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Figure S1. Proposed Mechanisms for the obtention of phenols 13 (A) and 14 (B) from

dienone 12.
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Compound

Simplified analogue

COOMe

COOMe

16 cas

Pterolobirin H (3)

Simplified analogue
of pterolobirin H -16

Table S1. Pterolobirin H (3), its intermediates from our previous report ! and the

simplified analogues.

S3



Slified analogue Vs cassane skeleton

60

50

40

20

10 |I|

Figure S2. NO release-inhibitory effects ICso no (Lg/mL) concentrations for DCEF,
simplified analogues (10-16), and correspondent cassane diterpenoids (10 cas -16 cas/
pterolobirin H (3)). The data represent the mean + SD of at least two independent

experiments performed in triplicate.
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. . Cassane skeleton ICsono
Simplified analogue ICsono (Lg/mL) (g/mL)
10 20.37 £ 0.01 10 Cas. 10.71 £ 1.14
11 20.34 +0.30 11 Cas. 7.98 £0.10
12 19.44 + 0.12 12 Cas. 5.71+£0.14
13 27.60+0.13 13 Cas. 31.37+4.90
14 11.18 £0.09 14 Cas. 474 +£1.27
15 0.62 + 8.21 15 Cas. 27.57 £0.20
. S7+0.
16 749 £0.15 (pterolltfbg‘?lsl H (3)) 17703

Table S2. The ICso no values of cassanes 10 cas—16 cas, and their simplified

analogues 10-16.
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Figure S3. Top: Percentages of B16-F10 skin-melanoma cells in each cell-cycle phase,
after 72 h treatment with compound 15, at ICso and I1Cso concentrations. GO/G1 phase
(Blue), S phase (pink), and G2/M phase (peach). Control (untreated cells); samples (cells
treated with compounds 15). Values represent means + S. D. of at least three independent

experiments performed in duplicate.
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iNOS N Caspase 8

Figure S4. Poses of cognate YWO ligand on 4UXG6 crystal structure (blue) and
redocked (green).

S7



88'¢€ ~
S6'€

bh L~
oL
6L°L~
1827

®
=
o
O
O

"H NMR (CDCl;, 500 MHz)

o
=
o)
O
O

10

=ere |

Fore

=ST'¢
=80'¢

S8



96'8T —

we
19'T€

19'T€ >
16vE—
TT'8E ~

1€°¢8
i arac) v.

>

TEBTT ~
STLTT~_
69421 —

9e°eET —
€9'GET —

13C NMR (CDCl; 125 MHz)

L8'TST —

COOMe

LT°99T —

0€'0LT —

COOMe

S9



08'€ ~.
e

'HNMR (CDCl;, 500 MHz)

COOMe

COOMe

12

=50¢ |

T96°C
H/:.ﬁ

wﬂ@.w I
e

Fso

09 |

S10



68°LT —

6T°LT~
2062 —
GETE ~
vTrE
TwLE—
16'6E
iy ad

8/°CS
08'¢s v.

>

NMR (CDCl; 125 MHz)

%
\

66'TET —

16°/ST —

COOMe

L5'S9T ~
75°991

COOMe

SSTELT —

£9°C8T —

12

S11



16'¢ —

069 —

€€°0T —

.

"H NMR (CDCl;, 500 MHz)

13

[

A

u/.vH.o .

#€0'¢C

H\.NO.N r

e
e0'¢

00'¢

00T

Feot |

S12



FE BT~
19 el-"

10 82"
W IE—
59 PE—
0E" 8E~

0 Es—

1rs mh,b..
ED &L
SE hm.____‘

EOTTT~
LEETTT

L EET—

DLBET

BZEST—
T9'B5T,
T a5

T

s>

13C NMR (CDCl; 125 MHz)

COOMe

OH

130

20 10

30

50

&0

110 100

120

1e0 150 140

170

190

S13



6C'T
91 /
¥o'1T
S9'T
SLT
LLT

64T
08T

[4

897~
09z

16'¢ —

S0°L—

'"H NMR (CDCl;, 500 MHz)

99°0T —

COOMe

14

-9 |

=007

=61 |

S14



wT—

0TyT —

oT'6T —

99'9¢ —

85°1€ =~

S8'bE —
0T'8€ ~_

8275 ~_
At

10°20T —

¢8°9TT —

65T —

8'PET —

6€°GST —

9T'69T ~_
18'69T =~

s

13C NMR (CDCl; 125 MHz)

COOMe

COOMe

OH

M«MWWWMWWWWMWWWWW

S15



& X 2 5 2 ]
"H NMR}(CDC({;, 500 MHz) 1 T |
OH
. OH
“
15
|
|
’
L JKL.L QLN s
e T A G Al Y
o Qe < - = - < ~
(=3 ~— — — — — ™
I T T T T T T T T T T T T T T T T T T T T T T T T T T T T
).0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5

S16



20°'ST —

69'6T —

¥8'/C 7
€8°'TE —
e —
16'8€ AN

8/°99 —

049

ve'LL

T6°TTT —

i

W'8TT —

68°9¢T —

OP'GET —

13C NMR (CDCl; 125 MHz)

P LPT —

LS'EST —

OH

S17



1T — Fos9
89T — Fere |
98T — TM.N

9Tz — Froe
9T — IL TNO.N

z9e— — = oz

NMR (CDCl, 500 MHz)

66'9 —;

H
)

S18

0.5

1.5 1.0

2.0

9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5

9.5

10.0



1691 —
06T —

1A
86'TE ~_
£5ze —
19'%E =~
1b'8€ ~_

6/'9L \

S0'LL —F
0£LL /

0T°90T —
€L6TT —
0€0ET —
9LCET —
€0°LPT —

¢S'CST —

TLYLT —

3C NMR (CDCl;, 125 MHz)

