Sequence data processing

[bookmark: _GoBack]Quality control and filtering of the raw reads were performed using the PRINSEQ-lite PERL script [1] as described in Denonfoux et al. [2]. An additional de-replication step was performed through PRINSEQ-lite for the SHS capture reads. The proportions of 16S rRNA gene sequences were estimated using SortMeRNA [3] with the default parameters (Table 1). Filtered data were then analysed using the Mothur software package v1.36 [4]. First, reads from the different approaches were aligned to the released version 119 of the SILVA small subunit rRNA sequence database [5]. The alignment was trimmed to the shared V4 hypervariable region defined from positions 537 to 686 on the Escherichia coli 16S rRNA gene. This step allowed selecting reads aligning on at least 50 bp to the target region. This first subset was further analysed to compare the three different sequence datasets (two amplicon datasets and one gene capture dataset). In brief, filtered sequences were pre-clustered using a threshold of 2 differences in order to remove sequences that likely contained pyrosequencing errors. Reads were screened for chimeras using UCHIME [6] and individually assigned to SILVA taxonomy (release 119) using RDP classifier [7]. Unassigned sequences and sequences belonging to non-prokaryotic domains, including chloroplasts, mitochondria and Eukaryotes, were removed. In order to avoid variation in power between the methods, random subsampling of sequences from each individual dataset was completed, to normalize the sequence count between datasets. Operational taxonomic units (OTUs) were created using a 3.0 % dissimilarity threshold and a nearest neighbour algorithm ignoring gaps. OTUs accounting for less than 1% of the total number of reads per sample were discarded. Finally, consensus taxonomic assignments of the remaining OTUs were obtained based on the SILVA database. To assess the reliability of each dataset, the same pipeline was applied to the different amplicon datasets individually with no restriction to the hypervariable V4 region.
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