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'"H NMR (400 MHz, A% /—-ds) §
8.75 (s, 1H), 8.26 (d, J = 2.0 Hz, 1H), 8.12 (s, 1H), 7.99 (d, J = 8.4 Hz, 1H), 7.64 (dd,
J=8.38,2.0Hz 1H), 6.83 (s, 1H), 4.88 - 4.83 (m, 2H), 443 (d,.J = 9.2 Hz, 1H), 3.99
(d,J=2.8 Hz, 1H), 3.73 — 3.67 (m, 2H), 3.62 — 3.56 (m, 1H), 2.80 (s, 3H).
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'H NMR (400 MHz, DMSO-ds) 5 11.87
(s, 1H), 8.92 (s, 1H), 8.41 (d,.J= 2.0 Hz, 2H), 8.07 (d, J= 8.4 Hz, 1H), 7.70 (dd, .J =
8.0, 2.0 Hz, 1H), 6.70 (s, 1H), 5.45 (d, J = 5.6 Hz, 1H), 5.37 (s, 1H), 4.90 — 4.81 (m,
3H),435(d,/=8.8 Hz, 1H),3.90 (d,./= 4.4 Hz, 1H), 3.73 (t, /= 6.0 Hz, 1H), 3.57 -
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H
NMR (400 MHz, 2% /—/v-di) 5 8.62 (s, 1H), 8.01 (d, J = 8.4 Hz, 1H), 7.90 (dd, J =
8.4,1.2 Hz, 1H), 7.86 (d,.J = 1.6 Hz, 1H), 7.46 (s, 1H), 5.03 (dd, /= 10.8, 9.6 Hz, 1H),
4.93 - 4.89 (m, 1H), 4.27(d, J= 9.2 Hz, 1H), 4.08 (d, J= 2.8 Hz, 1H), 3.58 - 3.51 (m,
3H), 2.27 (s, 3H).

000000
O00oao
goooooooooooooooooooo oo oo OO DO OO0 b0o0o0OOoOOonOgaa
0oo0o0Do0o0oo0DoooODo0oo0opepOO0O0D0ODO0D0DDODODO0ODDODO0DDODODDODODODODODOODOOnO
goooooooooooooooooooooooooao

O0o0oaoao

('\N

SJS_—\ on.-OH

— N—(
0 )

N ,Né-s\/(’ N
N 4 N

S
I
goooogooboooobgooobobooobgopobobooobobobboUobuoobooboao

ocoooooooooboooobooooboooboopOO0O0OODODOO0DDODDODODODDOOO
oooooogogooooooooooooooobooooobobbDboDbDDboDDboDboOoOoOobOo

10

30

40

50



Ooooooooao

Ooooooooao

Ooooooooao

Ooo0ooooooao

OOoo0oo0oooao

(60) JP 2022-538312 A 2022.9.1

0000000000000 000000000000000D0O0DO0O0OOndGO
0000000000000 O000000O0pg000D0O0D0O0OD0DO0ODOoOnn
0000000000000 0000 0000000000 O0pgO00O000
0OO0pO00O0pgO0O00O00OOCOOCOCOOpO0 0OOO0OOO0OOOOOOOO
0000000000000 0000000000000D00NO00NoOOooOnao
0 0000O00O0O0gpOpgpO0OpgOdpg0OpD0 0OO0DO0OO0OO0OC0OoOOOOOO
0Do0oo0o

'H NMR

(400 MHz, A% /—/v-d1) § 8.59 (s, 1H), 8.36 (d, ./ = 2.0 Hz, 1H), 8.06 (d, /= 8.8 Hz,
1H), 7.88 (d, J =3 2z, 1T1), 7.79 (dd. /= 8.8, 2.0 Tz, 1), 7.63 (d, J = 3.2 Hz, 1T),
4.99-491 (m, 2H), 4.58 (d, J= 8.4 Hz, 1H), 4.13 (d, /= 2.0 Hz, 1H), 4.00 — 3.69 (m,
3H), 2.88 (s, 3H), 2.46 (s, 3H).
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Hz, 1H), 4.07 (d, J— 2.8 Hz, 1H), 3.56 —3.53 (m, 3H), 2.47 (s, 3H), 2.26 (s, 3H).
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'H NMR (400 Mz, A%/ —)b -
ds) §8.58 (s, 1H), 8.02 (d,./=8.8 Hz, 1H), 7.90 (d,./=8.8 Hz, 1H), 7.86 (d,.J=2.0 Hz,
1H), 7.16 (s, 1H), 5.03 (dd, J=10.8, 9.2 Hz, 1H), 4.91— 4.88 (m, 1H), 4.27 (d,.J=9.6
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'H NMR (400 MHz, A%/ —/V-dy) 8
8.38 (s, 11T), 8.00 (d, J = 8.4 Hz, 111), 7.95 — 7.87 (m, 1), 7.84 (d, J = 1.6 Hz, 11I),
6.69 (s, 1H), 5.00 — 4.92 (m, 1H), 4.84 — 481 (m, 1H), 4.21 (d, J= 9.2 Hz, 1H), 4.04
(d, J=2.8 Hz, 1H), 3.60 — 3.48 (m, 3H), 2.26 (s, 3H).
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"H NMR (400 MHz, A% )\ -
ds) 58.42 (s, 1H), 8.37 — 8.34 (m, 1H), 8.06 (dd, /= 8.8, 2.0 Hz, 1H), 7.79 (dd, /= 8.8,
2.0 Hz, 1H), 7.72 (d, J = 1.6 Hz, 1H), 4.95 — 4.91 (m, 2H), 4.60 — 4.55 (m, 1H), 4.12
(s, 1H),3.91 - 3.78 (m, 21), 3.71 (dd,.J= 11.2, 4.0 Hz, 1H), 2.89 (s, 311}, 2.75 (s, 310),

