Contents of Supporting Information

Figure S1.
Figure S2.
Figure S3.
Figure S4.
Figure SS.
Figure S6.
Figure S7.
Figure S8.
Figure S9.
Figure S10

Figure S11.
Figure S12.
Figure S13.
Figure S14.
Figure S15.
Figure S16.
Figure S17.
Figure S18.
Figure S19.
Figure S20.
Figure S21.
Figure S22.

"H-NMR spectrum of 1 in CD30D.
3C-NMR and DEPT spectra of 1 in CD3OD.
HSQC spectrum of 1 in CD30D.

HMBC spectrum of 1 in CD30D.

"H-"H COSY spectrum of 1 in CD3OD.
HRESIMS spectrum of 1.

"H-NMR spectrum of 2 in CD30D.
3C-NMR and DEPT spectra of 2 in CD3OD.
HSQC spectrum of 2 in CD30D.

. HMBC spectrum of 2 in CD3OD.

"H-"H COSY spectrum of 2 in CD3OD.
HRESIMS spectrum of 2.

"H-NMR spectrum of 3 in CD30D.
3C-NMR and DEPT spectra of 3 in CD3OD.
HSQC spectrum of 3 in CD30D.

HMBC spectrum of 3 in CD30OD.

"H-"H COSY spectrum of 3 in CD3OD.
HRESIMS spectrum of 3.

"H-NMR spectrum of 4 in CD30D.
3C-NMR and DEPT spectra of 4 in CD3OD.
HSQC spectrum of 4 in CD30D.

HMBC spectrum of 4 in CD30D.

Table S1. The 'H- and *C-NMR spectroscopic data of 4.

Table S2. COX-1 and COX-2 inhibitory activities of the compounds.

Table S3. Cytotoxicity of the compounds.

Table S4. MDCK cell-based anti-influenza activities of the compounds.

Table S5. EV71 inhibitory activities of the compounds.



ddgmzgennerry =8 $ 23 asg zR=sss 32

e 4 1Tv gy

—1.9

—32.00

2213
L33=
302
2.96=

T T T T T T T T T T T T T T T T T T T T T
7.2 70 68 66 64 62 60 58 56 54 52 50 48 46 44 42 40 38 36 34 32 30 28 26 2.4 22 20 1.8 L6

Qlql-35

C13DEPT135—sxhue Me0D D:\\ root 1

T T T T T T
Qff0-35 100 180 170 160 150 140 130

C13DEPT90-sxhuo MeOD D:\\ root 1

200 190 180 170 160 150 140 130 120 110 100 a0 80 T0 60 50 40 30 20 10
ala3s 5% 2238 g = geszey o O = -
i AR d¥3d o d dedosd 35 3 d3sfsss & 82
Y Y [N 5 T TEL] 0T

Figure S2. *C-NMR and DEPT spectra of 1 in CD3OD.
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Enlarged "*C-NMR and DEPT spectra of 1 (C-2,C-3) in CD3OD.
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Figure S3. HSQC spectrum of 1 in CD30D.

S3



qlq35 10
—3 gy [
[20
E— - L e o
[-40
o lso
leo
—_— o L] a
70
] ow ] oea Feo
oo
(100
110
P— . ] L]
_— .‘i " a 120
—_— -]
— . L
— 8 ° 130
}. 140
= o
150
160
170
— - L)
180
———————— T
6.8 6.4 6.0 5.6 5.2 4.8 4.4 4.0 3.6 .2 28 2.4 o
2 (ppm)

Figure S4. HMBC spectrum of 1 in CD3OD.
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Qualitative Analysis Report

Data Filename qlql-35.d Sample Name ~ glql-35

Sample Type Sample Position P1-A1

Instrument Name Instrument 1 User Name

Acq Method SIBU.m Acquired Time  4/13/2015 2:06:28 PM
IRM Calibration Status DA Method Default.m

Comment

Sample Group Info.

Acquisition SW 6200 series TOF/6500 series

Version Q-TOF B.05.01 (B5125.2)

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
135 0 ESI
x10 1 [+ Scan (0.198-0.214 min, 2 Scans) qiql-35.d Subtract (4)
3 410.1212
(M+Na)+
25
2
1.5
1
0.5
ol
409.2 409.4 409.6 400.8 410 410.2 410.4 410.6 410.8 411
Counts (%) vs. Mass-to-Charge (m/z)
Peak List
m/z z [Abund Formula Ion
274.2745 1 124310.29
302.3055 1 [10523.09
318.3002 1 112763.09
381.2981 1 ]9396.49
388.1392 1 18674.9
410.1212 1 ]15832.46 C20 H21 N 07 (M+Na)+
Formula Calculator EI Limits
[Element Min Max
C 3l 60
H 0] 120
N 0] 10
[*] 0 30
Formula Calculator Results
[Formula [CalculatedMass [CalculatedMz [Mz [Diff. (mDa) [Dift. (ppm) [DBE ]
lcoH2in07 387.1318] 410.1210]  410.1212] -0.3] -0.9| 11.0000|
--- End Of Report ---
Agilent Technologies Page 1 of 1 Printed at: 2:14 PM on: 4/13/2015

Figure S6. HRESIMS spectrum of 1.
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Figure S8. >*C-NMR and DEPT spectra of 2 in CD3OD.
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Figure S9. HSQC spectrum of 2 in CD30D.
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Figure S10. HMBC spectrum of 2 in CD30OD.
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Figure S11. '"H-'H COSY spectrum of 2 in CD30D.



