Table S1. Results from the follow-up assay for the 31 compounds that were in
the primary HTS screen: EC50 values, the final scores (active or inactive), and the ranks in

the workflows

1 and 2. Partially active or

single-point active compounds were

considered inactives (marked by italic font). ChEMBL-NTD datasets: (N) Novartis-GNF
Malaria Box (N) [1], St. Jude Children's Research Hospital Dataset (J) [2], GSK TCAMS (G)
[3], DNDi HAT set (D). Compounds marked with (P) were tested in PubChem assays.

Identifier EC50 | Score Proposed | Rank Rank HTS Known
[uM] by (top 10'000) | (top 10'000) | screen | Datasets
Workflow Workflow Workflow
1 2
SJ000027935 0.29 | Active 2 646 618 | Active N, J
(active)
SJ000027937 0.35 | Active 2 1812 678 | Ambi- N, J, P
guous (active)
SJ000171111 0.36 | Active 2 508 126 | Active N, J
(active)
SJ000082805 0.37 | Active 2 - 727 | Active N,J,G, P
(active)
SJ000243624 0.41 | Active 2 395 349 | Active N, J
(active)
SJ000127662 0.43 | Active 2 3407 490 | Active J (active)
SJ000154494 0.44 | Active 1 106 - | Active J (inactive)
SJ000140382 0.45 | Active 2 - 443 | Active J (active)
SJ000147013 0.49 | Active 2 4682 239 | Active
SJ000171307 0.52 | Active 2 431 310 | Active N, J
(active)
SJ000147025 0.57 | Active 2 4431 232 | Active
SJ000180705 0.59 | Active 1,2 2764 589 | Active J (active)
SJ000197041 0.62 | Active 2 - 997 | Active
SJ000170251 0.85 | Active - 460 | Ambi- N, J, P
guous (active)
SJ000243360 1.2 | Active 2 - 609 | Ambi-
guous
SJ000281068 1.3 | Active - 733 | Active J (active)
SJ000243361 1.9 | Active 5868 450 | Ambi- J (active)
guous
SJ000243592 2.0 | Active 1,2 572 542 | Active J (active)
SJ000011369 2.3 | Active 2 2833 534 | Active J (active)
SJ000291576 2.3 | Active 8329 862 | Active
SJ000143975 2.3 | Active 8797 892 | Active J,P
(active)
SJ000147376 2.4 | Active 2 4440 489 | Active J,P
(active)
SJ000192808 2.6 | Active 2 5442 958 | Active N, J
(active)
SJ000144869 3.0 | Active 4679 946 | Active J (active)
SJ000146674 3.1 | Active 844 466 | Active
SJ000140380 3.3 | Active - 498 | Ambi- J (active)
guous
SJ000113373 3.7 | Active 2 2399 670 | Active J,D
(active)
SJ000127976 3.8 | Active 2 5479 926 | Active
SJ000137729 9.0 | Active 1,2 474 913 | Active J (active)
SJ000143737 15.0 | Active 1 6694 - | Ambi-
guous
SJ000298473 Inactive 1 6285 - | Inactive




Table S2. Evaluation results for anti-malaria activity on the held-out test set (1056
molecules) for different models of Workflow 2. The maximum possible EF5% value is

10.5.
Method AUC EF5%
Submission (see Table 3): Linear | 0.79 4.34

combination of tree models and
logistic regression models

Tree models 0.76 4.54
Stacked logistic regression 0.83 4.73
models

Single logistic regression model 0.84 5.13
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