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ogooooao
ooood3:tert-0003-(7-000-4-(0D00D0O0O0DOOO)YOOODO-3-00000)-3-
gboooooooooboooon
O07-000-N4-00000O0O0DOO0O-3,4-0000(2.04g06.98mmolO100)00 O3
3-(tert-0000000O0O0DOOODO)IDOODO(1.459g07.680mmol01.200)/DCM(3
OmL) 00 O0DO000DO0HATU(7.969020.94mmol0300)00 0 DIEA(1.80g0 13.96
mmolJ0200)000000000DO0OODODOODOeeO0DO0OODOOODODDOOODOO
0o0oDOo0ooDOoooOdO0Otert-0003-(7-000-4-(0000O0D00ODO)0ODOO-3-0O
00o0O0)-3-00000000000D0D0(3.0g094.3)000000OO0O0O0OODOOOO
0 A SOV S
ES, m/z): [M+H]"=463.2

ogooooano

Ooo0ooOd4: tert-0002-(7-000-1-000000-1H-0000T[4,5-c]O0D0DO0O-2-0O
0)yoooooooooooad
Otert-0003-(7-000-4-(0D00D0O0O0O0DOO)DO0ODODO-3-00000)-3-0000
000000000 (3.15906.813mmol0 10 0)0 0 0 NaOH(2.72g0 68.12mmolQ
100 0)/EtOH(6OML) D 00D O0OO0ODOODODODODODODODOODOYS00O40000000
0 A A A ( 0 A A M
CH2Cl2/MeOH(19: 1)) D OO ODOtert-0002-(7-000-1-000000-1H-0000O
[4,5-c]00D00-2-00)000000000(1.97g063.5%)0000000000O0O0OLC
-MS: (ES, m/z): [M+H]*=457.1

gooooao

00005 7-000-2-(2-[[(tert-0000)00000]000]000)-1-000000 -
1H-OODOO([4,5-cl]lUD0D0O-5-000-5-0000000
Otert-000ON-(2-[7-000-1-000000-1H-000D0([4,5-c]lOO0O0DO-2-00]700
0)000O000(1.7903.81mmol0100)00 0 m-CPBA(1.32g0 7.63mmol0 20 O
)/DCM(30OmL) 000002500200 00000000000 00O0OOOOOOOOO
0000000000000 00DO0OO0D0@OOO0: CHzCl2/MeOH(20:1))00D0O0O7-
O0O0-2-(2-[[(tert-0000)00000]000]000)-1-000000-1H-0000]
4,5-c]l0000-5-000-5-0000(1.33g075.52%)00000000000LC-MS:
[M+H]*=461.1

oooooao

gooade: tert-000ON-(2-[4-000-7-000-1-000000-1H-0000([4,5-c]0O
0o00D-2-001000) 000000 0OOO
07-000-2-(2-[[(tert-01000)00000]000]000)-1-000000-1H-00
00[4,5-c]0000-5-000-5-0000(1.4903.03mmol0 10 0)00 0NH40H(1
OmL)/DCM(30mL)0 000000 TsCI(1.16g06.06mmol0200)025000000
gooobooob20b02000 0000000 oboobooDoobDoobooog
0000000 (0O000: CHeCla/MeOH(60:1))00 0 00 tert-000N-(2-[4-00 0
-7-000-1-000000-1H-0000OC[4,5-c]l00D0OC-2-001000)0000D0O0O(1.
1g078.7%)0 00 0000O00O0DOLC-MS: (ES, m/z): [M+H]*=460.1

oooooao

ooogdvy: tert-000ON-[2-[4-000-1-000000-7-(1H-00000-5-00)-1H-
O0O00[4,5-¢c]0000-2-00]000]000000000
Otert-000ON-(2-[4-000-7-000-1-000000-1H-0000([4,5-cl]0O0DO00O-2
-00]000)000000(500mgd1.08mmol0d100)03-(4,4,5,5-000000 -1,
3,2-00000000-2-00)-1H-00000(421.48mg02.17mmol0 20 0)0O CsoC
03(1061.59mg0 3.25mmol0 30 0)00 0H»0(0.1mL)/00000 (10mL)0 000
00 O0Pd(dppf)Cl2(158.94mg0 0.217mmol00.200)0 0000000000000
doddoooboooooooeo3dnbbbboooU UL bODbObObOoDUOoUoUoUo OO
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000000000000 OMeOH(3Xx15mL) OO OODODODODOOODOOODODOOOOO
O00ooOooo0oooDoODOoOOCOCOO0O0Ogg@OooDo: CHaCI2/MeOH(8:1))0D 0 O0Odte
rt-0 0 0ON-[2-[4-000-1-00000D0-7-(1H-0000DO0-5-00)-1H-0000T([4,5-
c]0000-2-00]000]000000(310mg063.8%)00000000000LC-M
S: (ES, m/z): [M+H]*=448.2

