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Supplementary Table 1. Effect of varying coverage threshold on sensitivity and specificity of SNP variant calling. AmpliconNoise + CorQ error correction was used on pyrosequences mapping to the env region (~2500nt) from the ten HIV-1 genome control dataset. Different fold coverage values were used as input parameters in CorQ. Sensitivity and specificity of SNP variant detection within this region is calculated for each fold coverage value. 
Supplementary Table 2. Average number of reads and average read length for simulated pyrosequences. Two sets of simulated pyrosequences generated using Flowsim 1[]
 are shown here. The first set (Set 1a, b and c) is comprised of simulated reads generated using a single 1500 nt HIV-1 sequence as the starting template. The second set (Set 2a, b and c) is comprised of simulated reads generated using a 1500nt region located within 28 HIV-1 sequences as starting templates. Simulations were done without additional SNP errors (1a, 2a) and with two different SNP error rates, 0.005 and 0.01 (1b,c and 2b,c).
Supplementary Table 3. Comparison of insertion, deletion and substitution error rates in homopolymeric regions after error correction on simulated pyrosequences. Simulated reads were generated using Flowsim 1[]
 using a single 1500nt HIV-1 sequence as the starting template (Simulated datasets 1a-c). Average insertion, deletion and substitution error rates within homopolymeric regions are shown after correction with no additional SNP errors, and SNP error rates of 0.005 and 0.01.
Supplementary Table 4. Comparison of insertion, deletion and substitution error rates in non-homopolymeric regions after error correction on simulated pyrosequences. The simulated reads were generated in Flowsim 1[]
 using a single 1500nt HIV-1 sequence as the starting template (Simulated datasets 1a-c). Average insertion, deletion and substitution error rates within non-homopolymeric regions are shown after correction with no additional SNP errors, and SNP error rates of 0.005 and 0.01.
Supplementary Table 5. Sensitivity and specificity comparison of error correction and SNP calling algorithms on simulated pyrosequences. Simulated datasets 2a-c was used to compare the sensitivity and specificity of error correction algorithms. Sensitivity measures the proportion of true SNPs present within the HIV-1 templates, and correctly identified as such by the various SNP calling programs. Specificity measures the proportion of true negatives (positions in the gene regions that are invariant) that are correctly identified as such by the compared programs. Note that QuRe failed when used on simulated pyrosequences generated with a SNP error rate of 0.005. * Values from QuRe are shown when the poor coverage regions were excluded from sensitivity analysis and when these regions are included as false negatives during analysis (the latter values are shown in parenthesis). 
Supplementary Figure 1. Average reduction in base quality for indels found in homopolymer and non-hompolymer regions. Reduction in base quality was measured as the average difference in quality between flagged positions with indels and the adjacent columns (See Materials and Methods, Equation 1). Base qualities from uncorrected sequences (raw 454), and sequences corrected with AmpliconNoise and Pyrobayes are shown for indels found in non-homopolymer regions (length of 1) and varying homopolymer lengths. Reduction in base quality is shown for indels within gag (A), env (B), nef (C) and the three genes combined (D). 
Supplementary File 1
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