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Figure. S1 '"H NMR spectrum of compound 1 (500 MHz, MeOD-d.s).
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Figure. S2 3C NMR spectrum of compound 1 (125 MHz, MeOD-ds).
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Figure. S3 HSQC spectrum of compound 1.
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Figure. S4 '"H-'H COSY spectrum of compound 1.
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Figure. S5 HMBC spectrum of compound 1.
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Figure. S6 HRESIMS spectrum of compound 1.
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Figure. S7 '"H NMR spectrum of compound 2 (500 MHz, MeOD-d.).
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Figure. S7 '"H NMR spectrum of compound 2 (500 MHz, MeOD-d.).
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Figure. S9 HSQC spectrum of compound 2.
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Figure. S10 'H-'H COSY spectrum of compound 2.
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Figure. S11 HMBC spectrum of compound 2.
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Figure. S12 HRESIMS spectrum of compound 2.
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Figure. S14 '3C NMR spectrum of compound 3 (125 MHz, MeOD-da).
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Figure. S15 HSQC spectrum of compound 3.
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Figure. S16 'H-'H COSY spectrum of compound 3.
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Figure. S17 HMBC spectrum of compound 3.
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Figure. S18 HRESIMS spectrum of compound 3.
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Figure. S19 "H NMR spectrum of compound 4 (500 MHz, MeOD-d.).
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Figure. S20 '°C NMR spectrum of compound 4 (125 MHz, MeOD-d.).
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Figure. S22 'H-'H COSY spectrum of compound 4.
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D:\Data\2019\08\Chen yan\1908A0337-4 08/19/19 22:53:43 c3y-19-4
Orbitrap Fusion Lumos
1908A0337-4 #9-15 RT: 0.10-0.14 AV:3 SB: 1 0.85 NL: 7.16E5
F: FTMS - ¢ ESI Full ms [100.0000-1000.0000]
1004 295.08240
957
90
857
803
753
704
65
o 603
g 7
§ 555
S 3
2 509
2 3
459
g 45
['4 3
405
357
303
257
207
] 296.08563
157
105
5
El i | | I
et e e et e e I e e
284 286 288 290 292 294 296 298 300 302 304 306 308
miz

Figure. S24 HRESIMS spectrum of compound 4.
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Figure. S26 '°C NMR spectrum of compound 5 (125 MHz, MeOD-d.).



e .A_JHL_._-.__A_H___A_JLJE i M,_MJL‘_MH“:&M

. 2o
g & =) 30
% & 4o
]
L] Fso
% "
3 30
g, -
—_-‘ B 110
Figure. S27 HSQC spectrum of compound 5.
I‘ ‘
_.,.u._l.jl‘ -Jll ‘I'»_,— .._».JI-.,._) L,_ﬂf\ —Jw»-«-\-*vﬁ—AI | S .j‘*l—d'uu'h-u\
J .
vj ]
ol 2.0
3 . ﬂl'mﬁ’
_ﬁj | i E:[&%d | ’ B
| o
;i | jgﬁ" ; e
_j - ! 4.5
{ u I -5.0
4 “ & E e
= g f o

Figure. S28 'H-'H COSY spectrum of compound 5.
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Figure. S31 '"H NMR spectrum of compound 13 (500 MHz, DMSO-dk).
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Figure. S50 HRESIMS spectrum of compound 15.



Table S1. The DP4+ evaluation of compound 14.

