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"H NMR (400MHz, DMSO-d6) & = 11.87 (s, 1H), 7.44 (s, 1H), 4.83 (br s, 2H), 3.70 (br t,
J=5.6 Hz, 2H), 2.81 (br s, 2H), 1.45 (s, 9H). ESI [M-tBu+H] = 364.9/ 362.9
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2H), 3.94 (s, 3H), 3.70 (t, J=5.8 Hz, 2H), 2.83 - 2.73 (m, 2H), 1.44 (s, 9H). ESI [M+H] =
378.8/376.8
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'H NMR (400MHz,
DMSO0-d6) & = 7.78 (d, J=2.2 Hz, 1H), 7.15 (s, 1H), 6.50 - 6.37 (m, 1H), 4.22 (s, 2H), 3.96 (s,
3H), 3.91 (s, 3H), 3.68 - 3.59 (m, 2H), 2.78 (br t, J=5.6 Hz, 2H), 1.35 (br s, 9H). ESI [M+H] =

435.1/437.1
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"HNMR (400MHz, DMSO-d6) § = 7.51 - 7.44 (m, 1H), 6.91 - 6.77 (m, 1H), 4.97 - 4.87 (m, 2H),
3.95 (s, 3H), 3.94 - 3.89 (m, 2H), 3.87 - 3.76 (m, 2H), 2.93 - 2.74 (m, 2H), 1.38 (s, 9H). ESI [M-
tBu+H] = 435.9/ 433.9.
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"H NMR (400 MHz, MeOH-d4) § = 7.72 (s, 1H), 7.54 (s, 1H), 6.99 (s, 1H), 4.16 (br s, 2H),

4.03 - 3.96 (m, 6H), 3.76 (brs, 2H), 2.81 (br t, J = 5.7 Hz, 2H), 1.49 - 1.37 (m, 9H). ESI [M+H] =
435.1/437.1
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'H NMR (400

MHz, DMSO-d6) 6 = 8.91 (br s, 1H), 7.95 (s, 1H), 7.60 (s, 1H), 7.11 (s, 1H), 4.02 (s, 3H), 3.96 -
3.88 (m, 5H), 3.47 (br s, 2H), 3.07 (br t, J = 5.8 Hz, 2H). ESI [M+H] = 335.0/336.9
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'H NMR (400 MHz, DMSO-de) 5 = 11.75 (s, 1H), 8.09 (s, 2H),

7.99 (br d, J=8.6 Hz, 2H), 7.79 (br s, 1H), 7.70 - 7.40 (m, 1H), 7.14 (s, 1H), 7.04 (d, /= 9.0 Hz,
1H), 4.12 (br s, 2H), 3.88 (br s, 2H), 2.89 (br s, 2H), 1.29 (br s, 7H), 1.15 - 1.01 (m, 4H), 0.87 -
0.79 (m, 2H). ESI [M+H] = 516.1/518.1
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"H NMR (400 MHz, DMSO-de) & = 11.55 - 11.48 (m, 1H), 7.89 - 7.70 (m, 2H), 7.38 - 7.13 (m,
2H), 6.54 (br s, 1H), 4.63 - 4.33 (m, 2H), 4.01 - 3.86 (m, 2H), 2.86 - 2.77 (m, 2H), 1.31 (br s,
9H), 1.17 - 0.94 (m, 6H). ESI [M+H] =492.1/494.1.
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'H NMR (400MHz, DMSO-d6) & = 8.02 - 7.92 (m, 4H), 7.57 (dd, J=1.2, 8.5 Hz,
1H), 7.49 (dd, J=1.2, 8.1 Hz, 1H), 7.39 - 7.31 (m, 1H). ESI [M+H] = 308/309.9
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'H NMR

(400MHz, DMSO-d6) 6 =7.64 (br d, J=6.7 Hz, 1H), 7.42 - 7.37 (m, 1H), 7.03 - 6.97 (m, 1H),
2.34 (s, 2H).
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IHNMR (400MHz, DMSO-d6) § = 7.70 - 7.65 (m, 1H), 7.61 - 7.57 (m, 1H), 4.38 (s, 2H), 3.59 (br t,
J=6.0 Hz, 2H), 3.20 - 3.11 (m, 2H). ESI [M+H] = 242.0/244.0
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'H NMR (400MHz, 7 magdib-d) § = 7.12 (d, J=2.9

Hz, 1H), 7.00 (d, J=2.9 Hz, 1H), 3.80 (s, 3H)
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"H NMR
(400MHz, DMSO-d6) 6 = 7.32 (d, J=3.1 Hz, 1H), 7.07 (d, J=3.1 Hz, 1H), 3.79 (s, 3H), 1.31 (s,

12H).
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'H NMR

(400MHz, 7 mazsih-d) § = 7.39 (d, J=3.0 Hz, 1H), 7.12 (d, J=3.1 Hz, 1H), 5.36 (s, 2H),
3.83 (s, 3H).
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"H NMR (400MHz, DMSO-d6) & = 8.02 - 7.83 (m, 4H), 7.17 (d, J=2.8 Hz, 1H), 7.08
(d, J=2.8 Hz, 1H), 3.75 (s, 3H). ESI [M+H] = 338.1/ 340.1
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"H NMR (400MHz, DMSO-d6) & = 6.98 (d, J=2.9 Hz, 1H), 6.59 (d, J=2.8 Hz, 1H), 3.72 (s, 3H).
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'"H NMR

(400MHz, DMSO-d6) 6 = 6.99 (s, 1H), 3.86 - 3.80 (m, 5H), 2.98 (t, J=5.7 Hz, 2H), 2.67 - 2.63
(m, 2H). ESI [M+H] = 272.0/ 274.0
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"H NMR (400 MHz, DMSO-d6) & = 10.79 - 10.59 (m, 1H), 6.93 - 6.69 (m, 2H), 4.75
-4.60 (m, 2H), 3.97 - 3.83 (m, 2H), 3.81 - 3.66 (m, 2H), 2.90 (br s, 1H), 2.87 - 2.79 (m, 1H),
1.38 (s, 9H). ESI [M-H] =413.0/ 415.0
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'H NMR (400 MHz, DMSO-d6) 6 =7.21 - 7.11 (m,
1H), 7.09 (d, J = 2.4 Hz, 1H), 4.55 (br d, ] = 2.3 Hz, 1H), 4.08 - 3.87 (m, 2H), 3.81 (br s, 3H),

3.54 - 3.42 (m, 2H), 2.58 (br s, 2H), 1.40 (br d, J = 6.0 Hz, 9H). ESI [M-tBu+H] = 349.9 / 351.9.
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'"H NMR (400 MHz, DMSO-d6) 6 = 7.22 (s, 1H), 4.50 (s,

2H), 3.94 (s, 3H), 3.48 (br t, ] = 5.8 Hz, 2H), 3.14 (br t, ] = 5.8 Hz, 2H). ESI [M-H] = 287.9/
289.9.
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'H NMR (400 MHz, DMSO-de) & =7.94 (br s, 1H), 7.47 - 7.32 (m, 2H), 6.59 (br d, J = 8.5 Hz,
1H), 5.96 (br s, 2H), 4.71 - 4.20 (m, 1H), 4.00 (br d, J = 1.9 Hz, 2H), 3.92 - 3.66 (m, 2H), 3.33

(brt, J = 6.7 Hz, 2H), 2.98 (br s, 2H), 2.26 - 1.93 (m, 1H), 1.91 - 1.66 (m, 3H), 1.36 - 1.10 (m,

OH). ESI [M+H] = 547.1/ 549.1.
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'"HNMR (400MHz, DMSO-d6) § = 7.59 - 7.48 (m, 2H), 7.42 - 7.33 (m, 1H), 4.54 - 4.46 (m, 1H),

4.07 (br s, 1H), 3.94 - 3.84 (m, 1H), 3.50 (br s, 2H), 2.64 - 2.54 (m, 2H), 1.41 (br s, 9H). ESI [M-
tBu+H] = 320.0/ 322.0
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"H NMR (400MHz,
DMSO-d6) & =7.72 - 7.59 (m, 2H), 3.99 (br s, 2H), 3.04 (br s, 2H), 2.71 (br s, 2H). ESI [M+H]

=258.0/ 260.0
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'"H NMR (400MHz, DMSO-d6) § = 7.75 - 7.68 (m, 1H), 7.67 -

7.62 (m, 1H), 4.96 - 4.84 (m, 2H), 4.83 - 4.76 (m, 2H), 3.87 - 3.72 (m, 2H), 2.97 - 2.78 (m, 2H),
2.08 (s, 3H). ESI [M+H] = 357.9/ 359.9
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"H NMR (400MHz, DMSO-d6) § = 7.19 (br s, 1H), 7.11 (d, J=2.8 Hz,

1H), 4.05 (q, J=7.2 Hz, 2H), 3.83 (br s, 3H), 3.65 - 3.58 (m, 2H), 3.52 (br dd, J=7.0, 13.7 Hz,
2H), 3.20 - 3.13 (m, 1H), 1.41 (d, J=5.9 Hz, 9H). ESI [M-tBu+H] = 306.0/ 308.0.
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'H NMR (400MHz, DMSO-d6) & =

7.20 (s, 1H), 4.38 (br s, 2H), 3.92 (s, 3H),
=287.9/289.9.

3.81 (brs, 2H), 3.17 (br d, J=5.4 Hz, 2H). ESI [M+H]
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"H NMR (400MHz, DMSO-d6) § = 6.89 (s, 1H), 3.96 (s, 2H), 3.02 - 2.94 (m, 4H).
ESI [M+H] = 273.9/ 275.9.
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'H NMR (400 MHz, DMSO-d6) § = 10.70 (s, 1H),

6.89 (s, 1H), 4.98 - 4.84 (m, 2H), 4.83 - 4.65 (m, 2H), 3.72 - 3.56 (m, 2H), 3.21 - 2.97 (m, 2H),
2.09 (s, 3H). ESI [M-H] = 372.0 /374.0.
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O .
N N \
[ \_/‘% . N B NZ\ NN N
Cl S HO N=/ = = % X [Q(
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2 RjR OH o) oTi 0
HO  NHBoc N R TH,0 N R R,BPIn
C-47 e N R N BocHN = -
EDCI, HOBt, NMM ¢ g BocHN TEA, DCM,°C Gl § boc Pd(dppf)Cly, KoPO,
DMF, 25 °C, 1h & 0-25 Cl SA£4U/H0, 80°C
C-67:R=H C-69: R = H
C-68: B = Me C-70: R = Me
NHMe
Fh o] R1 Q NA"\N \N’N N/%
N N’&R HCI/MeOH { NJg(R L Q k,//”
| R 25°C R e pe s
o~~~ ~s BocHN cl s HoN ¥ ,
i 73 74 76
C-(71-82): R=H 73-84: R =H
C-83: R = Me 85 R =Me
N /
S0 N | - = S N = HNN
Ry = I\[J\ %/ P 0/ 5 Vi V4 N S\?N I\
e v pav.rrs wnane wnAng AR s o
\ 1 i ! ! 1 1 1 3y
77 78 79 80 81 82 83 84 85
O0DO0OO0O3H. 00073084000
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mold1.50000000000002500100000000000000000000

HPLCOTFAOOOODODODOPhenomenex Luna 80x 30mmx 3umO0O0000O([O(TF
A)-ACN]OBOO40007500800000000000O0C-6708mg0O17.8umolO
0oo48. 7000 0100.00 000 00D0D0DDDDDODODODOOO

'"HNMR (400MHz, DMSO-d6) & = 10.70 (s, 1H), 6.96 - 6.75 (m, 2H), 4.83 - 4.67 (m, 2H), 3.98 -

3.83 (m, 2H), 3.80 - 3.65 (m, 2H), 3.15 - 2.97 (m, 2H), 1.39 (s, 9H). ESI [M-tBu+H] = 374.9/

376.9.
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goboooboobod
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Trxg, 80°C cl SHHHH,0, 80°C &l &
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Z
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-0000000001.44905.68mmol020 00 0Pd(dppf)Clo0207.80mgO 28
3.99umol00.100 0 0KOAcO836.15mg0 8.52mmol0 30000000000
0O0ON,0300000000000000N,0000008000120000000
0000000000000 O0O0O0O0O0O0O0O0O0ODODODONONONONONONONo0ooooooon
0sSio,0 0000000000000 10101020000000000C-8401.5 g
02.77mmol00097.580000000000000000

'H NMR (400 MHz, DMSO-d6) & = 7.76 (s, 1H), 6.90 (br d, J = 4.9 Hz,

1H), 4.94 - 4.85 (m, 2H), 3.83 (br d, J = 3.8 Hz, 2H), 3.69 - 3.65 (m, 2H), 3.10 - 2.94 (m, 2H),
1.44 (br s, 12H), 1.22 (s, 4H), 1.13 (s, SH).
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ocoo0ooooOoooDO0ooooDOoOooDOoOooDDOoOooDDU0oOooDoDOoOooODOOgOsSioO
ooooooooooooi1oo0v8b220000000000D-201.19g03.2m
molODOOS53.5000000000000O0OOOO

'H NMR (400MHz, DMSO-ds) § = 8.41 (d, J=7.3 Hz, 1H), 7.16 (d, J=7.3 Hz, 1H), 4.72 (s, 2H),
3.73 (t, J=5.8 Hz, 2H), 2.80 (br t, J=5.6 Hz, 2H), 1.45 (s, 9H). ESI [M+H] = 342.1/344.1

ooooad

OO0OdD-30THFO4mLO OOD-20330mg0 964.3umold1.000 000000
OO0OO0ONO03000000Nn-BuLi2.5MO0578uL01.50000-7800000
S000000000000001,0367mg01.4mmol01.50000000N20
OCoO0ooo001000000000000ONH4CIODDOOSmLOOODOODODOO
OEtOAcO20mLx 3000 00O0ONazSO,00000000O0DO0DO0O0O0OCOCOODODGO
ocoooooOooooDOooooooooOosic;bpoooooDOoOooOoOoDOoOoDbDend1n
1000000000 0O0D-30350mg0 748umol00077.500000000000

OdOoOoOooOooooaod

'H NMR
(400 MHz, DMSO-d6) & = 7.62 (s, 1H), 5.25 (br s, 2H), 3.67 (t, ] =5.7 Hz, 2H), 2.78 (brt, ] =
5.3 Hz, 2H), 1.43 (s, 9H). ESI [M+H] = 467.9 / 469.8.

