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Supplementary Tables
Supplementary Table 1. List of the Escherichia coli reference genomes included in the phylogenomic analyses.
	Strain
	Pathotype
	Phylogroup
	Bioproject ID
	Accession number

	55989
	EAEC
	B1
	PRJNA33413
	SAMEA3138229

	042
	EAEC
	D
	PRJEA40647
	SAMEA2272277

	17-2
	EAEC
	A
	PRJNA646864
	SAMN15567421

	536
	ExPEC/UPEC
	B2
	PRJNA16235
	SAMN02604181

	S88
	ExPEC/NMEC
	B2
	PRJNA33375
	SAMEA3138231

	UTI89
	ExPEC/UPEC
	B2
	PRJNA16259
	SAMN00000110

	CFT073
	ExPEC/UPEC
	B2
	PRJNA313
	SAMN02604094

	UMN026
	ExPEC/UPEC
	D
	PRJNA33415
	SAMEA3138233

	IAI39
	ExPEC/UPEC
	F
	PRJNA33411
	SAMEA3138234

	Abbreviations: EAEC, enteroaggregative E. coli; ExPEC, extraintestinal pathogenic E. coli; uropathogenic E. coli; NMEC, neonatal meningitis E. coli




Supplementary Table 2. Description and genomic characteristics of the enteroaggregative Escherichia coli isolates obtained from patients with endemic diarrhea (cases) and asymptomatic individuals (controls).







Supplementary Table 3. Main enteroaggregative Escherichia coli prevalence studies conducted in high-income countries with PCR-based methods.
	Year
	Country
	Study population
	No. of patients (% EAEC positive)
	Association with diarrhea
	Reference

	1997
	Germany
	Children <16 years old
	798 cases (2.0), 580 controls (0)
	Yes
	(Huppertz et al., 1997)

	1999
	UK
	General population
	3,506 cases (4.6), 2,772 controls (1.7)
	Yes
	(Wilson et al., 2001)

	2003
	Switzerland
	Children ≤5 years old
	151 cases (11.9), 91 controls (2.2)
	Yes
	(Pabst et al., 2003)

	
	
	Children >5 years old
	36 cases (2.8), 46 controls (2.2)
	
	

	2005
	USA
	Children <1 year old
	343 inpatient cases (4.7), 362 emergency department cases (10.0), 363 controls (1.4)
	Yes
	(Cohen et al., 2005)

	
	
	Children ≤5 years old
	563 inpatient cases (2.2), 684 emergency department cases (9.2), 486 controls (3.3)
	No
	

	2006
	USA
	General population
	823 cases (4.5), 412 controls (1.7)
	Yes
	(Nataro et al., 2006)

	
	
	Children ≤5 years old
	317 cases (5.0), 56 controls (1.8)
	
	

	2009
	USA
	Adults
	253 cases (7.0), 751 controls (3.0)
	Yes
	(Cennimo et al., 2009)

	2010
	Germany
	General population
	1610 (4.8)
	NA
	(Hardegen et al., 2010)

	2012
	USA
	Children
	254 cases (3.1), 452 controls (0.9)
	Yes
	(Denno et al., 2012)

	2012
	UK
	General population
	874 community cases (1.4), 782 cases presenting to healthcare (1.9)
	NA
	(Tam et al., 2012)

	2015
	Israel
	Children <5 years old
	307 (8.8)
	NA
	(Tobias et al., 2015)

	2015
	USA
	Children <5 years old
	165 (2.4)
	NA
	(Foster et al., 2015)

	2017
	USA
	Children <5 years old
	511 (2.9)
	NA
	(Stockmann et al., 2017)

	
	
	Children 5-17 years old
	578 (2.6)
	
	

	2018
	USA
	Children
	857 cases (2.0), 410 controls (4.0)
	No
	(Imdad et al., 2018)

	2018
	Italy
	Children <5 years old
	1,186 (6.2)
	NA
	(Calderaro et al., 2018)

	
	
	Children 5-14 years old
	530 (5.1)
	
	

	2018
	USA
	General population
	1,887 (5.9)
	NA
	(Cybulski et al., 2018)

	2018
	Denmark
	General population
	10,036 (4.6)
	NA
	(Hebbelstrup Jensen et al., 2018)

	Abbreviations: EAEC, enteroaggregative E. coli; NA, not applicable
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Supplementary Table 4. Genomic characteristics of AAF/IV-harboring enteroaggregative Escherichia coli strains originating from the UK.