gooooon

oooos: 2-(2-000000O0)-1-000000-7-(1H-00000O0-5-00)-1H-000
Oo[4,5-clboo0-4-000000O
Otert-000ON-[2-[4-000-1-000000-7-(1H-00000-5-00)-1H-0000]
4,5-c]0000-2-00]1000]000000(370mg00.827mmold100)000HCI/
ooooo((mL)yObDCM(3mL)D OO 025002000 000000000000000O
oooz2-(2-0c00O0OO)-1-00o0oooO-7-(AH-O0000O0DO0-5-00)-1H-0000TI[4,5
c]0000-4-00002HCI(370mg)0 000000000 OLC-MS: (ES, m/z): [M+
H]+ = 348.2

goooogad

oodoodgdo9: N-[2-[4-000-1-000000-7-(1H-DOOCDOO-5-00)-1H-000O0DOI4,
5-cl0000-2-001000]-5-00000000-2-0000000000O
02-(2-000000)-1-000000-7-(1H-00000-5-00)-1H-0000[4,5-¢]
0000-4-000(80mg0 0.230mmol0100)05-00000000-2-00000(3
5.74mg0 0.253mmol01.10 0)0 HATU(131.33mg0 0.34mmol0d1.50 0)0 0 O DI
EA(89.28mg0 0.69mmolO 30 0)/DCM(GmL)0 00 0DO25001600000000
000000000 o0oDoDO0o0oDOoo0DoDOoO0O0OdHPLC(ODO:O0DO0O: XBridge Prep OBD
cCi18 0O DODO30x150mmOd5um; DOO: O(10mmol/L NH4HCO3)OOOACN(O OO
BO10%O 40%0 700 0);000:UV(254/210nm))0 00 0 0ON-[2-[4-000-1-00

0000-7-(1H-00000-5-00)-1H-0000([4,5-¢c]0000-2-00]100017-5-0
O000000-2-0000000(24.4mgd22.52%) 000000000000
oooooo

0000202000 00010000000000000000000000000000
000000000000 00O00001000000000000000000000
000000000000 O0C0OO0TLR7OOOODOECsp000TLR8DO OO O OECs0D
00000100y MOO OO O

oooooo

00LC/MSO O

A: PoroShell HPH C180 3.0mmx50mmO 000 2.7um; OOOA: O(5mMOOOO
0o0oooon0),00odB: 000000, 00d:400;,000000: 5%BO60%BO 3
O0ooooooooooeswBO o200 0000000 O0O95%BO1.00000; OO
O 1mL/0; 000 MSOOOUV

B: Express C180 2. 1mmx50mmO 000 2.7y m; OO OA: O(0.05%TFAODO); OO
O0B: 00000 0O0O(0.05%TFAO0O), 0O:400;000000: 5%B0O40%B0O 200
00oooooooilo00%B0 0. 75000 0000000095%BOO0.650000; 000
1mL/0; 000 MSODODOUV

C: 000: Kinetex XB-C18O 3.0mmx50mmIO OO0 2.6pm;, OOOA: O(0.1%TFA
00d),000B:00000CD00O(0.1%TFAOO); ODDO0:400;00000D0D0: 5%B0O100
O 2.0000000000OCC100%BOO.600O0DO0O,;, 000 1.2mL/0; 000 MSO
Ooduv

D: ODDO0O: Waters AcquityO 2.1mmx50mmO 000 1.7y m; OOOA: O(0.05%TF
AODO), 000B: 0000000(0.05%TFAOD); 00:500; 000000: 2%B0O9
8O 10O OUOOOOOODODO98%BOO.50000;, 00O 0.8mL/0; 000 MSOO
ouv

E: O00ODO: Waters XBridge C1802.1mmx50mmO 000 1.7pum; O0O0OA: 5:95 0
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ooooooD:0D(0.1%0000000000);,000B:95:50000000:0(0.12%0
ocooO0oOooooO0)y,00:500;000000:0%BO100%BO30000000O0OO
O0d100%BOoO.500000;000 1mL/0; 000 MSODOOUV

goooon

ooogad

No.

