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Supplementary Table S1: List of study participants with tuberculosis, including site of extrapulmonary disease, diagnostic test results, and treatment received.
	Site of Tuberculosis
	Extrapulmonary Site
	AFB Smear Result
	Xpert MTB/RIF Result
	Culture Result
	Histopathology Result
	Treatment Regimen and Duration

	Pulmonary
	Not applicable
	Positive
	Positive
	Positive
	Not applicable
	2HRZE + 5HR

	Pulmonary
	Not applicable
	Negative
	Negative
	Positive
	Not applicable
	2HRZE + 4HR

	Pulmonary
	Not applicable
	Positive
	Positive
	Positive
	Not applicable
	2HRZE + 4HR

	Pulmonary
	Not applicable
	Positive
	Positive
	Positive
	Not applicable
	2HRZE + 4HR

	Pulmonary
	Not applicable
	Negative
	Positive
	Positive
	Not applicable
	2HRZE + 4HR

	Pulmonary
	Not applicable
	Negative
	Positive
	Positive
	Not applicable
	2HRZE (Off Study, Not Included in Treatment Response Analysis)

	Pulmonary
	Not applicable
	Negative
	Negative
	Positive
	Not applicable
	2HRZE (Off Study, Not Included in Treatment Response Analysis)

	Pulmonary and Extrapulmonary
	Lymph node
	Negative
	Negative
	Negative
	Positive
	2HRZE + 4HR

	Extrapulmonary
	Meninges
	Negative
	Positive
	Positive
	Not applicable
	2HRZE + 10HR

	Extrapulmonary
	Skin
	Negative
	Negative
	Negative
	Positive
	2HRZE + 8HR

	Extrapulmonary
	Lymph node
	Negative
	Negative
	Negative
	Positive
	2HRZE + 4HR

	Extrapulmonary
	Lymph node
	Negative
	Negative
	Negative
	Positive
	2HRZE + 4HR

	Extrapulmonary
	Lymph node
	Negative
	Negative
	Negative
	Positive
	2HRZE + 4HR

	Extrapulmonary
	Lymph node
	Negative
	Negative
	Negative
	Positive
	2HRZE + 4HR

	Extrapulmonary
	Lymph node
	Negative
	Negative
	Negative
	Positive
	2HRZE + 4HR

	Extrapulmonary
	Meninges
	Negative
	Positive
	Negative
	Not applicable
	2HRZE + 13HR



All cases were diagnosed with tuberculosis through the combination of mycobacterial culture, Xpert MTB/RIF (“GeneXpert”), and histopathology results.  All participants received standard therapy and had clinical and microbiological resolution of disease during the interval of study analysis. Two participants with culture positive pulmonary TB did not participate in the study for the full duration and were not included in the 6-month treatment response analysis.

Supplementary Table S2: Study samples analyzed for global metabolic profiles in children with tuberculosis (“Cases”) and age- and sex-matched healthy controls, by sample collection month, N=121
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Each case was matched by age and sex to two household members of the participants with active TB. Controls were TST/ IGRA negative at enrollment. However, a few converted TST/IGRA or both at 4 / 12monts follow up visits.  N= numbers, mo=months


Supplemental Table S3: Plasma metabolites identified in cases and controls
See attached excel file

Pubchem: Pubchem database (https://pubchem.ncbi.nlm.nih.gov/); KEGG: Kyoto Encyclopedia of Genes and Genomes (https://www.genome.jp/kegg/); HMDB: The Human Metabolome Database (https://hmdb.ca/); CAS: Chemical Abstracts Service Registry (https://www.cas.org/support/documentation/chemical-substances); RI: retention index

Supplemental Figure S1. Heatmap of metabolite abundance among children with (“Case”) and without (“Ctrl”) tuberculosis by month of sample collection
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Rows are clustered by Euclidean distance between normalized row Z-score while columns were ordered by molecular degree of perturbation (“MDP”) within each study group. Metabolite abundance clustered poorly by MDP within each study group.


Supplemental Figure S2. Conditional decision tree analysis for metabolites between children with tuberculosis during (“Case 1”) and after (“Case 6”) successful treatment compared to healthy controls at the time of enrolment (“Ctrl BSL”)
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A) Metabolite plasma concentration values in each heatmap were normalized by Row Z-score, and clustered in columns and rows (two-way hierarchical cluster using Ward’s method). B) Conditional decision tree analysis to discriminate children with tuberculosis at each time point from healthy controls. Analysis identified the best metabolites that could classify children with TB at each time point from controls, which were quinolinate and pyridoxate for each time point, respectively. C) Receiver operator characteristic curves were constructed for each metabolite, with areas under the curve (“AUCs”) of 0.77 and 0.87 at 1 month and 6 months of successful treatment, respectively.
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