Supplementary Table 5. Genomic characteristics of the O3:H2-ST10 enteroaggregative Escherichia coli strains included in the phylogenomic analyses.


Supplementary Figures
Supplementary Figure 1. Phylogenomic analysis of the O126:H27-ST200 enteroaggregative Escherichia coli genomes. A SNP matrix was generated for 28 isolates with CSI Phylogeny 1.4 (https://cge.food.dtu.dk/services/CSIPhylogeny) and the published genome of E. coli strain A41 (GenBank accession no. NZ_CP028735.1) as a reference, according to KmerFinder 3.2 results. The SNP matrix was phylogenetically analyzed with RAxML 8.2.12 (Stamatakis, 2014) with a GTR model. Branch labels indicate support values for 1000 bootstrap replicates. Bootstrap values less than 90 are not shown. Isolates obtained from asymptomatic controls are in bold and indicated by a star. Monophyletic groups of isolates with a median pairwise distance of 20 or fewer SNPs, a bootstrap support of 90 or higher, and some epidemiological evidence supporting episodes of EAEC transmission (Pightling et al., 2018) are coloured in green. The tree scale indicates the distance of 0.001 nucleotide changes per site.

Supplementary Figure 2. Phylogenomic analysis of the O111:H21-ST40 enteroaggregative Escherichia coli genomes. A SNP matrix was generated for 33 isolates with CSI Phylogeny 1.4 (https://cge.food.dtu.dk/services/CSIPhylogeny) and the published genome of E. coli strain ESBL 15 (GenBank accession no. NZ_CP041678.1) as a reference, according to KmerFinder 3.2 results. The SNP matrix was phylogenetically analyzed with RAxML 8.2.12 (Stamatakis, 2014) with a GTR model. Branch labels indicate support values for 1000 bootstrap replicates. Bootstrap values less than 90 are not shown. Isolates obtained from asymptomatic controls are in bold and indicated by a star. Monophyletic groups of isolates with a median pairwise distance of 20 or fewer SNPs, a bootstrap support of 90 or higher, and some epidemiological evidence supporting episodes of EAEC transmission (Pightling et al., 2018) are coloured in green. The tree scale indicates the distance of 0.001 nucleotide changes per site.

Supplementary Figure 3. Phylogenomic analysis of the O92:H33-ST34 enteroaggregative Escherichia coli genomes. A SNP matrix was generated for 27 isolates with CSI Phylogeny 1.4 (https://cge.food.dtu.dk/services/CSIPhylogeny) and the published genome of E. coli strain BR1220 (GenBank accession no. NZ_CP093068.1) as a reference, according to KmerFinder 3.2 results. The SNP matrix was phylogenetically analyzed with RAxML 8.2.12 (Stamatakis, 2014) with a GTR model. Branch labels indicate support values for 1000 bootstrap replicates. Bootstrap values less than 90 are not shown. Isolates obtained from asymptomatic controls are in bold and indicated by a star. Monophyletic groups of isolates with a median pairwise distance of 20 or fewer SNPs, a bootstrap support of 90 or higher, and some epidemiological evidence supporting episodes of EAEC transmission (Pightling et al., 2018) are coloured in green. The tree scale indicates the distance of 0.01 nucleotide changes per site.

Supplementary Figure 4. Phylogenomic analysis of the O3:H2-ST10 enteroaggregative Escherichia coli genomes. A SNP matrix was generated for 9 isolates with CSI Phylogeny 1.4 (https://cge.food.dtu.dk/services/CSIPhylogeny) and the published genome of E. coli strain H3 (GenBank accession no. NZ_CP028732.1) as a reference, according to KmerFinder 3.2 results. The SNP matrix was phylogenetically analyzed with RAxML 8.2.12 (Stamatakis, 2014) with a GTR model. Branch labels indicate support values for 1000 bootstrap replicates. Bootstrap values less than 90 are not shown. Isolates obtained from asymptomatic controls are in bold and indicated by a star. Monophyletic groups of isolates with a median pairwise distance of 20 or fewer SNPs, a bootstrap support of 90 or higher, and some epidemiological evidence supporting episodes of EAEC transmission (Pightling et al., 2018) are coloured in green. The tree scale indicates the distance of 0.01 nucleotide changes per site.
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