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	na: 
	y: 
	Provide a description of all commercial, open source and custom code used to collect the data in this study, specifying the version used OR state that no software was used.: No software was used for data collection.
	Provide a description of all commercial, open source and custom code used to analyse the data in this study, specifying the version used OR state that no software was used.: Statistical analyses were performed with Graph Pad Prism versions 8.0 or 9.0, or R v4.0.1 as detailed in the methods. Transcriptomic data was analysed using cutadapt v2.1, hisat2 v2.2.1, featureCounts v2.0.1 from the subread package, Bioconductor packages edgeR v3.30.3 and EDASeq v.2.22.0.MLE data was obtained using a likelihood-based statistical method previously described by Lemieux et al. 2009, the R script (lemieux_et_al_pipeline_functions.r and lemieux_et_al_pipeline.r) was kindly provided by Chris Newbold via Alfred Cortes. Deconvolution of bulk RNA samples was obtained using a constrained linear model previously described by Tonkin-Hill et al. 2018, the R script available at: https://github.com/gtonkinhill/falciparum_transcriptome_manuscript/tree/master/all_gene_analysis.Heatmaps were generated with online application Morpheus (https://software.broadinstitute.org/morpheus/, Morpheus source codes in:https://github.com/cmap/morpheus.js)PlasmoDB: release 47 was used to map raw sequencing reads from Lee et al. and Andrade et al., to obtain gene annotations, and to convert new gene names of several studies and ortologs through aliases of Cordy et al. were converted into the annotated P. falciparum orthologs.Reported DEGs shared between different studies were ploted online platform “circos table viewer” (http://mkweb.bcgsc.ca/tableviewer/visualize/)55, Circos Table Viewer v0.63-9 © 2008-2021)Venn diagrams obtained through the platform from Bioinformatics and Evolutionary Genomics at Ghent University (http://bioinformatics.psb.ugent.be/webtools/Venn/) available online.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: The RNA-seq and microarray data analyzed during the current study are available through (1) NCBI's Gene Expression Omnibus (https://www.ncbi.nlm.nih.gov/geo/) under GEO Series accession number GSE148125 (Andrade et al. 2020), GSE83667 (Milner et al. 2012), GSE108034 (Rono et al. 2017), GSE9152 (Daily et al. 2007), GSE103259 (Cordy et al. 2019), (2) ArrayExpress database at European Molecular Biology Laboratory European Bioinformatics Institute (www.ebi.ac.uk/arrayexpress) under accession number E-MTAB-6413 (Lee et al. 2018), E-TABM-591 (Lemieux et al. 2009), (3) GitHub for Tonkin-Hill et al. 2018 (https://github.com/gtonkinhill/falciparum_transcriptome_manuscript/tree/master/all_gene_analysis), and (4) supplemental material (supplemental table 2) for Yamagishi et al. 2014 (https://genome.cshlp.org/content/suppl/2014/06/26/gr.158980.113.DC1.html).DEGs were reported and accessed through supplemental material for Andrade et al. 2020, Milner et al. 2012, Lee et al. 2018, Tonkin-Hill et al. 2018, Rono et al. 2017, Lemieux et al. 2009, and Almelli et al. 2014.Fastq files or gene count tables were collected as stated in the methods:Andrade et al. 2020 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE148125)Milner et al. 2012 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE83667)Yamagishi et al. 2014 (Supplemental Table 2: https://genome.cshlp.org/content/suppl/2014/06/26/gr.158980.113.DC1.html)Lee et al. 2018 (https://www.ebi.ac.uk/arrayexpress/experiments/E-MTAB-6413/samples/)Tonkin-Hill et al. 2018 (https://github.com/gtonkinhill/falciparum_transcriptome_manuscript/tree/master/all_gene_analysis/data/fc_genes_with_all_samples_aligned_human_Pf_WithOutVivax_subread_uH.RData)Rono et al. 2017 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE108034)Daily et al. 2007 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE9152)Lemieux et al. 2009 (https://www.ebi.ac.uk/arrayexpress/experiments/E-TABM-591/samples/)Cordy et al. 2019 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE103259)DEGs were collected from supplementary material for studies reporting it as stated in the methods.
