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Reporting on sex and gender

Population characteristics

Recruitment

Ethics oversight
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Sample size
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Replication

Randomization
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common/downloads/release-44/PfalciparumDd2/; 3D7 at https://plasmodb.org/common/downloads/release-44/Pfalciparum3D7/)

Red blood cells (RBCs) were used for culture of Plasmodium falciparum parasites used in this study. RBCs were obtained from
anonymous donors from the National Health Services Blood and Transplant (NHSBT, UK) or Red Cross (Madrid, Spain).

RBCs were obtained from anonymous healthy donors.

Not applicable, as no specific recruitment was performed. RBCs were collected from anonymous donors to the health
services listed above.

The use of RBCs was performed in accordance with relevant guidelines and regulations, with approval from the NHS
Cambridgeshire Research Ethics Committee and the Wellcome Sanger Institute Human Materials and Data Management
Committee for the experiments performed in the UK. RBCs were sourced ethically and their research use was in accord with
the terms of the informed consents under an IRB/EC approved protocol for experiments done in Spain

Sample size was not predetermined. Samples sizes of three to six independent experiments were performed for all drug assays, and two
independent experiments for the competitive fitness experiment. In vitro evolution experiments were performed on three independent
selections. Sample sizes were based on previously published work from authors in this study, e.g. PMID: 36927839 (Bopp et al., 2023, Nat
Comm); PMID: 28262680 (Sonoiki et al., 2017, Nat Comm), PMID: 36888694 (Istvan et al., 2023, Science).

One biological replicate of one drug assay was excluded, as one of the two technical replicates failed to receive drug.

All experiments were performed with multiple replicates (three - six biological replicates with technical duplicates for drug assays; two
biological replicates with technical triplicates for competitive fitness), with replicates noted within the manuscript. All results were replicated
successfully.

Selection of clonal lines for expansion and whole genome sequencing to determine mutation rates of wild type and DNA-Pol lines were chosen
randomly. Randomization was not applied to other experiments, as different parasite cultures were prepared and tested in the same manner.

Investigators were not blinded in this study, as experiments were based on objective and quantitative measurements that would minimize
investigator bias in interpretation.




