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Figure S1. Screening of subfractions generatedfor the an antimicrobial campaing
between NIAID and NCI.1
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Figure S2. HRESIMS spectrum of crinemodin bianthrone (1).
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MeOH-d4. The spectrum was acquired over 4 scans at 1024 t1 increments using the

standard cosygpppdqf Bruker pulse sequence.
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Figure S22. 'H-13C HMBC NMR spectrum of 1"—dehydrocrinemodin bianthrone (2) in
MeOH-d4. The spectrum was acquired over 296 scans at 2048 t1 increments using the

standard hmbcetgpl3nd Bruker pulse sequence.
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Figure S23. 'H-3C LRHSQMBC NMR spectrum of 1"-dehydrocrinemodin bianthrone
(2) in MeOH-d4. The spectrum was acquired over 300 scans at 2048 t1 increments using

the js_Irhsgmbc_final pulse sequence.
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Figure S24. FTIR spectrum for 1"—dehydrocrinemodin bianthrone (2).
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Figure S25. HRESIMS spectrum of 1"-hydroxycrinemodin bianthrone (3).
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Figure S26. Expansion of HRESIMS spectrum of 1"—hydroxycrinemodin bianthrone (3).
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Figure S27. 600 MHz *H NMR spectrum of 1"-hydroxycrinemodin bianthrone (3) in
MeOH-d4. The spectrum was acquired over 4 scans using the standard zg30 Bruker pulse

sequence.
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Figure S28. Expansion of 600 MHz 'H NMR spectrum of 1"-hydroxycrinemodin
bianthrone (3) in MeOH-d4. The spectrum was acquired over 4 scans using the standard
zg30 Bruker pulse sequence.
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Figure S29. Expansion of 600 MHz 'H NMR spectrum of 1"-hydroxycrinemodin
bianthrone (3) in MeOH-d4. The spectrum was acquired over 4 scans using the standard
zg30 Bruker pulse sequence.
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Figure S30. Expansion of 600 MHz 'H NMR spectrum of 1"-hydroxycrinemodin
bianthrone (3) in MeOH-d4. The spectrum was acquired over 4 scans using the standard
zg30 Bruker pulse sequence.
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Figure S31. 151 MHz 13C NMR spectrum of 1"-hydroxycrinemodin bianthrone (3) in
MeOH-d4. The spectrum was acquired over 12000 scans using the standard zgpg30
Bruker pulse sequence.
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Figure S32. *H-'H COSY NMR spectrum of 1"-hydroxycrinemodin bianthrone (3) in
MeOH-d4. The spectrum was acquired over 4 scans at 1024 t1 increments using the

standard cosygpppdqf Bruker pulse sequence.
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Figure S33. H-13C HSQC NMR spectrum of 1"-hydroxycrinemodin bianthrone (3) in
MeOH-d4. The spectrum was acquired over 64 scans at 1024 tl1 increments using the

standard hsqgcedetgpsisp2.3 Bruker pulse sequence.
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Figure S34. 'H-13C HMBC NMR spectrum of 1"-hydroxycrinemodin bianthrone (3) in
MeOH-d4. The spectrum was acquired over 240 scans at 2048 t1 increments using the
standard hmbcetgpl3nd Bruker pulse sequence.
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Figure S35. FTIR spectrum of 1"-hydroxycrinemodin bianthrone (3).
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Figure S36. ECD spectra overlap of compounds 1-3 in acetonitrile.
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Figure S37. *H NMR spectra of 3 (in MeOH-da) titration with D20, from 0 uL (bottom) to

20 L (top) of D20.



S36

National Cancer Institute Developmental Therapeutics Program

Dose Response Curves

NSC: P28037 / 1

SSPL: I EXP. ID: 2404HT39

Report Date: June 13, 2024

Test Date: April 29, 2024

o
=]

| Percentage Growth
E}

o)
=]

| Percentage Growth
=}

Percentage Growth
)

50

Leukemia

50
100 1 1 L L
-10 9 8 7 5 5
Log, , of Sample Concentration ( Molar )

CCRF-CEM—&— HL-60(TB)==®==- K-562 === se==.