Oo0ooD0aDo
00O00D-4000D-50000D-30000A000000000000000O0O00O0O
00000000 000D-4000D-5000000000000000000
Oo0Do0ooD0aDo
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66.6umol0 0 091.7000

'H NMR (400 MHz, DMSO-46) 6 = 9.42 (s, 1H), 9.14 (s, 2H), 7.30 (s, 1H), 3.78 -

3.72 (m, 2H), 3.60 (br s, 2H), 2.80 (br t, J = 5.3 Hz, 2H), 1.41 - 1.27 (m, 9H). ESI [M+H] =
420.271422.1.

0ooooao
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4-000000000D-5070mg0165.8umol00091.3000

'H NMR (400 MHz, DMSO-45) 6 = 8.17 (s, 1H), 7.80 (br d, J = 2.2

Hz, 1H), 7.00 (s, 1H), 3.96 (br s, 2H), 3.69 - 3.60 (m, SH), 2.86 - 2.75 (m, 2H), 1.37 (br s, 9H).
ESI [M+H] =422.2/424.2
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L&

&

AR M VTF—H

'H NMR (400MHz, DMSO-d6) § = 9.91 - 9.82 (m, 1H), 6.34
(d, J=5.0 Hz, 1H), 4.78 - 4.64 (m, 2H), 4.26 - 4.10 (m, 2H),
3.90-3.81 (m, 1H), 3.74 (s, 3H), 3.70 (br t, J=5.5 Hz, 1H), 2.89
-2.73 (m, 2H). ESI [M+H] = 313.1/ 315.0.

Cl

'H NMR (400 MHz, DMSO-d6) & = 7.53 - 7.46 (m, 1H), 7.42
(br s, 1H), 6.95 (d, ] = 6.3 Hz, 1H), 6.40 (d, J = 9.4 Hz, 1H),
4.31 - 4.10 (m, 3H), 4.00 - 3.89 (m, 1H), 3.82 (s, 3H), 3.75 -
3.65 (m, 2H), 2.92 - 2.78 (m, 2H). LCMS: m/z 390.1 [M+H]".

OH

Cl

'H NMR (400MHz, DMSO-d6) & = 11.31 - 11.19 (m, 1H),
10.10 - 10.01 (m, 1H), 6.51 (s, 1H), 4.75 (s, 1H), 4.66 - 4.61
(m, 1H), 4.24 - 4.13 (m, 2H), 3.85 - 3.59 (m, 2H), 2.85 - 2.69
(m, 2H). ESI [M+H] = 315.0/ 317.0.

'H NMR (400MHz, DMSO-d6) & = 7.83 (s, 1H), 7.23 (d,
J=11.7 Hz, 1H), 6.59 - 6.49 (m, 1H), 4.57 (s, 1H), 4.54 - 4.48
(m, 0.5H), 4.42 (br d, J=5.1 Hz, 1H), 4.30 (q. J=6.7 Hz, 0.5H),
4.00 (s, 3H), 3.95 (d, J=9.2 Hz, 3H), 3.91 - 3.77 (m, 2H), 2.96

~2.78 (m, 2H), 1.23 - 1.11 (m, 3H). ESI [M+H] = 407.0/ 409.0.

H NMR (400MHz, DMSO-d6) & = 7.81 (s, 1H), 7.20 (s, 1H),
6.50 (d, J=2.2 Hz, 1H), 4.89 (br s, 1H), 4.43 - 4.19 (m, 2H),
4.00 (s, 3H), 3.94 (s, 3H), 3.86 (br s, 2H), 2.97 - 2.76 (m, 2H),
1.39 - 1.16 (m, 6H). ESI [M+H] = 421.0/ 423.0.
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O}__\ '"H NMR (400MHz, DMSO-d6) § = 8.11 (br s, 2H), 7.49 - 7.44
Br N NH | (m, 1H), 5.04 - 4.83 (m, 2H), 4.05 (s, 2H), 4.02 - 3.98 (m,
A\ 0.5H), 3.95 (s, 3H), 3.94 - 3.89 (m, 0.5H), 3.76 (br t, ]=5.6 Hz,
6 al N\ 1H), 3.00 - 2.77 (m, 2H). ESI [M+H] = 391.9/ 389.9.
cl
N‘/*N 0% '"H NMR (400MHz, DMSO-d6) § = 8.11 (br s, 2H), 7.49 - 7.44
& N NHBoc | (m, 1H), 5.04 - 4.83 (m, 2H), 4.05 (s, 2H), 4.02 - 3.98 (m,
A 0.5H), 3.95 (s, 3H), 3.94 - 3.89 (m, 0.5H), 3.76 (br t, ]=5.6 Hz,
7 cl ! N 1H), 3.00 - 2.77 (m, 2H). LCMS: m/z 391.9 [M+H]*.
m}“m o% '"H NMR (400MHz, DMSO-d6) § = 9.33 (s, 1H), 8.99 - 8.88
7 N NH (m, 2H), 7.30 (s, 1H), 4.02 (s, 4H), 3.90 - 3.68 (m, 3H), 3.41
8 A (br s, 2H), 2.96 - 2.80 (m, 2H). LCMS: m/z 390.1 [M+H]".
N
cl N
i&N o\>_\ 'H NMR (400MHz, DMSO-d6) § = 8.06 (br s, 2H), 7.36 - 7.23
/ N ONH, | (m, TH), 6.34 (s, TH), 4.74 (s, 1H), 4.59 - 4.44 (m, 2H), 4.04
(br s, 2H), 3.99 (s, 3H), 3.95 (br s, 1H), 3.79 (br s, 1H), 3.03 -
9 o N\ 2.81 (m, 3H). ESI [M+H] = 392.0/ 394.0.
Cl
'"H NMR (400 MHz, DMSO-d6) § = 8.00 - 7.86 (m, 1H), 7.67
-7.49 (m, 1H), 7.02 (s, 1H), 6.83 - 6.63 (m, 1H), 4.34 - 4.13
(m, 2H), 3.96 (s, 3H), 3.91 (s, 3H), 3.86 - 3.71 (m, 4H), 2.91 -
10 2.73 (m, 2H), 1.35 (s, 9H). LCMS: m/z 492.1 [M+H]".
11 '"H NMR (400 MHz, A% /—/)V-d4) § =7.75 (d, ] =8.6 Hz, 1H),

7.56 (br d, J = 10.9 Hz, 1H), 7.01 (d, J = 6.1 Hz, 1H), 4.38 (s,
1H), 4.14 (s, 1H), 4.09 (br d, J = 4.0 Hz, 1H), 4.01 - 3.98 (m,
6H), 3.95 (brt, J = 6.0 Hz, 1H), 3.78 (brt, J = 5.4 Hz, 1H), 3.60
-3.50 (m, 1H), 2.93 - 2.82 (m, 2H). LCMS: m/z 392.0 [M+H]".

"H NMR (400 MHz, DMSO-ds) 6 = 8.27 - 8.13 (m, 1H), 7.86
(d, J=10.5Hz, 1H), 7.11 (d, J = 12.4 Hz, 1H), 4.06 (br dd, J =
5.6, 13.4 Hz, 1H), 3.88 (s, 3H), 3.69 - 3.69 (m, 1H), 3.79 - 3.58
(m, 1H), 3.57 - 3.40 (m, 2H), 3.17 - 3.09 (m, 1H), 3.06 (d. ] =
1.5 Hz, 3H), 2.97 - 2.85 (m, 1H), 2.78 (br dd, ] = 8.8, 13.8 Hz,
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1H), 2.11 - 2.03 (m, 1H), 1.95 - 1.87 (m, 1H). ESI [M+H] =
394.0/396.0.

12
NH, "H NMR (400 MHz, DMSO-d6) § = 11.36 (br s, 1H), 7.96 (s,
N{ \ 0\}'_[3 1H), 7.44 (br d, J = 7.5 Hz, 1H), 6.97 (s, 1H), 6.58 (br d, J =
7 N ’Eoc 8.3 Hz, 1H), 5.86 (br s, 2H), 4.65 (br s, 1H), 4.41 - 4.22 (m,
N\ 1H), 4.11 (br s, 1H), 3.92 - 3.68 (m, 2H), 3.37 - 3.25 (m, 2H),
cl N 2.86 (brs, 2H), 1.77 (br s, 2H), 1.38 (br s, 2H), 1.35 - 1.01 (m,
13 o 9H). LCMS: m/z 530.2 [M+H]".
NH, '"H NMR (400 MHz, DMSO-d6) 6 =7.93 (d, ] = 1.9 Hz, 1H),
’\1 N OM 7.41 (dd, J =2.0, 8.4 Hz, 1H), 7.01 (s, 1H), 6.58 (br d, J = 8.3
7 N g‘oc Hz, 1H), 5.88 (br s, 2H), 4.09 (br s, 1H), 3.99 (s, 3H), 3.93 -
N 3.74 (m, 2H), 3.36 - 3.27 (m, 2H), 3.15 (br s, 2H), 2.86 (br s,
cl N\ 2H), 1.78 (br s, 3H), 1.45 - 1.38 (m, 1H), 1.36 - 1.09 (m, 9H).
14 cl LCMS: m/z 544.2 [M+H]".
15 N= OM 'H NMR (400 MHz, DMSO-d6) § = 13.21 - 12.65 (m, 1H),
HN__~ ‘. ) )
N goc 7.89 - 7.59 (m, 1H), 7.28 - 7.11 (m, 1H), 6.61 - 6.36 (m, 1H),
A 4.54 - 4.13 (m, 2H), 4.10 - 3.92 (m, 3H), 3.85 - 3.67 (m, 1H),
cl N 3.40 - 3.24 (m, 2H), 3.22 - 3.16 (m, 2H), 2.93 - 2.85 (m, 2H),
o] \ 1.87 - 1.66 (m, 3H), 1.47 - 1.40 (m, 1H), 1.38 - 1.17 (m, 9H).
LCMS: m/z 518.1 [M+H]*.
16 NH; 'H NMR (400 MHz, DMSO-d6) § = 11.95 - 11.86 (m, 1H),
Ni = OM 10.27 - 10.11 (m, 1H), 8.42 (brd, J = 4.4 Hz, 3H), 8.14 - 8.08
Z N ﬁ (m, 1H), 8.02 (dd, J = 2.0, 9.1 Hz, 1H), 7.20 - 7.14 (m, 2H),
N 472 - 4.64 (m, 1H), 4.37 - 4.30 (m, 1H), 4.22 (br d, J = 15.6
cl N Hz, 1H), 3.98 - 3.64 (m, 2H), 3.26 - 3.13 (m, 2H), 3.05 - 2.95
cl H (m, 1H), 2.94 - 2.87 (m, 1H), 2.48 - 2.38 (m, 1H), 2.00 - 1.67

(m, 3H). LCMS: m/z 430.1 [M+H]".
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17

"H NMR (400 MHz, DMSO-d6) § =7.91 (br s, 1H), 7.48 - 7.35
(m, 1H), 7.08 - 6.98 (m, 1H), 6.59 - 6.49 (m. 1H), 6.19 - 6.05
(m, 2H), 4.27 - 4.01 (m, 3H), 3.98 (d. ] = 3.1 Hz, 3H), 3.83 (br
d, J = 6.0 Hz, 1H), 3.64 - 3.57 (m, 1H), 3.02 - 2.72 (m, 5H),
1.72 - 1.48 (m, 3H), 1.24 (s, 1H). LCMS: m/z 4442 [M+H]".

18

'"H NMR (400 MHz, DMSO-d6) & =9.84 - 9.69 (m, 1H), 8.54
- 8.31 (m, 1H), 7.89 - 7.78 (m, 1H), 7.31 - 7.19 (m, 1H), 6.63 -
6.48 (m, 1H), 4.71 - 4.62 (m, 1H), 4.51 - 4.32 (m, 3H), 4.20 -
4.09 (m, 1H), 4.00 (d, J = 1.3 Hz, 3H), 3.84 (br t, J = 5.7 Hz,
2H), 3.01 - 2.83 (m, 3H), 2.04 - 1.65 (m, 4H). LCMS: m/z
418.1 [M+H]*.

19

Cl

TH NMR (400 MHz, DMSO-d6) & = 11.85 (s, 1H), 8.12 (br d,
J = 1.9 Hz, 2H), 8.02 (br d, ] = 8.8 Hz, 2H), 7.71 - 7.63 (m,
1H), 7.58 (br dd, J = 2.2, 7.2 Hz, 1H), 7.17 (s, 1H), 7.09 (br d,
J=9.1 Hz, 1H), 4.26 (s, 2H), 3.95 - 3.87 (m, 2H), 2.96 (br s,
2H), 1.30 - 1.25 (m, 2H), 1.19 - 1.10 (m, 2H). LCMS: m/z
416.0 [M+H]".