	Note the sampling procedure. Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: The search for relevant datasets  was  carried out through a systematic PubMed search using the terms "Plasmodium falciparum", "field samples", "malaria", "trancripromics ", "transcriptome" “RNAseq” "microarray,  "severity" and "clinical", and all the studies found with  available datasets were included.
	life: 
	behavioural: 
	eee: 
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established.: No data were excluded
	Describe the measures taken to verify the reproducibility of the experimental findings. If all attempts at replication were successful, confirm this OR if there are any findings that were not replicated or cannot be reproduced, note this and describe why.: Replication of the bioinformatic analyses of the different studies is not applicable, we replicated whenever possible the same bioinformatic pipelines to the different studies in a reproducible manner.Measurement of parasite sizes were performed by 3-4 independent readers ans used as technical replicates.
	Describe how samples/organisms/participants were allocated into groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: No randomization was performed by us, the design of the different studies had been previously done in  the original studies.
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: Data shown in fig 5c, d and h of measurement of parasite sizes was obtained by 3-4 blinded microscopists as to the sample grouping. All other data was produced bioinfromatically through reanalyses of previously published data sets, so blinding was not relevant.
	Briefly describe the study type including whether data are quantitative, qualitative, or mixed-methods (e.g. qualitative cross-sectional, quantitative experimental, mixed-methods case study). : 
	State the research sample (e.g. Harvard university undergraduates, villagers in rural India) and provide relevant demographic information (e.g. age, sex) and indicate whether the sample is representative. Provide a rationale for the study sample chosen. For studies involving existing datasets, please describe the dataset and source.: 
	Describe the sampling procedure (e.g. random, snowball, stratified, convenience). Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient. For qualitative data, please indicate whether data saturation was considered, and what criteria were used to decide that no further sampling was needed.: 
	Provide details about the data collection procedure, including the instruments or devices used to record the data (e.g. pen and paper, computer, eye tracker, video or audio equipment) whether anyone was present besides the participant(s) and the researcher, and whether the researcher was blind to experimental condition and/or the study hypothesis during data collection.: 
	Indicate the start and stop dates of data collection, noting the frequency and periodicity of sampling and providing a rationale for these choices. If there is a gap between collection periods, state the dates for each sample cohort. Specify the spatial scale from which the data are taken: 
	State how many participants dropped out/declined participation and the reason(s) given OR provide response rate OR state that no participants dropped out/declined participation.: 
	If participants were not allocated into experimental groups, state so OR describe how participants were allocated to groups, and if allocation was not random, describe how covariates were controlled.: 
	Briefly describe the study. For quantitative data include treatment factors and interactions, design structure (e.g. factorial, nested, hierarchical), nature and number of experimental units and replicates.: 
	Describe the research sample (e.g. a group of tagged Passer domesticus, all Stenocereus thurberi within Organ Pipe Cactus National Monument), and provide a rationale for the sample choice. When relevant, describe the organism taxa, source, sex, age range and any manipulations. State what population the sample is meant to represent when applicable. For studies involving existing datasets, describe the data and its source.: 
	Describe the data collection procedure, including who recorded the data and how.: 2
	Describe the measures taken to verify the reproducibility of experimental findings. For each experiment, note whether any attempts to repeat the experiment failed OR state that all attempts to repeat the experiment were successful.: 
	Describe the study conditions for field work, providing relevant parameters (e.g. temperature, rainfall).: 