i

LC/MS
[M+H]Y/
RI(LC &t/
NLRP3 hIL1B
ICso

NMR 7 — %

471.17
2.58 93 (A)/
0.12pM

[{ NMR (400 MHz, DMSO-
d9) 5 1341-12.92 (m, 1H),
9.20 (1 J= 6.1 Hz, 1H), 8.67
(d, J=2.8 Hz, 1H), 823-8.14
(m, 211), 8.04 (s, 1H), 7.96-
7.91 (m, 1H), 7.83-7.79 (m,
1H), 7.58 (d, 7= 31.2 Hz, 1H),
6.82 (s, 1H), 6.61 (d, J=37.9
Hz, 2H), 5.59-5.54 (m, 1H),
3.87-3.81 (m, 2H), 3.38-3.35
(m, 211), 2.80-2.68 (m, 4H),
2.09 (d, J= 7.7 Hz, 2H)

4413/

1.79 3(B)/
0.07pM

1[I NMR (400 MHz,
Methanol-d,) 5 8.62-8.61 (m,
1H), 8.31-829(d, J=8.7Hz,
1H), 8.10-7.93 (m, 3H), 7.84-
7.55 (m, 2H), 7.54-7.52 (m,
1H), 6.78 (s, 1H), 5.21-5.61
(m, 1H), 4.03 (s, 2H), 3 40-
3.35 (m, 2H), 1.82-1.81 (d, J=
7.0 Hz, 6H)

463.1/
1.14 53(C) /
022pM

'H NMR (300 MHz, DMSO-
ds) & 1340-12.91 (m, 1H),
9.21-9.17 (t, J = 6.0 Hz, 1),
8.66-8.65 (d, J = 4.5 Hz, 1H),
8.20-8.17 (d, J = 8.4 Hz, 1H),
£.09-7.98 (m, 3H), 7.82-7.59
(m, 3, 6.81-6.78 (m, 1),
6.60-6.42 (m, 3H), 527-5.17(t,
J= 1501z, 2H), 3.88-3.81(dd,
J=138 Hz, J= 69 Hz, 2H),
326321 (t,J= 72 Hz, 2H)
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481.1/
1.19 4(C)/
0.34pM

'H NMR (400 MHz, DMSO-
ds) 5 13.38-12.89 (m, 1H),
9.13-9.10(t, J = 6.0 Hz, 1H),
8.66-8.65 (d, /= 2.8 Hz, 1H),
8.19-8.13 (m, 2H), 8.02 (s,
1H), 7.95-7.60 (m, 3H), 6.80
(s, 1H), 6.72-6.45 (m, 3H),
5.24-5.17(t, J= 14.8 Hz, 2H),
3.85-3.80(dd, J= 13.6 Hz, J =
6.8 Hz, 2H), 3.24-3.20 (1, J =
7.6 Hz, 2H)

4393/

0.59 (D) /
0.44pM

'H NMR (300 MHz, DMSO-
ds) 51291 (s, 1H), 921 (s,
1H), 8.66 (d, J= 4.7 Hz, 1H),
8.54 (d, J = 8.6 Iz, 1H), 8.13-
7.96 (m, 30, 7.76 (s, 1H),
7.62 (s, 1H), 6.81 (s, 1H), 6.56
(s, 1H), 6.49 (s, 2H), 3.90 (d, J
= 6.9 Hz, 2H), 3.80 (s, LH),
3.33 (s, 2I0), 1.47(d,J= 69
Hz, 2H), 1.15 (s, 2H)

HN-N

4532/

0.63 5(D)/
0.41pM

H NMR (400 MHz, DMSO-
de) 5 13.42-12.92 (m, 1),
927 (t, J=6.1 Hz, 1H), 8.67-
8.66 (m, 1), 8.23 (d, /=86
Hz, 1H), 8.10-8.00 (m, 3H),
7.83 (s, 1H), 7.64-7.58 (m,
2H), 681 (s, 1H), 6.62 (d,J=
35.8 Hz, 2H), 5.59-555 (m,
1H), 3.88-3.83 (m, 2H), 3.38
(d, J=17.3 Hz, 2H), 2.83-2.68
(m, 4H), 2.09-2.02 (m, 2H)
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HN-N

