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Abstract: Although antibiotic resistance is a major issue for both human and animal health, very
few studies have investigated the role of the bacterial host spectrum in its dissemination within
natural ecosystems. Here, we assessed the prevalence of methicillin resistance among Staphylococcus
aureus (MRSA) isolates from humans, non-human primates (NHPs), micromammals and bats in a
primatology center located in southeast Gabon, and evaluated the plausibility of four main predictions
regarding the acquisition of antibiotic resistance in this ecosystem. MRSA strain prevalence was
much higher in exposed species (i.e., humans and NHPs which receive antibiotic treatment) than in
unexposed species (micromammals and bats), and in NHP species living in enclosures than those in
captivity—supporting the assumption that antibiotic pressure is a risk factor in the acquisition of
MRSA that is reinforced by the irregularity of drug treatment. In the two unexposed groups of species,
resistance prevalence was high in the generalist strains that infect humans or NHPs, supporting
the hypothesis that MRSA strains diffuse to wild species through interspecific transmission of a
generalist strain. Strikingly, the generalist strains that were not found in humans showed a higher
proportion of MRSA strains than specialist strains, suggesting that generalist strains present a greater
potential for the acquisition of antibiotic resistance than specialist strains. The host spectrum is thus
a major component of the issue of antibiotic resistance in ecosystems where humans apply strong
antibiotic pressure.

Keywords: natural ecosystem; humans; non-human primates; bats; micromammals; strain biodiver-
sity; generalist and specialist strains; antibiotic resistance

1. Introduction

Antibiotic resistance is currently a major problem in public health at the global level
and results primarily from the selection pressure exerted on bacteria by the overuse of
antibiotics [1-3] although natural resistance unrelated to human activity is increasingly
being reported [4-6]. While the use of antibiotics in hospital is well known to be a major
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issue in drug resistance, the use of antibiotics in animals, such as those maintained in
captivity and semi-captivity (e.g., in zoos and parks), for therapeutic use, or food production
(poultry, pigs, and cows) is now considered to be an important factor in the emergence
and spread of drug resistance [7,8]. Although much is known regarding how resistant
bacteria spread in hospitals, i.e., within single host species communities [9,10], the scale
of the problem, and factors that influence the emergence, dissemination and persistence
of antibiotic-resistant bacteria in natural ecosystems where humans are in close contact
with domestic animals or wildlife, i.e., in multi-host species communities [11-14] require
investigation. As bacterial pathogens can cross species barriers, it is critical to understand
the connections between human and animal (domestic and wild) microbiota to manage
this One Health challenge [11,15-17].

In natural ecosystems, an important feature of the problem of antimicrobial resistance
is the host spectrum of the microorganisms [18,19]. Indeed, intuitively, it is reasonable
to assume that, when a species A is exposed to an antibiotic pressure that leads to favor
resistance in its bacterial populations, while a species B is not, then the level of resistance
observed in species B should be higher when resistant bacteria infecting A are able to
cross the A/B species barrier, i.e., are generalist. The strength of selection imposed by the
host ecological community and the cost of being generalist (capable of infecting more than
one host species) or resistant shape the evolution and coexistence of different strategies.
Bacteria evolving in a structured host community might experience a variable antimicrobial
environment across host species. For example, in a two species system with a treated and
an untreated species in close contact and equal proportions, specialist strains (infecting
a single-host species) will suffer strong and low antibiotic pressure, respectively, while
generalist strains will suffer intermediate pressure. In other words, generalist strains suffer
an antibiotic pressure that is the average of the pressures exerted on all the hosts in its
spectrum, and thus are expected to exhibit intermediate levels of antibiotic resistance when
they infect species with different levels of antibiotic exposure. By contrast, specialist strains,
which suffer only the pressure linked to the exposition of their (unique) host species,
may more easily exhibit more extreme (high or low) levels of antibiotic resistance. So,
the microorganism’s host spectrum, which has been largely overlooked in the study of
antimicrobial resistance, may thus be an important trait to consider for characterizing
antimicrobial resistance in natural ecosystems.

In Africa, excessive and inappropriate antibiotic consumption has led to antimicrobial
resistance through a postulated mechanism of antibiotic selection [20,21]. In veterinary
medicine, the observation is the same due to systematic use of antibiotics as preventive and
curative treatment [22]. Among human pathogens of critical priority [21,23], Staphylococcus
aureus is one of the most common in Africa [24]. S. aureus is both a commensal and pathogen
of humans and various mammalian species [25,26]. It is part of the normal skin and nasal
microbiota, with approximately 30% of humans permanently colonized [27]. Symptomatic
infection can occur if there is a breach in the mucosal barrier or skin, which can cause a
wide variety of infections ranging from mild to life-threatening disease, such as bacteremia,
infective endocarditis or thrombophlebitis [28,29]. Mechanisms of the occasional spread
of S. aureus from lesions are not fully understood, although several risk factors have been
identified for the development of sepsis (e.g., age, additional comorbidities [30]. The spread
of methicillin-resistant S. aureus (MRSA; see Supplementary Table S1 for a full list of non-
canonical abbreviations used in the manuscript) has followed the use of different types of
antibiotics over the years and now poses a serious problem in anti-microbial chemotherapy
worldwide [31]. In addition to their increasing prevalence and incidence, MRSA infections
are associated with rising morbidity and mortality, in comparison to methicillin-susceptible
S. aureus (MSSA) infections [10,32,33]. Furthermore, the bacterium has the ability to switch
host [29,34-36] even after long periods of isolation in a single host species [37].

In this study we examine the relationships between host spectrum and antibiotic resis-
tance in S. aureus. To do this, we analyzed the population structure of methicillin-resistant
S. aureus (MRSA) in host populations (humans, non-human primates, micromammals, and
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bats) in the Primatology Center (Centre de Primatologie, CDP) at the Interdisciplinary
Center for Medical Research in Franceville (CIRMF), Gabon (Central Africa). The CDP
offers an ecosystem where species submitted to different antibiotic pressures coexist: hu-
mans are more exposed to antibiotics than NHPs and micromammals (rodents and shrews),
whereas bats are unexposed. Within the NHP species present, an important contrast is
also found in the regularity of treatment, species living in aviaries are under full control of
veterinarians while treatments can be erratic or interrupted for species living in enclosures
because of difficulties in recapturing animals. The ecosystem is also diverse regarding
bacterial characteristics, and, as we will see below, show that both specialist and generalist
strains coexist.

The objective of this study is to take advantage of this natural but human-driven
ecosystem to test predictions (see Material and Methods section) about the frequency of
MRSA strains. To this end, we isolated S. aureus strains from humans, NHPs, bats and
micromammals, typed their spa gene [38], and identified MRSA by amplifying the mecA
gene [39].