20

Cl

'"H NMR (400 MHz, DMSO-d6) & = 13.04 (br d, J = 2.8 Hz,
1H), 11.72 - 11.43 (m, 1H), 7.90 - 7.76 (m, 1H), 7.74 - 7.28 (m,
2H), 7.21 (s, 1H), 6.57 (br s, 1H), 4.87 - 4.43 (m, 2H), 4.26 -
3.93 (m, 2H), 2.86 (br s, 2H), 1.25 (br s, 6H). LCMS: m/z 392.1
[M+H]*.

21

'H NMR (400MHz, DMSO-d6) 6 = 7.71 - 7.59 (m, 1H), 7.53
(br d, J=7.9 Hz, 1H), 4.83 - 4.71 (m, 1H), 4.70 - 4.56 (m, 2H),
4.33 - 4.20 (m, 2H), 3.94 (br s, 1H), 3.79 (br s, 1H), 3.03 - 2.86
(m, 2H). ESI [M+H] = 300.0/302.0.

"H NMR (400 MHz, DMSO-de) & = 7.89 - 7.80 (m, 1H), 7.74
-7.64 (m, 1H), 6.79 (dd, J = 1.8, 17.2 Hz, 1H), 4.75 (br d, J =
6.3 Hz, 2H), 4.19 (br d, J = 13.9 Hz, 2H), 4.00 - 3.93 (m, 3H),
3.91 - 3.72 (m, 2H), 3.01 - 2.87 (m, 2H). LCMS: m/z 380.1
[M+H]*.
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25 S TH NMR (400 MHz, DMSO-dg) = 9.34 (s, 1H). 9.03 (s, 25,
PR 7.69 (s. 1H). 4.84 - 4.64 (m, 1H). 4.26 - 4.06 (m. 3H), 3.98 -
{ 3.81 (m. 1H), 3.77 - 3.65 (m, 1H). 3.08 - 2.83 (m, 2H). LCMS:
. ) m/z 377.9 [M+H]",
Cl
26 N, TH NMR (400 MHz DMSO-ds) 8 = 8.19 (d. J = 1.5 Hz, 1),
YY) @ | B0S(brd 1 =84 Ha 1), 754 s TH). 708 @& 1= 0.1 He
2 T on | 1H), 430 (br s, 1H), 4.20 (br s, 2H), 4.09 - 4.01 (m, 1H), 3.89
{ ~3.81 (m, 1H), 3.75 (br s, 1H), 3.04 - 2.90 (m. 2H). LCMS:
. o m/z 392.0 [M+H]",
Cl
23 Ty | HNMR (400 MHz, DMSO-d) 6= 1337~ 13.07 (m. 1H).7.88
3 N OH | (brs, 1H),7.74 - 7.59 (m, 1H). 6.87 - 6.74 (m. 1H). 4.74 - 4.65
{ (m. 2H), 4.23 - 4.11 (m, 2H), 3.98 - 3.69 (m, 2H), 3.02 - 2.92
cl o (m, 2H). LCMS: m/z 366.0 [M+H]*.
Cl
29 YN o | HNMR(400 MHz, DMSO-de) 5= 7.38 (br, 2H), 7.43 - 733
7 oM | (m. 1H), 441 (br s, 2H). 4.15 (br s, 2H). 3.83 (br s, 2H), 2.97
{ (br s, 2H). LCMS: m/z 366.0 [M+H]".
cl o
Cl
30 = % | HNMR (400 MHz, DMSO-do) 5 = 7.98 - 7.88 (. 1H), 7.86
YO N o | -7.75 (. 1H). 7.07 (brd. ] = 2.8 Hz. 1H). 6.77 - 6.66 (m. 1H),
{ 4.80 - 470 (m. 2H), 4.23 (br dd. J = 5.8, 14.4 Hz, 2H). 3.81 -
o 5 3.62 (m. 2H), 3.02 - 2.77 (m, 2H). LCMS: m/z 366.0 [M-+H]",
Cl
31 7y & | HNMR (400 MHz DMSO-ds) § = .18 - 8.10 (m. 1H), 8.05
N oH | (brd,T=3.1Hz 1H).7.96-7.85 (m. 1H), 4.76 - 4.71 (m, 2H).
{ 4.31-4.16 (m, 211), 4.01 - 3.91 (m. 1H), 3.82 (brt, ] = 5.3 Hz,
o o 1H). 3.13 - 2.97 (m. 2H) LCMS: m/z 383.0 [M+H]*,
]
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32

N NHQ

'H NMR (400 MHz, DMSO-d6) & = 9.29 (s, 1H), 8.98 (s, 2H),
8.06 (br s, 2H), 7.72 - 7.65 (m, 1H), 4.85 - 4.78 (m, 2H), 4.00
(brd, J = 1.4 Hz, 2H), 3.71 (br t, ] = 5.6 Hz, 1H), 3.55 (br t, J
=5.3 Hz, 1H), 2.39 (br s, 1.5H), 2.28 (br s, 0.5H). ESI [M-H]
=377.0/ 379.0.

33

Cl

TH NMR (400 MHz, DMSO-d¢) § = 8.05 (br d, J = 7.8 Hz. 1H),
7.78 - 7.67 (m, 1H), 7.43 - 7.35 (m, 1H), 4.75 (br s, 1H), 4.51
- 4.31 (m, 1H), 3.91 (d, T = 9.7 Hz, 3H), 3.79 - 3.67 (m, 1H),
3.59 (br s, 1H), 3.50 - 3.43 (m, 2H), 3.02 - 2.85 (m, 2H), 2.68
~2.53 (m, 2H). LCMS: m/z 379.0 [M+H]*.

Cl

I'H NMR (400 MHz, DMSO-ds) & = 8.29 (br s, 2H), 7.85 (d, J =
2.1 Hz, 1H), 7.66 (s, 1H), 6.74 (d, J = 2.3 Hz, 1H), 4.87 (br s,
2H), 3.84 (br t, J = 5.3 Hz, 2H), 2.81 (br s, 2H), 1.63 (s, 6H)

ESI [M+H] =393.1/395.1

Cl

'H NMR (400 MHz, DMSO-ds) & = 8.24 (br s, 4H), 8.17 (d, J
= 1.5 Hz, 1H), 7.98 (br d, J =8.0 Hz, 1H), 7.59 - 7.52 (m, 1H),
7.06 - 7.03 (m, 1H), 4.33 (s, 2H), 3.97 (br t, ] = 5.5 Hz, 2H),
3.02 (br s, 2H), 1.55 (br s, 6H). LCMS: m/z 419.1 [M+H]*.

39

Cl

TH NMR (400 MHz, DMSO-ds) & = 9.37 (s, 1H), 9.06 (s, 2H),
8.30 (br d, J = 5.3 Hz, 2H), 7.82 - 7.74 (m. 1H), 4.90 (s, 2H).
4.12 - 4.04 (m, 2H), 3.83 - 3.75 (m, 1H), 3.69 - 3.61 (m, 1H),
2.48 (brs, 1H), 2.40 - 2.34 (m, 1H). ESI [M+H] = 377.0/379.0

40

Cl

O

'H NMR (400 MHz, DMSO-de) § = 8.20 (br s, 2H), 8.05 (d, ] =
1.6 Hz, 1H), 7.70 (d, J = 6.4 Hz, 1H), 7.42 (d, J = 4.4 Hz, 1H),
4.81 (br d, J = 5.4 Hz, 2H), 4.02 (br dd, J = 5.6, 9.4 Hz, 2H),
3.91 (s, 3H), 3.77 (br , ] = 5.3 Hz, 1H), 3.62 (br t, ] = 5.4 Hz,
1H), 2.70 (br s, 1H), 2.60 (br s, 1H). ESI [M+H] = 379.0/381.0
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41