4833/
0.65 H(D)/
0.18pM

'H NMR (400 MHz, DMSO-
de) 5 12.93 (m, 1H), 9.06 (1, J
=6.1Hz, 1H), 8.32(d, /=29
Hz, 1H), 8.23 (d,J= 8.7 He,
1H), 8.06-8.04 (m, 2H), 7.80
(s, 2H), 7.68-7.55 (m, 1H),
6.81 (s, 1H), 6.55 (s, 2H),
5.61-5.52 (m, 1H), 3.91 (s,
3H), 3.85-3.80 (m, 2H), 3.37-
3.33 (m, 2H), 2.83-2.68 (m,
4H), 2.04-2.00 (m, 2H)

4572/

062 H(D)/
027pM

'H NMR (300 MHz, DMSO-
ds) 5 12.91 (s, 1H), 9.16 (1, J =
6.1 Hz, 1H), 866 (d, J=2.8
Hz, 1H), 8.54 (d, J= 84 Hz,
1H), 8.01-8.16 (m, J = 8.7, 4.7
Hz, 1H), 7.91-7.93 (m, J = 8.8,
2.9Hz, 1H), 7.86-7.72 (m,
1H), 7.64 (s, 1H), 6.81 (s, 1H),
6.58 (s, 1H), 6.49 (s, 1H),
3.84-3.89 (m, J= 6.9 Hz, 2H),
3.78 (s, IH),147(d, J= 6.7
He, 2H), 1.15 (s, 2H)

4592/
1.29 53(C)/
0.12pM

'H NMR (400 MHz,
Methanol-dy) 5 8.52-8.51 (d, J
=28 Hz, 1H), 8.30-8.22 (m,
1H), 8.17-8.14 (m, 2H), 7.84-
7.71 (m, 3H), 6.78 (s, 1H),
5.21-5.61 (m, 1H), 4.01-3.91
(m, 2H), 3.48-3.39 (m, 2H),
1.82-1.80 (d, J = 5.6 Hz, 6H)

10

481.1/
1.25 (C)/
0.16pM

'H NMR (400 MHz,
Methanol-ds) 5 8.32-8.30 (m,
1H), 8.14-7.94 (m, 2H), 7.86-
7.60 (m, 2H), 6.78 (s, 1H),
5.21-5.61 (m, 1H), 3.95 (s,
2H), 3.49-331 (m, 2H), 1.83-
1.81 {d, J= 6.0 Hz, 6H)
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503.0/
062 D)/
0.59pM

'H NMR (300 MHz, DMSO-
ds) 5 13.35-12.91 (m, 1H),
8.87-8.34 (1,/= 6.0 Hz, 1H),
8.29 (s, 1H), 8.20-8.17(d, J =
6.9 Hz, 1H), 8.02 (s, 1H),
7.88-7.43 (m, 2H), 6.81-6.78
(m, 1H), 6.61-6.42 (m, 3H),
5.25-5.15 (1,7 = 15.0 Hz, 2H),
3.80-3.73(dd, J= 138 Hz, J=
6.9Hz, 2H), 3.223.17 (t, J =
7.2 Hz, 2H)

12

472/
1.28 53(C)/
027pM

'H NMR (400 MHz,
Methanol-ds) 5 831-8.27 (m,
2H), 8.10-8.03 (m, 2H), 7.85-
7.74 (m, 2H), 7.47-7.44 (m,
1H), 6.78 (s, 1H), 5.61-5.21
(m, 1H), 4.00-3.92 (m, 5H),
3.34-3.33 (m, 2H), 1.82-1.80
(d, J=6.4 Hz, 6H)

13

4693/
062 D)/
124pM

'H NMR (300 MHz, DMSO-
ds) 512.91 (s, 1H), 9.00 (1, J =
6.2 Hz 1H), 8.53 (d, J= 86
Hz, 2H), 8.31 (d, =29 Hz,
1H), 8.04 (d, 7= 8.7 Hz, 2H),
7.83 (s, 1H), 7.52-7.56 (m, J =
8.7, 2.9 Hz, 2H), 6.81 (s, 2H),
6.57 (s, 1H), 649 (s, 1H), 3.91
(s, 5H), 3.79 (s, 1H), 3.26-333
(m, 2H),147(d, J= 6.9 Hz,
2H), 1.14 (s, 2H)

14

4273/
1.09 H(E) /
024pM /

TLR8 7 I = A

F ECsfH
>20|.|M<=:
100pM

'H NMR (500 MHz, DMSO-
dg) 5944 (br s, 1H), 9.14-8.78
(m, 1H), 8.70 (br d, J=4.0 Hz,
1H), 8.42-8.19 (m, 2H), 8.13-
7.74 (m, 4H), 7.68-7.52 (m,
1H), 6.83 (br s, 1H), 5.77-5.23
(m, 1H), 4.98 (br d, J=5.2 Hz,
2H), 1.74 (bx, 6H)
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4343/