2.46 (s, 3H).
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'H NMR (400 MHz, A% /—/V-d4) §
9.01 (s, 1H), 8.53 (s, 1H), 8.36 (d, /= 2.0 Hz, 1H), 8.24 (s, 1H), 8.07 (d, /= 8.8 Hz,
1H), 7.79 (dd, J = 8.8, 2.0 Hz, 1H), 5.01 — 4.90 (m, 2H), 4.55 (d, /= 8.8 Hz, 1H), 4.12
(d,J=2.0Hz, 1H),3.91 —3.78 (m, 2H), 3.74 — 3.66 (m, 1H), 2.89 (s, 3H), 2.47 (s, 3H).
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'TI NMR (400 MI1z, A% /—/v-ds) § 8.24 (s, 1II), 7.96 (d, J = 8.4 11z,
1H), 7.85 (d, ./ = 8.8 Hz, 1H), 7.76 (s, 1H), 6.94 (s, 1H), 4.88 — 482 (m, 2H), 435 —
433 (m, 1H), 4.09 — 4.08 (m, 1TT), 3.73 = 3.65 (m, 3T), 2.44 (s, 31,
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3.64 (m, 3H), 2.44 (s, 3H).
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'H NMR (400 MHz, A% /—/V -
d4) 6 8.60 (s, 1H), 7.96 (d, J=8.4 Hz, 1H), 7.85 (d, J= 8.4 Hz, 1H), 7.76 (s, 1H), 7.46
(s, 1H), 4.93 — 4.91 (m, 2H), 437 (d, J=9.2 Hz, 1H), 4.10 (d, /= 1.6 Hz, 1H), 3.75 -
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'H NMR (400 MHz, A% /—/V -ds)
5879 (s, TH), 8.02 (d, /= 8.8 Hz, 1H), 7.93 - 7.88 (m, 2H), 7.47 (d, .J = 2.0 Hz, 1H),
4.96—-4.79 (m, 2H), 420 (d,./= 9.2 Hz, IH), 4.02 (d, /=28 Hz, IH), 3.65-3.51 (m,
3H), 3.14 (s, 3H), 2.28 (s, 3H).
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'H NMR (400 MHz,
A% ) —v-di) §8.59 (d, J=2.4 Hz, 1H), 8.57 (s, 111), 7.90 (s, 1H), 7.46 (s, 111, 4.95 -
4.91 (m, 1H), 4.77 - 4.72 (m, 1H), 445 (d, J= 9.2 Hz, 1H), 4.09 (d, J= 2.4 Hz, 11T),
3.82 - 3.63 (m, 3H), 2.46 (s, 3H), 1.67 - 1.62 (m, 1H), 1.13 — 0.93 (m, 4H).
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'H NMR (400 MHz, A%/ —/v-dy) 8
8.27 (s, 1H), 8.02 ~ 7.97 (m, IH), 7.93 ~ 7.83 (m, 2H), 6.94 (s, 1H), 5.04 ~ 4.97 (m,
IH), 4.84 - 4.79 (m, 1H), 4.24 (d, /=92 Hz, 1H), 4.05(d,./=2.8 Hz, 1H), 3.58-3.51
(m, 3H), 2.26 (s, 3H).
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IH NMR (400 MHz,

A% )= -d5) § 8.61 (s, 1H), 8.00 (d, J= 8.5 Hz, 1), 7.96 - 7.77 (m, 311), 7.63 (d, J =
2.4 Hz, 1H), 5.04 (m, 1H), 4.94 — 490 (m, 1H), 4.27 (d, J= 9.6 Hz, 1H), 4.08 (s, 1H),
3.62 - 3.49 (m, 3H), 2.27 (s, 3H).
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"H NMR (400 MHz, DMSO-ds) & 8.95 (s, 1H), 8.47 (d,
J=104Hz, 2H), 8.10 (d, /= 8.8 Hz, 1H), 7.94 (d, J= 2.4 Hz, 1H), 778 - 7.72 (m,
2H), 5.64 — 5.62 (m, 1H), 5.40 - 5.38 (m, 1H), 4.97 — 4.93 (m, 3H), 443 (d, /= 7.6 Hz,
111), 3.97 - 3.96 (m, 1I1), 3.78 —3.77 (m, 1IT), 3.60 — 3.48 (m, 2I1), 2.87 (s, 310).
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TH NMR (400 MHz, DMSO-ds) § 8.93 (s, 1H), 8.42 (d,
J=2.4Tz, 1T), 8.40 (s, 1), 8.07 (d, J= 8.4 Tz, 1TT), 7.70 (dd, /= 8.8, 2.4 Tz, 1T0), 40
7.28 (d, 7= 08 Hz, 1H), 5.51 (s, 3H), 4.96 — 4.89 (m, 2H), 441 (d, 7= 8.8 Hz, 1H),
3.94 (d, /=12 Hz, 1H), 3.76 (dd, /= 6.8, 5.2 Hz, 1H), 3.58 — 3.46 (m, 2H), 2.85 (s,
3H), 2.40 (d, J = 0.4 Hz, 3H).
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"H NMR (400 MHz, A%/ —/v-ds) § 8.61 (s, 1H), 8.36
(d, J=2.0 Hz, 1H), 8.06 (d, J = 8.8 Hz, 1H), 7.79 (dd, J = 8.8, 2.0 Hz, 1H), 7.46 (s,
1H), 4.99 - 4.91 (m, 2H), 4.57 (d, /= 8.8 Hz, 1H), 4.12(d,.J= 2.0 Hz, 1H), 3.89 - 3.69
(m, 3H), 2.89 (s, 3H), 2.47 (s, 3H).
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'H NMR (400 MHz, A%/—/V-ds) § 8.36 (d, J = 2.0 Hz, 1H), 8.25 (s,

1H), 8.06 (d, J = 8.4 Hz, 1H), 7.79 (dd, J = 8.4, 2.0 Hz, 1H), 6.94 (s, 1H), 4.93 — 4.89
(m, 2H), 4.56 (dd, J=7.2, 2.0 Hz, 1H), 4.01 (s, 1H), 3.88 - 3.68 (m, 3H), 2.89 (s, 3H),
2.46 (s, 3H).
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'H NMR (400 MHz, DMSO-ds) 5 8.88 (s, 1H), 8.34 (s,
1H), 8.08 (d, /= 8.4 Hz, 1H), 7.80 (s, 1H), 7.64 (dd, ./ =8.8, 2.0 Hz, 1H), 5.41 (d, /=
6.8 Hz, 1H), 5.06 (dd, J = 10.4, 2.8 Hz, 1H), 485 (1, /= 6.4 Hz, 1H), 4.74 (1, /= 6.0
Hz, 1H), 422 (d,.J = 9.6 Hz, 1H), 3.86 (dd, J = 9.6, 3.2 Hz, 1H), 3.61 — 3.42 (m, 3H),
2.97 (s, 3H), 2.87 (s, 3H), 2.30 (s, 3H).
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"H NMR (400 MHz, DMSO-ds) § 8.52 (s, 1H), 8.32 (s, 1H), 8.09 (d, /=
8.4 Hz, 1H), 7.79 (s, 1H), 7.63 (dd, J = 8.8, 2.0 Hz, 1H), 5.59 (d, /= 8.4 Hz, 1H), 5.28
(d,J =68 Hz, 1H), 494 — 4.80 (m, 3H), 4.19 (d, J = 8.8 Hz, 1H), 391 (t,J=3.2 Hz,
1H), 3.62 —3.59 (m, 1H), 3.53 — 3.41 (m, 2H), 2.87 (s, 3H), 2.29 (s, 3H).
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'"H NMR (400 MHz, A%./—/V-ds) § 8.53 (s, 1H), 8.35 (s, 1H), 7.90 —
7.80 (m, 2H), 7.45 (s, 1H), 7.38 (d, J = 7.2 Hz, 1H), 4.86 — 4.83 (m, 2H), 4.33 (s, 1H),
4.04 (d,J=1.2 Hz, 1H), 3.97 (s, 31), 3.77 - 3.62 (m, 3H), 2.36 (s, 310).

