7.55 (d, 1H), 7.42 (m, 3H), 7.36 (m, 1H), 5.35 (s, 2H), 3.25

(d, 2H), 2.92 (d, 2I1), 2.81 (m, 217), 1.90 (m, 211}, 1.64 (m, 1), 1.32 (m, 2IT).
TZZRAHML (apei) m/z = 464.2 (M+H-2TFA).
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'H NMR
(DMSO-dg) 8 11.26 (5, 1H), 8.44 (d, 1H), 8.40 (m, 1H), 8.25 (d, 1H), 8.18 (d,
1H), 8.02 (m, 1H), 7.76 (s, 1H), 7.61 (d, 1H), 7.56 (d, 2H), 7.46 (m, 1H), 7.37
(m, 3H), 6.73 (d, 1H), 5.35 (s, 2H). YRZARSRL (apei) m/z = 500.1 (M+H).
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IH NMR

(CDCl3) 5 3.97 (s, 3H), 8.09 (s, 1H), 8.84 (s, 11D).
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' NMR (CDCl3) & 3.98 (s, 3H), 5.15 (s, 2H), 7.35 (s,
1H), 7.46 (m, 5H), 8.10 (s, 1), 8.42 (s, 1I1), 8.76 (bs, 1H), 9.02 (s, 1II).

Ooooooooao
Oo0o0oooooooooooooooonooonoooooooooooooooObanOan
goooooooooooooooooooononao
Oooooao
Oooooao
Cl
OI\N /i"\>h

/H“‘N

]

HCI
goooooooooooooooooooooooooooooobooooboooooao
goooo0oooooooooooooooooooooooooobooooboooooao
Oo0o0oooooooooooooooonooonoooooooooooooooObanOan
oo oooooooootoootootooooooooooooooooOo0OdnddnoOan
goooooooooooooooooooooooooooooobooooboooooao
Oo0o0o0ooo0ooooooo o000 o oo oo oooooooooooooobaOan
Ooooooooooooooooooooonononan
ooooao
gooooano

'H NMR.

(CDCly) 8 5.25 (s, 2H), 7.41 (m, SH), 7.53 (s, 1H), 8.04 (s, 1HD).
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TH NMR (CDCl3) 8 5.16 (s, 2H), 6.90 (s, 1H), 7.09 (d, 1H), 7.28-7.37 (m, 7H),

7.52 (d, 1H), 7.72 (s, 1H).
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"H NMR (CDCl;) § 4.85 (bs, 2H), 5.03 (s,
1H), 7.14 (¢, TH), 7.37-747 (m, 7H).
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"H NMR (CDCI;) & 5.11 (s, 2H), 6.77 (bs, 1H), 6.90 (s, 1H), 6.93 (d, 1H),

7.15(t, 1H), 7.23 (t, 1H), 7.32-7.48 (m, 7H), 8.60 (bs, 1H), 10.71 (bs, 1H).
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"H NMR (DMSO-dg) 8 2.31 (s, 3H),'5.33 (s, 2H), 6.82 (s, 1H),
7.01 (d, 1H), 7.22 (¢, 1H), 7.32-7.43 (m, 5H), 7.51-7.62 (m, SH), 7.67 (d, 1E1).

gboboooogao
gboobooooooboobooboboboooobooboobobooboooboobobobao
uybobooooobooboboboobooooobobobobooooobaa
O
O