2. Material and Methods
2.1. Predictions

Our first prediction (P1) is that humans, then NHPs, the two species that benefit from
medical care, show a higher prevalence of MRSA than bats and micromammals, which are
not directly exposed to antibiotics. The second prediction (P2) concerns repercussions of
the incorrect use of antimicrobials upon the selection of resistant strains. Irregularities in
treatment administration could lead NHP species living in enclosures to exhibit a higher
prevalence of MRSA than NHP species living in captivity (aviaries). Bearing in mind that
many other factors are not controlled, any observed differences between the two groups
could also be due to other mechanisms. The third prediction (P3) examines the link between
the host spectrum and the prevalence of MRSA. Even though we cannot exclude the hy-
pothesis of SCCmec acquisition by non-resistant specialist strains, considering the stability
of MRSA [40], in species not exposed to antibiotic pressure (bats and micromammals),
only the generalist strains infecting exposed species (humans and/or NHPs) should show
significant levels of MRSA. We also expect that, in NHPs and humans, generalist strains
that also infect micromammals or bats will show a lower level of antibiotic resistance
than specific strains. Finally, micromammals are an interesting group because their small
dispersal distance (compared to bats) should constrain the geographical spread of the
bacterium. The prevalence of drug resistance may decrease with distance from a site of
antimicrobial pressure [1] here, buildings housing NHPs or humans. However, the role of
the host spectrum in this phenomenon has not been studied. If drug resistance imposes a
substantial cost on the transmissibility of the bacterium [41], we predict [P4] that being a
generalist strain also impacts the efficacy of its transmission in rodents [42]. To test this,
we test whether three quantities decrease with the distance from NHP installations: (i) the
proportion of MRSA strains in infected individuals; (ii) the proportion of MRSA strains in
individuals infected by generalist strains infecting exposed species; and (iii) the proportion
of generalist strains infecting exposed species in infected individuals. The corresponding
hypothesis for bats, which fly over long distances, was not investigated.

2.2. Host Community Studied and Sampling

The research was conducted during 2013 and 2014 in the Primatology Center (CDP)
of the Interdisciplinaire Center for Medical Research in Franceville, Gabon (CIRMF). The
CDP is located in the city of Franceville in the Haut-Ogooué province, southeast Gabon
(1°37'59"” N/13°34'59" E; Figure 1). The closest habitations are less than 500 m from
the CDP. At the time, the CDP hosted more than 350 NHPs belonging to eight species
including chimpanzees (Pan troglodytes troglodytes), gorillas (Gorilla gorilla gorilla), mandrills
(Mandrillus sphinx) and five other monkey species (Cercocebus torquatus, Chlorocebus aethiops,
Macaca sp., Allochracebus solatus, Cercopithcus cephus). A team of 22 people provided care,
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feeding and monitoring the animals. NHPs are housed in two distinct environments. The
first group of species (M. sphinx, C. solatus and C. cephus) live in forested enclosure of six
hectares whereas the second group (Pan t. troglodytes, Gorilla g. gorilla and other monkeys)
live in large aviaries. Moreover, during the night, frugivorous bats, rodents and shrews
feed on leftover food—in particular bananas—in the feeding areas (4 tonnes of bananas are
received each week at the CDP to feed NHPs).

Primatology Centre (CDP)

Legend

Y + awx

Bats Human Rodents Apes Study site

Figure 1. Location of study site in Gabon. The Primate Center (CDP: 1°37/59"” N/13°34/59" E) is in
the southeast of Gabon.

2.3. Ethics Statement

All protocols (human and animals) concerning this study were approved by the
Gabonese National Ethics Committee (Authorization N°PROT/0020/20131/SG/CNE). All
work (captures, euthanasia and animal handling) was performed following the guidelines
of the American Society of Mammalogists (http://www.mammalsociety.org/committees/
animal-care-and-use, accessed on 14 March 2014). Captured animals were removed care-
fully as soon as possible to minimize injury, drowning, strangulation, or stress.

As recommended by the Gabonese National Ethics and Research Committee for mi-
cromammals and bats, safe euthanasia was practiced through the use of inhalant anesthetic
(halothane). Finally, human samples were collected by the CIRMF medical team based on
the workers of primatology center voluntary participation. All healthy workers participat-
ing in the study provided their own informed written consent.

2.4. Isolation and ldentification of S. aureus

Nasal swabs were collected from the nose of humans, non-human primates, bats and
rodents. For micromammals and bats, we used swabs adapted for small animals. All
samples were streaked on SAID and blood agar plates according to the manufacturer’s
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instructions (bioMérieux, Marcy 1’Etoile, France). Isolates were identified on the basis
of colony morphology, Gram staining, catalase tests, and coagulation tests (SAID, Marcy
I’Etoile, France) and verification was carried out by PCR for the presence of nuc (a species-
specific marker) as described previously [43].

2.5. Spa Typing Analysis

DNA sequencing of short sequence repeats (SSR) of the polymorphic X region of
the protein A gene (spa) was used to type all S. aureus isolates [44,45]. PCR amplification
of the SSR area of the spa gene was accomplished as described previously [45,46]. DNA
sequencing of the PCR-amplified products (150-500 bp) was performed by Eurofins MWG
(Germany). The standard chromatogram files of the forward and reverse sequences ob-
tained from each sample were edited and assembled and spa types were determined using
Ridom StaphType software v.2.1.1 (Ridom GmbH, Wiirzburg, Germany; [47]). All sequences
were verified using the online BLAST database (http:/ /blast.ncbi.nlm.nih.gov/Blast.cgi,
accessed on 17 November 2016). Identified spa types with similar repeat profiles (i.e.,
sharing identical SSR units arranged in an identical order) were clustered into spa clonal
complexes (spa-CCs) using the BURP-algorithm (Staph Type v2.1.1 software, Ridom GmbH,
Miinster, Germany [47]). Spa types shorter than 5 repeats were excluded (because their
information content is limited and no reliable evolutionary history can be inferred) [48,49];
a cluster composed of 2 or more related spa types was regarded as a clonal complexe; a
spa type that was not grouped into a clonal complexe was considered a singleton. Specific
sequence types (STs) were assigned according to spa types reported on the Ridom Spa
Server database (http://spa.ridom.de/spatypes.shtml, accessed on 8 December 2016).

2.6. Amplification of the mecA Gene

DNA was extracted from positive S. aureus samples (amplification of nuc gene by
PCR) using the DNeasy Blood and Tissue Kit (Qiagen, Courtaboeuf, France SAS) according
to the manufacturer’s instructions. The bacterial colony suspension was used as a DNA
template to identify Methicillin-resistant S. aureus by PCR-amplifying the mecA gene,
which encodes the modified penicillin binding protein PBP2a [50].

2.7. Statistical Analyses

To test the P1, differences of proportions in S. aureus carriage and MRSA between
types of hosts (NHPs, humans, micromammals and bats) were assessed using a chi-square
test. If significant, the global chi-square test was followed by a post-hoc analysis comparing
species pairwise using a Bonferroni correction where the p-value (p) is multiplied by the
number of tests.

For the other three predictions, we used a logistic regression model in S. aureus positive
individuals (non-infected individuals were removed from the data set for the analyzes
associated with predictions P2, P3 and P4) with MRSA carriage as a response variable (in
all analyzes but P3b, see below). Cofactors considered were sex (s), age as a categorical
variable (a: young, juvenile and adult for NHPs; juvenile and adult for micromammals and
bats; in humans age was replaced by seniority in the work-place, sw), species (spe, only
for NHPs, rodents and bats), distance from NHP installations (d, only for micromammals),
housing (h, i.e., enclosures or aviaries, only for NHPs) and the degree of generalism (g, a
simplified indicator of the host spectrum).

We classified worker seniority into three groups: people working at the CDP for less
than 5 years, 5-10 years, and more than 10 years. In micromammals, distance from NHP
installations was defined as the minimum distance between the trap where the individual
was captured and the nearest NHP installation (aviary or enclosure). Finally, the degree
of generalism was considered as follows. In humans, due to the small sample size, we
considered only two modalities: a strain was considered specialist when found only in
humans, and generalist otherwise. In NHPs, specialist strains were those infecting only
NHPs. Generalist strains were divided into two groups: those also infecting humans
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(whether or not they infected bats or micromammals; group GH) and those infecting other
species but not humans (group GnH). In bats and micromammals, two groups were also
separated: strains only infecting untreated species (micromammals and bats; group GnE)
and those also infecting humans or NHPs, i.e., at least one of the two species that are
directly exposed to antibiotics (group GE).

