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Figure S1. Sliding window diversity of Patient 14 in sputum, culture and culture spiked with negative sputum. Nucleotide diversity (π, y-axis) calculated in sliding windows (10 kb steps, 100 kb windows) across the genome (x-axis) for the culture, composite, and sputum samples from Patient 14. Composite sample contains sequences from Patient 14’s culture sample and ~3,000 sequences from TB negative sputum that passed metagenomic filtering. Culture, composite and sputum pictured in green, purple and blue, respectively. Background contamination does increase nucleotide diversity across the genome, but the patterns produced do not mirror those seen in the sputum sample. 
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Figure S2. Patterns of nucleotide diversity in composite patient sample. Nucleotide diversity (π, y-axis log10 transformed) calculated in sliding windows (10 kb steps, 100 kb windows) across the genome (x-axis) for sputum and culture samples from each patient.
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Figure S3. Patterns of Watterson’s theta in sputum and culture. Watterson’s theta (θW, y-axis log10 transformed) calculated in sliding windows (10 kb steps, 100 Kb windows) across the genome (x-axis, in bp) for sputum and culture samples from each patient.
[image: ]
Figure S4. Patterns of Tajima’s D in sputum and culture. Tajima’s D (y-axis) calculated in sliding windows (10 kb steps, 100 Kb windows) across the genome (x-axis, in bp) for sputum and culture samples from each patient.
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Figure S5. Patterns of fold change in nucleotide diversity across the genome.  Fold change in nucleotide diversity (y-axis log10 transformed) from sputum to culture across the genome (x-axis, in bp) for each patient. Fold change calculated from sliding-window analysis of nucleotide diversity as π per window in sputum/π per window in culture for each patient.   
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Figure S6. Histogram of FST outliers in M. tuberculosis samples. Frequency (y-axis) of FST outliers versus number of patients in which an outlier is present (x-axis). FST outliers identified using Fisher’s exact test (adjusted p-value < 0.01). 
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