Table S2. Targeted properties for T. cruzi and Leishmania spp as set by GHIT, and our
established criteria for T.b. brucei [1, 2]

T. cruzi Leishmania spp. T. brucei
ECso <10 uM <10 uM <1l uM
Potency | | | E (pECs - cLogP) >4
In vitro HepG2 TCxo >10 x ECsg >10 x ECsg >10 x ECsg
Toxicity 3T3 TCxo >10 x ECso >10 x ECso >10 x ECso
Molecular Weight (g/mol) <360
cLogP <3
LogD Adherence to Adherence to ‘rule =2
ADME RH Clint ‘rule of five’ Ffive’ preferred <27
HLM Clint preferred otfiverp <47
Aqueous Solubility (uM) >10
Plasma Protein Binding (%) <95
>80% reduction | >70% reduction in .
; - . . Reduction, control, or
in parasite liver parasite elimination of
Efficacy burden after 10 | burden after max 5 L .
parasitemia following
doses at 50 doses at 50 mg/kg PO or IP dosin
mg/kg (PO) (PO; QD, BID) 9
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