oood

O
tooooooooooooooooooooobooobobobODbODbODbODODODbODODno
coooooOoooooooooopOO0OOoOO0OOo0DODOoDOoODDODOoDOooODOoOooDO
toooooouoouooooooooooooooooooobobobobnnb

oad

SJS—\O OH
= o)
N /)

N HO N

O0Ooo0oooo

CF,

Cl

oooooooooooooooooooooobobobooooboDboODbODODODODOoOOoOOoOOnOn
gooooobooobogobogooboogooooboboobobooboobooboobobonn
ugbooboooboooboooboooboooooobobbooobboobooboobooobooaoaao
gooooooobobogobogobobogobooobobooboboobo0ooboobobooboboo
ugooooboooobooobooooooooobooobobobooobooboobooobooboaodan

10

20

30

40

50



Ooo0oooooao

Ooooooooaoo

(73) JP 2022-538312 A 2022.9.1

0000000000000 000C0000000000000000000000
0000000000000 O00O0C0O0000O00O00O00O00O00O0DO0OOoOoOOooOaOn
0000000000000 0D000 0000000000 O0OQgO00OO0O0O0O0O0O
00pO0O00p0000D00O0O0D0O0OD0Op0 0O00O0D0O0D0O0D0O00O00O00
0000000000000 0000000000000000000000O00aOn
0 00O0000O0O0OgpO0OgpD00g0OpgO0pgO0pg00 0O0C0O0OCOP000000
DOooDO0oO0oO0o

0DoOo

"H NMR (500 MHz, A% /—/V-d5) §8.61 (s, 1H), 7.92 (d, /= 8.6

Hz, 1H), 7.83 - 7.79 (m, 1H), 7.78 - 7.69 (m, 2H), 6.78 (d, /= 1.9 Hz, 1H), 4.90 - 4.86
(m, 1H), 4.65 (s, 1H), 4.21 (d,.J= 8.7 Hz, 1H), 4.12 (d, J= 2.8 Hz, 1H), 3.64 (s, 3H).
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"H NMR (400 MHz, A% /—/V-dy) § 8.62 (s, 1H), 8.36 (d, /= 2.0 H,
1H), 8.04 (d, /= 8.8 Hz, 1H), 7.79 (dd, J = 8.8, 2.0 Hz, 1H), 7.76 (d, /= 2.0 Hz, 1H),
7.46 (s, 1H), 6.82 (d, /= 2.0 Hz, 1H), 4.97 — 4.89 (m, 1H), 4.83 — 4.72 (m, 1H), 4.41
(d,J=9.6Hz, 1H),4.13 (d,J=2.8 Hz, 1H), 3.88 - 3.75 (m, 2H), 3.75 — 3.65 (m, 15,
2.88 (s, 3H).
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' NMR (400 MHz, CDCls) § 5.52 — 5.41 (m, 2H), 425 (d, J =
10.0 Hz, 1H), 4.16 — 4.08 (m, 1H), 4.07 = 4.00 (m, 1H), 3.92 - 3.83 (m, 1H), 3.59 (dd,
J=10.0,32 Hz, 1H), 2.19 (s, 6H), 2.06 (s, 3H).
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'H NMR (400 MHz, CDCl3) 3 7.55 — 7.45 (m, 2H),
7.42 - 730 (m, 3H), 5.58 (s, 1H), 4.45 — 4.34 (m, 2H), 4.26 (d, J = 2.8 Hz, 1H), 4.06
(dd, J=12.8, 2.0 Hz, 1H), 3.89 (d, /= 9.6 Hz, 1H), 3.84 (s, 3H), 3.52 (d, /= 1.2 Hz,
1H), 3.50 - 3.46 (m, 1H), 3.41 (dd, J=10.4, 3.6 Hz, 1H).
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'H NMR (400 MHz,
DMS0-dg) § 9.33 (s, 1H), 7.43 — 7.34 (m, SH), 5.66 — 5.61 (m, 2H), 431 — 4.28 (m,
3H), 4.03 —3.98 (m, 3H), 3.58 (d,./=9.2 Hz, 1H), 3.51 (s, 1H), 3.47- 3.44 (m, 1H).
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' NMR (400

MHz, CDCl5) § 8.28 (s, 1H), 7.97 — 7.93 (m, 2H), 7.50 (dd, /= 8.4, 2.0 Hz, 1H), 7.40
730 (m, SH), 5.50 (s, 1H), 4.78 (t, J = 10.0 Hz, 1H), 4.44 (d, J = 9.2 Hz, 1H), 4.22
(d,J=3.2 Hz, 1H), ), 4.12 - 3.95 (m, 2H), 3.48 — 3.4 (m, 1H), 331 (d, /= 0.8 Hz,

1H), 2.83 (s, 3H).
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'H NMR (400 MHz, DMSO-d¢)
8.90 (s, 1H), 8.48 (s, 1H), 8.27 (d, /= 2.0 Hz, 1H), 8.03 (d, /= 8.4 Hz, 1H), 7.76 (s,
1H), 7.66 (dd. J=8.4, 2.0 Hz, 1H), 7.35 — 7.30 (m, 5H), 5.74 (d, J = 6.4 Hz, 1H), 5.54
(s, IH), 5.25 (dd, /= 10.4, 3.2 Hz, 1H), 4.70 - 4.69 (m, 1H), 4.51 (d, /= 3.2 Hz, 1H),