	State the location of the sampling or experiment, providing relevant parameters (e.g. latitude and longitude, elevation, water depth).: 
	Describe the efforts you have made to access habitats and to collect and import/export your samples in a responsible manner and in compliance with local, national and international laws, noting any permits that were obtained (give the name of the issuing authority, the date of issue, and any identifying information).: 
	Describe any disturbance caused by the study and how it was minimized.: 
	Describe all antibodies used in the study; as applicable, provide supplier name, catalog number, clone name, and lot number.: 
	Describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript.: 
	State the source of each cell line used.: 
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used were authenticated.: 
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination.: 
	Name any commonly misidentified cell lines used in the study and provide a rationale for their use.: 
	Provide provenance information for specimens and describe permits that were obtained for the work (including the name of the issuing authority, the date of issue, and any identifying information).: 
	deposition: 0
	If new dates are provided, describe how they were obtained (e.g. collection, storage, sample pretreatment and measurement), where they were obtained (i.e. lab name), the calibration program and the protocol for quality assurance OR state that no new dates are provided.: 
	datescheck: 0
	Identify the organization(s) that approved the study protocol.: Human research data shown throughout the manuscript was generated in previously published studies:Almelli et al. 2014 The study protocol was reviewed and approved by the Cameroonian National Ethics Committee and the Cameroonian Ministry of Public Health (authorization No 028/CNE/DNM/07) as well as by the ethics committee of the Research Institute of Applied Biomedical Sciences, Cotonou, Benin (No 006/CER/ISBA/12 and N°21/CER/ISBA/13)Andrade et al. 2020 This study, registered at ClinicalTrials.gov (identifier NCT01322581), was approved by the Ethics Committee of Heidelberg University Hospital; the Faculty of Medicine, Pharmacy and Odontostomatology at the University of Bamako; and the National Institute of Allergy and Infectious Diseases of the National Institutes of Health Institutional Review BoardCordy et al. 2019 All procedures performed on rhesus macaques were approved by Institutional Animal Care and Use Committees (IACUC) as required at Emory University or the CDC, and all interventions were done in compliance with Animal Welfare Act regulations.Daily et al. 2007 Protocols were approved by the Harvard School of Public Health Human Subjects Committee and Senegal Ministry of Health Research Ethics Committee.Lee et al. 2018 Informed consent was obtained and the study was approved by the Gambian Government / MRC Laboratories Joint Ethics Committee (SCCs 670, 1077, 1143, 1178, 1179, 1180, 1207 and L2013.07V2) Lemieux et al. 2009 The study was approved by the joint Gambian Government and Medical Research Council Ethics Committee, and written informed consent was obtained from each child’s parent or guardian before enrollmentMilner et al. 2012 The institutional review boards of the University of Malawi College of Medicine, Albert Einstein College of Medicine, and the Brigham and Women’s Hospital approved all aspects of this study which includes informed written consent from the parents/ guardians of all patients.Rono et al. 2017 "With permission from the National Ethical Review Committees of Kenya (protocol SSC1292) and Sudan, parasite isolates were obtained from children below 13 years of age with three or fewer previous clinical episodes of malaria who were diagnosed with uncomplicated P. falciparum malaria at hospitals and dispensaries in western Kenya (2008,  ‘Kisumu’), coastal Kenya (‘Kilifi’) and eastern Sudan (2007, ‘Sudan’)Tonkin-Hill et al. 2018 "Written, informed consent was provided by all participants. The study was approved in Indonesia by the Eijkman Institute Research Ethics Commission (project number 46), in Australia by the Melbourne Health Human Research Ethics Committee (project number 2010.284) and Human Research Ethics Committee of the NT Department of Health & Families and Menzies School of Health Research, Darwin, Australia (HREC 2010±1396).In the study mentioned as Coulibaly et al. in preparation the study protocol obtained ethical clearance from the Ethics Committee of Faculty of Pharmacy and Faculty of Medicine and Odonto-stomatology, University of Sciences, Techniques and Technologies of Bamako, Mali; letter of approval #2014//97/CE/FMPOS. 