'H NMR (400 MHz, DMSO-de) 6 = 8.17 (br s, 2H), 7.82

;JN\ \ o (dd,J=2.1,5.2 Hz, 1H), 7.64 (d, ] = 5.1 Hz, 1H), 6.70 (dd, J =
\ _/g 2.2, 5.7 Hz, 1H), 4.81 (br d, J = 7.4 Hz, 2H), 4.03 (br dd, J =
A\ 5.8, 11.9 Hz, 2H), 3.93 (d, ] =5.0 Hz, 3H), 3.80 - 3.77 (m, 1H),
cl o MN 1 363(brt, J=5.5Hz 1H), 2.90 (brs, 1H), 2.80 (br s, 1H). ESI
cl [M+H] = 379.0/381.0.
46 '"H NMR (400 MHz, DMSO-d6) § = 7.86 (br s, 1H), 7.50 (s,
1H), 6.50 (d, J = 1.9 Hz, 1H), 4.22 (s, 1H), 4.16 - 4.11 (m, 1H),
4.10 - 4.04 (m, 1H), 3.97 - 3.92 (m, 3H), 3.89 - 3.81 (m, 1H),
3.78 (brt, J = 5.4 Hz, 1H), 3.67 - 3.63 (m, 1H), 3.07 - 2.88 (m,
2H). LCMS: m/z 396 [M+H]".
47 :\;/*N 0% "H NMR (400 MHz, DMSO-d6) § = 9.34 (s, 1H), 8.97 (s, 2H),
Z N oH | 7.67 (s, 1H), 4.67 - 4.54 (m, 1H), 4.12 (br d, J = 4.9 Hz, 1H),
{ 3.90 (br s, 1H), 3.80 - 3.61 (m, 4H), 3.05 - 2.93 (m, 2H).
o s LCMS: m/z 394.0 [M+H]*.
Cl
48 =N o '"H NMR (400 MHz, DMSO-d6) 8 = 7.98 - 7.91 (m, 1H), 7.60
L y'\OH (s, 1H), 7.40 (s, 1H), 4.22 (br s, 1H), 4.14 (s, 1H), 4.01 (br s,
N 1H), 3.92 (s, 3H), 3.84 (br s, 1H), 3.79 - 3.62 (m, 2H), 3.06 -
N 2.88 (m, 2H). LCMS: m/z 396.1 [M+H]".
cl 5
Cl
49 NH, "H NMR (400 MHz, DMSO-d6) 6 =7.89 (brs, 1H), 7.45 - 7.33
NS o% (m, 2H), 6.50 (d, J = 8.4 Hz, 1H), 6.16 (s, 2H), 4.82 - 4.76 (m,
2 N oH |2H), 4.74 (brt, ] =5.7 Hz, 1H), 4.14 (br d, ] = 5.1 Hz, 2H),
{ 3.48 (brs, 1H), 2.31 -2.10 (m, 2H). LCMS: m/z 408.1 [M+H]*.
cl S
Cl
50 *1{!\' A 0% 'H NMR (400 MHz, DMSO0-d6) § =7.97 - 7.82 (m, 1H), 7.57
3 N OH | _-741(m, 1H), 6.60 - 6.47 (m, 1H), 4.17 - 4.09 (m, 2H), 4.06 -
N\ 3.47 (m, 4H), 3.05 - 2.91 (m, 2H). LCMS: m/z 382.0 [M+H]".
Ci S
Cl
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51 N-NH 0»\”\ "H NMR (400 MHz, DMSO-d6) § = 13.15 (br s, 1H), 7.99 (br
7 N OH [s, 1H), 7.72 - 7.63 (m, 1H). 7.40 (s, 1H), 4.64 - 4.55 (m, 1H),
N 4.18 (brs, 1H), 4.13 (br d, J = 5.5 Hz, 1H), 3.95 (br s, 1H), 3.82
c S -3.63 (m, 3H), 3.04 - 2.88 (m, 2H). LCMS: m/z 382.0 [M+H]*.
Cl
52 = 0% '"H NMR (400 MHz, DMSO-d6) § = 7.96 - 7.85 (m, 1H), 7.71
NP N OH | -7.60 (m, 1H), 6.85 - 6.67 (m, 2H), 4.67 - 4.56 (m, 1H), 4.28 -
{ 4.25 (m, 1H), 4.19 - 4.04 (m, 2H), 3.86 (br d, J = 5.3 Hz, 1H),
N S 3.83 - 3.64 (m, 2H), 3.08 - 2.93 (m, 2H). LCMS: m/z 382.0
& [M+H]*.
53 NN O 'H NMR (400 MHz, DMSO-d6) & = 9.30 (s, 1H), 8.92 (s, 2H),
(~ N> “NH, | 7-69 - 7.54 (m, 1H), 4.82 (br s, 2H), 3.63 - 3.43 (m, 2H), 3.37
{ (br s, 2H), 2.16 - 1.97 (m, 2H). LCMS: m/z 393.1 [M+H]".
cl S
Cl
54 NN o "H NMR (400 MHz, DMSO-d6) & = 7.95 (s, 1H), 7.74 - 7.53
P ;)’\NHZ (m, 1H), 7.45 - 7.32 (m, 1H), 4.22 (s, 1H), 4.01 (s, 1H), 3.97 -
3.87 (m, 3H), 3.80 - 3.58 (m, 2H), 3.41 - 3.37 (m, 1H), 3.05 (br
S\ s, 1H), 3.03 - 2.85 (m, 2H). LCMS: m/z 395.0 [M+H]*.
Cl
Cl
55 AN OW 'H NMR (400 MHz, DMSO-d6) & = 13.26 - 13.05 (m, 1H),
NS N NHp | 7.90 (brs, 1H), 7.49 (s, 1H), 6.51 (d, J = 2.0 Hz, 1H), 4.65 -
{ 3.88 (m, 4H), 2.97 (br s, 2H), 1.31 (s, 1H), 1.17 (br s, 5H).
ol S LCMS: m/z 409.1 [M+H]"*.
Cl
56 NH; '"H NMR (400 MHz, DMSO-d6) & = 8.25 (br s, 4H), 8.13 (s,
NS ow 1H), 7.98 (br d, J = 8.0 Hz, 1H), 7.58 (s, 1H), 7.09 (br d, J =
Z N NH, | 8.8 Hz, 1H), 4.18 (s, 2H), 3.90 (br d, J = 5.0 Hz, 2H), 3.04 (br
{ s, 2H), 1.61 - 1.41 (m, 6H). LCMS: m/z 435.0 [M+H]*.
cl S
Cl
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57 NHo 'H NMR (400 MHz, DMSO-d6) & = 10.22 (br d, J = 4.5 Hz,
NS Om 1H), 8.58 (br s, 2H), 8.27 - 8.16 (m, 1H), 8.08 (brd, J = 7.6 Hz,
# NN 1H), 7.68 - 7.59 (m, 1H), 7.24 (d, J = 9.1 Hz, 1H), 4.81 - 4.56
(m, 1H), 4.44 - 4.25 (m, 1H), 4.23 - 4.13 (m, 1H), 3.97 - 3.76
(m, 2H), 3.31 - 3.07 (m, 4H), 2.53 - 2.40 (m, 1H), 2.11 - 1.76
1 (m, 3H). LCMS: m/z 447.1 [M+H]*.
58 HO 'H NMR (400MHz, DMSO-d6) § =7.76 - 7.71 (m, 1H), 7.70 -
N 7.65 (m, 1H), 4.89 - 4.75 (m, 3H), 4.30 - 4.17 (m, 2H), 3.91 -
N O | 3.71 (m, 2H), 2.96 - 2.80 (m, 2H). ESI [M+H] = 315.9/318.0.
cl S
Cl
60 N 'H NMR (400 MHz, DMSO-d6) & = 7.82 (d, J = 2.1 Hz, 1H),
N HO, 7.47 (s, 1H), 6.45 (d, J = 2.0 Hz, 1H), 4.86 - 4.75 (m, 2H), 4.16
N (s, 2H), 3.92 (s, 3H), 3.58 (br s, 2H), 2.38 - 2.21 (m, 2H).
© | LCMS: m/z 396.0 [M+H]".
Cl
Ci
61 HN—) o 'H NMR (400 MHz, DMSO-d6) & = 13.18 (br s, 1H), 7.94 (br
NS s, 1H), 7.60 - 7.50 (m, 1H), 6.55 (s, 1H), 4.86 (br d, J = 12.5
N7, | Hz 2H). 4.21 (br s, 2H), 3.65 - 3.53 (m, 2H), 2.38 - 2.23 (m,
o 2H). LCMS: m/z 382.0 [M+H]".
Cl
62 MNN 'H NMR (400 MHz, DMSO-d6) § =7.91 (br s, 1H), 7.60 - 7.53
9 HO, (m, 1H), 7.38 (br s, 1H), 4.81 - 4.68 (m, 2H), 4.17 (br s, 2H),
N 3.91 (br s, 3H), 3.67 - 3.44 (m, 2H), 2.45 - 2.32 (m, 2H).
O | LCMS: m/z 396.1 [M+H]*.
Cl
Cl
63 HN-N Ho 'H NMR (400 MHz, DMSO-d6) & = 13.17 - 13.02 (m, 1H),
N 7.97 (brd, J = 3.9 Hz, 1H), 7.74 - 7.60 (m., 1H), 7.41 (s, 1H),
NNo | 4.85 - 4.69 (m, 3H), 4.17 (d, J = 5.5 Hz, 2H), 3.64 - 3.56 (m,
c 1H), 3.51 - 3.45 (m, 1H), 2.39 (br s, 1H), 2.29 (br s, 1H).
cl LCMS: m/z 382.1 [M+H]*.
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64 ) HO 'H NMR (400 MHz, DMSO-d6) § = 7.90 - 7.83 (m, 1H), 7.64
" (s, 1H), 6.76 (d, J = 3.2 Hz, 1H), 6.69 (br d, J = 1.8 Hz, 1H),
0 | 4.82 (brd, J=10.5 Hz, 2H), 4.18 (br s, 2H), 3.65 - 3.49 (m,
c s 2H), 2.44 - 2.29 (m, 2H). EST [M+H] = 381.9/383.9
Cl
65 NTSN . 'H NMR (400 MHz, DMSO-d6) & = 9.30 (s, 1H), 8.92 (s, 2H),
= 7.76 - 7.54 (m, 1H), 4.82 (br s, 1H), 4.81 - 4.68 (m, 2H), 4.13
N, | (brd. T=5.6Hz, 2H), 3.61 - 3.39 (m, 2H), 2.21 - 1.96 (m, 2H).
o S LCMS: m/z 393.9 [M+H]*,
Cli
66 NHMe IH NMR (400 MHz, DMSO-d6) § = 7.99 (br s, 1H), 7.45 -
NI =X HO 7.36 (m, 1H), 6.80 - 6.74 (m, 1H), 6.52 (br d. J = 8.8 Hz, 1H),
Z 4.87 - 4.71 (m, 2H), 4.24 - 4.03 (m, 2H), 2.99 — 2.95 (m, 3H),
N, | 2:83 (brd.J=3.4 Hz, 2H), 2.35 - 2.06 (m, 2H). ESI [M+H] =
o S 422.0/424.0
Cl
67 Ny HO IH NMR (400 MHz, DMSO-d6) & = 8.06 - 8.01 (m, 2H), 7.75
(s, 1H), 4.86 - 4.78 (m, 2H), 4.15 (br s, 2H), 3.58 - 3.49 (m,
NN Y% | 2H),2.26 - 2.11 (m, 2H). LCMS: m/z 398.9 [M+H]".
cl S
Cl
68 NS TH NMR (400 MHz, DMSO-d6) & = 8.91 (br s, 2H), 8.29 (br
L~ MO0 | s 1H), 7.87 (br s, 1H), 7.67 (br s, 1H), 4.94 - 4.85 (m, 2H),
N 4.27 - 4.14 (m, 2H), 3.74 - 3.41 (m, 2H), 2.23 - 2.02 (m, 2H).
N ) O | ESI [M+H] = 393.0/395.0
Cl
69 Ny TH NMR (400 MHz, DMSO-d6) § = 8.95 (d, J = 6.0 Hz, 2H),
L HO, 8.00 (d, ] =5.9 Hz, 2H), 7.63 (s, 1H), 4.90 - 4.78 (m, 2H),
N 4.15 (br s, 2H), 3.55 (br s, 1H), 3.44 (br s, 1H), 2.14 (br s,
) O | 1H), 2.10 - 2.05 (m, 1H). EST [M+H] = 392.9 /394.9.
Cl
Cl
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70 N=\ Ho 'H NMR (400 MHz, DMSO-d6) = 9.28 (s, 1H), 8.00 (s,
N 1H), 7.64 (s, 1H), 4.83 - 4.77 (m, 2H), 4.15 (br d, J = 5.3 Hz,
QN | 2H), 3.62-3.55 (m, 1H), 3.52 - 3.47 (m, 1H), 2.29 - 2.23 (m,
ol g 1H), 2.20 - 2.12 (m, 1H). ESI [M+H] = 398.9 / 400.9
Cl
73 !&N . 'H NMR (400 MHz, DMSO-d6) & = 9.31 (s, 1H), 9.00 - 8.81
Z ? (m, 2H), 8.08 (br s, 2H), 7.73 - 7.62 (m, 1H), 4.90 - 4.82 (m,
N 2H), 3.95 (s, 2H), 3.65 - 3.45 (m, 2H), 2.22 - 1.95 (m, 2H).
ol s LCMS: m/z 392.9 [M+H]".
Cl
74 =N 'H NMR (400 MHz, DMSO-d6) § = 7.91 (s, 1H), 7.62 - 7.55
P HeN (m, 1H), 7.38 (s, 1H), 4.85 - 4.75 (m, 2H), 3.91 (s, 3H), 3.64 -
N 3.48 (m, 2H), 3.44 (br s, 2H), 2.45 - 2.30 (m, 2H), 2.07 (s, 2H).
S\ O | LCMS: m/z 395.1 [M+H]".
|
¢ Cl
75 NH, 'H NMR (400 MHz, DMSO-d6) & = 8.59 - 8.33 (m, 2H), 8.29
NS - (br's, 2H), 8.10 - 8.04 (m, 1H), 7.98 - 7.91 (m, 1H), 7.59 - 7.54
Z 2 (m, 1H), 7.17 - 7.09 (m, 1H), 5.07 - 4.69 (m, 2H), 3.95 (br s,
QNN | 21D, 3.85 - 3.57 (m, 2H), 2.45 - 2.38 (m, 1H), 2.30 (br s, 1H).
ol S LCMS: m/z 407.0 [M+H]".
Cl
76 NHMe 'H NMR (400 MHz, DMSO-d6) 8 = 10.11 - 9.14 (m, 1H), 8.33
NS N (br's, 2H), 8.05 - 7.82 (m, 2H), 7.59 - 7.52 (m, 1H), 7.28 - 7.18
Z 2 (m, 1H), 5.02 - 4.72 (m, 2H), 3.95 (br s, 2H), 3.75 - 3.57 (m,
(NS, | 2HD). 3.06 (br s, 3H), 248 - 2.36 (m, 1H), 2.29 (br 5. 1H).
N S LCMS: m/z 421.0 [M+H]".
Cl
77 'H NMR (400 MHz, DMSO-d6) 8 = 13.30 - 12.88 (m, 1H),

7.91-7.72 (m, 1H), 7.49 (br s, 1H), 6.49 (br s, 1H), 4.86 - 4.75
(m, 2H), 3.56 (br d. J = 4.6 Hz, 1H), 3.49 (br s, 2H), 3.15 (br s,
3H), 2.29 (br s, 1H), 2.18 (br s, 1H). LCMS: m/z 381.1
[M+H]*.
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78

Ci

HoN

'H NMR (400 MHz, DMSO-d6) & = 8.69 (dd, J = 1.5, 4.8 Hz,
1H), 8.63 (br's, 1H), 7.87 (brd, J = 7.5 Hz, 1H), 7.56 - 7.49 (m,
2H), 4.82 (br s, 2H), 3.45 (br t, ] = 5.2 Hz, 1H), 3.40 (br s, 1H),
3.37 (s, 1H), 3.33 (br s, 1H), 2.51 (br s, 2H), 2.07 (br s, 1H),
1.96 (br s, 1H). LCMS: m/z 392.1 [M+H]".

79

Cl

4]

HoN

TH NMR (400 MHz, DMSO-d6) § = 8.94 - 8.82 (m, 2H), 8.26
-8.17 (m, 2H), 7.81 (br d, J = 5.4 Hz, 2H), 7.64 - 7.57 (m, 1H),
4.93 - 4.84 (m, 2H), 3.94 (br t, ] = 5.6 Hz, 2H), 3.60 (br t, J =
5.6 Hz, 1H), 3.48 (br t, ] = 5.4 Hz, 1H), 2.18 (br s, 1H), 2.08
(br s, 1H). LCMS: m/z 392.0 [M+H]".

80

Cl

"H NMR (400 MHz, DMSO0-d6) & = 7.90 - 7.88 (m, 1H), 7.99
-7.79 (m, 1H), 6.84 - 6.60 (m, 2H), 4.95 - 4.73 (m, 2H), 3.68 -
3.39 (m, 4H), 3.32 (br s, 2H), 2.41 (br s, 1H), 2.31 (br s, 1H).
LCMS: m/z 381.0 [M+H]*.

81

Cl

[72)

'H NMR (400 MHz, DMSO-d6) 6 =7.73 (br d, J =5.8 Hz, 1H),
7.59 - 7.51 (m, 1H), 7.23 - 7.15 (m, 2H), 4.83 (br s, 2H), 3.61
- 3.37 (m, 4H), 3.32 (s, 2H), 2.28 (br s, 1H), 2.18 (br d, J = 2.1
Hz, 1H). LCMS: m/z 397.0 [M+H]".

82

Cl
Ci

7]

HoN

'H NMR (400 MHz, DMSO-d6) 5 = 7.68 (dd, ] = 2.9, 4.8 Hz,
1H), 7.63 (br s, 1H), 7.49 - 7.42 (m, 1H), 7.24 - 7.23 (m, 1H),
4.85 - 4.75 (m, 2H), 3.61 - 3.52 (m, 1H), 3.52 - 3.39 (m, 3H),
3.36 - 3.32 (m, 2H), 2.23 (brs, 1H), 2.12 (br d, J = 1.4 Hz, 1H).
LCMS: m/z 397.0 [M+H]".

