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Supplementary Figures

Supplementary Figure 1

Phylogenetic trees of the sequences of differentiated genes that returned at least one hit when
blasted against the H. cetorum genome. The trees can be separated into four main scenarios: (A)
The two ecospecies diverged after the divergence between H. cetorum and H. pylori, but before the
hpAfrica2 branch split (scenario 1). In this scenario, H. cetorum is the deepest branch in the tree
with the next deepest branch separating Hardy and Ubiquitous strains. The position of the
HpAfrica2 branch is variable, likely due to ongoing genetic exchange with other H. pylori
populations which cooccur in the same human populations in Southern Africa 3*. (B) The
divergence takes place after the split with hpAfrica2 (scenario 2). This scenario is similar to (A)
except that H. acinonychis is the second deepest branch after H. cetorum, meaning that human and
primate strains cluster together. (C) Presence of gene flow (scenario 3). In this scenario, there are
distinct Hardy and Ubiquitous clusters, but some Hardy or Ubiquitous strains have the other type.
(D) Variant of scenario 1 but two copies are present. (E) The polymorphism is older than the
divergence with H. cetorum (scenario 4). In this case, the deepest branch of the tree is between
Hardy and Ubiquitous, with H. cetorum clustering with one or other.

SupplementaryFigure 2

ML phylogenetic tree of vacA, based on nucleotide sequences from complete H. pylori genomes
and H. cetorum (AF105407.1). The branches are colored based on their population and the Hardy
strains are represented with a dot. Contrary to the vacA tree that is shown in Extended Data Fig.
10D, this tree was built using only complete genomes (in most of the non-complete genomes, vacA
appears to be highly fragmented due to assembly issues). Only one copy of vacA from H. cetorum
was included as they all clustered on the same branch. The leaves are labeled with strain name, plus
the number of the copy of the gene in that strain (i.e., .1, and if there are more than one copy, .2

and .3). Note that, for the Hardy strains, the copies that are closer to the root (generally one copy
per Hardy strain) are more H. pylori-like than the copies farther away.

Supplementary Figure 3

Phylogenetic tree of ureA sequences for a sample of genomes. (A) For all ureA copies, (B) for
the first copy, which is conserved in all H. pylori strains and (C) for the second copy that is only
present in the Hardy strains and in some of the Ubiquitous strains from the same populations as the
Hardy ones. The strains are colored based on their population, a dot at the end of the branch
indicates a Hardy strain. H. cetorum sequences are also included.

Supplementary Figure 4

Phylogenetic tree of ureB sequences for a sample of genomes. (A) For all ureB copies, (B) for
the first copy that is present in all strains and (C) for the second copy that is only present in the
Hardy strains and in some of the Ubiquitous strains from the same populations as the Hardy ones.
The strains are colored based on their population, a dot at the end of the branch indicates a Hardy
strain. H. cetorum sequences are included.
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Scenario 1: The ecospecies diverged after H. cetorum but before the hpAfrica2 branch split
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Scenario 2: The divergence takes place after the divergence with hpAfrica2
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C Scenario 3: Presence of gene flow,in at least part of the gene
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Scenario 1bis: The ecospecies diverged after H.cetorum but before the hpAfrica2
branch split. Two copies are present
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E  Scenario 4: The polymorphism is older than H. cetorum
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Extended Data Figure 10: Phylogenetic trees of the sequences of differentiated genes that returned at least one hit when blasted
against the H. cetorum genome.
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ML phylogenetic tree of vacA, based on nucleotide sequences from complete H. pylori genomes and H. cetorum (AF105407.1).
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Extended Data Figure 12: Phylogenetic tree of ureA sequences for a sample of strains.
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Extended Data Figure 13: Phylogenetic tree of ureB sequences for a sample of strains.