434-433 (m, 1H),4.16 —3.91 (m, 3H), 2.71 (s, 3H).
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'H NMR (400 MHz, CDCl3) & 7.25 - 7.18 (m, 1H), 1.45 (d,.J = 2.8 Hz, 18H), 0.18 (d,

J =28 Hz, OH).
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'H NMR (400 MHz, DMSO-de) & 8.92 (s, 1H), 8.29 (d,.J=2.4 Hz, 1H), 8.02 (d,

J =88 Hz, 1H), 7.96 (d, J = 3.2 Hz, 1H), 7.76 (s, 1H), 7.69 (dd, J = 8.8, 2.4 Hz, 1H),
7.40 - 7.27 (m, SH), 5.76 (d,./= 6.0 Hz, 1H), 5.56 (s, 1H), 5.24 (dd, /= 10.0, 2.8 Hz,
1H), 4.82 — 4.71 (m, 2H), 4.48 (d,.J = 3.2 Hz, 1H), 4.19 — 4.02 (m, 2H), 3.94 (s, 11I),
2.87 (s, 3H), 1.46 (s, 18 H).
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' NMR (400 MHz, DMSO-dg) 5 11 92
(s, 1H), 8.92 (s, 1H), 8.43 (s, 1H), 8.29 (d, J = 2.0 Hz, 1H), 8.07 (d, J = 8.8 Hz, 1H),
7.67 (dd, /=88, 2.0 Hz, 1H), 7.38 — 7.33 (m, 6H), 5.69 (d,J = 6.8 Hz, 1H), 5.36 (s,
1H), 5.22 (dd, /= 10.8, 3.2 Hz, 1H), 4.89 - 4.84 (m, 1H), 4.65 (d, /= 9.2 Hz, 1H), 445
(d,J=2.4 Hz, 1H)4.18 —4.07 (m, 2H), 3.92 (s, 1H), 2.86 (s, 3H). 30
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H NMR (400
MHz, CDCls) §8.33 (s, 1H), 7.52 (d, J= 8.4 Hz, 1H), 7.40 (s, 1H), 7.19 (d,.J = 8.4 Hz,
1H), 2.22 (s, 3H).
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'H NMR (400 MHz, CDCl5) 6 8.52 (s, 111, 8.09 (s, 1H), 7.64 (d, /= 8.4
Hz, 1H), 739 (d, /= 8.4 Hz, 1H), 2.76 (s, 3H).
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=84, 1H), 6.75 (s, IH), 2.40 (s, 3H), 2.06 — 1.91 (m, 3H),

O
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'H NMR (400 MHz, CDCl3) § 7.52 (d, J = 8.4 Hz, 1H), 7.09 (d, J
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'H NMR (400 MHz, DMSO-ds) 5 7.89 (d, /= 1.6 Hz, 1H), 7.82 (d, / =
8.4 Tz, 1H), 7.52 — 7.36 (m, 4I0), 7.31 - 7.23 (m, 2H), 5.95 — 5.63 (m, 111), 5.51 (s,
1H), 439 — 4.14 (m, 31, 3.96 (d, /= 12.0 Hz, 1H), 3.78 (d, ./ = 12.0 Hz, 1H), 3.55 -
3.43 (m, 2H), 2.1 (s, 3H).
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"H NMR (400 MHz, DMSO-dg) § 8.48 (s, 1H), 7.96 (s, 1H), 7.92 (d, /= 8.8 Hz,
1H), 7.79 (s, 1H), 7.56 (d, J = 8.4 Hz, 1H), 7.43 — 7.34 (m, 3H), 7.27 - 7.18 (m, 2H),
5.72 (d, J = 6.4 Hz, 1H), 5.45 (s, 1H), 5.23 (dd, J = 10.8, 2.4 Hz, 1H), 4.83 — 4.72 (m,
1H), 4.5 (d, J = 9.2 Hz, [H), 4.43 (d, J= 2.0 Hz, 1H), 401 (d, J= 12.4 Hz, 1H), 3.83
(d,.J=12.4 Hz, 1H),3.71 (s, 1H), 2.15 (s, 3H).
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'H NMR (400 MHz, DMSO-ds)  7.66 (d,
J=88Hz, 1H), 7.35 (d, J= 2.0 Hz, 1H), 7.03 (s, 1H), 6.93 (dd, /= 8.8, 2.0 Hz, 1H),
422 (s, 2H), 2.75 (s, 3H).
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'H NMR (400 MHz, 2% /—V-d) &
7.53 - 7.50 (m, 2H), 7.40 — 7.34 (m, 3H), 5.68 (s, 1H), 4.38 (d, J= 2.4 Hz, 1H), 428 —
425 (m, 2H), 4.08 — 4.03 (m, 1H), 3.79 (d, J = 7.2 Hz, 1H), 3.65 (d, /= 1.2 Hz, 1H),
3.45(dd, /= 10.4,3.6 Hz, 1H), 1.93 (s, 2H).
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ooooao

'H
NMR (400 MHz, A% /—/\-ds) § 8.04 (d, J = 2.0 Hz, 1H), 7.98 (d, / = 8.8 Hz, 1H),
7.61 (dd,.J=52, 2.0 Hz, 1H), 7.50 — 7.48 (m, 2H), 7.37 — 7.33 (m, 3H), 5.57 (s, 1H),
484 (t,.J=96Hz, 1H), 440 (d,.J=92 Hz, 1H), 429 (d,./= 2.8 Hz, 1H), 4.05-397
(m, 2H), 3.45 — 3.42 (m, 2), 2.87 (s, 3TT), 2.46 (s, 3T0).
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'H NMR (400 MHz, CDCl35) & 8.48 (s, 1H), 8.03 (dd,./=11.2,1.6
Hz, 2H), 7.80 (d, J= 2.8 Hz, 1H), 7.6 (dd, ./ = 8.4, 2.0 Hz, 1H), 7.38 — 7.30 (m, 6H),
5.47 (s, 1H), 5.20 — 5.11 (m, 2H), 4.67 (t, /= 8.8 Hz, 1H) , 4.55 (d, /= 2.0 Hz, TH),
4.16 — 4.03 (m, 2H), 3.69 (s, TH), 2.88 (s, 3H), 2.44 (s, 3H).
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"HNMR (400 MHz, CDCl3) 6 6.87 (s, 1H), 2.45 (s, 3H), 0.26 (s, 9H).
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'H NMR (400 MHz,

