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Figure S1. Electron density map detail from Pf-NTD structure (PDB id 3K60 [1]) reprocessed with PDB-redo 
(https://pdb-redo.eu/db/3k60) [2]. The f0-fc map (3 σ level) shows a clear positive density not accounted for 
between the side chain of Asn37 and the α and β phosphates of ADP. The green blob, unaccounted for in the 
original structure, is compatible with the location of Mg(II) ions in other HSP90 structures. 
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Table S1. HSP90 binding and/or inhibition data and cytotoxicity on parasite and human cells by other natural products and synthetic compounds. 

 Compound  Structure 
Parasite HSP90 binding 

and/or inhibition  
Parasite cytotoxicity 

 
Cytotoxicity on human 

cells 
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Harmine 
 

Pf-NTD Kd = 0.04 mM [3] N.A. [3] N.A. [3] 

Harmanol 

 

Pf-NTD Kd = 7.0 mM [3] N.A. [3]  N.A. [3] 

17A 

 

Pf IC50 = 12.2 ± 2.3 µM [4] 
Pf W2 IC50 = 4.2 ± 1.3 µM 

[4] 

HeLa IC50 = 1.1 ± 0.3 mM 
[4] 

HepG2 IC50 = 0.16 ± 0.01 
mM [4] 

21A 

 

Pf IC50 = 23.1 ± 8.8 µM [4] 

Pf W2 IC50 = 5.7 ± 1.7 µM 
[4] 

Pf MRA-1236 = 9.2 ± 0.4 
µM [4] 

Pf MRA-1240 = 9.6 ± 2.0 
µM [4] 

HeLa IC50 = 0.48 ± 0.14 
mM [4] 

 HepG2 IC50 = 0.140 ± 
0.001 mM [4] 
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5e 

 

N.A. [5] 

Pf3D7 IC50 = 0.04 ± 0.02 µM  
[5] 

Pf Dd2 IC50 = 0.17 ± 0.01 
µM  [5] 

HepG2 IC50 = 2.91 ± 1.75 
µM [5] 

 

Margolonone 

 

N.A. [6] N.A. [6] N.A. [6] 

Nimbione 

 

N.A. [6] N.A. [6] N.A. [6] 

Nimbinone 

 

N.A. [6] N.A. [6] N.A. [6] 
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CE 

 

Lb IC50 = 210 ± 10 µM [7] 

Li Promatigotes IC50 = 0.21 
± 0.07 µM [7] 

Lt Promatigotes IC50 = 0.49 
± 0.17 µM [7] 

HMEC-1 IC50 = 0.38 ± 0.08 
µM [7] 

THP-1 IC50 = 0.90 ± 0.30 
µM [7] 

1 

 

Lb IC50 = 83 ± 2 µM [7] 

Li Promatigotes IC50 = 0.06 
± 0.02 µM [7] 

Lt Promatigotes IC50 = 0.09 
± 0.03 µM [7] 

Lt Amastogotes IC50 = 0.19 
± 0.11 µM [7] 

HMEC-1 IC50 = 0.51 ± 0.08 
µM [7] 

THP-1 IC50 = 2.08 ± 0.24 
µM [7] 

3 

 

Lb IC50 = 81 ± 1 µM [7] 

Li Promatigotes IC50 = 0.06 
± 0.01 µM [7] 

Lt Promatigotes IC50 = 0.08 
± 0.04 µM [7] 

Lt Amastogotes IC50 = 0.13 
± 0.09 µM [7] 

HMEC-1 IC50 = 0.53 ± 0.17 
µM [7] 

THP-1 IC50 = 2.79 ± 0.44 
µM [7] 

5 

 

Lb IC50 = 20 ± 2 µM [7] 

Li Promatigotes IC50 = 0.12 
± 0.02 µM [7] 

Lt Promatigotes IC50 = 0.12 
± 0.05 µM [7] 

Lt Amastogotes IC50 = 0.52 
± 0.28 µM [7] 

HMEC-1 IC50 = 0.12 ± 0.03 
µM [7] 

THP-1 IC50 = 1.88 ± 0.34 
µM [7] 



S6 
 

6 

 

Lb IC50 = 65 ± 4 µM [7] 

Li Promatigotes IC50 = 0.09 
± 0.03 µM [7] 

Lt Promatigotes IC50 = 0.14 
± 0.03 µM [7] 

Lt Amastogotes IC50 = 0.66 
± 0.06 µM [7] 

HMEC-1 IC50 = 0.40 ± 0.03 
µM [7] 

THP-1 IC50 = 0.85 ± 0.24 
µM [7] 
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5B 
Pf-HSP90 Kd = 28.1 µM 

[8] 
Pf IC50 = 82 nM [8] N.A. [8] 

Compound D 

 

Pf-HSP90 Kd = 6.17 µM 
[9] 

Pf-HSP90-NTD Kd = 10.73 
µM [9] 

N.A. [9] N.A. [9] 

Glb08 

 

Lb IC50 = 30 ± 1 µM [10] 
Lb-HSP90 KDapp = 13 ± 4 

µM [10] 
Lb-NTD KDapp = 17 ± 6 µM 

[10] 

Lb IC50 = 43 ± 2 µM [10] N.A. [10] 
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Glb15 

 

Lb IC50 = 36 ± 1 µM [10] 
Lb-HSP90 KDapp = 14 ± 4 

µM [10] 
Lb-NTDKDapp = 13 ± 3 µM 

[10] 

Lb IC50 = 71 ± 2 µM [10] N.A. [10] 

Glb23 

 

Lb IC50 = 35 ± 1 µM [10] 
Lb-HSP90 KDapp = 26 ± 7 

µM [10] 
Lb-NTDKDapp = 20 ± 10 µM 

[10] 

Lb IC50 = > 100 µM [10] N.A. [10] 

PU-H71 

 

Pf-NTD Kd = 70.8 ± 0.006 
µM [11] 

Pf IC50 = 111 nM [11] N.A. [11] 

Compound 1 

 

Tc-NTD Kd = 9 ± 2 nM 
[12] 

Tc IC50 = 0.31 µM [12] N.A. [12] 

Compound 3 

 

Tc-NTD Kd = 26 ± 9 nM 
[12] 

Tc IC50 = 0.21 µM [12] N.A. [12] 
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Compound 4 

 

Tc-NTD Kd = 3 ± 1 nM 
[12] 

Tc IC50 = 0.10 µM [12] N.A. [12] 

D1U 

 

N.A. N.A. N.A. 

 

N.A = Not Available 
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