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Figure S1. Cell viability data for compounds 1-7, and 10-18 tested by MTT assay on A549 cells.
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Figure S2. IL-18 mRNA in LPS-stimulated A549 cells measured by real-time qPCR.
A: compounds 1-7, and 8 at 10 uM. B: compounds 10-17 at 5 uM.
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Figure S3. PTGS2 mRNA in LPS-stimulated A549 cells measured by real-time qPCR.
A: compounds 1-7, and 18 at 10 uM. B: compounds 10-17 at 5 uM.
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Figure S4. IL-6 protein in culture supernatants measured by ELISA at 72 h.

A: compounds 1-7, and 18 at 10 uM. B: compounds 10-17 at 5 uM.
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Figure S5. 'H NMR spectrum of compound 1 (500 MHz, CDs0D)
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Figure S6. 13C NMR JMOD spectrum of compound 1 (125 MHz, CDs0D)
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Figure S7. HSQC spectrum of compound 1 (125/500 MHz, CD30D)
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Figure S8. HMBC spectrum of compound 1 (125/500 MHz, CD30D)
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Figure S9. 'H-H COSY spectrum of compound 1 (500 MHz, CD30D)
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Figure $10. NOESY spectrum of compound 1 (500 MHz, CDs0D)
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Figure S11. *H NMR spectrum of compound 2 (500 MHz, CDCls)
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Figure S13. HMBC spectrum of compound 2 (125/500 MHz, CDCls)
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Figure S12. HSQC spectrum of compound 2 (125/500 MHz, CDCls)
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Figure $14. 'H-'H COSY spectrum of compound 2 (500 MHz, CDCl3)
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Figure S15. NOESY spectrum of compound 2 (500 MHz, CDCls)
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Figure $16. *H NMR spectrum of compound 3 (500 MHz, CDCls)
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Figure S18. HMBC spectrum of compound 3 (125/500 MHz, CDCls)
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Figure S19. 'H-'H COSY spectrum of compound 3 (500 MHz, CDCls)
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Figure S20. NOESY spectrum of compound 3 (500 MHz, CDCls)

r1E+08

r1E+08
9E+07
r8E+07

[ 7E+07

[ 6E+07

[ 5E+07

4E+07

r3E+07

[ 2E+07

r1E+07

r-1E+07

L162°T 1
91987 4
L0267
LEL6'T 1
1586'7
12007
01507
£560'Z |
09072
e
9961
08bT'Z 4
20972
60£T°Z
L2817
6002
80vE°Z
orsez "
22957
10667 &
980V~
161
£EEV'T
bobb'T
1856
£69v'
28T
b6t
0685
6€19°7
2869
8€59'C
66997

e

S6vb'y
6ELb'Y

/ i}

ez
SSE5°Y
8b/Sy
0679
b9
RIS
0566'%
oczos Jf
1650'S 4
e600's
1280' 4
0801°S
9227'S
S67°S
12575 4
65.2'S
9v8€°S
£20v'S

—

[ ] /// //K/

Tz

980
F00°T

16 14 12 1.0

1.8

56 54 52 50 48 46 44 42 40 38 3.6 34 32 30 28 26 24 22 20
f1 (ppm)

66 64 62 60 58

Figure S21. 'H NMR spectrum of compound 4 (500 MHz, CD30D)

16



b d

VMM-97A+B_2D
— -
4 - -
-
-
—_— - -
R . .
—
1

r10

20

30

40

50

60

70

80

90

100

r110

120

r130

140

150

T T T T T T T T T T T T T T T
6.8 6.6 64 62 6.0 58 56 54 52 50 48 46 44 42 40 3
f2 (ppm)

T T T T T T
.8 36 34 32 3.0 28 26 24 22 20

Figure S22. HSQC spectrum of compound 4 (125/500 MHz, CD30D)

L

VMM-97A+B_2D

- ¥ ]

.

- " - L]
"
L] (L} L]
L - L] - -
— Ll L] i " "

.

— L]
V
4 . . L]
i - - n ™ " - - .
— . L] e -
-~ L] L)
" " - -
» " . . .
4 L] - " -
T T T T T T T T T T
6.5 6.0 5.5 5.0 3.5 3.0 2.5 2.0

5 4.0
2 (ppm)

Figure $S23. HMBC spectrum of compound 4 (125/500 MHz, CD30D)
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Figure $26. 'H NMR spectrum of compound 5 (500 MHz, CD30D)
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Figure S27. HSQC spectrum of compound 5 (125/500 MHz, CD30D)
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Figure $28. HMBC spectrum of compound 5 (125/500 MHz, CD30D)
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Figure S29.

1H-'H COSY spectrum of compound 5 (500 MHz, CD30D)
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Figure $32. 3C NMR JMOD spectrum of compound 6 (125 MHz, CDCls)
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Figure S34. HMBC spectrum of compound 6 (125/500 MHz, CDCls)
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| % N SN N
4E+08
r4E+08
j / / / // I 3E+08
2E+08
2E+08
r2E+08
r1E+08
] - 5E+07
| ! i ‘
I | ! ey
L A LA,
& ) g 5 EERL
7‘0 6‘5 6‘.0 5‘5 5‘0 4‘.5 ‘ 3‘.5 3‘.0 2‘.5 2‘.0 1‘.5 1‘.0

4.0
f1 (ppm)

Figure S37. *H NMR spectrum of compound 7 (500 MHz, CDCls)

f1 (ppm)



VMM-92B_JMOD

180.88
113.47
86.52
77.41
7691
65.25

—50.01

~48.09

~35.20

30,08
2575
2525

L3

210 200 190 180 170 160 150 140 130 120 110 100 90
f1 (ppm)

