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Table S1: IUPAC Name/Molecular Structures and Biological activities of Pyrrolone
Antimalarial Compounds
No. Cpd. EC50uM | pECso
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(E)-ethyl 5-((2,5-dimethyl-1-(2-(trif luoromethyl)phenyl)-1/-pyrrol-3-
yl)methylene) 2-methyl-4-ox0-4,5-dihydro-1H-pyrrole-3-carboxylate

(E)-ethyl 5-((1-(1-benzylpiperidin-4-yl)-2,5-dimethyl-1 H-pyrrol-3-yl)methylene)-2-methyl-4-oxo-
4,5-dihydro-1H-pyrrole-3-carboxylate

E)-ethyl 5-((2,5-dimethyl-1-(piperidin-4-yl)-1 H-pyrrol-3-yl)methylene)-2-
methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

4° M@ 1.4 5.85

E)-ethyl 5-((2,5-dimethyl-1-(1-methylpiperidin-4-yl)- | H-pyrrol-3-yl)methylene)-2-
methyl-4-oxo-4,5-dihydro-1 H-pyrrole-3-carboxylate

5a M@ 24 | 5.62

E)-ethyl 5-((2,5-dimethyl-1-(1-methylpiperidin-4-yl)-1 H-pyrrol-3-ylmethylene)-2-
methyl-4-ox0-4,5-dihydro-1 H-pyrrole-3-carboxylate
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(E)-ethyl 5-((1-(1-(3,3-dimethylbutyl)piperidin-4-yl)-2,5-dimethyl- | H-pyrrol-3-yl)methylene)-2-

methyl-4-ox0-4,5-dihydro-1 H-pyrrole-3-carboxylate

0.19

6.72
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E)-ethyl 5-((2,5-dimethyl-1-(1-propylpiperidin-4-yl)-1 H-pyrrol-3-ylmethylene)-2-methyl-

4-ox0-4,5-dihydro-1H-pyrrole-3-carboxylate

1.1

5.96
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E)-ethyl 5-((2,5-dimethyl-1-(1-neopentylpiperidin-4-yl)- 1 H-pyrrol-3-yl)methylene)-2-

methyl-4-0xo-4,5-dihydro-1H-pyrrole-3-carboxylate

0.058

7.23
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E)-ethyl 5-((2,5-dimethyl-1-(1-neopentylpiperidin-4-yl)-1 H-pyrrol-3-yl)methylene)-2-

methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

0.058

6.42
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(E)-ethyl 5-((2,5-dimethyl-1-(1-(pyridin-3-ylmethyl)piperidin-4-yl)- 1 H-pyrrol-3-yl)methylene)-2-

methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

0.46

6.33
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(E)-ethyl 5-((1-(1-(4-fluorobenzyl)piperidin-4-yl)-2,5-dimethyl-1H-pyrrol-3-yl)methylene)-2-

methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

0.024

7.62
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(E)-ethyl 5-((1-(142,4-difluorobenzyl)piperidin-4-y1)-2,5-dimethyl- 1 H-pyrrol-3-yl)methylene)-2-
methyl-4-ox0-4,5-dihydro-1H-pyrrole-3-carboxylate

0.023

7.64
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(E)-ethyl 5-((2,5-dimethyl-1-(1-(4-(trif luoromethyl)benzyl)piperidin-4-yl)-1 H-pyrrol-3-
yl)mclhy]cm) 2-methyl-4-0x0-4,5-dihydro-1H-pyrrole-3-carboxylate

CF,

0.002

8.69
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(E)-ethy! 5~((2.5-dimethyl-1-(1-(2-(trif luoromethyl)benzy)piperidin-4-yl)- 1 H-pyrrol-3-
yl)me hylene )-2-methyl-4-oxo-4,5-dihydro- 1 H-pyrrole-3-carboxylate

0.0005

9.30
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ety 5-((2.3-dimethy!-1-(1-(4-(riffworomethyl)phenyl)piperidin-4-yl)- H-pyrrol-3-ylmethylene)-2-
h\l 40043 dlhvdro 1H-pymole-3-carboxylate