83

N )

Cl
Cl

7]

'H NMR (400 MHz, DMSO-d6) & =7.83 (d, J = 1.9 Hz, 1H),
7.48 (s, 1H), 6.47 (br s, 1H), 4.88 - 4.77 (m, 2H), 3.93 (s, 3H),
3.63 - 3.55 (m, 1H), 3.50 (br t, J = 5.1 Hz, 1H), 3.42 (s, 2H),
3.33 (br s, 2H), 2.36 (br s, 1H), 2.26 (br s, 1H). LCMS: m/z
395.1 [M+H]".
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84 I\ HoN TH NMR (400 MHz, DMSO-d6) & = 8.23 - 8.09 (m, 2H), 8.04
_z (s, 2H), 7.80 - 7.75 (m, 1H), 4.93 - 4.83 (m, 2H), 3.98 - 3.93
N M | (., 2H), 3.67 - 3.59 (m, 1H), 3.53 (br t, J = 5.6 Hz, 1H), 2.29
o s (br s, 1H), 2.21 - 2.10 (m, 1H). LCMS: m/z 398.0 [M+H]".
Cl
85 N 'H NMR (400 MHz, DMSO-d6) & = 8.19 - 8.14 (m, 2H), 8.02
7 ‘X- - 7.60 (m, 2H), 7.42 (s, 1H), 4.92 (br s, 2H), 3.79 - 3.63 (m,
N | 2H), 2.42 - 234 (m, 2H), 1.57 (s, 6H). LCMS: m/z 409.0
cl s [M+H]*.
Cl
86 2 o 'H NMR (400 MHz, DMSO-d6) & = 8.92 - 8.83 (m, [H), 8.44
NS ? - 8.32 (m, 3H), 7.97 - 7.84 (m, 2H), 7.79 - 7.73 (m, 1H), 4.89
A (br s, 2H), 4.00 - 3.88 (m, 2H), 3.62 - 3.55 (m, 1H), 3.48 (br t,
- s J = 5.4 Hz, 1H), 2.14 (br s, 1H), 2.01 (br s, 1H). LCMS: m/z
el 392.0 [M+H]".
87 Sr:j‘ N TH NMR (400 MHz, DMSO-d6) & = 9.33 - 9.28 (m, 1H), 8.21
- 8.11 (m, 2H), 7.98 (s, 1H), 7.69 - 7.62 (m, 1H), 4.90 - 4.84
O | (m, 2H),3.95 (brd, J = 5.4 Hz, 3H), 2.31 (br s, 2H), 2.18 (brs,
o s 1H). LCMS: m/z 397.9 [M+H]*.
Cl
88 H NMR (400 MHz, DMSO-d6) 5 = 7.79 - 7.71 (m, 1H), 6.96
(s, TH), 4.97 - 4.87 (m, 1H), 4.84 - 471 (m, 1H), 3.66 (s, 3H),
3.66 - 3.52 (m, 2H), 3.39 (br s, 4H), 2.17 - 2.00 (m, 2H).
LCMS: m/z 463.1 [M+H]".
89 H NMR (400 MHz, DMSO-d6) 8 = 8.99 (d, J = 5.0 Hz, 2H),

Cl

Ci

8.21 (br s, 2H), 7.77 - 7.73 (m, 1H), 7.64 (q. J = 5.1 Hz, 1H),
491 -4.87 (m, 2H), 3.99 - 3.91 (m, 2H), 3.60 (br t, ] = 5.6 Hz,
1H), 3.48 (brt, J =5.6 Hz, 1H), 2.25 (br s, 1H), 2.14 (brt, J =
5.3 Hz, 1H). LCMS: m/z 393.0 [M+H]".
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90 SN ™ TH NMR (400 MHz, DMSO-d6) & = 8.93 - 8.89 (m, 1H), 8.81
N~ § -8.77 (m, 2H), 8.30 - 8.17 (m, 2H), 7.76 - 7.72 (m, 1H), 4.92 -
QNN | 485 (m,2H), 3.99 -3.91 (m, 2H), 3.55 - 3.41 (m, 2H), 2.14 (br
N 5 s, 1H), 2.06 - 1.98 (m, 1H). LCMS: m/z 393.0 [M+H]*
Cl
91 Ny 'H NMR (400 MHz, DMSO-d6) 5 =7.71 (s, 1H), 7.54 (s, 1H),
Ny S HaN 4.90 - 4.78 (m, 2H), 3.59 (br d. J = 5.8 Hz, 1H), 3.54 - 3.49 (m,
N’z 1H), 3.42 (br s, 2H), 3.38 - 3.34 (m, 2H), 2.49 - 2.45 (m, 3H),
o g ° 2.26 (brs, 1H), 2.17 (br s, 1H). LCMS: m/z 412.0 [M+H]".
Cl
92 SN 'H NMR (400 MHz, DMSO-d6) & = 8.02 (s, 1H), 7.59 (s, 1H),
Ny HaN 4.87 - 4.78 (m, 2H), 4.26 (s, 3H), 3.61 (br t, J = 5.1 Hz, 1H),
N 3.51 (brt,J = 5.4 Hz, 1H), 3.43 (br s, 4H), 2.30 (br s, 1H), 2.22
N S\ © | (brs, 1H). LCMS: m/z 396.1 [M+H]".
Cl
93 Ny 'H NMR (400 MHz, DMSO-d6) § = 9.19 (br d, J = 12.1 Hz,
N HaN 1H), 8.29 (br d, J = 5.1 Hz, 3H), 7.91 (d, J = 5.9 Hz, 1H), 7.71
N (d,J = 3.4 Hz, 1H), 4.91 (br d, J = 5.0 Hz, 2H), 3.98 - 3.93 (m,
Q © | 4H),3.70 (brt, ] = 5.6 Hz, 1H), 3.59 - 3.55 (m, 2H), 2.47 (brs,
c L 1H), 2.38 - 2.32 (m, 1H). LCMS: m/z 395.0 [M+H]*.
94 a) HoN 'H NMR (400 MHz, DMSO-d6) & = 8.18 - 8.04 (m, 3H), 7.80
N N‘_\Z (d, = 1.1 Hz, 1H), 7.77 - 7.73 (m, 1H), 6.59 (t, J = 2.1 Hz,
A 0 1H), 4.93 - 4.82 (m, 2H), 3.95 (br d, J = 2.4 Hz, 2H), 3.66 -
C|/©\/SQ 3.59 (m, 1H), 3.51 (br t, J = 5.8 Hz, 1H), 2.14 - 2.10 (m, 1H),
cl 2.04 - 1.98 (m, 1H). LCMS: m/z 381.0 [M+H]".
95 MeHN TH NMR (400 MHz, DMSO-d6) & = 8.30 - 8.19 (m, 1H), 8.11
Z:}\N HoN (br d, J = 4.9 Hz, 3H), 7.87 (br d, J = 8.1 Hz, 1H), 7.81 - 7.75
NQ (m, 1H), 4.93 - 4.82 (m, 2H), 4.02 - 3.91 (m, 2H), 3.64 (br t, J
@C © | =5.6 Hz, 2H), 2.88 (s, 3H), 2.20 (br s, 1H), 2.06 (br s, 1H).
o0 LCMS: m/z 410.0 [M+H]*.
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96

'H NMR (400 MHz, DMSO-d6) & = 8.10 (br s, 2H), 7.99 (d, J
=2.1 Hz, 1H), 7.74 - 7.65 (m, 1H), 6.36 (d, J = 2.1 Hz, 1H),
4.91 - 4.82 (m, 2H), 3.96 (br s, 2H), 3.64 (br t, J = 5.7 Hz, 1H),
3.53 (brt,J = 5.8 Hz, 1H), 2.31 - 2.26 (m, 3H), 2.21 (br s, 1H),
2.13 - 2.07 (m, 1H). LCMS: m/z 395.0 [M+H]"*.

97

o

Gl

TH NMR (400 MHz, DMSO-d6) & = 9.64 - 9.24 (m, 1H), 8.35
- 8.27 (m, 2H), 8.13 - 8.01 (m, 2H), 7.49 - 7.37 (m, 1H), 4.91
(brs, 2H), 3.95 (br d, J = 4.6 Hz, 3H), 3.62 - 3.59 (m, 1H), 2.21
(br s, 1H), 2.09 (br d, J = 3.9 Hz, 1H). LCMS: m/z 381.0
[M+H]".

98

"H NMR (400 MHz, DMSO-ds) 8 = 9.43 (s, 1H), 9.19 - 9.08
(m, 2H), 7.31 (s, 1H), 4.69 - 4.59 (m, 1H), 4.13 (br d, J = 5.4
Hz, 1H), 3.94 (s, 2H), 3.86 - 3.72 (m, 2H), 3.63 (brt, ] = 5.3
Hz, 1H), 2.90 - 2.78 (m, 2H). ESI [M+H] = 378.2 / 380.2

99

TH NMR (400 MHz, DMSO-ds) & = 8.23 - 8.14 (m, 1H), 7.86
-7.74 (m, 1H), 7.08 - 6.89 (m, 1H), 4.68 (br s, 1H), 4.19 (br d,
J=19.9 Hz, 2H), 4.10 - 3.81 (m, 5H), 3.80 - 3.61 (m, 2H), 2.95
~2.73 (m, 2H). ESI [M+H] = 380.0/382.0

100

'H NMR (400 MHz, A% /—/L-ds) & = 9.48 - 9.35 (m, 1H),

9.10 (s, 2H), 7.28 - 7.12 (m, 1H), 4.64 (br d, J = 1.8 Hz, 2H),
4.11 (s, 1H), 3.97 - 3.88 (m, 1H), 3.76 (br t, J = 5.6 Hz, 1H),
3.57 (s, 1H), 3.00 - 2.88 (m, 2H). ESI [M+H] = 376.9 / 379.0.

101

'"H NMR (400 MHz, A% /—/-dy) § = 8.03 (s, 1H), 7.85 -
7.76 (m, 1H), 7.00 - 6.92 (m, 1H), 4.33 (s, 1H), 4.09 - 4.00 (m,
4H), 3.92 (br t, J = 5.6 Hz, 1H), 3.87 - 3.67 (m, 2H), 3.61 (brs,
1H), 2.99 - 2.85 (m, 2H). ESI [M+H] = 379.2 / 381.2

gooooaon

oooooooooobobdcGASOOOOOOOOODOD200000000O001000Mm

-cGASO30nMODODDODDOODODOhKh-cGASO100nMODODDDODDODOOOOTris-HCIO 20m
MO pH7.40 0ONaClO150mMO O MnClo00.2mM0O h-cGASO DO O O MgCloO5m
MO m-cGASO DO OO Tween-2000.010 0000000000000 0O0O0O0OdsDN
AOS5pyg/mLOO0OOOOOATPOODOGTPOO100p MOOOCGAMPOODODODOODOODO
OO0D0OOATPOODOOKIiInase-GloO OO DOODOMax Luminescent Kinase Assayl

Promega,

Madison,

wiDoOOOOOOUOLama, et.
oooooooooooooooooobobo2mM DTTOOOO0OO0ODO0OOOODODDDODO.4

al., 2019000000000
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mM ATPOO0.4mM GTPO 0.02mg/mL dsDNAO OO ODODODOOOI10pIlOOTherm
0 8-channel Multidrop CombiD 00D OODOODODODODDOODOODOO20wy
LOODOTDI-6570000TDI-82460 000 0002x 000000000 0O0O0OD0OO0O
OoDO0O0o02mM DTTODODODOOODODOODDODODOODDOA4x m-cGASOO.120py MO O OO
h-cGASOO.4p MOOO10p 1D 00000000 O0DODODODODODODODOOODODDOGODRDO
O0D0O00cGASOODDDODODODDODOODODODDODDODODDODDODOODODODODDODODOGO
00000370 0000000000MmM-cGASOO0100 O0h-cGASOO3000O00KiIna
se-Glo0 OO0 O00O0OMax 40p 100000000 DO0DODODODOBiIiotek Synergy H1 Hy
bridDOOOOODOOOBIioTek, Winooski,
LUDDDDDODDODODATPOOOOUOOOOCGASODDDDDDODDDODDOOCGASOOOOO
O00O0ooD0O0ooDDoDO0DOooDO0DO0oO0100x ORLUODOD-RLUODDODOODDODOOODORLUO
00000 -RLUDDDDDDDDDODOODOD3000000OGraphPad Prism 90

ooooooooououooobliCsex S.DOOOO

Ooooo0ao
obooo0oobooobO0ooboooboooOobcGASOODOOOO
ItEmES | h-cGAS, i m-cGAS, B
I0uM | TpuM | 10puM | 1 uM
1 +++ - +++ n.d.
2 - n.d. - n.d.
3 +++ ++ +++ +++

vioooooooooooooDoOOoODOR
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4 +++ + - n.d.
5 ++ + - n.d.
6 +++ - +++ n.d.
7 +H+ ++ - n.d.
8 +++ ++ - n.d.
9 +++ ++ - n.d.
10 ++ n.d. - n.d.
11 +++ +++ + n.d.
12 ++ - - n.d.
13 - n.d. - n.d.
14 - n.d. - n.d.
15 - n.d. - n.d.
16 +++ n.d. - n.d.
17 +++ + - n.d.
18 - n.d. - n.d.
19 - n.d. - n.d.
20 +++ + - n.d.
21 + n.d. +++ n.d.
24 +++ ++ ++ -

25 ++ + ++ -

26 ++ ++ + n.d.
28 ++ + n.d. n.d.
29 +++ + n.d. n.d.
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30 ++ - n.d. n.d.
31 +++ ++