ooooao
ooooao

cl \
O~ O
o H

HCI

O Oooooooooooogoggooao
O OoOooooooooooogooo
O 0o ooDooggooooogoggogoao
O OoOooooooooooogoggooao
O OoOooooooooooogogooao
O Oooooooooooooogooao
OO0 oooo4ogooooogogog
OooooooooooogogaoQg
OoooocooooooogogaoQg
OO0 OoDooodgdgooooogogdg
OooooooooooogogaoQg
OoooocooooooogogoQg
Oo0oooocoooooooogoOgoadg
Oo0ooooogooooogogaog
OooooooooooogogaoQg
OoooocooooooogogaoQg
OO0 oDooo4gogooooogogaodg
OooooooooooogogaoQg
OoooocooooooogogaoQg
OO0 O0Dooodgooooogogdg
Oooooooooooogogaog
OooooooooooogogaoQg
OoooocoooooooogogoaQg
OO0 oooo4gogooooogogog
OooooooooooogogaoQg
OoooocooooooogogaoQg
OO0 OoDooodgogooooogogdg
OooooooooooogogaoQg
OooooooooooogogoaoQg
Oo0oooocoooooooogogaog
OO0 oooo4ogooooogogog
OooooooooooogogaoQg
OoooocooooooogogaQg
OO0 OoDooodgdgooooogogdg
OooooooooooogogaoQg
OooooooooooogQgoQg
Oooooooooooogogao
OO0 ooDooogoooooggaog
OoooooooooogQgaoQg
OoooooooooooogoQgao

'H NMR
(DMSO-dg) 8 2.73 (t, 2H), 3.61 (s, 3H), 2.91 (1, 2H), 5.32 (s, 2H), 6.82 (s, 1H),
6.99 (d, 1), 7.21 (t, 1H), 7.31-7.43 (m, 4FT), 7.47 (d, 1H), 7.55-7.66 (m, 5H).
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"H NMR (DMSO-dg) & 1.17 (1, 3H), 2.58 (q, 2H), 5.28 (s,
2H), 7.30-7.43 (m, 3H), 7.59 (d, 2H), 7.66 (s, 1H), 7.98 (s, 1H), 10.79 (bs, 1H).
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'H NMR (DMSO0-d) 6 2.21 (s, 3H), 2.26
(s, 3H), 5.34 (s, 2H), 7.35-7.44 (m, 3H), 7.58 (d, 2H), 7.81 (s, 1H), 8.05 (s, 1H).
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'H NMR (DMSO-
dg) 5 1.80 (s, 3H), 2.80 (m, 2H). 3.37 (m, 2H), 5.34 (s, 2H), 6.96 (s, 1H), 7.15
(m, 1H), 7.32-7.43 (m, 3H), 7.57-7.66 (m, 3H), 8.00 (d, 1), 8.05 (t, 1H), 8.20
(bs, 1H), 11.35 (bs, 1H).
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'H NMR (DMSO-dg) § 2.75 (&, 2H), 3.42 (g, 2H), 5.27 (s, 2H), 6.19 (¢, 20
1H), 6.70 (s, 1H), 6.86-6.91 (m, 211), 7.20 (1, 21D, 7.34-7.43 (m, 6K), 7.58 (d,
2H), 7.87 (d, 111), 8.48 (s, 1H), 9.94 (s, 1H).
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'H NMR
(DMSO-dg) 5 0.97 (t, 3H), 2.67 (t, 2H), 2.98 (m, 2H), 3.29 (m, 2H), 5.26 (s, ZH),
5.82 (bt, 2H), 6.64 (s, 1H), 6.88 (m, 1H), 7.32-7.43 (m, 4H), 7.58 (d, 2H), 7.85
(d, 1H), 7.95 (s, TH), 9.91 (s, 11I).
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TH NMR (DMS0-dg) & 2.85 (t, 2H),
3.58 (m, 2H), 5.26 (s, 2H), 6.69 (s, 1H), 6.89 (m, 1H), 7.32-7.59 (m, 9H), 7.82-
7.87 (m, 31D), 8.55 (t, 1H), 9.95 (s, LH).
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"HNMR (DMSO-dg) 5 2.64 (s, 6H), 2.76 (t, 2H),
3.21 (g, 2H), 5.26 (s, 2H), 6.69 (s, 1H), 6.89 (m, 1H), 7.26 (1, 1H), 7.33-7.44 (m,
4H), 7.57 (4, 2H), 7.85 (d, 1H), 9.99 (s, 1H).
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"H NMR (DMSO-d) & 5.30 (s,
2H), 7.03 (m, 1H), 7.32-743 (m, 4H), 7.50 (d, 1H), 7.60 (d, 2H), 7.93-7.97 (m,

2H), 8.35 (d, 1H), 10.71 (s, 1H).
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"H NMR (CDCly) & 2.46 (s, 3H),
5.43 (s, 2H), 6.40 (s, 1H), 7.04
(dd, 1H), 7.28 (m, 2H), 7.38 (m,
211), 7.98 (d, 1H), 8.07 (d, 1FD).
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'HNMR (CDCls) § 2.42 (s, 3H),
5.53 (s, 2H), 6.35 (s, 1H), 7.06
(dd, 1H), 7.28 (d, 2H), 7.37 (m,
2H), 7.98 (d, 1H).