S19



%T

Infrared spectra of Compounds 10, 12, 13, 14, 15, and 16
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HRMS spectra of compounds 12,13, 14, 15, and 16

Elsmental COmpoduon RW Pago 1
Single Mass Analysls

Tolerance = 2S0FFM | DBE:min «-20.0, max = 50.0
Element prediction: Off

Number of Isotope peaks used %or -FIT = 3

Monoisotopic Mass, Even Bectron lons

202 formulaie) evalusted with S msuts within lmits (8 esults (up 1o 1000) for each mass)
Eements Used:

C:OS0 RO O:0X 23Nx [+

2012 W1 s s 1. TOF WS ESe
1 (Ber 008

Munn Cule, Mann =l s ] naR L-7IT Norm  Conf(R) Pormuls

307.155%0 307.1545 0.5% 1.6 6.5 744.7 0.019 .09 C17 K33 08
307.1521 2.9 2.4 3.5 753.7 4.020 1.80 Cl5 K34 05 23Na
307.15%00 3.0 2.0 5.5 756.3 7.6331 0.0% o3 K38 010 238a
307.1604 5.4 17.¢6 2.5 756.1 7.465 Q.06 10 |17 e
207.1407 6.3 20.5% 15.5 754.5 .41 .1 24 K13
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Elemental Composition Report Page 1

Single Mass Analysls

Tolerance = 250F#M | DBE: min «-20.0, max = 50.0
Element prediction: Off

Number of Isotope peaks used %or T = 3

Monaisotopic Mazs, Even Blectron lons

145 formulaje) evalusted win 4 sults winin bt (3l esuts (up o 1000) for each masz)
Elements Used:

COS0 HOI0 00X 2Mx 0+

FRP R PR TR ) 1 T(}lgfg’
L

Munn Cale, Maww =l PP DER  L-PIT  Norm  Conf(R) Pormuls

49,1490 2491401 0,1 0.4 5.5 .6 0.005 A QSR
2491467 2.3 9.2 2.5 73.9 5.260 0.5 C13 K32 03 21K
249.152% «3.5 <140 6.5 992.3 11.653 0.00 06 K36 04 21K
49,1549 -5.9 23,7 3.5 W11 12,501 0.00 [« B'rL e
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Elemental Composition Report Page 1

Single Mass Analysis

Tolerance =25.0 PPM / DBE: min =-20.0, max =50.0
Element prediction: Off

Number of isotope peaks used for -FIT =3

Monolsotopic Mass, Even Electron lons

211 formula(e) evaluated with 7 results within limits (ai resusts (up to 1000) for each mass)
Elements Used:

C:0-50 H:0-100 0©:0-25 Na: 01

20,12 164 REP 1432 (5.937) 1: TOF MS ES+
3.30e+007
: 2611124
xmNE 3212

T8 oo nagt 231 1011 240 1134 245.1170.247.0956 245 1023 254 1283 2602000 2750007 262123 2011227 209.1253 3041205 uSIB -

20 25 20 [ 24 M5 X0 25 X0 265 20 LS 2% 2B/ ¥ 229 N0 05 M0 IS
Minimum: -20.0
Maximum: 20.0 25.0 50.0
Mass Calc. Mass mDa P DEE i-FIT Norm Conf(V) Formula

.5 685.

. 3 €73.
315.1174 2.2 7.0 18.5 682.
315.1232 -3.6 ~-11.4 9.5 E74.
315.1150 4.6 14.6 15.5 681.
315.113% 5.7 18.1 -3.5 680.
315.1267 -7.1 -22.5 -2.5 6.

12.835 0.00 H27 018

0.405 66.65 (16 H20 05 Na
9.463 0.01 C25 H15

1.106 33.10 Cl18 H19 0%
8.656 0.02 C23 H16 Na
7.188 0.08 C7 H23 013
6.624 0.11 C9 H24 010 Na

315.1196 315.1197 -0.
315.1208 -1.

SNOoOnmowwag
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Elemental Composition Report Page 1

Single Masa Analysls OH
Tolerance » 250FFM | DBE: min=-20.0, mar = 50.0

Element prediction: Off OH
Number of Isotope peaks used for T = 3 7

Monoisotopic Mass, Even Eectron lons

128 formuldje ) evalusted with 3 msuts within s (3 resuits (up 1o 1000) for aach mass)
Elements Used:

C:050 RO100 O:02X NalH

202 winsaN 1. T0F ’H Efe
& 10ev008

Munn Cale. Mann =la g nag L-7IT Norm  Conf (3] Poreuls

219.1379  219.1380% -0.6 -2.7 5.5 397.9 0.003 99.68 Cl4 W19 02
219.1361 1.8 .2 2.% 173.¢ 5741 0.22 C12 K20 02 Na
219.1420 4.1  -10.7 -6.5 404.5 16.651 0.00 OS5 K34 07 Na
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Elemental Composition Report Page 1

Sinple Mass Analysls

Toerance« 250F#M | DBE: mine-20.0, mar = 50.0
Element prediction: Off

Number of Isotope peaks used %or (T e 3

Manaisotopic Mass, Even Eeciron lons

138 formulaje) evalusted wih 3 resuts witin s (fl resuts (up 1o 1000) for each mass)
Eements Used

COS0 RO 00X NalH

2012 W7 e (1 5w 1 10;?'%
1

Ninisum: -20.0
Muxisum: 20,0 25,0 50,0
Munn Cule, Muww sDe PPN DER L-7IT  Norm  Conf(R) Pormuls

1.0 a0 <11 40 65 6641 000 B s kI
1,131 1.3 56 35 669 5012 0.0 13 130 02 Ne
A1,1420 46 19,9 55 G004 16224000 OO MDY e
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