0.024

7.62
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(E)-ethyl 5+((2,5-dimethyl-1-(1-phenethylpiperidin-4-yl)-L H-pyrrol-3-yl)methylene)-2-
methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

0.32

6.49
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E-thyl 5(1-(I-{4-methoxyphenethyl)piperidin-4-y1)-2.3-dimethyl- H-pyrrol-3-yl)methylene)-2-
methyl-4-ox0-4,5-dihydro- H-pymole-3-carboxylate

0.083

7.08
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(E)retyl 5+, 5-dimethyt-1-(1-(é-{tifTuoromethyl phenetylpiperidin-4-y1)-LH-pyrrol-3-
Ylmethylene)-2-me hvl4oxo45d1hydro -1 H-pymole-3-carboxylate

0.13

6.89
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(E)-ethyl 5-((1-(1-(4-fluorophenethy!)piperidin-4-yl)-2,5-dimethyl-1H-pyrrol-3-yl)methylene)-2-
methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

0.096

7.02
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(S.E)-ethyl 5-((2,5-dimethyl-1-(1-(1-(4-(trif luoromethylphenyl)ethyDpiperidin-4-
yD-1/-pyrrol-3-yhmethylene)-2-methyl-4-ox0-4,5-dihydro-1/7-pyrrole-3-
carboxylate

0.07

8.15
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(S,E)-ethyl 5-((2,5-dimethyl-1-(1-(1-(2-(trif luoromethyl)phenyl)ethyl)piperidin-4-
yl)-1H-pyrrol-3-yl)methylene)-2-methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-
carboxylate

0.001

9.00
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E)-ethyl 5-((2,5-dimethyl-1-(1-(2-morpholinoethyl)piperidin-4-yl)- 1 H-pyrrol-3-
yl)methylene)-2-methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

5.3

5.28
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E)-ethyl 5-((2,5-dimethyl-1-(1-(2-(piperidin-1-yl)ethyl)piperidin-4-yl)-1H-pyrrol-3-
yl)methylene)-2-methyl-4-0xo-4,5-dihydro-1H-pyrrole-3-carboxylate

2.4

5.62
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(E)-ethyl 5-((1-(1-(cyclopropylmethyDpiperidin-4-y1)-2,5-dimethyl-14-
pyrrol-3-y)methylene)-2-methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-
carboxylate

3.5

5.46
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(E)-cthyl 5-((1-(1-(cyclohexylmethylpiperidin-4-y1)-2,5-dimethyl-1H-pyrrol-3-
yhmethylene)-2-methyl-4-0x0-4,5-dihydro-1H-pyrrole-3-carboxylate

0.016

7.79
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(E)-ethyl 5-((2 di hyl-1-(1-(( 4-ylymethyl)piperidin-4-yl)-1/-
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(E)-ethyl 5-((1-(1-(4-fluoro-2-(trifluoromethyl)benzyl piperidin-4-yl)-2,5-dimethyl- 1
pyrrol-3-yl)methylene)-2-methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate
30 M@% 0.15 | 6.82
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(E)-ethyl 5~((1-(1-((1H-imidazol-2-yl)methyl)piperidin-4-yl)-2,5-dimethyl-1 H-
pyrrol-3-yl)methylene)-2-methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate
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(E)-ethyl 5-((2,5-dimethyl-1-(1-((5-methylisoxazol-3-yl)methyl)piperidin-4-yl)-
1H-pyrrol-3-yl)methylene)-2-methyl-4-oxo0-4,5-dihydro-1 H-pyrrole-3-
carboxylate

b

0.1

7.00
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(E)-ethyl 5-((2,5-dimethyl-1-(1-(oxazol-4-ylmethyl)piperidin-4-yl)-1 H-pyrrol-
3-yl)methylene)-2-methyl-4-oxo-4,5-dihydro-1H-pyrrole-3-carboxylate

