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All host transcriptomic gene counts generated through the study and used for the MLC was deposited at https://github.com/UCSF-Wilson-Lab/TB-meningitis-CSF-
classifier (DOI:10.5281/zenodo.6207665). The non-human sequence reads from each sample were deposited at the National Center for Biotechnology Information
Sequence Read Archive (PRJNA773920)

We did not perform a power calculation. We enrolled all eligible patients who presented over a 2 year period.

There were no specific exclusion criteria. Patients had to be HIV positive and present with a clinical syndrome consistent with meningitis to be
enrolled in the study. 1 CSF sample was excluded from the study because it was mislabeled at the recruitment site.

All mNGS results were replicated and confirmed. CSF was re-extracted and pathogens were confirmed using either PCR or repeat mNGS.

Samples were not randomized into the training and test cohort. The first 240 patients who were recruited and had CSF sequencing were
allocated to the training group. The remainder of patients after this time period were allocated into the test group. Sup Table 2 demonstrates
the baseline characteristics of the two groups. We found no differences in demographics or presentation between the two groups and we did
not perform any further statistical measures for control of co-variates between the groups though co-variates were controlled for in the
development of the machine learning classifier.

Once the training cohort was recruited and sequenced, UCSF researchers were then blinded to all clinical information of patients who were
recruited and allocated to the test cohort. Samples were shipped to UCSF and these underwent sequencing and data analysis. Once final
results for the test cohort were determined, the clinical data was unlocked and provided to the UCSF researchers to assess the sensitivity and
specificity of the assay against the current gold standard.