32 ++ + +++ ++
33 ++ ++ +++ +++
34 ++ + n.d. n.d.
35 ++ + n.d. n.d.
39 +H+ - n.d. n.d.
40 +++ ++ n.d. n.d.
41 +++ ++ n.d. n.d.
46 +++ ++ - n.d.
47 ++ - ++ -
48 ++ - - n.d.
49 - n.d. + n.d.
50 - n.d. - n.d.
51 + - - n.d.
52 ++ - - n.d.
53 ++ - +++ -
54 +++ ++ ++ -
55 - n.d. - n.d.
56 ++ n.d. - n.d.
57 ++ n.d. - n.d.
58 ++ - +++ n.d.
60 + n.d. 4 -
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61 + n.d. n.d. n.d.
62 + n.d. +++ +
63 + n.d. ++ +
64 + - n.d. n.d.
65 + n.d. +++ -
66 - n.d. n.d. n.d.
67 + n.d. n.d. n.d.
68 - n.d. n.d. n.d.
69 - n.d. n.d. n.d.
70 - n.d. n.d. n.d.
73 ++ - ++ -
74 + - +++ +
75 ++ - +++ n.d.
76 ++ - +++ n.d.
77 ++ + -+ +
78 ++ - +++ +
79 + n.d. +++ +
80 ++ + +++ +
81 ++ - ++ -
82 ++ - ++ -
83 ++ + +++ +
84 +++ + ++ -
85 ++ - n.d. n.d.
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86 ++ - + -
87 ++ - +++ +
88 - n.d. - n.d.
89 ++ - + -
9 ++ - ++ +
91 ++ + ++ -
92 ++ + -+ +
93 ++ - ++ -
94 ++ + ++ -
95 ++ n.d. ++ n.d.
96 + - + n.d.
97 + n.d. ++ n.d.
98 _ n.d. _ n.d.
99 _ n.d. _ n.d.
100 _ n.d. _ n.d.
101 _ n.d. _ n.d.

g
O
u
g
u
O
g
O
g
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oooooooot24000000000D0ODODO250490000000065007400
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ft&w TEHE-FLER LOHIfE TR
w IFNB NFkB-SEAP MR AE TR
10 upM 30 uM 10 uyM 30 uM 10 pM 30 uM

1 - - - - +++ +++
3 - n.d. - - +++ +++
4 - ++ - + +++ +++
5 - - - - +++ +++
6 - - - + +++ Fht
7 + +++ - + +++ +++
8 ++ -+ + ++ +++ -

9 - - - - +++ +++
10 - +++ - ++ +++ +++
11 ++ +++ - ++ ++ -

12 - n.d. - n.d. +++ n.d.
16 +++ +++ +++ +++ ++ +

17 + ++ + ++ ++ ++
20 ++ +++ +++ +++ +++ +++
21 n.d. - n.d. - n.d. +++
24 ++ +++ - n.d. +++ +++
25 n.d. - - n.d. +++ n.d.
26 ++ +++ n.d. n.d. ++ +++
28 ++ ++ n.d. n.d. +++ +++
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29 ++ +++ n.d. n.d. +++ +++
30 - + n.d. n.d. +++ +++
31 ++ ++ n.d. n.d. +++ +++
32 - - - - +++ +++
33 + +++ + +++ +++ +
34 +++ bt n.d. n.d. +++ -
35 +++ +++ n.d. n.d. 4+ +++
39 + +++ n.d. n.d. +++ +++
40 +++ +++ n.d. n.d. ++ -
41 ++ +++ n.d. n.d. +++ -
46 + +++ n.d. n.d. +++ ++
48 + ++ - ++ +++ +++
51 + +++ n.d. n.d. +++ ++
52 + +++ n.d. n.d. +++ +++
53 - +++ + ++ +++ -
54 +++ +++ +++ +++ ++ -
56 +++ +++ n.d. n.d. + -
57 +++ +++ n.d. n.d. - -
62 ++ n.d. - n.d. +++ n.d.
63 ++ +4++ + -+ +++ +++
73 - +H+ - +H+ +++ -
74 +++ +++ + ++ ++ -
75 +++ ++ - ++ 4+ +++
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76 +++ +++ - +++ +++ +++
77 + +++ ++ +++ +++ -
78 +++ +++ ++ +++ + -
79 +++ ++ ++ +++ + -
80 ++ +++ ++ +++ +++ -
10
81 ++ +++ +++ +++ +++ -
82 ++ +++ +++ ++ +++ +
83 ++ ++ +++ +++ ++ -
84 + +++ - ++ +++ -
85 +++ ++ n.d. n.d. + -
86 - +++ - ++ +++ -
20
87 +++ +++ ++ +++ - -
88 + +++ ++ +++ +++ -
89 - ++ - ++ +++ ++
90 + ++ + +++ +++ -
91 ++ n.d. + n.d. ++ -
92 +++ +++ +++ +++ ++ -
93 - +++ - ++ +++ - 30
94 - n.d. - n.d. ++ n.d.
95 - + + + +++ +++
96 - - - - +++ +++
97 ++ +++ + +++ +++ +++
[T ++ et ot bt At +++
40
gooTHPIODODUODOODODDOD?Z240 00000000 0ODO0ODOO0ODDODbDUOUODOO
gbooooooobouobbouobo2s50490b0500740;,000 750100000000
gooboboooboobonb
oooogad
gooooboooboooobgogobobooobgopoboboobobobboobopoboboao
ooooooooooooo40v700000O0
oooooad
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PKRT A—&— | HfiL n=x7i

(1 4%) 48 63 TDI-8246
/R mg/Kg 25, I.P. 25, 1P 25, I.P.
Tin h 4.53 4.79 0.729
Tax h 1.00 2.00 1.00
Cax ng/mL 6323 5073 3603
AUCg# h*ng/mL 33477 34242 6326
AUCmgx h*ng/mL 33490 34261 6331
AUC _gnmp_obs | % 0.0394 0.0536 0.0766
MRTsmmx_obs h 4.95 4.76 1.57
AUCgw/D h*mg/mL 1339 1370 253
F % NA NA NA
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PKRTA—%— | BfL &%
(fib) 48 63 TDI-8246
Fl /¥ mg/Kg 25, L.P. 25, 1P. 25, 1.P.
Tin h 3.45 3.86 0.512
Tax h 2.00 4.00 1.00
Cax ng/mL 19853 3721 1655
AUCg« h*ng/mL 127025 33856 2425
AUC wprx h*ng/mL 128066 34413 2447
AUC _asnmp_obs | % 0.813 1.62 0.884
MRTmgmx_obs h 4.69 6.51 1.37
AUCg«/D h*mg/mL 5081 1354 97.0
CRARDLELE
3.14 0.734 0.459
(fixi/ M%)
AUCERH#E DL
7 . ;
(/) 3.79 0.989 0.383
Oooooaoaono
go0oooooobo4800063000000000A0O
552 REMNARLRIY—=2 Y FotLTF—T vk FI=ZRrE—F FURT=ZFE—R
OYR
10 NTOFRFMELE (%) 10uNTOFEHEEE (%)
J73y— T 48 63 a8 63
GPCR K=Kz > D1 cAMP7 vt A 4.36 6.19 6.62 3.08
5- SHT2B Ca2+ BT -0.48 2236 34.49 49.43
SN-ESAN LT
hERG AYGLF R hERG BESvFHST NA NA 62.98 49.70
FSURK—H— ar=> SET | i =EWEORY A NA NA 46.25 15.15
FSoRFE—s—
T RAKRSTRFS—t | PDEAD2 IMAP NA NA 56.43 73.16
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t&EsS = FEE% () KEEE% (1) LogK ER96 BRI R
DEHE%
TILEHILEY TR 98.12 1.88 1.72 99.29 103.38
(RHERL &)
331 E4PY >99.996 < 0.004 >4.39 < 82.40 90.87
48! IR > 99.99 <0.01 >4.17 <91.07 92.46
63! EVS >99.998 < 0.002 >4.72 < 88.44 108.27
74 E4PZS 92.94 7.06 1.12 92.81 98.24
99 E4PFS 81.03 18.97 0.64 90.09 99.35
TDI-65703 TR 99.58 0.42 2.38 89.39 94.51
TDI-8264 TIR 98.56 1.44 1.84 82.78 95.58
il 000doooobobdoddo0o oo opboDbobbobbboooBLODOUOLODOOOOO
0000000000000 O0O0OooDoDaO
2 00000000000000000s5000000000
3 000000TDI-65700000000cGASOODODDODDODDODDODOOOGOAA
gooooao
00000000000 OoOOoO0Oao
EMFIZuy—A
IbEmES R2 T1/2 CLint CLint(FFlg) | 788 b33
(min) (7uy—a) | (mL/min/kg) | (T=60min) | (NCF=60min)
(uUL/min/mg)
11 0.4256 | >145 <9.6 <8.6 88.2% 116.1%
33 0.6510 | >145 <9.6 <8.6 87.6% 109.6%
54 0.5346 | >145 <9.6 <8.6 85.4% 129.8%
74 0.1584 | >145 <9.6 <8.6 93.6% 89.2%
TDI-6570 0.9798 18.3 75.8 68.2 11.3% 120.6%
TDI-8246 0.9634 | 80.6 17.2 15.5 59.5% 134.1%
FARATRY| 0.9887 12.7 109.1 98.2 4.0% 109.9%
vrazxeF71 09998 | 4.3 323.6 291.2 0.0% 114.8%
a7z /)| 0.9355 54 255.0 229.5 0.0% 117.3%
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<YAFIrInY—Ah

fLemES R2 T1/2 (min) C‘Lint CLint(}ﬁ‘ﬂﬁ) E%’ ‘ b337] -
(7uy—a) | (mL/min/kg) | (T=60min) | (NCF=60min)
(uL/min/mg)

11 0.8004 | >145 <9.6 <38.0 80.1% 97.7%

24 0.8749 | > 184.78 <7.50 <23.07 6.3% 116.2%

33 0.8553 142.5 9.7 38.5 72.5% 90.0%

48 0.6968 | 2.0 679.2 87.2 88.1% 94.7%

54 0.9172 | >145 <9.6 <38.0 82.0% 94.5%

74 0.8676 | >145 <9.6 <38.0 84.8% 97.8%

TDI-6570 0.9860 | 5.5 251.9 997.5 0.0% 100.0%

TDI-8246 0.9902 17.0 81.7 3234 8.8% 99.8%

RNV NA 16.4 84.5 71.6 0.0% 104.0%

TARARTRY| 1.0000 | 3.7 375.9 1488.6 0.0% 88.7%

vruz=xF7 09971 | 38.0 36.5 144.6 33.1% 100.4%

Tanz=x /) 0.9905 1.8 776.9 3076.4 0.0% 103.5%

ognoao

NCFODODOODOOeoUODODOOLDODODOODONADPHONCFOODOODODOAO
ooooooooouoONCFODODDeOOOOOOODODUODODUODUUOUONADPHODODOODOODO

gooooao

R20000000D0D0D0DO0OOOODDODOOOOOODODODOOOOOODOOO

T1,20000

CLintoooooopopoUOOoDOoOOOOaOo
CLintbooooooopD0.693/T1,2/00000000000mMg/mL
CLintboooUCLintoooopoopoox 00000000000 mMg/0000gx 000

O0g/0 0O kg
oooooao
oooooao
oooooao
oooooao
oooooao
Ooao

oooooao
oooooao
oooooao

oond

]
]

Ooon

|
|

goboooboooobooobobooobooobooboobooobooooan

gugbouooboooboobobboouoboouoboobooboooboobooodan
goobogobooboobooboooboobooboobooboboobonob
gogobooobobboooboooobogogooado

10

20

30

40

50



gooad
goooaod

P301S % Ntg

10.0

~Log10[FDR]
o
o

0.0

(120)

goooad

JP 2025-507382 A 2025.3.18

R—=ILT—OBBIV)YF AL
P301S xt Ntg

goooaod

BEERFIVYYF AR
P301S »t Ntg

STTTCRNTTT_IRF_Q6
RYTTCCTG_ETS2_B
ISRE_01

IRF_Q6

ICSBP_Q6
RGAGGAARY_PU1_Q8
IRF7_01

IRF1_01

NFKAP PAB_01
NFKB_Q6

0

5 10
-Log(FDR)

NfkbZ 4+ L1=Tnfa ¥+ IUiiE

A3 —JzOVyInE
A —JzOvalc®
RIFETHBIEE

PIE R

116 Jak Stat3i '+ ILiGE

LAY 0
Krasi 73 GET v 7 @@ 200
THREF—=2 X 161
112 Statbs ¥+ Um:E 0 199

0 20 40 60

-Log(FDR)
00000
oo~ T mmUrmE
\\> ) BMEALE
// T EEE

AR —2Jz0OV

10

20

30

40

50



(121) JP 2025-507382 A 2025.3.18

Oooogano Ooo0ogano
Ntg P301S

75kDa l e e e s o S O 8 W e WS B [pTBK1

I5kDa | WP - o > | 15K
T R e ————TcTX Ty

AastE (TBK1)

0.0

m Ntg
= P301S

Ntg

P301S

I

Iba1-STING E#&

30

40

50



gooaoao

B#Z10x
FI2HR
=Ly

Doooa0d
K= —ORBEI) Y F AL
CCASEEIHnJ )T

ik
IL2 STATS &'+ )Lz
TRbEE
HE R
PI3K AKT mTOR &4+ )Lizi%

AR —J AV Y IEE
MTORC1 > ¥ FILimE

IL6 JAK STAT3 > ¥+ ILizE
AoA—TzOvalbE
22N =L rve-

0 2 4

-Log(FDR)

