S9 Table. Summary of resistance selection.

For ML901, Dd2-B2 parasites were subjected to pressure at 3 x ICso. Mean ICso = 2.6 + 0.05 nM. For ML471,
Dd2-B2 parasites were subjected to a single-step selection at 10 x 1Cso. Mean ICsp and 1Cqo values were 1.45
and 1.99 nM. DSM265, a P. falciparum dihydroorotate dehydrogenase inhibitor, was run as a control under
the same pressure conditions. The Minimum Inoculum for Resistance (MIR) value was determined as 2.1
x10°. For comparison, compounds exhibiting favourable MIR values include MMV1091186, a P. falciparum
isoleucyl tRNA synthetase inhibitor, with an MIR value of >108[1], OSM-S-106, a P. falciparum asparagine
tRNA synthetase inhibitor, with an MIR value of >2.4 x 108 [2] and MP1-12, a P. falciparum proteasome
inhibitor, with an MIR value of >6 x 107/ < 2 x 10°) [3].

ML901
Number of parasites in the selection 107 108
Day of recrudescence 12 (1/3), 14 (2/3) 14 (3/3)
ICs fold shift (clones) 2-3 X I1Csp 3-6 X ICsp
Minimum Inoculum for Resistance (MIR) <1077
ML471
Number of parasites in the selection 2x10°
Day of recrudescence 18 (29/96 wells)
I1Csp shift 9-16 xICso
Minimum Inoculum for Resistance (MIR) 7.1 x10°
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