4 B s D E F @ H

I U R
2 aF¥1P¥91 PCH 6-311+G(d, p) Un=z=caled Shifts

3

12 DP4+ il 0.00% |adl100. 00% - - -
14 | Wuclei sp2? Izomer 1 | Tsomer 2 | Tsomer 3 | Tsomer 4 | Tzsomexr 5 |
15 C T3 T2. 5 4.8
16 C 40,7 40.8 3.1
17 C T2.9 80,5 T30
18 C B1.8 TH. 2 B3.9
19 C 23.1 28.9 24.5
20 C 20,8 31.5 29. 5
21 C 108. 5 10Z.6 107.8
22 C o T7.1 B0, 5
23 C 39.4 40.0 41.1
24 C T3 2 73.9 T3.8
25 C 22.4 21,7 20,2
28 C % 140, 7 144, 30 140, 80
a7 C % 115.8 111, 70 113, 7o
28 C 22.6 20, T 21. 80
i) H 4,33 3.54 4,18
30 H 2.52 2.83 2,31
3l H 1.44 2.13 1.49
32 H 4.24 4,34 4.08
33 H 1.85 1.85 1.86
34 H 1.94 1.65 1.71
35 H 3.98 3.87 3.98
38 H 2.21 2.15 2. 03
37 H 1.34 1.85 1,36
38 H 4.14 4.02 4.08
38 H 1.34 1.28 1,29
40 H ® 5. T3 8. 33 5. 95
41 H % b4 b, 59 b. 38
42 H o 5.0T 5.2 5.19
43 H 1.3 1.25 1. 26

iy B [ ] E F G H
T T A
2 nPH1PRa1 PCH 6-311+G(d, p) UInscaled Shifts

3

4 Isomer 1 | Isomer 2 | Isomer 3 | Isomer 4 | Isomer 5 | Isomer 6
5 sDPa+ (H data)  [ill 0. 03% [all99. 97% - - - -
&
T
]

sDP4+ (C data) [dl 0. 00% |4l 00. 00% = = = =
_sDP4+ (all data) |dl 0.00% [dill 00. 00% — - — —
uDP4+ (H data) il 0.32% |al99.68% = = = =

9 uDP4+ (C data) [dll 0. 01% |4l 99. 99% = = = =
10 uDP4+ (all data) [dil 0. 00% |4l 00. 00% = = = =
DP4+ (H data) .00% |4l 00. 00% - - - -

DP4+ (C data) .00% |4l 00. 00% - - - -

DP4+ (all data) .00% [l 00. 00% - - - -

Table S2. The binding energy of compounds 1-13 with numerous inflammatory targets

(kcal/mol).
) compounds
PDB ID protein name
1 2 3 4 5 6 7 8 9 10 11 12 13

20RP iNOS -11.1 -7.7 | 7.8 -9.2 -10.8 -11.0 -7.3 -11.0 -10.6 9.5 -9.0 -10.9 -10.4
IHTS8 COX-1 -10.5 -6.6 | -8.6 | -3.5 -6.3 7.6 -6.7 -10.7 -7.3 -5.5 -6.6 -9.3 -8.5
5F19 COX-2 -10.1 -6.9 | -8.3 2.7 -8.3 -11.1 -11.2 -11.7 -11.3 -11.3 -10.8 -12.3 -8.6
6S8T ICAM -8.3 -7.1 -9.6 -6.0 -7.3 -10.8 9.3 -7.2 -8.5 -8.2 -8.5 -9.7 -7.6
4HSA 1IL-17 -8.5 -8.6 -7.6 -8.8 -8.1 -11.0 -8.1 9.5 -10.0 -8.9 -10.5 -0.66 -9.9
3QT2 IL-5 -10.3 <76 | -89 | -84 -1.7 -8.6 -8.2 -6.8 -1.7 -8.1 -9.4 -8.2 -6.3
6N7A JAK1 =72 9.2 | -89 | -6.7 -8.7 -9.2 -9.5 9.5 -10.9 -8.7 -7.0 -8.4 -7.8




6X8E JAK2 -8.0 -7.1 -1.3 -7.6 -7.1 -9.7 -9.9 -10.8 -9.6 <12 -8.3 -8.8 -6.8
4RMH SIRT2 --8.1 -6.5 -8.5 -5.7 -8.0 -6.1 -1.3 9.2 -8.8 -7.6 9.3 -5.3 -9.9
2AZ5 TNF-a -8.3 -6.9 -8.4 <12 -7.1 -10.2 -6.4 -9.2 -8.8 -7.0 -9.6 -7.8 -1.5