CDCls) 8 8.36 (s, 1H), 7.77 (d, /= 8.8 Hz, 1H), 7.60 (d, J = 8.4 Hz, 1H), 7.57 (s, 1H),
7.27 - 7.22 (m, SH), 6.81 (s, 1H), 6.32 (s, IH), 5.08 — 4.98 (m, 2H), 4.42 (s, 1H), 437
(d,./=8.0 Hz, 1H),3.90 - 3.74 (m, 2H), 3.37 - 3.35 (m, 1H), 2.42 (s, 3H), 2.20 (s, 3H).
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"H NMR (400 MHz, A% /—/V-d4) &

8.22 (s, 1H), 7.90 (d,.J= 8.4 Hz, 1H), 7.86 (d,/=2.0 Hz, 1H), 7.59 (d, /= 8.4 Hz, 1H),
7.42 - 7.29 (m, SH), 6.63 (s, 1H), 5.46 (s, 1H), 5.13 — 5.07 (m, 1H), 497 — 491 (m,
1H), 4.51 (d, J=9.2 Hz, 1H), 444 (d, J = 3.2 Hz, 1H), 4.09 — 3.9 (m, 2H), 3.65 (s,

1H), 2.26 (s, 310).
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'H NMR (400 MHz, CDCl3) 8 7.25 (s, 1H), 2.63 (s, 3H), 0.18 (s, 9H).
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'H NMR (400
MHz, CDCl3) & 8.22 (s, 1H), 7.98 (d, ./ = 2.0 Hz, 1H), 7.92 (d, ./ = 8.8 Hz, 1H), 7.58
(dd, J= 8.8, 2.0 Hz, 111), 7.53 (s, 1), 7.34 = 7.22 (m, SH), 5.38 (s, 111), 5.17 - 5.00
(m, 2H), 4.60 (d, J = 8 4 Hz, 1H), 4.45 (d,.J=2.0 Hz, 1H), 4.08 (d,./ = 12.4 Hz, 1H),
3.97(d,J=12.4 Hz, 1H), 3.62 (s, 1H), 2.80 (s, 3H), 2.65 (s, 3H), 2.36 (s, 3H).
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'H NMR (400 MHz, CDCls) § 8.71 (s, TH), 8.01 (s, 1H), 0.26 (s, 9T).
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TI NMR (400 MIIz, CDCls) & 8.79 (s, 11I), 8.24 — 7.91
(m, 4H), 7.65 (dd, /= 8.8, 2.0 Hz, 1H), 7.44 — 7.32 (m, SH), 5.47 (s, 1H), 5.18 - 5.07
(m, 2H), 4.61 (d, /= 8.4 Hz, 1H), 451 (s, 1H), 421 — 4.02 (m, 2H), 3.87 (d, /= 2.8
Hz, 1H), 3.68 (s, 1H), 2.90 (s, 3H), 2.46 (s, 3H).
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'H NMR (400 MHz, CDCls) & 7.99

(s, 1H), 7.64 — 7.50 (m, 4H), 7.25 — 7.20 (m, SH), 530 (s, 1H), 5.05 (dd, /= 10.8, 7.2
Hz, 1H), 4.73 — 4.72 (m, 1H), 4.54 — 4 47 (m, 2H), 4.38 (d,.J=2.4 Hz, 1H), 3.88 - 3.66
(m, 2H), 3.48 (s, 1H), 2.35 (s, 3H), 140 (s, 18H).
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"H NMR (400 MHz, CDCl3) & 8.32 (s, 1H), 7.66 — 7.52 (m, 3H), 7.25 -
7.20 (m, SII), 7.01 (s, 111), 5.30 (s, 1I1), 5.03 (dd, /= 10.8, 3.2 11z, 111), 4.77 - 4.68
(m, 2H), 4.50 (d, /= 8.8 Hz, 1H), 442 (d, /= 2.8 Hz, 1H), 3.88 — 3.64 (m, 2H), 3.48
(s, 1), 2.35 (s, 3H).
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"H NMR (400
MHz, CDCl3) § 7.48 — 7.45 (m, 2H), 7.34 — 7.28 (m, 3H), 5.50 (s, 1H), 4.28 — 4.20 (m,
2H), 3.99 — 3.89 (m, 2H), 3.79 (s, 1H), 3.77 (s, 3H), 3.51 (s, 3H), 340 (d. J= 1.2 Hz,
1H), 3.35 (dd, J= 9.6, 3.2 Hz, 1H).
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'H NMR (400 MHz, CDCl3) & 8.36 (s, 1H), 7.41 — 7.33 (m, SH), 7.03 (s, 1H), 5.42 (s,
1H), 4.99 (dd, J = 9.2, 3.2 Hz, 1H), 4.35 - 4.32 (m, 2H), 422 (dd, J = 104, 9.2 Hz,
1H), 4.02 —3.96 (m, 2H), 3.78 (s, 3H), 3.64 (d, /= 0.8 Hz, 1H), 3.01 (s, 3H),
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"H NMR (400 MHz, DMSO-ds) 8 9.57
(s, 1H), 8.91 (s, 1H), 7.80 (s, 1H), 7.42 — 737 (m, SH), 5.57 (s, 1H), 5.28 (dd, J=10.8,
3.2 Hz, [H), 4.52 — 4.4 (m, 4H), 4.14 — 4.05 (m, 2H), 3.84 — 3.81 (m, 2H), 3.06 (s,
3H).
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'H NMR (400 MHz, Zvasfva-d) § 837 (s, 1H), 7.76 (d, J = 8.4 Hz,
1H), 7.53 (d, J = 10.4 Hz, 1H), 7.45 (s, 1H), 7.35 (s, SH), 7.03 (s, 1H), 5.36 (s, 1H),
492 (dd, J=104, 3.2 Hz, 1H), 4.76 (1, J/ = 9.6 Hz, 1H), 4.26 (d, /= 2.8 Hz, 1H), 4.13
~3.91 (m, 3H), 3.33 (s, 1H), 3.12 (s, 3H), 2.20 (s, 3H).
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IH NMR (400 MHz, CDCl5) &

8.50(d,/J=2.01z 1H),8.06(d,.J=2.4 Iz, 1H), 2.67-2.60 (m, 1), 1.19-1.06 (m,

4H).
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'H NMR (400 MHz, DMSO-dg) & 7.57 (d, J = 2.0 Hz,