C1

=)L

COOH

2—(B=(RyVILFRNEYDL—2
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b

"HNMR (CD:0D) § 7.91 (dd,
1H), 7.84 (s, 1H), 7.53 (m 1H),
7.51 (m, 1H), 7.32 -7.45 (m,

41D, 6.98 (m, 1H), 5.30 (s, 2H)
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4—AFIWFFI=IL—2—A L)1)
— 2_-75‘/

TH NMR (DMSO-
dg) 8 2.23 (s, 3H), 3.88 (s, 3H),
5.18 (s, 2H), 6.58 (s, 1H}, 6.92
(m, 1H), 6.98 (t, 1H), 7.08 (d,
1H), 7.33-7.41 (m, 2H), 7.53 (d,
1H), 7.88 (4, 1H), 9.64 (s, 1H).
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'H NMR. (DMSO-dg} 5 7.99 (dt,
1H), 7.60 (m, 4H), 7.45-7.34 (m,
3H), 7.25 (d, 1H), 7.11 (dd, 1H),
5.35 (s, 2H).

gboooaog

10

20

30

40



gboooaod

(148) JP 5137207

¥1 =)l

Et

3—(RUULAFL) —N-4-ITFILF |

PU— I —2—-AIEUT s -2 - F I

'"HNMR (CDCL;) & 1.26 (t, 3H),
2.67 (g, 2H), 5.11 (s, 2H), 6.39
(s, 1H), 6.81 (dd, 1H), 7.09 (d,
1H), 7.40 (m, 5H), 7.94 (d, 1H),
8.60 (bs, 1H).
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H NMR (DMSO-ds) § 10.45 (bs,
1H), 9.59 (s, 1H), 7.92 (dd, 1H),
7.59 (d, 1H), 7.45 (d, 1H), 7.39
(d, 1H), 7.35 (¢, 1H), 7.23 (,
1H), 7.00 (dd, 1), 6.72 (s, 1D,
5.22 (s, 2M), 2.28 (s, 3H), 2.06
(s, 3HD).
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'"H NMR (DMSO-dg) § 2.13 (s,
3H), 2.12-2.23 (bm, 2H), 2.25 (s,
3H), 2.26-2.38 (bm, 219), 3.21
(bm, 2E), 3.59 (bm, 2H), 5.30 (s,
2M), 6.57 (s, 1H), 6.86 (dd, 1H),
7.32(d, 1H), 7.37 (d, 1H), 7.46
(t. 1H), 7.59 (s, 1), 7.65 (d,
1H), 7.85 (d, 1H), 10.06 (s, 1FD).

ooooao
oooooad
oooooao
RE_ '
N S
@L L D~
H N
: o
(
R2
)
Eijﬁﬁl% R R’ &% /"H NMR
3—(RUNFFL)—6—FF)L—N
—(A—AFILFFS—IL—2—A1))E)
P—2—F3
A2 | 7z=0 Me "H NMR (DMSO-dg) 8, 2.29 (s,
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(m, 2H), 7.54 (s, 1T1), 7.60 (m,
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2H), 7.83 (s, 1H). ]

JP 5137207 B2 2013.2.6

B2

Z=)L

3T

B—(RUDIAFL)—N—(4—FFILF
FI—)b—2—A ) —5—(EJDr—3—
AIEYS—2—P3E

111 NMR (DMSO-dg) 8 2.31 (s,
3H), 5.45 (s, 2H), 6.82 (s, 1H),
7.37 (m, 1H), 7.43 (m, 2F), 7.66
(d, 2H), 7.97 (m, 1H), 8.08 (m,
1H), 8.48 (d, 1H), 8.75 (d, 1H),
8.81(d, 1H), 9.27 (m, 1H),