For P2, on NHP MRSA data, we started by choosing the set of correcting cofactors.
From the model s*a+g, we selected models using the Akaike Information Criterion (AIC) as
recommended by Burnham and Anderson [51], and retained the submodel with the lowest
AIC score. This allowed us to retain a limited combination of correcting cofactors that have
a good predictive power. Then, species (spe) was added to the model as a random effect.
Housing was then added to the model and its effect was tested using a likelihood ratio test
(LRT).

For P3, in humans and NHPs, MRSA data were considered separately. We first
performed an AIC procedure on submodels of a full model (s*sw in humans, s*a+spe in
NHPs and bats, and s*a+spe+d in micromammals) to select a combination of correction
cofactors in each data set. From the selected model, variable g was introduced into the
model and parameters associated with this variable were estimated together and tested
equal to zero, the modality “specialist” of variable g being taken as the intercept—so the
estimated parameters quantify the difference in the probability (quantified by the odd
ratios) of the acquisition of resistance between specialist and generalist strains (according
to their host spectrum).

For P4, on micromammal MRSA data, we first performed an AIC procedure on the
submodels of s*a+spe to select a combination of correction cofactors. Then, distance (d)
was added to the model and its associated coefficient was estimated using a maximum
likelihood procedure. The significance of the estimated coefficient was not tested because,
from a biological point of view, it is not relevant. Indeed, even if we assume no cost
of resistance, the flow of entry of resistant strains with the micromammal population is
asymmetric since it is highly likely that most of these strains enter the micromammal
population from buildings housing NHPs or humans.

In this first analysis associated with P4 (analysis P4a), the estimate of the coefficient
associated with d evaluates how the frequency of resistant strains changes with the distance
from human installations. Host spectrum was neglected here intentionally, to see what we
would have concluded had we neglected this variable.

Because most resistant strains in our data set are also GE strains (see results for P3),
we then considered whether the change of resistance frequency with distance from human
installations was most attributable to changes in the frequency of GE strains or in the
frequency of resistant strains among GE strains. To disentangle the two phenomena, we
performed the same analysis using (i) the full data set with the variable GE (that equals
1 if the strain is GE and otherwise 0, i.e., if the strain is GnE or S) as a response variable
(analysis P4b). The estimate of the coefficient associated with d in this model informs us as
to how the frequency of GE strains changes with d and (ii) a restricted data set considering
only GE strains with MRSA carriage as a response variable (analysis P4c). The estimate of
the coefficient associated with d in this latter model informs us as to how the frequency of
resistant strains changes with d in GE strains.

For analyzes P4b and P4c, we performed the same preliminary AIC procedure (on
the submodels of s*a+spe) to select a combination of correction cofactors, then added
distance (d).

Statistical analysis was performed with R software v3.1.0. All statistical tests were
performed with a 5% type 1 risk. For each group of species, coefficient estimates of the
model presenting the lowest AIC of all potential combination of cofactors considered is
presented in Supplementary Tables S3 and S4.
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3. Results
3.1. Prevalence of S. aureus in the Host Community

1180 different individuals were sampled (39 humans, 580 NHPs, 141 bats and 420 mi-
cromammals). All the 1180 nasal swabs collected were examined, and 474 were identified
correctly as containing S. aureus (Supplementary Table S2). Globally, the proportion of
positive individuals on nuc-PCR was 46% in humans, 46.6% in NHPs, 41% in bats and
30.5% in micromammals (Supplementary Table S2; Figure 2a). No significant differences
between humans and NHPs (p = 1), between humans and bats (p = 0.705) or between
humans and micromammals (p = 0.067) were detected (Table 1). No significant differences
were observed between NHPs and bats (p = 0.287). However, NHPs were significantly
more infected than micromammals (p = 0.02 x 10~10) (Table 1).

0.9 a b
0.8 1
0.7 09r
0.8
0.6 0.7
U>b'5 " 5 0.6
c c
Boat g osf
=3 T 04t
Los3 o -
. L o03r
0.2
0.2
0.1 ol IL ]
.f el f Ca » o f&r 0 %0 BN g © s
« « & &
L4 & & & Humans NHPs Micromammals Bats
Humans NHPs Micromammals Bats

Figure 2. Difference in S. aureus and MRSA carriage between four different groups of species. (a)
Prevalence of S. aureus (dark gray) and relative prevalence (among individuals infected by S. aureus)
of MRSA (light gray) carriage in four groups of hosts; (b) Relative prevalence of MRSA carriage in
groups of hosts according to host spectrum. Strains are separated according to whether they are
specialists (S, dark gray) or generalists (G, light gray). In NHPs, generalist strains were separated
into two groups: those that also infect humans (strains GH) and those that do not (strains GnH). In
micromammals and bats, generalist strains were separated into two groups: those that also infect
exposed hosts (humans and/or NHPs, strains GE) and those that do not (strains GnE).

Table 1. Comparison of S. aureus and MRSA carriage between host type species by chi-square test or
Fisher’s exact test.

Host N° Isolates p
Positive Negative N Human NHPs Bats Microm.
Humans 18 21 39 - 1 0.705 0.067
S aureus NHPs 270 310 580 - - 0.287 0.02 x 10710
carriage Bats 58 83 141 - - — 0.15
Microm. 128 292 420 - - - —
Global comparison Chi-square = 26.89 df=3 p-value = 6.2 x 1076
Humans 12 6 18 - 0.016 0.008 0.008
wey Mmoo w o e
carriage . ats - N N i
Microm. 20 108 128 - - — -
Global comparison Chi-square = 24.61 df=3 p-value = 1.8 x 1075

Significance of the global chi-square test was followed by a post-hoc analysis comparing species pairwise using
a Bonferroni correction where the p-value is multiplied by the number of tests. The abbreviation ‘Microm’.
represents micromammals and MRSA represents methicillin resistance among S. aureus (MRSA).
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3.2. Spa Typing

The number of identified repeats ranged between 1 (t693, t779, t1781) and 11 (t148,
112895, t15967). Eight spa types were excluded due to their low number of repeats (<5).
BURP analysis resulted in two spa-CCs that have been described previously (CC2546 with
2 spa types grouping 20 isolates, CC15941 with 2 spa types grouping 48 isolates in generalist
and specialist strains, respectively). The other isolates were identified as singletons (7 spa
types among generalist strains and 16 spa types among specialist strains, representing 130
and 103 isolates, respectively), or as groups with no founder (2 for generalist strains and 10
for specialist strains, representing 32 and 70 isolates, respectively) (Tables 2 and 3).

Table 2. Generalist spa types. Spa type shared between different hosts and classified according to
antibiotic-exposed (Humans and NHPs) and -unexposed species (micromammals and bats). Each
S. aureus spa type is indicated with associated ST (Specific Sequence type), spa cluster analysis
(CC = clonal complex), the spa profile (SSR = Short Sequence Repeats), the number of strains per
species infected, with the number of MRSA strains amongst them in brackets. In bold, the new strains
described in this study and reported to the Ridom SpaServer website (http://spa.ridom.de/spatypes.
shtml, accessed on 18 January 2017). Spa types with less than 5 repeats were not analyzed. The
abbreviation ‘Microm.” stands for micromammals.

