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Analogues of compound 1 found as part of the similarity search

Compound numberin Structure ZINC s . Isomers and Different Very No relevant
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Compound numbering Structure
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Compound numbering Structure
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Compound numbering Structure ZINC Similarity Shape  Electronic Isomers and Different Very No relevant

Identifier pseudoisomers core different  functional group
H ZINC6533926
N 0] . 0.769 0.624 0.914 X
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Compound numbering Structure
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Compound numbering
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Compound numbering Structure
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Compound numbering Structure
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Compound numbering Structure ZINC Similarity Shape  Electronic Isomers and Different Very No relevant
Identifier pseudoisomers core different  functional group
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Compound numbering Structure ZINC Similarity Shape  Electronic Isomers and Different Very No relevant

Identifier pseudoisomers core different  functional group
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Compound numbering Structure
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Compound numberin: Structure ZINC s . Isomers and Different Very No relevant
pot ! e e Identifier Similarity  Shape  FElectronic pseudoisomers core different  functional group
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Compound numbering Structure
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Compound numbering Structure ZINC Similarity Shape  Electronic Isomers and Different Very No relevant

Identifier pseudoisomers core different  functional group
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Supporting Information

The 14 different cores identified during the similarity search

11 Occurrences 3 Occurrences 2 Occurrences 1 Occurrence
Benzimidazole 2-Phenylbenzofuran  2-(3-(2-Pyridonyl))benzofuran  2-Phenylisoindoline

N= N
%@ /H @E}—Q s N7

1 Occurrence 1 Occurrence 1 Occurrence 1 Occurrence

2-(2-Pyridyl)indole 2-Phenyl-4-azaindole  2-(2-Pyridyl)benzothiophene  2-Phenylindolizine

P % Oy

1 Occurrence 1 Occurrence 1 Occurrence
2-Phenyltetrahydroisoquinoline  2-(3-(2-Pyridonyl))naphthalene  2-(6-(2-Pyridonyl))naphthalene

0 H
N__O
N O
@Eﬁ@ 42 )
(0] (0]

1 Occurrence 1 Occurrence 1 Occurrence
2-Phenylphthalimide 2-(6-(2-Pyridonyl))benzothiophene 3-Phenyl-2(1H)-quinolinone

Time-course study

To investigate the possibility of the O-protected heptanoyl analogue being used as a prodrug for 1,
time course assays for both 1 and its O-heptanoyl analogue 27 were carried out using the MTS assay.
The results from these assays, which were carried out on the primary glioblastoma culture BTNWO911
and the short-term human glioma cell line IN859, are shown in Figure 1. This data shows that 1 has
rapid initial activity against both cell lines, whereas 27 reduced cell viability much more gradually.
Importantly, both compounds tend towards the same activity over time. This would agree with the
hypothesis that the heptanoyl group can be cleaved off to produce 1, as the activity of compound 27

is equal to that of compound 1, yet it takes time for the enzymatic cleavage to occur.
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Figure I - Time course graphs comparing the activity of 1 (blue) against compound 27 (brown)
against BINW911 (left) and IN859 (right) cell cultures.
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NMR Spectra
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