C2

=)L

4-EYD)

B3—(RUDLFFHL) —N—(4—FFLF
FU——2— A} =5 (EYS—4—
AWEYS Y —2-T3

'H NMR (DMSO-ds) 8 2.28 (5,
3H), 5.44 (s, 2H), 6.74 (s, 1H),
7.36 (m, 1H), 7.43 (m, 2H), 7.65
(d, 2H), 8.04 (m, 1H), 8.40 (d, 2H),
8.68 (d, 1H), 8.89 (4, 2H).

D2

=)L

SO;Me

B—(RUTNAFFL) —5— (AFILRILK
ZI)—N—EG—=AFIFFI—L—2—A
IHEYSw—2—F3w

'H NMR (DMSO0-dg) 8, 2.28 (s,
3H), 3.25 (s, 3H), 5.37 (s, 2H),
6.77 (s, 1H), 7.37 (n, 1B), 7.43
(m, 2H), 7.61 (d, 2H), 7.78 (d, LH),
8.36 (d, 1H).

E2

=)l

p-rUIL

3-(RUTIAFL) —N= (4 —AFILF 7Y
—J—2—-9I) —-5—p—FIILEVI, —2—
I

' NMR (DMSO-dg) & 2.29 (s,
3H), 2.35 (s, 3H), 5.42 (s, 2H),
6.74 (s, 1H), 7.29 (4, 2H), 7.36 (1,
1H), 743 {t, 2H), 7.62 (m, 4H),
7.78 (s, 1H), 8.23 (d, 1H).

F2

=)l

C(=O)NH,

5= (RUUNFFHY) —6— (4—AFLF
FI—I—2—ANWTFE/)=aFFEF
"H WMR (DMSO-dg) 5 2.31 (5,
3, 5.35 (s, 2H), 6.83 (s, 1H),
736 (1, 1H), 7.42 (1, 2H), 7.48
(bs, 1H), 7.61 (d, 2H), 7.91 (d,
111), 8.06 (bs, 1H), 8.49 (d, 1H).

=)L

/N
3O

(5= (RuS WA X)) —6— (4—AFIF
FPU—I—2—AILTFINHEYS—3—4
W) A= AFIERZD L —1—A L) A5/
o

'H NMR (DMSO-dg) 3 2.28 (s,
30, 2.70 (4, 3H), 3.10 (m, 4H),
3.39 (m, 4H), 5.31 (s, 2H), 6.71 (5,
1H), 7.35 (m, 1H), 7.42 (t, 2H),
7.48 (s, 1), 7.59 (d, 2H), 8.02 (d,

1H).
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ogboooag

N—=AUT I —5— (R DLFF)—6
—(4—)‘?JLT7‘)—)L—2—’(JL73/
o [/TTTHTAE ' NMR
R — NJL;\ (DMSO0-dg) 5 2.29 (s, 311), 4.50 (d,
©/\H 2H), 5.34 (s, 2H), 6.77 (s, 1H),
7.25 (m, 1H), 7.35 (m, 5H), 7.42 (1,
2H), 7.60 (d, 2H), 7.90 (s, 1H),
8.50 (d, 1H), 9.10 (m, 1H).
N—(d—AFIILFFPIS—IL—2—A )L} —

3—{(F /N —8—AJLAF L
—2—TF=Z

- N H I NMR (DMSOQ-dg) & 9.15 (dd,
1H), 8.62 (d, 111), 8.23 (m, 1H),

8.12 (d, 1H), 8.05 (d, 1H), 7.75 (m,

3H), 7.19 (m, 1H), 6.90 (s, 1FD),

5.91 (s, 2H), 2.33 (s, 3H)

