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iIn 2021 occurred in Africa.l % Biological: Plasmodium falciparum (Pf) NF54/K1 asexual blood stage phenotypic activity (IC,, UM)
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\ v" Electron-donating groups at SAR-1 are not tolerated with exceptions of the NH, and OH orthologues.
v" Smaller electron-withdrawing substituents and substituents with a greater sp® character at SAR-1
demonstrate comparable activities.
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disease Indication as 'ad' template for chemical Ho o NH, . v" The representative set of compounds of the VE-821 series have good microsomal metabolic stability.
optimisation against a new indaication. \© \© @\ ? v The derivatives of VE-821 poorly inhibit Hs orthologues.
. | | VE-821 MMV390048 -~ .~ - ~ NMN N o |
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» VE-821 is a potent anticancer ataxia telangiectasia and
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phosphatidylinositol 4-kinase (P14K) inhibitor. NH
0.14/0.11 0.11/0.05 0.22/0.19 0.19/0.29 2 O NH,
< The antimalarial agent MMV390048, which reached 0.002 0.047 0.0005 0-015/0.031 ' ' 0.041/0.037 S . : — : :
Phase lla clinical trials, is an inhibitor of Plasmodium o 0.0005 V0006 0.0005 N© 7y TN |Essential for maintaining antiplasmodium
falciparum (Pf) P14Kf.2 NMN FF @ Solubility: 30 M 15 uM 170 pM Nj/ activity
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2. Evaluate analogues in vitro against Pf whole-cell SAR-2 o=s=0
parasites and enzyme Plasmodium vivax (Pv) Pl4K. | Key ICeo: PFNF54/PFK 1 B Favourable activity: <0.5 uM References
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