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Figure S1. HR-ESI-MS of compound 1
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Figure S2. 'TH-NMR spectrum of compound 1 in CDCl;

[z} 0 oMo {2l el nwoaon (=) o= Wwnoowm
a oo -~ o ~ 0N s M oM MNHOo@@n
By coao ~ n el D m OO
@0 0w nn [T} " B I T W W B B N B

<Zs!
<.
P
-

—2.629

T
6.5 6.0 5.5 5.0 4.5 4.0 3.5 ppm

E o W e e e B

Figure S3. Expanded 'H-NMR spectrum of compound 1
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Figure S4. Expanded '"H-NMR spectrum of compound 1
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Figure S5. 3C-NMR spectrum of compound 1 in CDCl;3
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Figure S6. HSQC spectrum of compound 1
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Figure S8.

COSY spectrum of compound 1

Circular Dichroism (mdeg)

200 220 240

260 280 300 320 340 360
VWavelength (nm)




Figure S10. ECD spectrum of compound 1
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Figure S11. HR-ESI-MS of compound 2
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Figure S12. 'TH-NMR spectrum of compound 2 in CDCl;

ELS”
LBSG"
019"
3 e
oL’

906"
€267

L£90”
80"

168"
016
096"
£96
860
190°

98F"

ERL"

£
B
€
5

£ —

€~
g=

i
Tz

EAN
32

/)

w
=
™

3.5 ppm

5.0 4.5 4.0
r %

5.5

6.0

6.5

o
e}
o

5 )

;

)

10



Figure S13. Expanded 'H-NMR spectrum of compound 2
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Figure S14. Expanded 'H-NMR spectrum of compound 2
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Figure S15. BC-NMR spectrum of compound 2 in CD;0D
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Figure S16. HSQC spectrum of compound 2
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Figure S17. HMBC spectrum of compound 2
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Figure S18. COSY spectrum of compound 2
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Figure S20. ECD spectrum of compound 2
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Figure S21. HR-ESI-MS of compound 3
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Figure S23. Expanded 'H-NMR spectrum of compound 3
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Figure S25. BC-NMR spectrum of compound 3 in CD;0D
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Figure S26. HSQC spectrum of compound 3
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Figure S27. HMBC spectrum of compound 3

Figure S28. COSY spectrum of compound 3
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Figure S32. 'H-NMR spectrum of compound 4 in CDCl;
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Figure S33. Expanded 'H-NMR spectrum of compound 4
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Figure S34. Expanded 'H-NMR spectrum of compound 4
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Figure S35. BC-NMR spectrum of compound 4 in CDCl;3
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Figure S37. HMBC spectrum of compound 4
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Figure S38. COSY spectrum of compound 4
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Figure S40. ECD spectrum of compound 4
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Figure S41. HR-ESI-MS of compound 5
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Figure S46. HSQC spectrum of compound 5
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Figure S48. COSY spectrum of compound 5

29



Circular Dichroism {(mdeg)

20

-10

200 220 240 260 280 300 320 30 360 380 400
VWavelength (nmy)

Figure S50. ECD spectrum of compound 5
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Figure S51. Docking pose of positive drug 307 (A) and compounds 1-8 (B-I) on TNF-a
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Figure S52. Docking pose of positive drug S71 (A) and compounds 1-8 (B-I) on iNOS
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Figure S53. Docking pose of positive drug celecoxib (A) and compounds 1-8 (B-I) on COX-2
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Figure S54. Simulation of compounds 7 (A: inside-pocket view, and B: overview) and 1 (C:

inside-pocket view, and D: overview) at binding pocket of COX-2
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Nitric oxide assay

Nitric oxide assay was performed as previously described.!? In brief, RAW 264.7 cells were
cultured in DMEM containing L-glutamine (2 mM), HEPES (10 mM), sodium pyruvate (1 mM),
and fetal bovine serum (10%). The cells (2 x 10° cells/well) were incubated in humidified
atmosphere (95% air and 5% CO,) at 37°C. After 24h incubation, each well was added by
compounds (0.4-100 uM) or vehicle and followed by LPS (1pg/mL) in the next 2h. The cells were
then incubated for additional 24h. After that, cell viability was then measured by MTT assay and
amount of NO production in cell medium was determined by Griess reaction. Cultural medium
(100 pL) was mixed with equal volume of Griess reagent and incubated in room temperature for
10 minutes. Absorbance was measured at 540 nm on a microplate reader. Nitrite concentration as
an indicator of NO production was determined using a standard curve which was built by NaNO,
serial diluted solutions. Experiments were performed in triplicate. ICsy values were generated by

TableCurve 2Dv4 software.
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