Ay . 5—7AE—N—4—AFILFFPJ/—IL—2

N ) —8— (RSB A LARFL)
1 ° Br EYS, —2—F3Ey

N—(B— (RUJILF XLy —5— (00 |
RUOFIAFILFAIEYS Y —2—A)L)
—4—FFIFFI/—)—2-TFIv

"H NMR (DMSO-ds) - 10.95 (bs,

. 1H), 7.92 (m, 1H), 7.61-7.55 (m,
K2 Ph SCHA=TM) | 311 7.44.7.32 (m. 3H), 6.82 (s,
1H), 5.37 (s, 2H), 2.92 (d, 2H),
2.31 (s, 3H), 1.89 (m, 1H), 1.70
(m, 2H), 1.57 {m, 2FT), 1.46 (m,
2H), 1.20 (1, 25D).
N—(3—(RYIiF)—5—(1—7x
SIIFILFAEYS Y —2—A)L)—4—
AFIWNFFI—IL—2—F3

"H NMR (DMSO-dg) - 10.70 (bs,
L2 Ph -SCH(Me)Ph | 1H), 7.77 (d, 1H), 7.56 (d, 211),
7.45-7.33 (m, 4H), 7.30-7.18 (m,
5H), 6.75 (s, 1H), 5.23 (s, 2H),
4.48 (q, 1H), 2,28 (s, 3H), 1.50 (d,
3H).
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M2

Ph

Ir=

8¢,

r
N— (3= (NI IAFY)—5—(Tz=
WAERYS Y —4—A L) A FILFAIEY
Su—2—A ) —4—FFINFFI—I—
2—Fzw

"H NMR (DMSO-de) § 10.65 (bs,
1H), 8.85 (d, 1H), 8.53 (m, 1H),
7.69 (d, 1H), 7.54 (d, 2H), 7.43 (d,
2H), 7.37 (m, 1H), 7.30-7.12 (m,
6H), 6.72 (s, 1H), 5.18 (s, 2H),
4.20 (4, 1H), 3.31 (m, 1H), 3.17
(m, 1H), 2.88 (m, 1H), 2.76 (m,
1H), 2.26 (s, 3H), 2.24 (m, 1H),
2.10 (m, 1H), 1.50 (m, 2H), 1.30
(m, 1H).

goooao
oooDoo
oooooao

%ﬁﬁﬁ]?
=

t&®%  /'"H NMR/MS

A3

3—(2— (3= (RUVLFFVIEYDL —2—o
IWPENFFI—IL—4—A)L)—N—{(2—F
R/ ITFILY TR TPER

'HNMR (CDCl3) § 2.19 (m, 5H), 2.60
(m, 2H), 2.98 (m, 3H), 3.30 (m, 2H), 3.60
(m, 4H), 5.14 (s, 2H), 6.06 (br s, 1H), 6.50
(s, 1H), 6.83 (m, 1H), 7.14 (m, 1H), 7.41
(m, 5H), 7.98 (m, 1H), 8.58 (br s, 1H);
LCMS m/z 468.1 (M+H)". .

B3

3—(2— @B (NYUIAXNEYD Y —2—A
WFPINFFI=I—4—=A )L} —N—(3—F )L
R/ TOE L) TANSTER

"HNMR (CDCl5) § 1.60 (m, 2H), 2.37
(m, SH), 2.54 (m, 2H), 2.98 (m, 3H), 3.30
(m, ZH), 3.62 (m, 410), 5.15 (s, 2H), 6.48
(s, 1H), 6.63 (brs, 1H), 6.82 (m, 1H), 7.15
(m, 1H), 7.41 (m, 5I1), 7.97 (m, 1FD), 8.58
(br s, 11T); LCMS m/z 4§2.2 (MH+H)".
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(152) JP 5137207

3—2—@B—(RuULAFIEUDSY—2—4
WTFENFFI—I—4—A ) —N— (2= (P *
FINTE)IFI) —N—AFILTAARLTEF

'H NMR (CDCl3) & 2.20 (s, 3H) and 2.23
(s, 6H total), 2.40 (m, 2H), 2.70 (m, 2H),
3.00 (m, 5H), 3.18 (m, 1H), 3.50 (m, 1H),
5.12 (s, 2H), 6.48 (s, 1H), 6.80 (m, 111),
7.10 (m, 1H), 7.40 (m, SH), 7.97 (m. 1H).
8.58 (br s, 1H); LCMS m/z 440.1 (M+ID)".