1H), 6.91 (d,.J = 2.4 Hz, 1H), 2.06 — 1.99 (m, 1H), 0.85 — 0.77 (m, 4H).
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"H NMR (400 MHz,
DMSO0-ds) 3 7.61 (d, /= 2.4 Hz, 1H), 7.29 (d, J = 2.0 Hz, 1H), 7.19 (s, 1H), 4.27 (s,
2H), 2.05 — 1.98 (m, 1H), 0.85 — 0.81 (m, 4H).
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'H NMR (400 MHz, Z7am7k VA -d)
§8.44 (d, J=2.0 Hz, 1H), 7.66 (d, J= 2.0 Hz, 1H), 7.47 - 7.45 (m, 2H), 7.36 — 7.34
(m, 3H), 5.53 (s, 1H), 4.86 (1, J= 9.6 Hz, 1H), 4.35 (d,.J= 9.2 Hz, 1H), 4.24 (d, /= 2.8
Hz, 1H), 3.95 — 3.80 (m, 2H), 3.42 (dd, /= 10.4, 3.2 Hz, 1H), 3.30 (d, /= 1.2 Hz, 1H),
2.05 (s, 3H), 1.60 — 1.54 (m, 1H), 1.09 - 0.93 (m, 4H),

Ooo0o0ogdoao
oo oo b oo oo oD oo oo o O ooodog
0dooodooDoooOoooODoo0ooDoo0ooDoDOoo0ooDOooDoDoooDoobDoeOOOODODOO
JgodoooooooooooDooogoDoDo0goo oo oo oo oo oD oo ooDogoooad
godoooouooouoooodd
gdoogad
Cl
Ph
74
N So
S'—%_‘\O
— 0 [/\I\
Ny M N
HO
=
N
Cl
|:||:||:||:|DD[IDDDDDDDDDDDDDDDDDDDDDDDDDDBDDDI:II:II:I
googooogooogoooooooopoDo0gouoog0ooDoo oo bbby oDoopooDggoodg
oo oo b oo oo oD oo oo o O ooodog
gooooDoooogoooooooooDoo0gobgofo0ooDoo oo oo oo oo oaoddg
JgodoooooooooooDooogoDoDo0goo oo oo oo oo oD oo ooDogoooad
godooogouopopfououoDtogg ooy b oDty oD oD by o ooog
godooo0oooDooooDooooDoDo0ooooooD oo oD oo oD oo oo ogogoooad
godooooouooibuouoo oo oo oDbobogoao goooooooooogog
gooooDogogooo0oogoooopobuogogoDuUooy00 ooy Doy oo oDogoao
00000000 pgpO0pgpO00pg0Opg0Opg00 0000000000000 00000
Ooo0ogao
Ooo0oogao
lHNN[R(4-001'\&]-12,
yaadh-d) 6 850 (d, J = 2.0 Hz, 1H), 8.44 (s, 1H), 7.01 (s, 1H), 7.38 - 7.35 (m,
SH), 7.10 (s, 1H), 5.41 (s, 1H), 5.11 — 4.95 (m, 2H), 456 — 4.52 (m, 2H), 4.39 (s, 1H),
3.99 3.87 (m, 2H), 3.55 (s, 1H), 2.46 (s, 3H), 1.63 — 0.85 (m, SH).
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'H NMR (400 MHz, CDCl3) & 8.03 (s, 1H), 7.81 — 7.70 (m, 1H), 7.67 — 7.50 (m, 3H),
7.31-7.22 (m, SH), 5.31 (s, 1H), 5.12 — 4.90 (m, 2H), 4.51 — 4.29 (m, 2H), 3.94 — 3.68
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(m, 2H), 3.43 —3.28 (m, 1H), 2.29— 2.12 (m, 3H), 1.42 (s, 18H).
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'H NMR (400 MHz, CDCl3) 6 7.54 -
7.52 (m, 2H), 7.39 — 7.35 (m, 3H), 5.60 — 5.54 (m, 2H), 4.40 — 4.36 (m, 2H), 4.09 —
4.05 (m, 1H), 4.00 (d,./= 9.6 Hz, 1H), 333 (s, 3H), 3.52(d,.J= 1.2 Hz, 1H), 3.41 {(dd,
J=10.8,32 Tz 110), 2.10 (s, 317).
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'H NMR (400 MHz, DMSO-ds) & 8.42 (s, 1H), 7.91 (d,
J=32Hz, 1H), 7.78 (d, J = 3.2 Hz, 1H), 7.40 (s, 5H), 5.72 — 5.62 (m, 3H), 4.70 (s,
1), 4.57 - 4.51 (m, 11T), 4.22 — 4.12 (m, 211), 4.02 (s, 111), 3.68 (s, 311, 1.84 (s, 311).
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'H NMR (400 MHz, DMSO-ds) 5 9.46 (s, 1H), 8.44 (s,
1H), 7.91 (d, J= 3.2 Hz, 1H), 7.76 (d, J= 3.2 Hz, 1H), 7.45 — 7.29 (m, SI), 5.60 (d, J
= 6.4 Hz, IH), 5.57 (s, |H), 5.16 (dd, /= 10.8, 3.6 Hz, 1H), 4.63 — 4.53 (m, 1H), 4.49
(d,./=32Hz, 1H), 438 (s, 2H), 4.16 - 4.01 (m, 2H), 3.91 — 3.78 (m, 2H).

gooooao
I I I A R O BN O B A B R WA
doooooDoooDoooDoooDoooDoDoooDooppUOO0OODOoOO0ODODOoOOoODODODOoOOOOan
I I I e e A A R 0 O M O B A B R WA
godoooooonoao
gooooao

Ph
oy b

w
]}
OO
o
==z
—z

N N
N HO N
/@,C&
cl

godoooooooooooooooobootoooobooo0ooooooboooooobooooao
gooooooooooooooooooooooooooooooobooooOonOonOonOoao
gooooooooooooooooobootoooobooooooooboooobooobooooao
gooooooooooooooooooooo oo oooooooooooo0ooOooOooOoao
gooooooooooooooooooo oo oo bbb DD D OO OO0 0OoOonOoao
gooooooooooooooooooo oo oo oo UoooooooOoOoOoao
gooooooooooooooooooooobo oo oo oo ooobo0oOoOonOnOonOoad
Ooo0oooOooOooano Oo00oooooO0ooooooooooono Oo00ooOooooOoooan
goooooooooooooooooooooooao Oo0odoouoddppUppd
O0pgOpgOpgOad ooooofooooooOoOoOoOoOoOOoOoOoOoOaOn
Ooo0o0oaoao

