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S2. *C NMR spectrum (150 MHz) of compound 1 in DMSO-d.
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S4. HSQC spectrum of compound 1 in DMSO-d.
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S21. COSY spectrum of compound 5 in DMSO-dg.

0.0

0.5

1.0

1.5

2.0

2.5

3.0

3.5

4.0

l4.5

5.0

5.5

6.0

6.5

f1 (ppm)



TR N S .

165a088b 2d.4.ser
165a088b 2d

-
o=
- ®
o
(=]
. ©
©

e e L
6.0 58 56 54 52 50 48 46 44 42 40 38 3.6 34 32 3.0 28 26 24 22 20 18 16 14 12 1.0 08 06 04
f2 (ppm)

e P
@ °®
®
® e}
o@

S22. HSQC spectrum of compound 5 in DMSO-dg.
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S26. *C NMR spectrum (150 MHz) of compound 6 in DMSO-d.
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S49. Proposed biosynthesis of cratellenone E (1) and isoversiol A (3) via the common C14 heptaketide
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4a R = (S)-MTPA ester
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S50. 46 (ds-0r) values obtained from MTPA esters for compound 4

Preparation of (S)-MTPA ester and (R)-MTPA ester. The absolute configuration of 1-OH in compound 4
was determined according to the modified Mosher’s method. In brief, compound 4 (1 mg) was transferred
into a 5 mL glass vial, followed by adding dry pyridine, CHCl;, (R)-(—)-a-methoxy-a-
trifluoromethylphenylacetyl (MTPA) chloride, and then carefully shaken to mix at room temperature.
Every 30 min, the reactant was subjected to TLC analysis (n-hexane-EtOAc = 5:1) to estimate to the
conversion to the (S)-MTPA ester derivative (4a). In the same manner described above, another portion

of compound 4 (1 mg) was reacted with (S)-(+)-MTPA chloride to afford the (R)-MTPA ester (4b).
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S51. Cytotoxicity of Paraconiothyrium sp. fractions in COLO205, KM12 colon tumor cells.
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Developmental Therapeutics Program | Nsc: 0-783371/1 | Conc: 1.00E-5Molar | TestDate: Sep 26,2018
One Dose Bar Graph Experiment ID: 16020589 Report Date: Nov 23, 2018
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S53. NCI 60 cell single dose test of compound 8.
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One Dose Mean Graph Experiment ID: 16000580 Report Date: Nov 23, 2016
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S54. Compound 8 NCI-60 mean bar graphs in single dose test.



Developmental Therapeutics Program | wsc: 0.7s3369/1 | conc: 1.00E-5Moiar | Test Date: Sep 26,2016
One Dose Bar Graph Experiment ID: 16090589 Report Date: Nov 23, 2016
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S55. NCI 60 cell single dose test of compound 9.
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S56. Compound 9 NCI-60 mean bar graphs in single dose test.




NSC: D-793370/1

Conc: 1.00E-5 Molar

Test Date: Sep 26,2016

Experiment ID: 16000582

Report Date: Nov 23, 2016
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OVCAR-5 04.18
CAR-8 80.48
NCUVADR-RES 100.00
SK-OV-3 79.43
Renal Cancer
788-0 91.01
A408 04.45
303 01.48
SN12C 88.44
TK-10 7431
Uo-31 72.88
Prostate Cancer
PC-3 77.03
DU-145 88.56
Breast Cancer
MCF7 02.54
MDA-MB-231/ATCC 05.58
HS 578T 80.44
BT-540 00.23
T-47D 83.58
MDA-MB-488 104.68
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S57. NCI 60 cell single dose test of compound 10.
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Developmental Therapeutics Program | Nsc: 0-793370/1 | Conc: 1.00E-5Molar | TestDate: Sep 26,2018
One Dose Mean Graph Experiment ID: 16000580 Report Date: Nov 23, 2016
Panel/Cell Line Growth Percent Mean Growth Percent - Growth Percent
Leukemia
BLB0(B) 813
K-562 102.85
MOLT-4 02.78
RPMI-8228 00.84
SR 8097
Non-Small Cell Lung Cancer
AS4Q/ATCC 01.42
EKVX 101.88
HOP-82 70.59
HOP-82 82.01
NCI-H228
NCI-H23 8085
NCI-H322M 82.42
NCI-H460 05.88
NCI-H522 72.89
Colon Cancer
COLC 205 08.42
HCC-2883 88.22
HCT-118
HCT-15 102.13
HT20 61.34
KM12 70.30
SW-820 08.51
CNS Cancer
SF-288 80.28
SF-205 04.35
SF-538 £8.09
SNB-19 20.80
SNB-75 8335
U251 80.67
LOX INVA 85.49
MALME-3M 70.67
03.43
MDA-MB-435 08.77
SK-MEL-2 76.77
SK-MEL-28 102.81
SK-MEL-5 108.12
UACC-257 00.89
UACC-82 04.568
Ovarian Cancer
IGROV1 87.77
OVCAR-3 24.70
OVCAR-4 00.71
OVCAR-5 04.18
OVCAR-8 48
NCI/ADR-RES 100.00
SK-OV-3 70.43
Renal Cancer
86-0 91.01
A408 04.45 |
01.43
SN12C 88.44
TK-10 74.31 |
UG-31 72.88 \
Prostate Cancer
PC-3 77.03 —:
DU-145 88.58
Breast Cancer
02.54
MDA-MB-231/ATCC 05.58
HS 578T 80.44
BT-540 00.23
T-47D 63.58
MDA-MB-488 104.68
Mean 80.33
Delta 27.99
Range 48.78
150 100 50 0 -50 -100 -150