Spa CC SpaType  Associated ST  SSR Profile Hosts Total
Exposed Species Unexposed Species
NHPs Human Microm. Bats
t2546 None 04-12-17-20-17-12-17-17  1(0) 4(1) 5(1)
2546 -20-12-17-20-17-12-17-
t056 ST101 5)471 20-12-17-20-17-12-17 6(3) 9(5) 15(8)
t537 None ?;‘23'12'21'12'20'17'12' 9(1) 1(0) 10(1)
15942 None 08-13-17-20-17-25-17-13  17(12) 5(3) 22(15)
388-12-17-12-17-12-17-
. 115969 None 174-16-13 11(0) 1(0) 12(0)
Singleton
08-34-02-43-34-43-43-16-
t5017 None 02-17-83 13(4) 10(6) 3(1) 26(11)
t189 ST188 07-23-12-21-17-34 20(8) 3(3) 23(11)
t939 None 04-16-34-12-34-12 3(3) 15(6) 4(2) 22(11)
t1458 None 121-21-17-17-23-24 1(0) 10(0) 4(1) 15(1)
07-23-12-34-34-12-12-23-
t084 ST15-ST18 02-12-23 18(3) 1(0) 19(3)
No founder
t355 ST152/377/1633 g;:?g'12'17'16'16'33'31' 7(4) 4(3) 2(1) 13(8)
Not t1781 None 26-16-16 12(0) 1(0) 13(0)
analysed t5725 ST72 121 2(1) 1(1) 3(2)
Total 13 93(36) 12(9) 68(17) 25(10) 198(72)
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Table 3. Specialist spa type. Spa type isolated from one species only and classified according to
antibiotic-exposed (Humans and NHPs) and unexposed species (micromammals and bats). Each
S. aureus spa type is indicated with associated ST (ST = Specific Sequence type), spa cluster analysis
(CC = clonal complex), the spa profile (SSR = Short Sequence Repeats), the number of strains per
infected species, with the number of MRSA strains amongst them in brackets. In bold, the new strains
described in this study and reported to the Ridom SpaServer website (http://spa.ridom.de/spatypes.
shtml, accessed on 18 January 2017). Spa types with less than 5 repeats were not analyzed. The
abbreviation “microm.” stands for micromammals.

Exposure to

Antibiotics Characteristic of spa Type Number Host
Spa CC Spa type Associated ST SSR profile
13661 None 26-17-17-02-17-12-12-17-16-16 12(0) NHP
15941 15961 - 26-17-17-02-17-12-12-16 18(3) NHP
15941 - 26-17-17-02-17-12-12-16-16 17(7) NHP
t122 - 08-16-02-16-02-25-17-24-24 1(1) Human
1148 - 07-23-12-21-12-17-20-17-12-12-17  10(4) NHP
t186 ST88 07-12-21-17-13-13-34-34-33-34 3(2) Human
t359 - 07-23-12-21-17-34-34-33-34 10(1) NHP
Singletons 5132 - 08-16-02-16-13-13-17-34-16-13 1(0) Human
Exposed species 17368 - 03-22-31-34-17 13(5) NHP
6980 - 26-16-34-33-13 1(0) NHP
15940 - 121-12-12-34-22 30(3) NHP
t318 ST30 15-12-16-16-02-16-02-25-17-24 13(2) NHP
11848 - 15-12-17-16-02-16-02-25-17 1(0) Human
16031 - 121-34-22-31-34-17-34-17 2(1) NHP
No founder
6940 - 11-10-17-34-22-25 1(0) NHP
1476 - 11-10-17-34-24-34-22-25 6(1) NHP
15943 - 121-34-34-22-31-34-17-34-17 34(16) NHP
Not analysed t605 - 07-23 1(0) NHP
Total Exposed 174(46)
2546 11341 - 26-30-17-34-17-17-16-12-17-16 1(1) bat
094 - 07-23-12-34-34-12-12-23 6(0) microm
t3464 - 07-23-02-12-23-02-02-34 9(0) microm
15195 - 388-76-76-12-687-174-16-16-17 1(0) bat
15962 - 121-16-25-16-12-16-13-25-17 1(0) bat
Singletons t15963 - 388-12-174-174-16-13-16-13 1(0) bat
15964 - 391-76-76-12-76-174-16-337-17 3(0) bat
15967 - 26-349-34-23-96-58-34-82-82-82-24  4(0) bat
Unexposed 115973 - 26-17-20-17-17-16-16 9(0) microm
species 15968 - 07-56-12-17-16-16-33-31-414-12 6(0) bat
t002 ST5; ST231 26-23-17-34-17-20-17-12-17-16 15(1) microm
No founder 173 - 07-23-17-13-17-20-17-12-17-16 1(0) microm
112895 - 621-23-12-34-34-12-12-23-02-12-23  5(1) bat
t586 - 26-16 7(1) microm
t693 - 7 4(0) microm
Not analysed t779 - 8 4(1) bat
15972 - 08-21-21-33 7(1) microm
15966 - 26-12-25-17 4(0) bat
Total Unexposed 88(6)
Total All 36 262(52)
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3.3. S. aureus Population Structure and Distribution among Hosts

In total, 474 sequences were examined of which 14 were unusable because of their
bad sequence quality. Forty-nine different spa types were identified from the remaining
460 isolates. The distribution of S. aureus strains among host species and their characteristics
are given in Tables 2 and 3. Globally, 198 isolates representing 13 spa types were shared
between different hosts (generalist strains, Table 2) and 262 isolates representing 36 spa
types were isolated from one species only (specialist strains, Table 3). Four specialist spa
types in humans corresponded to 6 isolates, 14 in NHPs corresponded to 168 isolates (13
from P. t. troglodytes, 34 from Macaca sp., 118 from M. sphinx and 1 from G. g. gorilla,
C. solatus and C. aethiops), 10 in bats corresponded to 30 isolates (2 from E. helvum, 22
from E. franqueti, 5 from H. monstrosus and 1 from R. aegyptiacus) and 8 in micromammals
corresponded to 58 isolates (8 from L. striatus, 9 from L. nudicaudus, 22 from M. musculus,
8 from Praomys sp., 10 from R. rattus and 1 from shrew). Thirteen spa types were shared
between two or three host species: NHPs and humans (t537, t189), NHPs and bats (2546,
115942, t5725), NHPs and micromammals (t056, t084), micromammals and bats (15969,
t1781), NHPs, humans and bats (t355), NHPs, micromammals and bats (t5017), humans,
micromammals and bats (t939) (Table 2).

3.4. Testing the Four Predictions for MRSA Carriage

Our first prediction (P1) was that the prevalence of MRSA is higher in species benefit-
ing from medical care (humans and NHP) than in bats and micromammals. Consistently,
we found significant differences in MRSA carriage between the four groups of species
(p=18x 1075, see Table 1). MRSA prevalence was significantly higher in humans (67%,
95% confidence interval: [41%; 86%]) than in the three other groups of species. Prevalence
was then the highest in NHPs (30%, 95% CI [24%; 36%]), then in bats (22%, 95% CI [13%;
36%]), and lowest in micromammals (16%, 95% CI [10%; 23%]) (Figure 2a).

Our second prediction (P2) was that NHP species living in enclosures in which an-
tibiotic protocols are harder to follow exhibit a higher prevalence of MRSA carriage than
those living in captivity (aviaries). We kept the degree of generalism (g) as well as the
multiplicative effects of age (a) and sex (s) as correction factors (Table S3) to test the dif-
ference in MRSA carriage between species living in enclosures and aviaries (Table 4). The
difference between the two classes of housing was significant (p = 0.01) and the estimated
coefficient supported the prediction that individuals living in enclosures show the highest
rate of MRSA carriage (OR = 3.19 [1.51 to 6.75]) (Table 4).