"H NMR (400 MHz, DMSO-ds)
58.34 (s, 1H), 7.99 — 7.88 (m, 3H), 7.78 (d, J = 3.2 Hz, 1H), 7.56 (dd, /= 8.8, 1.2 Hz,
1H), 7.41 — 7.34 (m, 3H), 7.27 - 7.20 (m, 2H), 5.73 (d, J = 6.0 Hz, 1H), 5.46 (s, 1H),
523 (dd, J=10.4, 3.2 Hz, 1H), 4.77 — 4.68 (m, 1H), 4.57 (d, /= 9.2 Hz, 1H), 4 43 (d,
J=32Hz, 1H),4.01(d, /=112 Hz, 1H),3.83(d,J=12.0 Hz, 1H),3.73 (s, |H), 2.15
(s, 3H).
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'H NMR (400 MHz, DMSO-de) & 8.90
(s, 1H), 8.34 (s, 1H), 8.27 (d,.J = 2.0 Hz, 1H), 8.02 (d, /= 8.8 Hz, 1H), 7.89 (d,.J=3.2
Hz, 1H), 7.74 (d,.J = 3.2 Hz, 1H), 7.66 (dd, J = 8.8, 2.0 Hz, 1H), 7.36 — 7.28 (m, 5H),
5.74 (d,J = 5.2 Hz, 1H), 5.55 (s, 1H), 5.27  5.24 (m, 1H), 489 — 4.83 (m, 1H), 4.70
(d,J=9.6 Hz, 1H), 4.50 (d,.J= 2.8 Hz, 1H), 4.23 — 3.92 (m, 3H), 2.83 (s, 3H).
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'H NMR (400 MHz, DMSO-de) & 8.90
(s, 1H), 8.32 (s, 1H), 8.27 (d, /= 2.0 Hz, 1H), 8.01 (d, /= 8.8 Hz, 1H), 7.66 (dd, J =
8.4,2.0 Hz, 1H), 7.38 - 7.27 (m, 6H), 5.74 (d, J = 6.4 Hz, 1H), 5.55 (s, 1H), 5.23 (dd,
J =104, 3.2 Hz, 1H), 4.90 — 4.84 (m, 1H), 470 (d,.J— 9.6 Hz, 1H), 450 (d, J— 2.8
Hz, 1H) 4.17 - 4.06 (m, 2H), 3.92 (s, 1H), 2.83 (s, 3H), 2.37 (d, /= 1.2 Hz, 3H).
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'H NMR (400 MHz, CDCl3) 6 8.40 (s, 1H), 7.95 (dd, J = 7.2, 2.0 Hz, 2H), 7.56 (dd, J
=8.8,2.4 Hz, 1H), 7.30 - 7.25 (m, 5H), 7.01 (s, 1H), 5.38 (s, 1H), 5.06 (t, /= 2.4 Hz,
2H), 4.59 (d, J = 8.4 Hz, 1H), 447 (s, 1H), 4.06 — 3.93 (m, 2H), 3.61 (s, 1H), 2.81 (s,
3H), 2.37 (s, 3H).
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1H), 2.81 (s, 3H), 2.39 (s, 3H), 1.41 (s, 18H).
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'H NMR (400 MHz,
CDCl3) 6 8.10 — 7.92 (m, 3H), 7.62 — 7.57 (m, 2H), 7.28 — 7.22 (m, 5H), 5.39 (s, 1H),
5.06 (s, 2H), 4.55 — 4.45 (m, 2H), 4.08 — 3.94 (m, 2H), 3.78 — 3.74 (m, 1H), 3.60 (s,
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TH NMR (400 MHz, CDCl3) 5 8.33 (d, /= 1.6 Hz, 1H), 7.77(d, ./
=8 8 1z, 1TT), 7.48 (s, 111), 7.20 - 7.15 (m, 111), 2.75 (s, 31T, 2.15 (s, 311),
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"H NMR (400 MHz, CD;0D) § 8.63 (d, /= 2.0 Hz, 1H), 7.87(d, /= 8.8

Hz, 1H), 7.66 - 7.63 (m, 1H), 2.82 (s, 3H), 2.68 (s, 3H).
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'H NMR (400 MHz, CDCl3) 5 7.80 (d,
J =84 Hz, 1H), 7.09 (d, /= 2.0 Hz, 1H), 6.79 — 6.76 (m, 1H), 2.74 (s, 3H), 2.37 (s,