(122)

ooano

log10({&+4_5\1)

STAT1

CGAS

JP 2025-507382 A 2025.3.18

od

ooooad

75kDa
37kDa

3EAD AD

(Braakz7—+0) (Braakz7—6)

P ) sk

pTBK1

GAPDH

10

20

30

40

50



JP 2025-507382 A 2025.3.18

(123)

gooaoad

gooaoao

10

G100 0L10X0
w
-
©
— O TT oc — m
(a8
g o
-
4] ©
ol ©
(na)]
| 1 I | 1
o o - (e ] (=] o
(Tp] =t o (o] -—
(AT 2N X IHAdY9)
IMg1d

(w/Bd) =3

o
N

ooooad

i 2

ooooad

30

o
<

20 ~

| T _
L o 1o
b b

(LMGL/) FHxBY

pTBK1

TBK1 | e s
GAPDH | -

50



gooaoao

Doooo

150 [ s
:,‘5' ddC (40ug/mi)
W ddC (80ug/ml)
3 | 100 EE EtBr (50ng/mi) weas
mn BN EtBr (100ng/mi)
SAN
22
& 3 501
W=
s
#

0l o0a ooq o0a o0q [e¥ovel

-89

ddekk

1.5 mtDNA 25 £

ko

mtDNA/#7" / LsDNA
(FExHE)

Jekdk dededk ok

ol L1 =

ooooad

HT-DNAIZ&- T BIEHIZE T
7yIL¥ail—3y 7‘y7°|/=\‘—“:;l/—~‘/a>

JP 2025-507382 A 2025.3.18

ke

10

20

30

40

50



JP 2025-507382 A 2025.3.18

(125)

gooaoad

gooaoao

V79 b—L: 295 L UdsDNAA 55 %DEG

BUHBYA MHA2LTF

Gty -/-seBD
V¥NQ -/-sebo
Biifx -/-sebD

G +/+seBD
VNQ +/+se60
Biff¢ +/+seB0 B8

Nl

-1

0

L

4

N
orids
jwd
OLAOWN
9lzean
LBan
lepwes
Lpsei
ceyl
nes
6quisd
Ldel
8gxuag.
ZZIeH
eleuy
oolds
Zidieq
02ZBs|
dup
09xpPa
Lpyweg
Ly
1dqD
Sl

LiEs

RERI

U=

AoB—Tza 5+

Uz

Ao —TJzAvarR—EL 5 F

I

%

AoB—TzOvy 5+

30 40

20
-Log(FDR)

10

0

Uz

£BITF

P =P E Y

o
—

VYNQ/BiR
-1-sebo

20

VNd
e60 +/+seb)

e e e S S -—-—-—-—

goooad

goooaod

3 =
_ﬁ% m n0u MOIU.BAS
m! Bl ooeeee
L ]
&
2 & N R N O 8B & P
® E 0 - 0 3% & £ 5
o m LR L O % & g =
% I N 4 £ g
—.Z ﬁ m ﬁ
o E
B g

50



JP 2025-507382 A 2025.3.18

(126)

goooad
~ 0N <

Siglech

gooaoao

20

-/-seb60 S10€d

0

L T
1

-2500 25 5

-2.5 0.0 2550

Csfir

Sall1

5 5%
UMAP 1

-25 00 2.

L

-25 0.0 2550

L L]

UMAP_1

ooooad

ooooad

0l- _
S0- e

o-o R
oo I8
o'l

BEur¥bih

ov @
oc @
0z e
0L o

o o

[e0] <

O 52 B @ O © 0«/«.( ovxv(
n%aﬁﬁ% %ﬂ? ¢v¢%%va%&%a%
e« o o e ® e + o« @ o F+14s€B)

. . | —/-sebo

. b © [ Sroed
_—/+seb)
; SiLoed
® © o 0o 00 0 0 0 ....NHMW

~ N~ o

i

Qg

~ & o~

~+ » N~ o

UV NYESE

xey|

o~

~r

~ » N~ o

WY

50



gooaoao

Hltdlbal pSTATIHETE

CAlIZ

ooooad

e v Q
L% EORRS e,

R &
o
: *':,:k“

EELL
(ND)

2

IdvQ 1LYLSd gl

o
X9

e

UMAP1

P301S Cgast/-

P301S Cgast/+

(127) JP 2025-507382 A 2025.3.18

gooaoad
ole e \:
* 00 1 + ?'
pe Q
L :<30F'0 + $
. 10
L © Ob%o =
00 I
o +
+
0 ([
T T T T | g §
« < 2 3 3p°
(BT 2V EXSIBHRK) 20
WL L 1V1Sd Leq|
ooooao
Cgas+/+
P301S |
Cgast/- | 30
P301S |
Cgas-/- |
P3018S
Cgas+/+
I 1 OO0 -
-9
w 40

50



(128) JP 2025-507382 A 2025.3.18

Oooooo Oooooo
+ o i
+ i 3
D1 461 253 462 tifoes L
(1.1E-31) (1.30E-18) (5.30E-35 88&E$& "—T—T,],
Fooges  e—t=rh
225 17 e
D2 §5.30E-05) (1.00E-03) o=
o 1B
3 S
DAM ERM LRM Er S
AY
o - Lo
OF s N RO Ay XL = m
SOt o kg [ D
oo oo Lo D
kY]
g 2 8 g =8 '§ ¢
§ 8 8 8 § &
(N3ISF Gk * wo)
—CT¥EHEE
oooaoao Ooo0oaoao
24hr FO—7J 80+ 72hr7O—7
80 o
*
. 2 ° S * n?\:
60 2 oS s ° i =
ﬂg o co i GUJ
AR o o5 F H
& i : &
Eﬁ g o o /IﬁRL:t
& T R L
Bl o0 ) o 2 [
o 008! o
OTOTOTOTOTOTO
T O 1T O T O T O T O T PR o EE T e i

+/— —/—- +f+ +— —/—

Cgas P301S Cgas

Cgas P301S Cgas



X9 %5%)
N w L
o o o
=8

o
o

o

P301S
Cgas+/+ e
- 1

P301S
Cgas--

+

¥
Cgas +/+ +/+ —/-

FEPSPIER} (R—Z 51 I

0

gooaad

Zinej3
Yoo
PAUD |

JgAdN

29/
yeud)

Z14do

gBuoen
caies:
14EN0d
15X9d+

PO+

uo(Q -
LSIM 1

L paddpy4
9daxisH

ZPZPd
1 X0ld-

CA1 CA2 CA3

AR

T T T T T T T T
10 20 30 40 50 60 70 80

B¥fE (4)

Doooao
DEGOEIE

L m|||||
o A c1
PYwow # - ciovlicz
| ma-o =
o, a0 " l“""“‘
R<e00 BN W
> 3 7 “ ““ T
A iSesessey
89,58 g8 et
@ i )
|9/g8? 688 gutussl
1 er s gest=es!
® T
8! X
8! Sesesteliss’s:
. yefusigeietiesly!
A% sS85\ gsigutigeigu?
e A O T
% 8! oS '/
. . ®
o s esss i aties
ANS s s e et ee
‘ Cc8 “““‘Yﬁ““‘t“:“"““"““‘“‘"
j8ss s e

c7

~N®O TN ON~®O©D O
<

JP 2025-507382 A 2025.3.18

10

20

(DG

ca [EdCA1

CA2/3

30

40

50



(130)

JP 2025-507382 A 2025.3.18

oooaogao oooagao
CAN= 1+ BPSDI5%R 4 K s
Cast/+ | Cgast- |
30+
# o
= i 20
2 &
o B_P301S Caast+ P301S Cgast/- P301S Cgas-/- ﬁ
§ 10—
a
oooogao oooogao
Cgas—-/~P301S ® P301S
(EN_DEG)
G"af?jz&lﬂa Satly Me},ibdzm?: =
300+ . =
Cacn Dpp10 S
dac"tl\"%ncu [
2001 ='- 2 P%‘ Ecdh“s Cgas+/+
fw’i'v B .
100 A
.« ¥
0‘ e
-1 0
Log2FC

(o] o~
&
O
.
o
o<
T
+- -

CAlIZ#11 HNRGI s RIS TE

P301S Cgas+/+

P301S Cgas—/~

10

30

40

50



Oooogano
ns
R 15- l +* * * I
¥ o
Hm® of
B0l 2 °
X Vv - 20
) L
8 & . e
% L 054 5 00
|z_ Eé e f‘
o .
P301S - + +
Cgas +/+ +H+ -I-

googao
DAPI/NeuN/Mef2c

P301S Cgas--

(131)

JP 2025-507382 A 2025.3.18

O0o0oaoao
Cgas—/-P301S % P301S
(IN_DEG)
40
30
z
o
&
= 20
S
[}
10
0
Ooo0ooaoao

Mef2c4o & f it &

(NeuN+#lifadh)

10

20

30

40

50



(132) JP 2025-507382 A 2025.3.18

googao
P301S Cgas+-xt P301S

[(OT N -
QDQQg

MEF2C 12 -log(p_E#)

Ooo0o0oaoao Ooo00o0ooao
P30IS] - [+ [+ POIST - [+ +]

[ Coas [ ¥FF [7F | [ Cgas [ ¥ [ ¥/ |
Pdzm3
Rgsb
Tenm3

Adcy8
Lz

AR

2]

CHE 074N

NI £ B
N EZE



ooooao
EN_Cog Res

Cgast/t*lg . o@ -0 - @0
P301S ® @

Cgas—/- | o
P301S G:-0{0@® 00

Cgas+/+ 1% @
RS R I
SRRty
Q.
oooaoao

MEF2C 89

(133) JP 2025-507382 A 2025.3.18
Doooo
IN_Cog Res
FHIR% FI8%
. 4‘6 Cgas+/+ @ o QOO® o @® - 0
® 50 P301S e 25
. 80 ® 50
Cgas-/- |@ @ ® ® 75
10000000
FHRRE TREE
1.0 1.0
™05 Cgasv+1@ @ ® W5
0.0 ® 0.0
i —?'g T ‘!1’ 'l\ T ('5 |6 T T _0.5
= O N -1.0
@ & L RLIGS
e R gf

N B D
oo0o

-log(p_E#)

20

30

40

50



(134) JP 2025-507382 A 2025.3.18

ooooao ooooao
EN IN
MEF2C#&#) MEF2C £/
th 1+ s - 2 B B F3H04 ;l:j-t!]g\ e o ® %ﬁ%
*fER : 28 s gg
< Ntg ®e0 0@ o7
Ntg 1. . ) ‘88
TDI
TDI e P
P301S{® ® o ¢ ® &« THEHES
P301S| e THREE oy
poki ib B é:
05 P301S{® ® ® o , Us
P301S{e®ec - o @ @ n"?f’ DI Bt
TDI -1.0 0,0 Va 4D
AN AT
O & O . DA ISP SORRC
N2 2O QY @ S
SRS <®
ooooao

TDI6570

HERZEFRE%




JP 2025-507382 A 2025.3.18

(135)

gooaoad

gooaoao

o]
I~
uwn
©
0O
s

PSD-95 %% kit t%

10

*E@ TDI

xtf@ TDI

T T T T T
0w oe w.oa Y 9
N o ~ ~ o o

(T2 REIBR)
HUH Y

P301S

Ntg

oooad

ooooad

20

30

K\H:\\_

ExigemnygE
\../

«mmxh.r\ @W@y
A QZE]
||||||||||| v N

T

%{%\ «%\u T= %ﬁ Ag—r=
=k
P AT Tl :ouu& o Fhe
TN 7 \me%ﬁ_\m%ﬂ SCEE E
¥E LT — R0l $<@u
m,ﬁﬂﬁ___, ﬂmﬁoys,
Lwa _; \/q& _“m
LOd~cSs/ LhyreSs/
SIS %ﬁqﬁ\
t- t
G5 (217
EYFEE YR X
o
" LB RS
B A
._mm .I_ Iuﬂ
® o
s |~ (Pl
s | <
1 1 i ]
o [Ty (=) T} o
o~ - - o o
(AT DL X IBE )
U Y

40

50



(136) JP 2025-507382 A 2025.3.18

gooaoao gooaoad

P301S Cgas+/+{+ - - @ -

P301S Cgas—/-{ « « « = -

fevee

Cgas +/+1 e ® -0

ee®
DN E BN -

Ooo00oaoao O00aagao
Cgas—-/-P301S % P301S -
(%% = 1 —0 > DEG)

60
— 40 :
14 . .
E :
pa— S ()
S o R
@ " | I
) ™. o
o my e
9 20 ;
: )
S
0

P

3
<3

]

FHREE

1.0
705
00

_-05
¥-10
HB%

:

[=l=lele]

Goo

10

20

30

40

50



(137) JP 2025-507382 A 2025.3.18

ooooooao
oooooogded1l1od280(2024.10.28)
ooooooao

oooooooooogoao
oooooooooogoan

oooooooao

ooooooad

ooooad

2025507382000001.xml

10

20

30

40

50



(138)

gooooboag

JP 2025-507382 A 2025.3.18

INTERNATIONAL SEARCH REPORT

International application No

PCT/US2023/0625483
A, CLASSIFICATION OF SUBJECT MATTER
INV, A61P25/08B A61P25/16 A61P25/28 AG1P29/00 AG1P31/12
c07D471/04 Cco7D491/048  COTD495/04 AG1K31/4745 AG61K31/506
A61K31/4743 A61K31/4741 CO7D471/14

According o International Patent Classification {IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum decumentation searched {classification system followed by classification symbols)
A61P CO7TD

Documentation searched other than minimurn documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

EPO-Internal, CHEM ABS Data, WPI Data

C. DOCUMENTS CONSIDERED TO BE HELEVANT

Category* | Gitation of document, with indication, where appropriate, of the relevant passages Relevant to ciaim No.