Table 4. Likelihood ratio test testing prediction P2 by investigating the link between MRSA carriage
and housing in NHPs. The abbreviation ‘spe” represents species, ‘a’ represents age, ‘s’ represents sex,
and ‘g’ represents generalist strains.

. . Coefficient Odds Ratio
Investigated Effect Base Model Chi-Square Df p [95% CIJ [95% CIJ
Housing a*s+g + (11spe) 6.74 1 0.001 1.16[0.41;1.91]  3.19[1.51; 6.75]

(enclosure vs. aviaries)

The base model was determined using an AIC procedure (Supplementary Table S3).
The modality ‘aviaries was taken as the reference class of the ‘housing’ variable, so the
odd-ratio gives the increased risk of MRSA carriage in individuals living in enclosures
compared to individuals living in aviaries.

Our third prediction (P3) was that the prevalence of MRSA carriage is linked with host
spectrum. Most specifically it is higher when the spectrum includes exposed species and
lower when it includes non-exposed ones. Consistently, MRSA carriage was significantly
linked to the host spectrum in NHPs, bats and micromammals (Table 5, Supplementary
Table S4 and Figure 2b). In humans the link was not significant. In NHPs, both generalist
strains (GH: OR = 2.5 [1.02; 6.17] and GnH: OR = 2.33 [1.09; 5]) were more resistant than
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specialist strains. In bats, MRSA carriage was much higher in generalist strains infecting
host species exposed to antibiotics (GE: OR = 6.89 [1.65 to 28.78]) than in specialist strains.
A similar pattern was observed in micromammals (GE: OR = 10.05 [2.67; 37.82]).

Table 5. Testing prediction P3 regarding the link between host spectrum (variable g) and the risk of
MRSA carriage.

Host

Base Model

Odds Ratio

Strain Estimate Std. Error z 14 [95% CI]
(]

Humans

HO

Generalist 0.44 1.14 0.38 0.69 1.55[0.16; 14.44]

NHPs

a+s+spe

GH 0.92 0.46 2.01 0.04 2.5[1.02; 6.17]
GnH 0.85 0.39 2.19 0.03 2.33[1.09; 5]
Generalist (any) 0.87 0.33 2.63 0.08 2.38 [1.26; 4.53]

Bats

HO

GE 1.93 0.73 2. 61 0.009 6.89 [1.65; 28.78]
GnE —00 NA NA 0.99 NA
Generalist (any) 1.79 0.73 245 0.01 5.98 [1.43; 25.03]

Microm.

GE 2.31 0.68 3.41 0.0006 10.05 [2.67; 37.82]
GnE NA NA NA NA NA
Generalist (any) 1.717 0.663 2.59 0.0096 5.53 [1.51; 20.43]

The base model was determined using the procedure presented in the Methods section (see Supplementary
Table S4 for calculation details). In NHPs, generalist strains were divided into two groups: those also infecting
humans (together with bats and/or micromammals or not, group GH) and the others in which humans were
not found as infected hosts (group GnH). In bats and micromammals, strains infecting only other unexposed
species (micromammals and bats, respectively, group GnE) were separated from those also infecting humans
and/or NHPs (exposed species, group GE). In all (groups of) species, specialist strains are used as the reference
class, so the odds ratio quantifies how the risk of presenting methicillin resistance is increased in generalist strains
compared to specialist strains. ‘Microm.” represents micromammals, ‘spe’ represents species, ‘a’ represents age, ‘s’
represents sex, and ‘d” represents distance. NA = Not applicable.

Finally, our last prediction (P4) was that the frequency of MRSA carriage in micromam-
mals decreases with the distance to human installations, a phenomenon that could be also
partly due to the decay of generalist strains. We estimated the intensity of the link between
MRSA carriage and distance (d) from a NHP installation for micromammals (analysis
P4a, host spectrum neglected in this analysis) with no correction factors (Supplementary
Table S3). After adding d to the base model, the associated coefficient revealed a negative
link between d and the prevalence of MRSA (for each 100 m increase in d, odds ratio = 0.59
[0.38; 0.92], Table 6). This decrease is substantial, but individuals infected by resistant
strains were still found more than 300 m from NHP installations (Figure 3a)

Table 6. Testing prediction P4 by estimating the coefficients linking d (the distance from human
installations) to (i) MRSA carriage in all infected micromammals (analysis P4a); (ii) GE strain carriage
in all infected micromammals (analysis P4b) and (iii) MRSA carriage in individuals infected by GE
strains (analysis P4c).

Investigated
Effect

Group of Response Odd-Ratio

Infected Hosts Variable

Analysis Base Model Coefficient [95% CI] [95% CI]

Distance from
human
installation

Microm.: all MRSA carriage Pda HO —0.0052 [—0.0096; —0.008]  0.59 [0.38; 0.92]

GE strain

Microm.: all P4b S —0.0030 [—0.0061; 0.0002]  0.74 [0.54; 1.02]

carriage

Microm.: GE MRSA carriage P4c HO —0.0033 [—0.0083; 0.0017] 0.72[0.44; 1.19]

In each case, the base model was determined with an AIC procedure (Supplementary Table S3). The odds ratios
were defined by the exponential of a hundred times the coefficient, giving the increase (more accurately the
decrease since the OR is below one) in the risk of MRSA (or GE strain) carriage in micromammals for each 100 m
augmentation in the distance from a NHP installation. The abbreviation ‘Microm.” represents micromammals.
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Figure 3. Effect of the distance (in meters) from NHP installations (x-axis) in micromammals on
(y-axis) (a) the proportion of individuals carrying MRSA strains among individuals infected by S.
aureus; (b) the proportion of GE strains among individuals infected by S. aureus and (c) the proportion
of individuals carrying MRSA strains among individuals infected by GE strains.

Since most MRSA strains in micromammals (17/20) were generalist strains also infect-
ing exposed species (GE strains), the decay in the proportion of MRSA strains in infected
individuals with distance to PHN installations (Figure 3a) could also be due to a decrease
in the frequency of GE strains in infected individuals with distance from NHP installations.
This was indeed the case (Figure 3b). To quantify the importance of the decay in the
proportion of GE strains in infected individuals, we performed analysis P4b. We kept sex
as a correction factor (Supplementary Table S3) and found that for each 100 m increase in
distance from a NHP installation, there is an odds ratio for GE strains in infected individu-
als of 0.74 ([0.54; 1.02], Table 6). In GE strains, the decay of the frequency of MRSA strains
with d was quite similar (Figure 3c and analysis P4c: odds ratio for each 100 m increase in
d =0.72[0.44; 1.19], no correction factor, see Supplementary Table S3).

4. Discussion

Few studies of primatology have focused on NHPs in sanctuaries and in general
studies have been limited to interactions between humans and NHPs [34,52]. The pri-
mary originality of our study was to analyze S. aureus population structure and antibiotic
resistance in a broader ecosystem context composed of phylogenetically distant hosts:
humans, NHPs, bats and micromammals living in proximity in a primatology center in
Gabon. The second originality was to include host spectrum as a potential critical factor for
understanding the distribution of MRSA strains among hosts dwelling in this ecosystem.