3M0), 1.97 (s, 311).
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"HNMR (400 MHz, A% /—/v-ds) § 8.59 (s, 1H), 8.14 (s, 1H), 8.07 (d, /= 8.4 Hz, 1H),
7.59 (d, /= 8.8 Hz, 1H), 7.45 (d, /= 8.4 Hz, IH), 7.37 — 7.33 (m, SH), 5.49 (s, 1H),
5.21 (dd, J=10.0, 3.2 Hz, 1H), 4.62 — 4.60 (m, 2H), 4.45 (d, /= 2.8 Hz, 1H), 423 —
4.07 (m, 2H), 3.71 (s, 1H), 3.0 (s, 3H), 2.85 (s, 3H), 2.32 (s, 3H).
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'H NMR (400 MHz, CDCls) & 8.31 (s, 1H), 7.33 — 7.28 (m, SH), 7.03 (s, 1H), 5.41 (s,
1H), 4.98 (dd, /= 10.8, 2.4 Hz, 1H), 4.64 (1, = 10.0 Hz, 1H), 447 (d,./ = 2.8 Hz, 1H),
439(d,.J=13.6 Hz, 1H), 4.06 - 4.02 (m, 2H), 3.81 (s, 3H), 3.72 (s, 1H).
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3.87 - 3.84 (m, 2H).
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"H NMR (400 MHz, DMSO-ds) § 9.45 (s, 1H), 8.58 (s,
1H), 7.78 (s, 1H), 7.38 — 7.34 (m, SH), 5.59 — 5.56 (m, 2H), 5.17 (dd, /= 10.8, 3.2 Hz,
1H), 4.63 - 4.57 (m, 1H), 4.49 (d,.J= 3.2 Hz, 1H), 4.37 (s, 2H), 4.15 - 4.06 (m, 2H),
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'H NMR (400 MHz, A%/ —N-d4) §
8.38 (s, 1H), 8.12 (d, J = 1.6 Hz, 1H), 8.06 — 8.03 (m, LH), 7.60 (dd, J = 8.4, 2.0 Hz,
1H), 7.43 (s, 1H), 736 — 7.24 (m, 5H), 5.46 (s, 1H), 5.13 (dd, J = 104, 3.2 Hz, 1H),
479 (1,J=9.6 Hz, 1H), 4.62 (d,.J= 10.0 Hz, 1H), 446 (d, /= 2.8 Hz, 1H), 4.22 - 4.07
(m, 2H), 3.76 (s, 1H), 2.85 (s, 3H), 2.30 (s, 3H).
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IH NMR (400 MHz, DMSO-d5) § 10.01 (s, 1H), 8.09 (s, 1H), 8.03
(d, J=1.6 Hz, 1H), 7.54 (d, J = 4.8 Tz, 11), 7.18 (dd, J = 8.4, 1.6 Hz, 11), 3.77 (s,
3H), 2.07 (s, 3H).
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IH NMR (400 MHz,
DMSO-ds) 5 11.68 (s, 1H), 8.25 (d, /= 1.6 Hz, 1H), 8.21 (s, 1H),
7.64 (d, J=8.8 Hz, 1H), 7.36 (dd, J= 8.8, 2.0 Hz, 1H), 3.81 (s, 3H), 2.63 (s, 3H).
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'H NMR (400 MHz, A% /—/-d4) § 8.04 (d,.J= 6.8 Hz,
1H), 7.59 (d, /= 8.4 Hz, 1H), 6.91 (d, /=12 Hz, 1H), 6.71 (dd, J = 8.4, 2.0 Hz, 1H),
3.85 (s, 310), 2.43 (s, 31D),

2.03 (s, 3H).
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' NMR (400 MHz, A% /—/V-d3) §
8.23 - 8.20 (m, 1H), 7.87 — 7.77 (m, 3H), 7.44 — 7.28 (m, 6H), 7.01 - 7.00 (m, 1H),
5.42 (s, 1H), 5.12 (dd, J= 104, 3.6 Hz, 1H), 4.76 — 4.72 (m, 1H), 4.60 — 4.44 (m, 2H),
429426 (m, TH), 4.13 (d, /= 12.4 Hz, TH), 3.88 — 3.76 (m, 1H), 3.65 (s, 3H), 2.28
(s, 3H).
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ooooao

'H NMR (400 MHz, DMSO-de) 8 12.93
(s, 1H), 7.68 - 7.20 (m, 5H), 5.65 (s, 1H), 4.34 (d,.J=3.2 Hz, 1H), 4.14 — 4.01 (m, 2H),
3.94 (t,J=19.6 Hz, 1H), 3.76 (d, /= 9.2 Hz, 1H), 3.62 (s, 1H), 3.51 (dd, /= 10.0, 3.2
Hz, 1H).

gooooao
ugooooboooobooobooooooooobooobobobooobooboobooobooboaodan
ooooooooooooooooooooooboobobobobobODbODOOoOOoOOoOOoODboDbOo
ooooogad

Ph
-
)
3Ho N-O

/
gooooooooooooooooooooo oo oooooooooooo0ooOooOooOoao
gooooooooooooooooooo oo oo OO D DD DO DD ODO0O0oOoOooOoao
gooooooooooooooooooo oo oo oo UoooooooOoOoOoao
gooooooooooooooooooo oo oo OO oo Ooboo0ob0oOonOoOonOoao
godoooooooooooooooobootoooboobo0ooooooooooobooooao
Oo0dOx Oodoooooooooooooooooooobobooooooboo0oOonOonOonOoad
gooooooooooooooooooooooboooooooooooboao Ooooao
goooooooooooooooooooo oo oooooooooooooOonOonOonOoao
Ooo0o0oo000oo0ooao 0000000 0ppOppUO0pgOpQgdo oooooPoooooo
Ooooooooooao
O00o0oao

'H NMR (400 MHz, Zumzklb-d) § 7.48 — 7.40 (m, 2H), 7.34 - 7.26
(m, 3H), 5.53 (d, /= 1.6 Hz, 1H), 439 (t,./= 9.6 Hz, 1H), 427 — 4.17 (m, 3H), 4.11 -
4.02 (m, 1H), 3.72 (d, / = 1.6 Hz, 3H), 3.52 (s, 1H}), 3.43 - 3.36 (m, 1H), 2.81 - 2.67
(m, 3I).
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'H NMR (400 MHz, Zrmk/Vh-d) § 7.49 10

— 743 (m, 2H), 7.33 - 7.25 (m, 3H), 5.54 (s, 110), 4.88 — 4.79 (m, 1H), 4.77 - 4.70 (m,
1H), 4.68 — 4.63 (m, 1H), 449 (t, / = 9.6 Hz, 1H), 431 - 4.15 (m, 3H), 4.00 (dd, ./ =
124, 1.6 Hz, 1M1, 3.68 (s, 3H), 3.35 (s, 3H), 3.24 (dd, /= 10.0, 3.2 Hz, 1H), 3.16 s,

3H).
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I NMR (400 MHz, Z0agsbh-d) § 7.51 - 7.42 (m, 40

2H), 7.37 - 7.26 (m, 3H), 5.53 (s, 1H), 471 (d, J = 6.8 Hz, 1H), 457 (d, /= 6.8 Hz,
1H), 432 —4.20 (m, 2H), 4.13 = 3.93 (m, 2H), 3.67(d, /= 9.6 Hz, 1H), 3.42 (d, /=12
Hz, 1H), 3.35 - 3.31 (m, 1H), 3.28 (s, 3M), 2.28 (s, 311).
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'H NMR (400
Mz, Zrudybh-d) § 8.32 (s, 1H), 7.43 — 7.30 (m, SH), 7.02 (s, 1H), 5.42 (s, 11I),
5.06 (dd, J= 10.4, 3.2 Hz, 1H), 4.40 — 4.25 (m, 4H), 4.12 (d, /= 7.2 Hz, 1H), 407 -
3.99 (m, 1H), 3.91 (d,.J=9.2 Hz, 1H), 3.73 - 3.64 (m, 1H), 2.72 (s, 3H), 2.33 (s, 3H).
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