S58. Compound 10 NCI-60 mean bar graphs in single dose test.
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S59. NCI 60 cell 5-dose test of compound 8.




National Cancer it D ital Th ics Program NSC: D-793371/11 Units :Molar SSPL :0GZS I EXP. ID :1612NS22
Mean Graphs Report Date :December 20, 2016 Test Date :December 05. 2016
PanedCell Line Log, G150 Giso Log, TG! 161 109, LCS0 150
Leukemia
CCRF-CEM -g g -gg; g > -4,% e
HL-60(TE;} - — -5. > -4 -
MOLT-4 ) -6.35 > -400 —
RPMI-8226 6.51 - -565 - > -400 —
-4 ke -252 — = -400 —
Non-Small Cell Lung Cancer . . “ . . . B
ASAATCC -5.91 — - > -4.00 =
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NCI-HS522 S 38 —
COLO 205 .37 - -5, —
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LOX IMVI -£.55 o -5.77 - -4.34 —
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M14 -6.04 E -562 I -523 —
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RXF 333 -6.63 |- -5.42
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ey 22 1 1 T ER
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Deita 0.37 0.62 1.05
Range 1.04 — 114 —t— 1.42 t—
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S60. Compound 8 NCI-60 mean bar graphs in 5-dose test.
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S61. NCI 60 cell 5-dose test of Paraconiothyrium sp. extract.




National Cancer Institute Developmental Therapeutics Program

NSC :F199285/1 I Units :ug/ml

SSPL:

l EXP. ID

:1609FS75

Mean Graphs Report Date :November 30, 2016 Test Date :September 06, 2016
PansiColl Line Log, (6150 GISO Log, \TO! TG Log, ACS0 LCSO
Leukemia
CCRF-CEM 0.21 .07 - - 200 4
HL-60(TB) 0456 “ 34 - - 00 -
K-562 0.45 “ 22 — > 00 -
MOLT-4 0.39 .97 > .00 -
RPMI-8226 025 .81 > 00 -
SR 0329 .93 = 200 ~
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S62. Paraconiothyrium sp. extract NCI-60 mean bar graphs in 5-dose test.




S63. Comparison of experimental and calculated ">C and 'H chemical shifts in DMSO-d; for 1a

and 1b and their statistical parameters.

1_a 1b
5C calc. 5]—1 calc.
Position 3¢ exp. OH exp.
la 1b la 1b
1 66.5 68.3 69.3 3.60 3.55 3.45
2 44.0 43.2 42.5 1.04 1.10 1.05
1.60 1.55 1.75
3 25.7 27.8 314 1.96 1.86 1.56
4 42.1 41.6 39.8 0.74 0.75 0.91
1.87 1.82 1.75
5 30.3 319 35.2 2.46 2.47 2.02
6 134.9 132.5 132.6 5.63 5.56 5.61
7 127.3 123.4 124.6 6.04 6.10 6.09
8 149.6 148.6 146.6
9 56.6 59.9 56.0
10 47.4 47.7 48.9 1.64 1.70 1.94
11 211.9 216.7 216.4
12 41.5 39.8 40.6 2.49 2.32 2.27

2.72 2.80 2.89



13 57.2 59.0 59.4 3.64 3.65 3.76

14 22.5 20.8 18.7 0.84 0.87 0.98

15 111.8 108.1 110.4 4.30 4.32 441

4.80 4.87 4.93

16 20.2 20.0 17.0 1.20 1.27 1.18

MAE 2.0 2.7 0.06 0.16
R’ 0.9981 0.9969 0.9982  0.9850
DP4 99.9% 0.1% 100.0% 0.0%