Qualitative Analysis Report

S11

Data Filename qlqgl-58.d Sample Name  qlql-58
Sample Type Sample Position P1-A3
Instrument Name Instrument 1 User Name
Acq Method SIBU.m Acquired Time  4/13/2015 2:10:14 PM
IRM Calibration Status EiESsERE oA Method Default.m
Comment
Sample Group Info.
Acquisition SW 6200 series TOF/6500 series
Version Q-TOF B.05.01 (B5125.2)
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
135 0
x10 1 |+ Scan (0.200-0.217 min, 2 Scans) qiql-58.d Subtract (10)
1.6 396.1056
14 (M+Na)+
1.2
1
0.8
0.6
0.4 396.3452
0.2 |
[« K 1 [
3052 3954 395.6 395.8 396 3962 396.4 396.6 396.8 397
Counts (%) vs. Mass-to-Charge (m/z)
Peak List
m/z z [Abund Formula Ion
274.2744 1 |27249.32
302.3056 1 [11985.32
318.2997 1 |14544.99
330.3365 1 17923.88
396.1056 1 10285.74 C19 H19 N 07 (M+Na)+
453.1669 1 |8345.76
Formula Calculator Element Limits
[ETement Min_ [Max
C 3] 60
H 0| 120
N 0l 10
[¢] 0o 30
Formula Calculator Results
[Formula [CalculatedMass [CalculatedMz [Mz [Diff. (mDa) [Dift- (ppm) [DBE ]
lcionionoz | 373.1162| 396.1054]  396.1056] -0.6| -1.6 11.0000]
--- End Of Report ---
Agilent Technologies Page 1 of 1 Printed at: 2:18 PM on: 4/13/2015

Figure S12. HRESIMS spectrum of 2.
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Figure S13. "H-NMR spectrum of 3 in CD3OD.
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Figure S14. 3C-NMR and DEPT spectra of 3 in CD30D.
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Figure S15. HSQC spectrum of 3 in CD3OD.
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Qualitative Analysis Report

Data Filename qlql-48.d Sample Name ) qlql-48
Sample Type Sample Position P1-A2
Instrument Name Instrument 1 User Name
Acq Method SIBU.m Acquired Time  4/13/2015 2:08:21 PM
IRM Calibration Status B oA Method Default.m
Comment
Sample Group Info.
Acquisition SW 6200 series TOF/6500 series
Version Q-TOF B.05.01 (B5125.2)
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
135 0
x10 1 |+ Scan (0.187-0.220 min, 3 Scans) qiql-48.d Subtract (3)
1 360.1076
(M4H)+
0.8
0.6
0.4
0.2
0 ([ T | .
359.2 359.4 359.6 350.8 360 360.2 360.4 360.6 360.8 361
Counts (%) vs. Mass-to-Charge (m/z)
Peak List
m/z z [Abund
274.2743 1 [26317.84
302.3053 1 111388.74
318.3003 1 |14657.39
330.3369 1 9079.19
380.2071 1 |24642.24
396.1808 1 113134.54
Formula Calculator Element Limits
[ETement in ax
C 3 60
H 0] 120
N 0| 10
(] 0 30
Formula Calculator Resull
[Formula [CalculatedMass [CalculatedMz Mz [Diff. (mDa) [Diff. (ppm) DBE
[cisHizNO7 ] 359.1005( 360.1078]  360.1076] -0.1] -0.3| 11.0000|
--- End Of Report ---
Agilent Technologies Page 1 of 1 Printed at: 2:16 PM on: 4/13/2015

Figure S18. HRESIMS spectrum of 3.
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Figure S19. 'H-NMR spectrum of 4 in CD3OD.
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Figure S20. >*C-NMR and DEPT spectra of 4 in CD3OD.
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Figure S21. HSQC spectrum of 4 in CD3OD.
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Figure S22. HMBC spectrum of 4 in CD30OD.



Table S1. The 'H- (600 MHz) and '3C-NMR (150 MHz) spectroscopic data of 4 in CD30OD.

Table S2. COX-1 and COX-2 inhibitory activities of the compounds.

Position 4

on (Jin Hz) dc, mult
2 6.33,d,7.2 77.1, CH
3 6.03,d,7.2 77.2, CH
5 6.92,d,9.0 113.9, CH
6 6.85,dd,9.0,1.8 125.6,CH
7 131.9, qC
8 7.00,d, 1.8 118.8, CH
1’ 128.2, qC
2 6.82,d,2.0 115.1, CH
3 146.4, qC
4’ 146.6, qC
5 6.81,d, 8.2 116.2, CH
6’ 6.76,dd, 8.2,2.0 120.9,CH
1” 5.12,d,7.6 113.9, CH;
2" 7.32,d,7.6 122.9, CH»
3" 170.7, qC
4" 2.04, s 22.3, CH;
3a 174.1, qC
3b 1.84, s 22.6, CH;
4a 141.3,qC
8a 144.9, qC

Compd. ICs (uM)
COX-1 COX-2
1 NA? NA
2 NA NA
3 NA NA
4 78.85 6.43
5 NA NA

Table S3. Cytotoxicity activities of the compounds

2NA: no activity.

Compd. ICs0 (M)
K562 MCF-7 A549 H1975 Hela DUI45H Huh-7 A431
1 NA?®? NA NA >30 NA NA >30 >30
2 NA NA NA NA NA NA >30 >30
3 NA NA NA NA NA NA >30 NA
4 NA NA NA NA NA NA NA NA
5 NA NA NA NA NA NA NA NA

2NA: no activity.
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Table S4. MDCK cell-based anti-influenza activities of the compounds.

Compd. ICs0 (uM)
HIN1 H3N2
1 NA® NA
2 NA NA
3 NA NA
4 NA NA
5 NA NA

2NA: no activity.

Table S5. EV71 inhibitory activities of the compounds at 30 pM.

Compd.

Inhibition %

1

N A W N

1.7
1.7
1.4
1.2
2.2
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