	For laboratory animals, report species, strain, sex and age OR state that the study did not involve laboratory animals.: 
	Provide details on animals observed in or captured in the field; report species, sex and age where possible. Describe how animals were caught and transported and what happened to captive animals after the study (if killed, explain why and describe method; if released, say where and when) OR state that the study did not involve wild animals.: 
	For laboratory work with field-collected samples, describe all relevant parameters such as housing, maintenance, temperature, photoperiod and end-of-experiment protocol OR state that the study did not involve samples collected from the field.: 
	Describe the covariate-relevant population characteristics of the human research participants (e.g. age, gender, genotypic information, past and current diagnosis and treatment categories). If you filled out the behavioural & social sciences study design questions and have nothing to add here, write "See above.": the studies included in our re-analises have different population characteristicsand were previously defined by the original authors of the different studies.the study mentioned as Coulibaly et al. in preparation, is a case-control study of severe malaria including participants (age 6 months to 10 years inclusive)  enrolled and followed from October 2014 to December 2018 in the study areas of the cities of Bandiagara, Bamako, Sikasso and satellites villages located within an outer limit of 15 km around these cities.
	Describe how participants were recruited. Outline any potential self-selection bias or other biases that may be present and how these are likely to impact results.: the studies included in our re-analises have different recruitment procedures and were previously defined by the original authors of the different studies.in the study mentioned as Coulibaly et al. in preparation, cases were recruited among children hospitalized or seeking care with cerebral malaria (Blantyre score ≤ 2)  and severe anemia  (hemoglobin level ≤ 5g/dl) at the dedicated health facilities.Controls were selected among children seeking care at the same health facilities. Controls were children suffering from uncomplicated malaria and matched by age class, residence, sex and ethnicity to the index case. 
	Provide the trial registration number from ClinicalTrials.gov or an equivalent agency.: the studies included in our re-analises have different registrations and were previously defined by the original authors of the different studies. The study mentioned as Coulibaly et al. in preparation the study protocol obtained ethical clearance from the Ethics Committee of Faculty of Pharmacy and Faculty of Medicine and Odonto-stomatology, University of Sciences, Techniques and Technologies of Bamako, Mali; letter of approval #2014//97/CE/FMPOS. 
	Note where the full trial protocol can be accessed OR if not available, explain why.: the studies included in our re-analises have different study protocols and were previously defined by the original authors of the different studies. 
	Describe the settings and locales of data collection, noting the time periods of recruitment and data collection.: the studies included in our re-analises have different data collections and were previously defined by the original authors of the different studies. 
	Describe how you pre-defined primary and secondary outcome measures and how you assessed these measures.: the studies included in our re-analises have different outcomes and were previously defined by the original authors of the different studies. 
	Describe any other significant impacts.: 
	calculatehazards: 
	Please describe the agents/technologies/information that may pose a threat, including any agents subject to oversight for dual use research of concern.: 
	Describe any other potentially harmful combination(s) of experiments and agents.: 
	calculateexperiments: 
	calculatehazardsexperiments: 
	Describe the precautions that were taken during the design and conduct of this research, or will be required in the communication and application of the research, to minimise biosecurity risks. These may include bio-containment facilities, changes to the study design/methodology or redaction of details from the manuscript.: 
	Describe any evaluations and oversight of biosecurity risks of this work that you have received from people or organizations outside of your immediate team.: 
	Describe the benefits that application or use of this work could bring, including benefits that may mitigate risks to public health, national security, or the health of crops, livestock or the environment.: 
	Describe whether the benefits of communicating this information outweigh the risks, and if so, how.: 
	graphfiles: 0
	For "Initial submission" or "Revised version" documents, provide reviewer access links.  For your "Final submission" document, provide a link to the deposited data.: 