4.1. MRSA Strain Prevalence

The prevalence of S. aureus in our human population is quite high (46%) but consistent
with other data for Africa. The prevalence of S. aureus in humans is variable both within
(e.g., from 2 to 52.6% in Kenya) [53] and between countries in Africa, and can be as high as
63.1% in Eritrea [54]. Differences in the characteristics of specific study populations, the
type of specimens collected, types of healthcare facility and methodological differences
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are well known factors that explain variability in S. aureus prevalence [54]. Our study also
found a high rate (66.7%) of MRSA colonization among humans. Similar values are found
in other countries in Africa (up to 82%, Falagas et al. 2013), but generally in caregiver and
patient populations [55,56]. The high prevalence of MRSA in our study can be explained
in two ways. (i) Firstly, by the lack of regulation of antibiotic consumption in Gabon, like
in other African countries [55-57], where antibiotics can be purchased without medical
prescription. (ii) Secondly, our sample is a small group of workers in the CIRMF who spend
most of their working time together, and, because they usually work with non-human
primates are generally afraid of being infected by a zoonotic disease. They commonly
self-medicate by consuming antibiotics at the slightest fatigue (B.N., personal observation).

The most prevalent MRSA isolates in previous studies in Gabon were t084 (5T15) and
t355 (ST152) isolates. t084 isolates made up 35% of all isolates responsible for S. aureus car-
riage in inhabitants of Lambaréné and surrounding villages (500 km from Franceville) [58].
In another study, performed in Foumagou (244 km from Franceville), ST15 strains colonized
30% of mothers and 25% of their children and ST152 strains colonized 25% of mothers
and 22% of their children [59]. In NHPs, the diversity of S. aureus carriage has never been
explored in Gabon, although ST15 and ST152 strains have been previously detected in a
limited number of animals (domestic animals and Cephalophus sp. [34,60]. In our study,
these isolates were not as highly prevalent in humans as they are in animals, but we found
that ST15 strains were generalist in NHPs and micromammals, and ST152 strains were
generalists in humans, NHPs and bats.

Focusing on MRSA clones, hospital-associated clones, such as ST239 and ST241,
have been previously described in nine African countries [61-63], but not in our study.
Community-acquired MRSA clones usually harbored PVL genes (one of the important
virulence factors of S. aureus) more frequently than hospital-acquired MRSA clones [61,64].
The MRSA “African clone’” ST88 (t186), which is highly prevalent in West, Central, and
East Africa as well as Madagascar [61], does not harbor PVL genes. This clone has been
significantly associated with S. aureus infections in Gabon (5 isolates were found in pygmy
populations [65] whereas the prevalence of this clone is very low (only one patient in the
study of Ateba Ngoa et al. [58]. We found this clone in only 2 humans, and not in animals.

The most prevalent generalist S. aureus strains were ST188 (t189), t939, t5017, t15942,
and t084 (Table 2), the last four of unknown ST. The strain t15942 was found in 17 NHPs
and 5 bats, but not in humans. Importantly, 15 of the t15942 strains collected (68%) were
MRSA, suggesting circulation of a MRSA clone in animals. Regarding specialist strains, the
most prevalent strain with the highest proportion of MRSA (47%) was t15943 (Table 3), of
unknown ST. This strain was found in 34 NHPs. Further studies are needed to determine if
this strain is a new clone as well as its epidemic potential, not only in each animal species
but also between animals and humans.

4.2. Antibacterial Drug Pressure and the Importance of the Host Spectrum

MRSA strains were found in all groups of host species. In line with prediction P1,
MRSA prevalence was significantly different between host groups of species, resistant
strains being more prevalent in humans. However, surprisingly, we found relatively high
prevalence of MRSA in bats and micromammals, two taxa that are not exposed to antibiotic
treatment. The host spectrum could well be the explanation for these results.

In the two unexposed (bats and micromammals) groups of species, resistance carriage
was very low in specialist strains (Table 3) and absent in the generalist strains that were not
found in exposed species (i.e., humans and NHPs: GnE) (t1781 and t 15969, Table 2 and
Figure 2b). Conversely, resistance prevalence was high in the generalist strains that were
able to infect humans or NHPs (GE), at rates that were comparable to what is observed
in NHPs (Table 5 and Figure 2b). This result shows the important role of antibiotic pres-
sure in resistance acquisition. If human-driven selection for antibiotic resistance through
environmental contamination occurs (some specialist strains of micromammals and bats
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carried resistance genes, but resistance could also have been acquired through horizontal
gene transfers from resistant generalist strains), its impact is much lower.

If we combine these two unexposed species, of the 33 MRSA infected individuals, 5
(15%) were carrying a strain classified as specialists. The most straightforward explanation
for this result is a misclassification of the host spectrum of these strains. Here we considered
a strain to be specialist when it was not found in any other species, but, of course, not
finding it does not mean it does not exist. So, these strains could be misclassified generalists.

In micromammals, we assumed that contact points with human installations repre-
sented hotspots of MRSA strain acquisition. For characters that imply a gain of function
for a parasite (such as antibiotic resistance or generalism), it is quite common (and rea-
sonable) to assume that the acquisition of the function is associated with a reduction of
fitness (e.g., of transmissibility) in conditions where this function is not useful [66]. As a
result, we expected the frequency of MRSA strains to decrease with distance from human
installations. Such a phenomenon has been observed for the anthropogenic exposure of E.
coli to ticarcillin (B-lactams) [1].

Such decay was also observed in our study (although not statistically tested), but,
more interestingly, it was relatively slow. MRSA strains were still found with a non-
negligible frequency in micromammals > 300 m away from human installations. One
possible explanation could be that contact points with human installations are not be the
only places where MRSA transmission occur. For example, wastewater might transport
antibiotics and the bacteria over hundreds of meters from the place of use [13,67] or
contaminated bats could have contacts with micromammals inside the forest. This latter
explanation seems unlikely in our case because we did not observe any MRSA strains
infecting both rodents and bats.

In contrast, it is also possible that the distance at which we observed MRSA infected
micromammals simply translates fitness costs. In this case, the relatively slow decay of
the prevalence of resistance strains with distance could suggest that the fitness reduction
of resistant strains is not particularly large with the result that they continue to spread
between individuals before finally fading out.

In addition, because almost all resistant strains are generalist—and yet have no clear
advantage far from human installations because only one host is present—the decay in
MRSA prevalence with distance from human installations could also arise from the decay
of GE strains with distance. This was indeed the case, and we observed that the decay of
MRSA strain prevalence with distance from human installations appeared to be attributable
to both a decay in the prevalence of generalist strains and to that of resistant strains among
generalist strains in roughly equivalent proportions.

Our work has important limitations. In particular, the determination of the host
spectrum is uncertain. We already discussed the fact that finding a strain in only one host
species is not a definitive argument to declare it a specialist. In addition, spa typing is
not sufficiently discriminative to follow the dissemination of strains when they spread
between humans and animals. However, we believe that introducing our (imperfect)
estimation of host strain spectrums in our analysis brought interesting insights that raise
important questions. For example, how strongly are resistant strains counter-selected once
antibiotic pressure is released? Since the transmission of resistant strains could be due to
the inter-species transmission of generalist strains to some extent, what is the relative cost
of generalism compared to that of resistance once both antibiotic pressure and inter-specific
transmission opportunities are released?