3-—2—B-(RLULFFIEYDO—2—A
WFPENFFPI—I—4—AIN)—N—{(2—(4UTF
OELFINIFIL)FOSTER

"H NMR (€DCL) & 1.00 (d, 6H), 2.59
(m, 2H), 2.70 (m, 2H), 2.79 (m, 1H), 2.99
(m, 3H), 3.33 (m, 2H), 5.14 (s, 2H), 6.45
(s, 111), 6.83 (m, 1H), 7.12 (m, 1H), 7.41
(m, 5H), 7.96 (m, 1H); LCMS m/z 440.1
(M),

3— (2= (B (RUUNAFLIEYS—2—F)L |
FINFF/—I—4—A)L)—1—(4—IF)LE
RIDY—1—A Ny TANRY—1—F

"HNMR (CDCly) 8 1.08 (t, 3H), 2.41 (m,
611}, 2.72 (q, 2H), 2.99 (m, 4H), 3.50 (m,
2H), 3.68 (br 5, 2H), 5.15 (3, 2H), 6.48 (5,
1H), 6.83 (m, 1H), 7.12 (m, 1H), 7.40 (m,
5H), 7.97 (m, 1H), 8.57 (br s, 1H); LCMS

m/z 452,1 (M+H)".
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(153) JP 5137207 B2 2013.2.6

Oooooano

IH NMR (DMSO-d6) 3 8.16 (d, 1H), 7.81 (d, 1H), 7.78 (s, 1H), 7.73
(d, 15D, 7.53 (d, 2H), 7.41-7.34 (m, 3H), 6.74 (s, 1H), 5.31 (s, 2H), 3.85 (s, 3H),
2.46 (s, 3H). YRRARIRL (apei) m/z =410.0 (M+H-2HCI),

Oooooooano
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OH
SNas
_z N/I{“N
H
0 HCI
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oooogood
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"H NMR (DMSO-dg) & 7.94 (s, 1H), 7.58 (s, 1H), 7.55 (d, 2H), 7.40-
7.28 (m, 7H), 7.22 (m, 1X)), 6.81 (s, 1H), 5.75 (s, 1H), 5.29 (s, 2H), 2.30 (s, 3H). 20
TAARSM L (apel) m/z = 404.1 (M+H-HCI).
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gooooad
'L NMR. (DMSO-dg) &
1.19 (t, J = 7.1 Hz, 3H), 3.66 (s, 2H), 4.06-4.11 (m, 2H), 5.29 (s, 2H), 6.84 (5,
1H), 7.34 (t, T = 7.2 Hz, 1H), 7.41 (t, T = 7.2 Hz, 2H), 7.59 (d, J = 7.0 Hz, 2H),
7.63 (d, 1= 1.8 Hz, 1H), 7.97 (d, ] = 1.8 Hz, 1H), 10.43 (s, 1H). YRRXIML
(apei) m/z = 448 (M+H),
ooooooooad
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q
NMR (DMSO-dg) & 258 (1, J = 7.6 Hz, 2H), 2.82 (t, I = 7.6 Hz, 2H), 5.29 (s,
2H), 6.65 (s, 1H), 7.35 (t, T = 7.2 Hz, 1H), 7.41 (t, ] = 7.2 Hz, 2H), 7.58 (s, IH),
7.60 (s, 1H), 7.62 (d, J = 2.0 Hz, 1H), 7.96 (d, T = 1.8 Hz, 1H); ZRZAXIRL
(apei) 434 (M+H).
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'H NMR. (DMSO-dg) &
3.52 (s, 2H), 5.29 (s, 2H), 6.77 (s, 1H), 7.34 (t, T = 7.2 Hz, 1H), 741 (;, T=73
Hz, 2H), 7.57 (s, 1H), 7.59 (s, 1H), 7.62 (d, J = 2.0 Hz, 1H), 7.97 (d, J = 2.0 Hz,
1H). YRZA4RL (apei) 420 (M+H).
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(156) JP 5137207 B2 2013.2.