17 September 2020 (2020-09-17)
claims 1, 71-79
table 3

x WO 2019/153002 Al (LAMA LODOE [US]; TUSCHL 1-33, 36,
THOMAS [US] ET AL.) 37,39-49
8 august 2019 (2019-08-08)
cited in the application
claims 1, 32-37
table 1

X WC 2020/186027 Al (TOMITA DAISURE [US]; 1-33, 36,
LAMA LODOE [US] ET AL.) 37,39-49

‘] Further documents are listed in the continuation of Box .

m See patent family annex.

* Epecial categories of cited documents :

"A" document defining the general state of the art which is not considered
to be of particular relevance

"E" earier application or patent but published on or after the international
filing date

"L" dogumant which may throw doutits on priority claim(g) or which is
cited to establish the publication date of another citation or other
spacial reason (as specifisd)

"Q" decument referring te an oral digglosure, uge, exhibition or other
means

"P" document published priar ta the international filing date bt later than
the pricrity date claimed

"T" later documant published after the international filing date or priority
date and not in conflict with the application but cited to understand
the pringiple or theory underlying the invention

"X" document of particular relevance;; the claimed invention cannot be
considered novel or cannet be considered to invelve an inventive
stop when the documant is taken alone

"¥" document of particular raelevance;; the claimed invention cannot be
considered ta involve an inventive step when the document is
combingd with ong ar mers other such decuments, such combination
being obvious o a person skilled in the art

"&" document member of the same patent family

Date of the actual completian of the international search

3 april 2023

Date of mailing of the internaticnal search repart

06/06/2023

Name and mailing address of the I1SA/
Eurapean Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswilk
Tel. (+31-70) 340-2040,
Fax: {+31-70) 340-3016

Authorized afficer

Brandstetter, T

Form PCTASA/210 (second sheet) (Aprl 2005)

10

20

30

40

50



(139) JP 2025-507382 A 2025.3.18

Internatianal a pliczag%n;}odszsgs
PCT/US
INTERNATIONAL SEARCH REPORT

Box No.

I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemalional search report has not been established in respect of certain claims under Article 17(2){a} for the following reasons:

g

s [ |

Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements 1o such
an extent that no meaningful international search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and ars not drafted in accordanca with the second and third sentences of Rule €.4(a).

Box No.

Il Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

2 [ ]

T

see additional sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims far which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims;; it is covered by claims Nos.:

36 (completely); 1-33, 37, 39-49(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee.
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D Na pratest accompanied the payment of additional search fees.

Farm PCTASA/210 (continuation of first sheet (2)) (April 2005}

10

20

30

40

50



(140)

INTERNATIONAL SEARCH REPORT

JP 2025-507382 A 2025.3.18

International application No
PCT/US2023/0625483

C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory™

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim Na.

X

TAN JING ET AL: "Synthesis and
Pharmacological Evaluation of
Tetrahydro-[gamma] -carboline Derivatives
as Potent Anti-inflammatory Agents
Targating Cyclic GMP-AMP Synthase",
JOURNAL OF MEDICINAL CHEMISTRY,

vol. 64, no. 11, 10 June 2021 (2021-06-10)
; pages 7667-7690, XP0O55883994,

us

ISSN: 0022-2623, DOI:

10.1021/acs. jmedchem.1c00398

Retrieved from the Internet:

URL:https: //pubs.acs.org/doi/pdf/10.1021/a
cs . jmedchem. 1c00398>

title

scheme 1; 12a, 13a, 12b, 13b, 12c, 1l3c,
124, 134, 15, 16, 20, 21;

page 7667

schema 2;

page 7670; compounds 22-37

LAMA LODOE ET AL: "Development of human
cGAS—specific small-molecule inhibitors
for repressicn of dsDNA-triggered
interferon expression”,

NATURE COMMUNICATIONS,

vol, 10, no, 1,

1 December 2019 (2019-12-01), XP055825490,
DOI: 10.1038/841467-019-08620—4

Retrieved frcm the Internet:
URL:https://www.nature.com/articles/s41467
—019-08620-4 .pdf>

the whele document

& Lama Lodoe ET AL: "Supplementary
Information: Develcpment of human
cGAS—-speacific amall-molecule inhibitors
for repressicon of dsDNA-triggered
interfaron expreasion",

¥

21 May 2019 (2019-05-21), pages 1-36,
XP033036436,

Retrieved frem the Internet:

URL:https: //atatic—content.springer.com/es
m/art$3a10.1038%2F841467-019-08620—-4/Media
Objecta/41467_2019_8620_MOESML_ESM.pdf
[retrieved on 2023-03-31]

—f—

1-4,8,
12-16,
21-23,
28-30,
32,40,41

1-8,
12-16,
24,25,
28-30,
32,33

Form PCTASA/210 {centinuation of second sheet) (April 2005)

10

20

30

40

50



(141)

INTERNATIONAL SEARCH REPORT

JP 2025-507382 A 2025.3.18

International application No
PCT/US2023/0625483

C{Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ | Citation of document, with indication, whers apprapriate, of the relevant passages

Relevant to claim Na.

X

DATABASE Registry [Cnline]

Chemical Abstracts Service, Columbug,
Ohio;

28 August 2017 (2017-08-28),

Anonymous ;

"2- (methylaminec)-1-(1,3,4, 5—tetrahydro-6-m
ethoxy—9-methyl-2H-pyrido[4, 3-b] indol-2-y1l
)—ethanone",

XP093036466,

retrieved from STN

Database accessicn no. 2121373-51-9
abstract

DATABASE Registry [Cnline]

Chemical Abstracts Service, Columbus,

Ohio;

28 August 2017 (2017-08-28),

Anonymous :
"Z—amino-1-(1, 3, 4, 5—tetrahydro-6f—-methoxy-5
; 9—dimethyl-2H-pyride[4, 3-b] indol-2-yl) —at
hanona",

XP093036463,

retrieved from STN

Database accession no. 2121299-08-7
abstract

DATABASE Registry [Cnline]

Chemical Abstracts sarvice, Columbus,
ohio;

23 August 2017 (2017-08-23),

Anonymous :
"2—amino-1-(1, 3, 4, 5—tetrahydro—§6, 8—dimetho
xy—2H-pyrido[4, 3-blindol-2-yl)—ethancne”,
XP093036476,

retrieved from STN

Database accession no. 2118769-72-3
abstract

DATABASE Registry [Cnline]

Chemical Abstracts Service;

17 August 2017 (2017-08-17),

Anonymous ;

"2—amino-1- (9-chloro-1, 3,4, 5—tetrahydro—6—
nethoxy—-2H-pyride[4, 3-b] indol-2-yl) —ethano
ne",

XP093036484,

retrieved from STN

Database accessicon no. 2115477-03-5
abstract

-/

1,8,12,
13,16,
21,
28-30, 32

1,8,12,
13,16,
21,22,
28-30, 33

1,7,8,
12,13,
16,21,
22,
28-30, 32

1,8,12,
13,186,
21,22,
28-30, 32

Form PCTASA/210 (co

ntinuation of second sheet) (April 2005)

10

20

30

40

50



(142)

INTERNATIONAL SEARCH REPORT

JP 2025-507382 A 2025.3.18

International application No
PCT/US2023/0625483

C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ | Citation of document, with indication, whers apprapriate, of the relevant passages Relavant to claim Na.
X DATAEASE Registry [Online] 1,8,12,
Chemical Abstracts Sarvice; 13,16,
15 August 2017 (2017-08-15), 21,22,
Anonymous : 28-130,32
"2—amine-1-(1, 3,4, 5-tetrahydro—6f—methoxy-2
-methyl-2H-pyrido[4, 3-b] indol-2-yl) —ethano
ne",
XP093036486,
retrieved from STN
Database accaession no. 2114266-66-7
abstract
X DATABASE Registry [Online] 1.7.8,
Chemical Abstracts Serxrvice; 12,13,
15 August 2017 (2017-08-15), 16,21,
Anonymous : 22,
"2—amineo-1-(1, 3, 4, 5-tetrahydro-7, $—dimetho 28-30,32
xy—2H-pyrido[4, 3-b]lindol-2-yl)-ethancne”,
XP093036489,
retrieved from STN
Database accassion no. 2113975-23-6
abstract
X, P CN 115 197 207 A (UNIV SHANGHAI JIACTONG; 1-4,8,
SHANGHATI INST MATERIA MEDICA CAS) 12-16,
18 Octcber 2022 (2022-10-18) 21,22,
28-30,
32,40-49

claims 1, 4, 5, 7-10
compound 31 to S30

Form PCTASA/210 {centinuation of second sheet) (April 2005)

10

20

30

40

50



INTERNATIONAL SEARCH REPORT

(143)

Information on patent family members

JP 2025-507382 A 2025.3.18

International application No

PCT/US2023/062593
Patent document Publication Patert family Publication
cited in search report dale member(s) date
WO 2019153002 Al 08-08-2019 BR 112020016008 A2 15-12-2020
EP 3749293 Al 16-12-2020
IL 276501 A 30-09-2020
JP 2021515804 A 24-06-2021
us 2021155625 Al 27-05-2021
WO 2019153002 A1 08-08-2012
WO 2020186027 Al 17-08-2020 CA 3131881 Al 17-09-2020
CN 114901279 A 12-08-2022
EP 3937932 Al 19-01-2022
JP 2022531755 A 11-07-2022
ug 2022185812 Al 16-06-2022
WO 2020186027 Al 17-09-2020
CN 115197207 A 18-10-2022 NONE

Form PCTASA/Z10 (patent family annex) (April 2005)

10

20

30

40

50



(144) JP 2025-507382 A 2025.3.18

International Application Na. PCT/uUs2023 j062593

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 36 (completely); 1-33, 37, 39-49(partially)
compounds of formula I, wherein X is NH, NMe or NEt and

subject-matter referring to them

2. claims: 1-31, 34, 35, 37-49{all partially)
compounds of formula I, wherein X is O or 8 and

subject-matter referring to them

3. claims: 1-35, 37-49{all partially)

compounds of formula II and subject-matter referring to them

4. claims: 39-49(partially)

compounds of of claim 39, which de not fall within the scope
of claim 1 and subject-matter referring to them

10

20

30

40

50



(145)

JP 2025-507382 A 2025.3.18

0000000000
(51)000000

U oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo

Ooooooooooooadg

O

gobgobooooobobobobooo

25/16 (2006.01)
25/08 (2006.01)
31/18 (2006.01)
31/14 (2006.01)
31/437(2006.01)
31/444(2006.01)
31/506 (2006.01)
491/048 (2006.01)
31/4355(2006.01)
495/04 (2006.01)
31/4365(2006.01)
471/14 (2006.01)

9/99 (2006.01)

5/079(2010.01)

oo

goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo

25/16
25/08
31/18
31/14
31/437
31/444
31/506
491/048
31/4355
495/04
31/4365
471/14
9/99
5/079

gooo
gooo
gooo
gooo
gooo
gooo
gooo
gooo
gooo
gooo
gooo
ooo

gooo
gooo

gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd

gbooobooooood

,MC,ME,MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW KM,

ML,MR,NE,SN,TD,TG),AE,AG,AL,AM,AO,AT AU,AZ,BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,C
O,CR,CU,CV,CZ,DE,DJ,DK,DM,DO,DZ,EC,EE,EG,ES,FI,GB,GD,GE,GH,GM,GT,HN,HR,HU,ID,IL,IN,IQ,|
R,IS,IT,JM,JO,JP,KE KG,KH,KN,KP,KR,KW KZ,LALC,LKLR,LS,LULY,MAMD MGMKMN,MW,MX
;MY ,MZ,NANG,NI,NO,NZ,OM,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,
SY,THTITM,TN, TR TT,TZUAUGUSUZVCVNWS,ZAZM,ZW

ubgoodaodan
ooboobod

(740000

(740000

(740000

(740000

(740000

(740000

(7490000

(740000

(740000

(720000

(720000

(720000

oooooo oo
100148699
oooogo
100188433
oooogo
100128048
oooogoo
100129506
gooogoo
100114340
gooogo
100214396
gooogo
100121072
gooogo
100221741
oooogno
100114926
oooooo Do
ooo0O oooo

go

go

go

od

od

ao

g

ao

goboooobo ooobo bobobob oboobo 0oob obobo bobo boo

ubooabo obgao
oo go

uboooboooo ooobdo boboboo oooboobo bobo boboooooboob a
o000 00O ooooooo ooooo

ugbg oob goobooo



(146) JP 2025-507382 A 2025.3.18

0000000 00000 0000000 000000 000 00000 000 0000
000 0000000
(720000 000 00O
0000000 00000 0000000 000000 0000 0000000000 O
0000 000
(720000 000 OO0
0000000 00000 0000000 000000 0000 000000 00000
000 0000000 0000
000000000 4B065 AA91X AC12 BB13 BC12
4C086 AAO01 AAO2 AAO3 CBO5 CBO9 CB22 CB26 MAO1 MAO4 NA14
ZAO1 ZAO6 ZA15 ZA16 ZB33 ZC20



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	written-amendment
	reference-file-article
	search-report
	overflow