0.018

7.74
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(E)-ethyl 5-((2,5-dimethyl-1-(1-((1-methyl-1H-imidazol-2-yl)methyl)piperidin-4-
y1)-1H-pyrrol-3-y))methylene)-2-methyl-4-0x0-4,5-dihydro-1H-pyrrole-3-
carboxylate

1.0

6.00
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(E)-ethyl 5-((2,5-dimethyl-1-(1-((1-methyl-1H-pyrrol-2-yl)methyl)piperidin-4-yl)-
1H-pyrrol-3-yl)methylene)-2-methyl-4-oxo0-4,5-dihydro-1 H-pyrrole-3-carboxylate

0.012

7.92
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(E)-ethyl 5-((2,5-dimethyl-1-(1-((1-methyl-1H-pyrrol-2-yl)methyl)piperidin-4-y1)-
1H-pyrrol-3-yl)methylene)-2-methyl-4-oxo0-4,5-dihydro-1H-pyrrole-3-carboxylate

0.001

9.00
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(E)-ethyl 5-((2.5-dimethyl-1-(1-((6-morpholinopyridin-3-ymethyDpiperidin-4-yl)-1//-pyrrol-3-
W hyl-4-0x0-4,5-dihydro-1H-pyrrol

1.5

5.82
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(E)-5-benzyl-2-((2,5-dimethyl-1-(2-(trif] )phenyl)-1H-pyrrol-3-yhmethylene)-1H-
pyrrolo[3.2-clpyridine-3.4(2H.5H)-dione

0.0075

8.12
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2.6

5.59
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(E)-ethyl 5-((2.5-dimethyl-1-(2-(trifluoromethyl)phenyl)-17-pyrrol-3-ylmethylene)-2-((£)-2-
(dimethylamino)viny)-4-oxo-4,5-dihydro-14-pyrrole-3-carboxylate

0.061

7.21
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(E)-2-((2.5-dimethyl-1-(2-( )phenyl)-177 1-3-y1 1 H-pyrrolo[3.2-
clpyridine-3,4(2H 5H)-dione

0.047

7.33

422

0.014

7.85

432 0.021 7.68
442 ST 0.15 6.82
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clpyridine-3,4(2H,5H)-dione
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(E)-2-((2,5-dimethyl-1-Q2-(trif luoromethyl)phenyl)- 1 H-pyrrol-3-yhmethylene)-5-(2-
morpholinoethyl)-1H-pyrrolo[3,2-c]pyridine-3,4(2H 5SH)-dione

0.23

6.64
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(E)-2-((2,5-dimethyl-1-(2~(trif luoromethyl)phenyl)-1 H-pyrrol-3-ylmethylene)-5-(2-
(dimethylamino)ethyl)-1/-pyrrolo[3,2-c]pyridine-3,4(2H ,5H)-dione

0.25

6.60
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(E)-5-benzyl-2-((2,5-dimethyl-1-(2-(trif! )phenyl)-1H-pyrrol-3-yhmethylene)-1H-
pyrrolo[3,2-clpyridine-3.4(2H.5H)-dione

0.23

6.64
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(E)-2-((2,5-dimethyl-1-(2-(trif luoromethyl)phenyl)-1 H-pyrrol-3-yl)methylene)-5-(4-
(trifluoromethyl)benzyl)-1H-pyrrolo[3,2-c]pyridine-3,4(2H ,5H)-dione

0.046

7.34
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49a > 0.077 7.11

(E)-2-(2.5-dimethyl-1-(2-(trifluoromethyl)phenyl)- 1 H-pyrrol-3-ylymethylenc)-S-(pyridin-4-
ylmethyl)-1H-pyrrolo[3,2-clpyridine-3.4(2H.5H)-dione

aTraining Set; PTest Set; Cpd = Compound, reference compounds: chloroquine, EC50=0.095-0.172
MM The EC50 values are the mean of two independent assays, which varied less than _50%;
Calculated using StarDrop (http://www.optibrium.com) (16)