The results we have discussed up to this point are consistent with our predictions.
This means that the picture thus far is consistent with the intuitive ecological view we have
about the spread antibiotic resistance between exposed and unexposed species. However,
NHPs show a more intriguing scenario. In NHPs, MRSA carriage was significantly higher
in species living in enclosures than in aviaries, supporting prediction P2. The interpretation
of this result is not straightforward because the living conditions of individuals differ
between the two environments, so many factors may explain this phenomenon. Contrasts
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in the regularity of treatment administration between the two groups may explain these
differences (NHPs in enclosures are less accessible to regular veterinary care following an
infection than those in aviaries), which raises the question of the importance of applying
the correct antibiotic regimen to limit the spread of resistance strains [68].

Regarding host spectrum, we had little a priori knowledge of the impact of generalism
on the spread of MRSA in NHPs. Spreading through human hosts could be an additional
source of resistance acquisition. Thus, MRSA carriage could be higher in generalist strains.
But resistance in generalist strains could also be counter-selected through the spreading of
S. aureus in bats and micromammals. Generalism may thus also reduce MRSA carriage.

To understand the link between host spectrum and MRSA, we separated generalist
strains found in NHPs according to whether they were also found in humans or not.
Generalist strains infecting humans were significantly more resistant than specialist strains,
which was consistent with what we expected. However, strikingly, generalist strains
that were not found in humans were also more resistant than specialist strains (Table 5
and Figure 2b). This result is highly counter-intuitive because, while spreading to bats
or micromammals, the release of antibiotic pressure should have decreased the level of
resistance. At best, generalist strains that were not found in humans should have had the
same level of resistance as specialist strains. This result may suggest that generalist strains,
beyond the pressures imposed by their ecological trajectory (in terms of host species),
are more prone to acquire resistance to methicillin. One possible hypothesis is that they
are more adaptable than specialist strains. This hypothesis makes sense with regard to
the ecological constraints imposed on these strains. Generalist strains, when they change
host, need to adapt to a new environment. Thus, these strains may be more ‘adaptable’
to antibiotic pressures, for example through faster acquisition of resistance or decreased
associated fitness cost. Interestingly, bacteria using a generalist strategy are structurally
different to specialist strains [69]. These structural differences may be important in the
acquisition of resistance. For the moment this hypothesis remains speculative, but, if true,
it could have important epidemiological implications. If generalist strains are more prone
to acquire antibiotic resistance, antibiotic pressure could be an important factor for bacterial
transmission between species by favoring strains with a broader host spectrum. Thus, for
example, the treatment of livestock could, indirectly, leads to an increased risk of bacterial
transmission to humans [70].

5. Conclusions

This study demonstrates the interest of considering host spectrum as a fundamental
trait to better understand the problem of drug resistance in multi-host species ecosystems.
In terms of conservation, the results show that sanctuaries such as the Primatology Center
can promote the transmission of S. aureus strains between host species and that drug resis-
tance can be spread to non-treated species. This can have consequences for the effectiveness
of antibiotics in human and animal health. In sanctuaries or conservation programs, the
application of specific procedures is required to limit the spread of antibiotic resistance. The
guidelines presented by the IUCN (International Union for Conservation of Nature) [71])
and GRASP (Great Apes Survival Partnership) should move in this direction. Regarding
human health, many ecosystems involving treated and untreated species arise from the
husbandry of animals by humans (zoos, public parks, stock farms, etc.) everywhere in
the world. Research is needed to understand the role of animal biodiversity and the spec-
tra of hosts in the spread and persistence of antibiotic resistance in such anthropogenic
ecosystems.

Supplementary Materials: The following supporting information can be downloaded at: https:
/ /www.mdpi.com/article/10.3390 /microorganisms11020393/s1, Table S1: List of abbreviations;
Table S2: Species sampled, S. aureus and MRSA strains; Table S3: Generalized linear model (GLM)
tested to explain observed variation in MRSA carriage in infected hosts, as well as GE strains carriage
(in micromammals for prediction P4); Table S4: General Linear Models (GLM) for prediction P3 in
different host groups comparing generalist and specialist MRSA strains.


https://www.mdpi.com/article/10.3390/microorganisms11020393/s1
https://www.mdpi.com/article/10.3390/microorganisms11020393/s1

Microorganisms 2023, 11, 393 16 of 19

Author Contributions: Conceptualization, B.N. and D.P; validation, B.N., ER., L.A.B. and D.P;
formal analysis, B.N., D.F, D.P, C.C,, C.A,, YO.N,, L.A.B. and T.F; investigation, B.N., T.-A.T.
and L.A.B.; writing—original draft preparation, B.N., D.F. and D.P,; visualization, B.N., D.E, J.PR.,
FER, D.OE, SED., YON. HM, N.D.M,, AM.,, T.-A.T, L. AB., CC, TF, CA, FP, A-LB. and
D.P; supervision, D.P. and ER. All authors have read and agreed to the published version of the
manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The animal study protocol was approved by the Gabonese
National Ethics Committee (Authorization N°PROT/0020/20131/SG/CNE).

Informed Consent Statement: Not applicable.
Data Availability Statement: Not applicable.

Acknowledgments: This study was supported by the Centre Interdisciplinaire de Recherches
Médicales de Franceville (CIRMF, Gabon), Centre National de la Recherche Scientifique (CNRS,
France), Institut de Recherche pour le Développement (IRD, France). This work was performed
within the framework of LabEx Ecofect (ANR-11-LABX-0048) of Lyon University (ANR-11-IDEX-
007) (B.N., D.E, D.P, J.P.R.). We thank those (Centre De Primatologie, Projet Protection Gorille)
and Bakoumba teams and veterinarians giving technical assistance) involved in blood sampling,
especially Eric Willaume, Geraldine Leyogho and Richard Onanga for their help in collecting data
(sampling authorization: N°0020CNE/SG/P). We thank R. Buckland and X. Charpentier for their
helpful comments on a previous version of the manuscript, and J.M. Setchell for English editing. We
thank two anonymous reviewers for their helpful comments that help us to improve our manuscript.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

10.

11.

12.

Grall, N.; Barraud, O.; Wieder, 1.; Hua, A.; Perrier, M.; Babosan, A.; Gaschet, M.; Clermont, O.; Denamur, E.; Catzeflis, F. Lack of
dissemination of acquired resistance to 3-lactams in small wild mammals around an isolated village in the A mazonian forest.
Environ. Microbiol. Rep. 2015, 7, 698-708. [CrossRef] [PubMed]

Murray, C.J.; Ikuta, K.S,; Sharara, F.; Swetschinski, L.; Aguilar, G.R.; Gray, A.; Han, C.; Bisignano, C.; Rao, P.; Wool, E. Global
burden of bacterial antimicrobial resistance in 2019: A systematic analysis. Lancet 2022, 399, 629-655. [CrossRef]

Tristan, A.; Bes, M.; Meugnier, H.; Lina, G.; Bozdogan, B.; Courvalin, P; Reverdy, M.-E.; Enright, M.C.; Vandenesch, E; Etienne, J.
Global distribution of Panton-Valentine leukocidin—positive methicillin-resistant Staphylococcus aureus, 2006. Emerg. Infect. Dis.
2007, 13, 594. [CrossRef]

Sjolund, M.; Bonnedahl, J.; Hernandez, J.; Bengtsson, S.; Cederbrant, G.; Pinhassi, J.; Kahlmeter, G.; Olsen, B. Dissemination of
multidrug-resistant bacteria into the Arctic. Emerg. Infect. Dis. 2008, 14, 70. [CrossRef]