MOLT-4--—8---  RPMI-8226--—@-- SR-—#---

CNS Cancer
100 B e = 3

50
100 1 1 1 1
-10 9 8 7 5 5
Log,  of Sample Concentration ( Molar )
SF-268—e— SF-295 === ==
SNB-19---£3--- SNB-75---8---
Renal Cancer
100 L w
50

-9 -8 -7 el 5

Non-Small Cell Lung Cancer

100 e ==

o
=]

Percentage Growth
=)

-50
100 1 1 L 1
-10 9 E 7 5 5
Log, of Sample Concentration ( Molar )
AS549/ATCC—e— EKVX == mmr HOP-62-m= demme
HOP-02---£3--- NCI-H23—-- 4~
NCI-H322M- - -~ NCI-H522--©-
Melanoma
100 T =& =
50

 Percentage Growth
=)

i
a

100 1 1 1 1
-10 -9 8 7 R 5

Log,  of Sample Concentration ( Molar )

LOX IMVl=—&—  MALME-3M ==&==- M 14 mmm e mme
MDA-MB-435---£3--- SK-MEL- SK-MEL-28---#---
SK-MEL-5---—&~- UACC-257 UACC-62--©—-

Prostate Cancer
100 T T T

i T

o
=]

Percentage Growth
=)

50
100 I I 1 1
-10 -9 -8 -7 6 -5
Log,, of Sample Concentration ( Molar )
PC3—o— DU-145-—¢——

Colon Cancer

100 e T =

o
=}

 Percentage Growth
°

50
100 1 L 1 1
-10 9 8 7 5 5
Log, , of Sample Concentration ( Moiar )

COLO 205 HCC-2998 HCT-116
HCT-15------ HT29---@-- KM 12—+
SW-620---—h—-

Qvarian Cancer
100 T T T v@“‘
50

 Percentage Growth
°

i
=]

-100 1 1 1 1
-10 9 8 7 5 5
Log, ; of Sample Concentration ( Molar )
IGROV 1—t— OVCAR-3==¢==—- OVCAR-4
OVCAR-5---£3--- OVCAR-8--—@-- NCI/ADR-RES
SK-OV-3: —--

Breast Cancer

100 ——— -

o
=}

 Percentage Growth
°

n
S

100 1 1 1 1
-10 -9 -8 -7 -6 5

Log, ; of Sample Concentration ( Moiar )
MCF7—&— MDA-MB-231
BT-549---53-- T47D

Figure S38. HTS384 NCI60 screen data for crinemodin bianthrone (1).
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Figure S39. HTS384 NCI60 screen data for 1"—dehydrocrinemodin bianthrone (2).
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Figure S40. HTS384 NCI60 screen data for 1"—hydroxycrinemodin bianthrone (3).
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Table S1. Reaction rates of 3 reacted with propionic anhydride using R- or S-HBTM
catalysts. The reaction rate was achieved by measuring the peak areas for the fully
acylated derivative, using the extracted ion chromatogram (EIC) for the sodiated molecule
[M + NaJ]* at m/z 997.3617 (x 20 ppm).

Time (min) R-HBTM (peak area) S-HBTM (peak area)
5 5.16E+06 3.63E+06
10 1.26E+07 8.05E+06
15 1.98E+07 1.12E+07
20 2.43E+07 1.53E+07
25 3.10E+07 1.89E+07
30 3.40E+07 2.13E+07
35 3.82E+07 2.40E+07
40 4.20E+07 2.49E+07
45 4.42E+07 2.81E+07
50 4 .80E+07 2.97E+07
55 5.09E+07 3.26E+07

60

5.33E+07

3.47E+07