1.21 5B /
027pM

'H NMR (500 MHz, DMSO-
de) 5 823 (br d, J-8.5 Hz, 2H),
8.09 (br s, 1H), 7.90-7.66 (m,
2H), 6.80 (d, ~1.5 Hz, 1H),
4.72 (br d, /=52 Hz, 2H), 3.99
(br d, /~10.7 Hz, 1H), 3.87-
3.76 (m, 1H), 1.95-1.87 (m,
1H), 1.85-1.78 {m, 1H), 1.71
(s, 3H), 1.69 (s, 3H), 1.59-1.34
(m, 4H)

16

4210/

1.08 3(E) /
0.22pM

"H NMR (500 MHz, DMSO-
de) 5 820 (br d, /=85 Hz, 1H),
8.04 (d, <16 Hz, 1H), 7.74
(brs, 2H), 6.79 (d, /~2.1 Hz,
1H), 4.70 (d, J=5.4 Hz, 2H),
432 (dd, J=738,5.6 Hz, 1H),
3.96-3.72 (m, 1H), 2.25-2.08
(m, 1H), 1.97-1.91 {m, 1H),
1.89-1.80 (m, 2H), 1.70 (s,
3H), 1.69 (s, 3H)

17

4700/
1.03 3(E) /
1.32pM

'H NMR (500 MHz, DMSO-
de) 5 8.19 (d, J-8.5 Hz, 1H),
8.03 (d, /=1.5 Hz, 1H), 7.93
(brt, /6.1 Hz, 1H), 7.78-7.64
(m, 2H), 6.80 (d, /~2.1 Hz,
1H), 6.70-6.38 (m, 1H), 5.18
(br t, F-14.6 Hz, 2H), 3.95 (br
d,J=11.0Hz, 1H),3.73 (dd,
J=11.1, 2.3 Hz, 1H), 3.65-3.50
(m, 1H), 3.09 (br t, /=72 Hz,
2H), 1.90-1.70 {m, 2H), 1.59-
1.40 (m, 3H), 1.37-1.19 (m,
1H)
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43427

1.26 9E) /
1.94pM

H NMR (500 MHz, DMSO-
ds) 5 8.19 (br d, /-85 Hz, 1H),
8.09 (br s, 1H), 8.04 (d, /1.8
Hz, 1H), 7.73 (br s, 2H), 6.78
(d, /2.1 Hz, 1H), 4.21 (dd,
J=84,53Hz 1H),393383
(m, 1H), 3.80-3.69 (m, 1H),
3.17 (br 4, J-4.0 Hz, 1H),
2.22-199 (m, 1H), 1.87-1.56
(m, 9H)

19

HN-N

4559/

1.15 5B /
0.79uM /
TLR7 BLTF
TLRS DF1JT
TIA=ZF
ECso fiE>20uM
=100pM

'H NMR (500 MHz, DMSO-
dg) 5826 (brt, J=53 Hz, 1H),
8.20 (br d, J=8.5 Hz, 1H), 8.02
(d, J-1.5 Hz, 1H), 7.77-7.62
(m, 2H), 6.80 (d, J/=2.1 Hz,
1H), 6.73-6.37 (m, 2H), 527
(brt, J~14.6 Hz, 2H), 4.64 (t,
J=A.7 Hz, 2H), 3.98 (br d,
J=11.0 Hz, 1H), 3.82 (dd,
J=11.1, 2.3 Hz, 1), 3.46 (br
d,J=2.7 Hz, 1H), 1.91-1.73
(m, 2H), 1.61-127 (m, 4H)

20

442.4/
0.88 SME) /
1.88uM

1 NMR. (500 MI1z, DMSO-
de) 5 856-8.41 (m, 1H), 8.26
(br d, /82 Hz 1H), 8.10 (br
s, L), 7.96-7.66 (m, 2H), 6.83
(br s, 1H), 6.76-6 30 (m, 1H),
5.30 (brt, /~15.6 Hz, 2H),
4.834.50 (m, 2H), 4.31 (dd,
J=81,53Hz 1H), 405-3.89
(m, 1H), 3.86-3.70 (m, 11I),
216 (brdd, ~12.1,75 Hz,
1H), 2.00-1.73 (m, 3H)
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