	Provide a list of all files available in the database submission.: 
	Provide a link to an anonymized genome browser session for "Initial submission" and "Revised version" documents only, to enable peer review.  Write "no longer applicable" for "Final submission" documents.: 
	Describe the experimental replicates, specifying number, type and replicate agreement.: 
	Describe the sequencing depth for each experiment, providing the total number of reads, uniquely mapped reads, length of reads and whether they were paired- or single-end.: 
	Describe the antibodies used for the ChIP-seq experiments; as applicable, provide supplier name, catalog number, clone name, and lot number.: 1
	Specify the command line program and parameters used for read mapping and peak calling, including the ChIP, control and index files used.: 
	Describe the methods used to ensure data quality in full detail, including how many peaks are at FDR 5% and above 5-fold enrichment.: 
	Describe the software used to collect and analyze the flow cytometry data. For custom code that has been deposited into a community repository, provide accession details.: 
	axislabels: 0
	axisscales: 0
	plots: 0
	numberpercentage: 0
	Describe the sample preparation, detailing the biological source of the cells and any tissue processing steps used.: 
	Identify the instrument used for data collection, specifying make and model number.: 
	Describe the abundance of the relevant cell populations within post-sort fractions, providing details on the purity of the samples and how it was determined.: 
	Describe the gating strategy used for all relevant experiments, specifying the preliminary FSC/SSC gates of the starting cell population, indicating where boundaries between "positive" and "negative" staining cell populations are defined.: 
	gatingcheck: 0
	Indicate task or resting state; event-related or block design.: 
	Specify the number of blocks, trials or experimental units per session and/or subject, and specify the length of each trial or block (if trials are blocked) and interval between trials.: 
	State number and/or type of variables recorded (e.g. correct button press, response time) and what statistics were used to establish that the subjects were performing the task as expected (e.g. mean, range, and/or standard deviation across subjects).: 
	Specify: functional, structural, diffusion, perfusion.: 
	Specify in Tesla: 
	Specify the pulse sequence type (gradient echo, spin echo, etc.), imaging type (EPI, spiral, etc.), field of view, matrix size, slice thickness, orientation and TE/TR/flip angle.: 
	State whether a whole brain scan was used OR define the area of acquisition, describing how the region was determined.: 
	Specify # of directions, b-values, whether single shell or multi-shell, and if cardiac gating was used.: 
	Provide detail on software version and revision number and on specific parameters (model/functions, brain extraction, segmentation, smoothing kernel size, etc.).: 
	If data were normalized/standardized, describe the approach(es): specify linear or non-linear and define image types used for transformation OR indicate that data were not normalized and explain rationale for lack of normalization.: 
	Describe the template used for normalization/transformation, specifying subject space or group standardized space (e.g. original Talairach, MNI305, ICBM152) OR indicate that the data were not normalized.: 
	Describe your procedure(s) for artifact and structured noise removal, specifying motion parameters, tissue signals and physiological signals (heart rate, respiration).: 
	Define your software and/or method and criteria for volume censoring, and state the extent of such censoring.: 
	Specify type (mass univariate, multivariate, RSA, predictive, etc.) and describe essential details of the model at the first and second levels (e.g. fixed, random or mixed effects; drift or auto-correlation).: 
	Define precise effect in terms of the task or stimulus conditions instead of psychological concepts and indicate whether ANOVA or factorial designs were used.: 
	whole: 
	ROI: 
	both: 
	Describe how anatomical locations were determined (e.g. specify whether automated labeling algorithms or probabilistic atlases were used).: 
	Specify voxel-wise or cluster-wise and report all relevant parameters for cluster-wise methods.: 
	Describe the type of correction and how it is obtained for multiple comparisons (e.g. FWE, FDR, permutation or Monte Carlo).: 
	Report the measures of dependence used and the model details (e.g. Pearson correlation, partial correlation, mutual information).: 
	Report the dependent variable and connectivity measure, specifying weighted graph or binarized graph, subject- or group-level, and the global and/or node summaries used (e.g. clustering coefficient, efficiency, etc.).: 
	Specify independent variables, features extraction and dimension reduction, model, training and evaluation metrics.: 
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