Figure $38. 3C NMR JMOD spectrum of compound 7 (125 MHz, CDCls)

VMM-

45

93,

10.80
2.52
2.52
50
2.50
2.50
2.36

/
T

—9.89
—9.38
42
42
41
—3.32
—3.17

12
~12

9 n02g

r 8E+07

r7E+07

r6E+07

r5E+07

r4E+07

r3E+07

r2E+07

r1E+07

r-1E+07

r-2E+07

r-3E+07

f-3E+08

3E+08

2E+08

2E+08

2E+08

2E+08

r2E+08

r1E+08

r1E+08

r1E+08

8E+07

6E+07

r4E+07

2E+07

r-2E+07

T
13.5 12,5 115

Figure $39. *H NMR spectrum of compound 8 (500 MHz, DMSO-ds)

25



VMM-§ 2D
3

|

—8.3080

T

0.041

SO T QMoo mEn M SNE oV LT N DN O
RESSR3R3R038AFHD DoR S8-SROnhRSRISIN
BhERI s a8RTeY BRE SOBTNASIRGIE
YT RRNNNT T ©289 RETTTLMANNA—-ON
RNRNNNGG66663 PRI R L R R R R R R R Ree]

é
A
\

o=
1.03=
o
1.00=

0.9¢
0.9¢

r1E+08

r1E+08

r1E+08

9E+07

r8E+07

r7E+07

[ 6E+07

r5E+07

r4E+07

r3E+07

r2E+07

r1E+07

r-1E+07

g
T
3.

13.0 125

VMM-1/ 2D

Q
S
T

80 75 70 65 6.0
1

Figure S40.

- 164.45
162.93
161.12

~
a

—~156.92
—149.93
—145.77

IH NMR spectrum of compound 9 (500 MHz, DMSO-ds)

48.57

- 7E+07

6E+07

5E+07

r4E+07

r3E+07

r2E+07

r1E+07

r-1E+07

r-2E+07

r-3E+07

190

S Flwo o nwom s o
249 8833 3 Rema 3 8
EEEE 22gg & RERG g 8
/0NN VAN N (I
Y
T T T T T T T
120 110 100 %0 80 70 60
f1 (ppm)

Figure S41. 3C NMR JMOD spectrum of compound 9 (125 MHz, DMSO-ds)



Table S1. NMR data of vernolide (1) and 3’-hydroxyvernolide (2) [500 MHz (*H), 125 MHz (*3C), 6

ppm (J = Hz)]
Position IHNMR B3C NMR
1° 2 1° 25
1 2.90dd (11.8, 5.0) 2.73dd (10.4,5.1) 65.7 66.3
1.76 ddt (7.2, 14.0, 11.8) 1.67 m
24.7 23.1
2 2.26 dt (14.0, 5.0) 2.28 dt (13.8, 5.1) 3
2.38dd (12.7,7.2) 2.38m
3 2.46 ddd (14.0, 12.7, 7.2) 242 m 34.3 33.6
4 - - 144.0 143.7
5 5.61 brd (10.2) 5.57.d (9.8) 131.1 129.1
6 5.46 dd (10.2, 9.8) 5.29t (9.8) 79.5 77.5
7 3.17dq (9.8, 5.7) 3.05m 52.5 52.0
8 5.86ddd (12.4, 5.7, 2.0) 5.801t(10.5) 72.2 71.2
1.38t(12.4) 1.38 dd (14.5, 10.5)
9 2.75dd (12.4, 2.0) 2.71d (14.5) 41.8 413
10 - ] 60.5 59.1
11 - - 137.4 134.0
12 - - 171.8 169.7
5.71d (4.1) 5.88d (2.3)
125. 126.
13 6.17d (4.1) 6.33d(2.3) > 6.3
14 4.63s 4.58's 100.0 99.3
3.74 dd (13.7, 1.0) 3.66d (13.9)
4. 4,
15 4.59d (13.7) 4.59 d (13.9) 64.5 64.5
1 - - 167.6 166.1
2’ - - 137.8 139.5
) 570 s 5.99s
3 6.13 s 6.26 126.9 127.2
4 1945 4.33 s (2H) 18.4 62.1

2in CDs0D; ® in CDCls
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Table S2. NMR data of pectorolide (3) and 4’-hydroxypectorolide (5) [500 MHz (*H), 125 MHz
(*3C), 6 ppm (J = Hz)]

Position H B¢
3 5 3 55

1 515m 5.26m 136.4 134.6
233m 2.25m

2 2.56m 2.51m 276 26.7
2.20ddd (12.5,11.8,6.3) | 217 m

3 2.64 dd (12.5, 5.8) 264dd(11.2,58) | >4 350

2 i i 143.9 1452

5 2.91d(9.8) 5.05d (10.3) 129.7 130.3

6 5.171(8.7) 5.26dd (103,89) | 773 792

7 3.16t(8.1) 3.33t(8.9) 533 54.0

8 5.47t(9.1) 5.16 br s 743 752
2.56 dd (12.5, 9.1) 2.57t(12.1)

9 2.71d (12.5) 2.82d (12.1) 47.9 45.5

10 i i 133.0 1354

11 i i 135.7 137.3

12 - - 170.0 172.1
5.845 5.76 5

13 6335 6.16 125.4 125.1
3.93d (12.0) 2.00d (11.5)

14 4.28 d (12.0) 4.07 d (11.5) 61.2 60.3
2.02d (13.8) 2.03d (14.6)

5 437d(13.8) 416 d (14.6) 62.2 61.1

T i i 166.8 166.7

% i i 136.3 141.9

, 5.685 5.955
3 6.15 s 6.29 < 126.7 125.7
v 1975 4265 (2H) 185 61.6

2in CDCls; ® in CD;0D
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