obooboooboobobobooooboobao
ooooao
obooo

'
NMR (DMSO-dg) & 2.44 (s, 3H), 3.01 (t, J = 7.6 Hz, 2H), 3.17 (t, ] = 7.6 Hz,
2H), 5.29 (s, 2H), 6.73 (s, 1H), 7.35 (t, ] = 7.2 Hz, 1H), 7.42 (, ] = 7.2 Hz, 2H),
7.59 (d,J = 7.2 Hz, 2H), 7.63 (d, J = 1.6 Hz, 1H), 7.97 (d, J = 1.8 Hz, 1H), 10.31
(s, 1H); RRZARIML (apei) 472 (MAH).
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gbooooooboobobooooobooboboboooboooboobooboboobooo
uboooooboobobobooouoboboboboooooboboboOooad
ooooao

ooooao

uybooouoboobobdooboodd
ooooao
uoboood

'H NMR (DMSO-de) &
245 (s, 3H), 4.21 (s, 2H), 5.28 (s, 2H), 6.94 (s, 1H), 7.34 (, T = 7.2 Hz, 1H),
740 (t, ¥ = 7.3 Hz, 2H), 7.58 (d, T = 7.0 Hz, 2H), 7.63 (d, T = 1.8 Hz, 1H), 7.97
(d, ]=2.0 Hz, 1H), 10.52 (5, 1H). =r&R~5ML  (apei) 458 (M),
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JP 5137207 B2 2013.2.6

"H NMR (DMSO-dg) 8 2.30 (s, 3H), 3.05 (t,
J=7.6 Hz, 2H), 3.26 (t, ] = 7.6 Hz, 2H), 5.29 (s, 2H), 6.73 (s, 1H), 7.35 (t, J =
7.2 Hz, 1H), 7.42 (t, ] = 7.2 Hz, 2H), 7.58 (s, 1H), 7.60 (s, 1H), 7.63 (4, T= 1.6
(apci) 472

Hz, 1H), 7.97 (d, J = 2.0 Hz, 1H), 10.32 (s, 1H); YRZR~IKIL

(M+H).
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'HNMR (DMSO-dq) &

2.31 (s, 3H), 4.30 (s, 2H), 5.28 (s, 2H), 6.94 (s, 1H), 7.34 (t, J = 7.3 Hz, 1H),
7.40 (1, J = 7.2 Hz, 2H), 7.58 (4, ] = 7.2 Hz, 2H), 7.63 (d, ] = 1.8 Hz, 111), 7.98
(d, J =20 Hz, 1H), 10.51 (s, 1H). <RRARHML

gbooooood

(apci) 458 (M+H).
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'H NMR (DMSO-dg) § 2.24 (s,
30

3H), 2.97-3.05 (m, 4H), 5.29 (s, 2H), 6.68 (s, 2H), 7.35 (t, ] = 7.3 Hz, 1H), 742
(t, J = 7.3 Hz, 2H), 7.58 (s, 1H), 7.60 (s, 1H), 7.63 (s, 1H), 7.96 (d, ] = 1.8 Hz,
1H), 10.30 (s, 1H); Y2RA5ML (apei) 471 (MHI).
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'H NMR (DMSO-dg) &
2.23 (s, 3H), 4.05 (s, 2H), 5.28 (s, 2H), 6.72 (d, J = 1.2 Hz, 1H), 6.83 (s, 1H),
734 (t, J = 7.3 Hz, 1H), 7.40 (t, ] = 7.3 Hz, 2H), 7.58 (d, J = 7.0 Hz, 2H), 7.62
@ J = 2.0 Hz, 1H), 7.97 (d, J = 2.0 Hz, 1H), 1045 (s, 1H). YRAAGRL
(apei) 457 (M+H).
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'H'NMR (DMSO-dg) §
2.64 (t, 2H), 2.87 (t, 3H), 5.32 (s, 2H), 6.81 (s, 1H), 6.99 (d, 1H), 7.21 (t, 1H),
7.31-7.43 (m, 4H), 7.47 (d, 1H), 7.55-7.66 (m, 4H).
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