Collignon, P; Beggs, ].J.; Walsh, T.R.; Gandra, S.; Laxminarayan, R. Anthropological and socioeconomic factors contributing to
global antimicrobial resistance: A univariate and multivariable analysis. Lancet Planet. Health 2018, 2, e398—e405. [CrossRef]
[PubMed]

Baron, S.A.; Mediannikov, O.; Abdallah, R.; Kuete Yimagou, E.; Medkour, H.; Dubourg, G.; Elamire, Y.; Afouda, P.; Ngom, L.I;
Angelakis, E. Multidrug-resistant Klebsiella pneumoniae clones from wild chimpanzees and termites in senegal. Antimicrob. Agents
Chemother. 2021, 65, €02557-20. [CrossRef] [PubMed]

Katakweba, A.S.; Muhairwa, A.P.; Espinosa-Gongora, C.; Guardabassi, L.; Mtambo, M.M.; Olsen, J.E. spa typing and antimicrobial
resistance of Staphylococcus aureus from healthy humans, pigs and dogs in Tanzania. |. Infect. Dev. Ctries. 2016, 10, 143-148.
[CrossRef]

Van Boeckel, T.P; Pires, ].; Silvester, R.; Zhao, C.; Song, J.; Criscuolo, N.G.; Gilbert, M.; Bonhoeffer, S.; Laxminarayan, R. Global
trends in antimicrobial resistance in animals in low-and middle-income countries. Science 2019, 365, eaaw1944. [CrossRef]
Huang, Y.-C.; Ho, C.-E; Chen, C.-],; Su, L.-H.; Lin, T.-Y. Comparative molecular analysis of community-associated and healthcare-
associated methicillin-resistant Staphylococcus aureus isolates from children in northern Taiwan. Clin. Microbiol. Infect. 2008, 14,
1167-1172. [CrossRef]

Klevens, R M.; Morrison, M.A_; Nadle, J.; Petit, S.; Gershman, K; Ray, S.; Harrison, L.H.; Lynfield, R.; Dumyati, G.; Townes, ].M.
Invasive methicillin-resistant Staphylococcus aureus infections in the United States. JAMA 2007, 298, 1763-1771. [CrossRef]
Hassell, ] M.; Ward, M.].; Muloi, D.; Bettridge, ].M.; Robinson, T.P,; Kariuki, S.; Ogendo, A; Kiiru, J.; Imboma, T.; Kang’ethe,
E.K. Clinically relevant antimicrobial resistance at the wildlife-livestock—-human interface in Nairobi: An epidemiological study.
Lancet Planet. Health 2019, 3, €259-€269. [CrossRef] [PubMed]

Sung, ].M.-L.; Lloyd, D.H.; Lindsay, J.A. Staphylococcus aureus host specificity: Comparative genomics of human versus animal
isolates by multi-strain microarray. Microbiology 2008, 154, 1949-1959. [CrossRef]


http://doi.org/10.1111/1758-2229.12289
http://www.ncbi.nlm.nih.gov/pubmed/25858231
http://doi.org/10.1016/S0140-6736(21)02724-0
http://doi.org/10.3201/eid1304.061316
http://doi.org/10.3201/eid1401.070704
http://doi.org/10.1016/S2542-5196(18)30186-4
http://www.ncbi.nlm.nih.gov/pubmed/30177008
http://doi.org/10.1128/AAC.02557-20
http://www.ncbi.nlm.nih.gov/pubmed/34152818
http://doi.org/10.3855/jidc.6790
http://doi.org/10.1126/science.aaw1944
http://doi.org/10.1111/j.1469-0691.2008.02115.x
http://doi.org/10.1001/jama.298.15.1763
http://doi.org/10.1016/S2542-5196(19)30083-X
http://www.ncbi.nlm.nih.gov/pubmed/31229001
http://doi.org/10.1099/mic.0.2007/015289-0

Microorganisms 2023, 11, 393 17 of 19

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Arnold, K.E.; Williams, N.J.; Bennett, M. ‘Disperse abroad in the land’: The role of wildlife in the dissemination of antimicrobial
resistance. Biol. Lett. 2016, 12, 20160137. [CrossRef] [PubMed]

Vittecoq, M.; Godreuil, S.; Prugnolle, F.; Durand, P.; Brazier, L.; Renaud, N.; Arnal, A.; Aberkane, S.; Jean-Pierre, H.; Gauthier-Clerc,
M. Antimicrobial resistance in wildlife. ]. Appl. Ecol. 2016, 53, 519-529. [CrossRef]

Bacigalupe, R.; Tormo-Mas, M.A.; Penadés, J.R,; Fitzgerald, J.R. A multihost bacterial pathogen overcomes continuous population
bottlenecks to adapt to new host species. Sci. Adv. 2019, 5, eaax0063. [CrossRef]

Laborda, P.; Sanz-Garcia, F.; Ochoa-Sanchez, L.E.; Gil-Gil, T.; Hernando-Amado, S.; Martinez, J.L. Wildlife and Antibiotic
Resistance. Front. Cell. Infect. Microbiol. 2022, 12, 873989. [CrossRef]

Larsson, D.; Flach, C.-F. Antibiotic resistance in the environment. Nat. Rev. Microbiol. 2022, 20, 257-269. [CrossRef]

Woolhouse, M.E.; Taylor, L.H.; Haydon, D.T. Population biology of multihost pathogens. Science 2001, 292, 1109-1112. [CrossRef]
Baumler, A.; Fang, F.C. Host specificity of bacterial pathogens. Cold Spring Harb. Perspect. Med. 2013, 3, a010041. [CrossRef]
Horumpende, P.G.; Sonda, T.B.; van Zwetselaar, M.; Antony, M.L.; Tenu, EF,; Mwanziva, C.E.; Shao, E.R.; Mshana, S.E.; Mmbaga,
B.T.; Chilongola, J.O. Prescription and non-prescription antibiotic dispensing practices in part I and part II pharmacies in Moshi
Municipality, Kilimanjaro Region in Tanzania: A simulated clients approach. PLoS ONE 2018, 13, e0207465. [CrossRef]

Essack, S.; Desta, A.; Abotsi, R.; Agoba, E. Antimicrobial resistance in the WHO African region: Current status and roadmap for
action. J. Public Health 2017, 39, 8-13. [CrossRef]

Ducrot, C.; Hobeika, A.; Lienhardt, C.; Wieland, B.; Dehays, C.; Delabouglise, A.; Bordier, M.; Goutard, F.; Patel, E.; Figuié, M.
Antimicrobial resistance in Africa—How to relieve the burden on family farmers. Emerg. Infect. Dis. 2021, 27, 2515. [CrossRef]
[PubMed]

WHO. Global Priority List of Antibiotic-Resistant Bacteria to Guide Research, Discovery, and Development of New Antibiotics; WHO:
Geneva, Switzerland, 2017; Volume 2017, pp. 1-7.

Osei Sekyere, ].; Mensah, E. Molecular epidemiology and mechanisms of antibiotic resistance in Enterococcus spp., Staphylococcus
spp., and Streptococcus spp. in Africa: A systematic review from a One Health perspective. Ann. N. Y. Acad. Sci. 2020, 1465, 29-58.
[CrossRef] [PubMed]

Kluytmans, J.; Van Belkum, A.; Verbrugh, H. Nasal carriage of Staphylococcus aureus: Epidemiology, underlying mechanisms, and
associated risks. Clin. Microbiol. Rev. 1997, 10, 505-520. [CrossRef] [PubMed]

Smith, T.C.; Moritz, E.D.; Leedom Larson, K.R.; Ferguson, D.D. The environment as a factor in methicillin-resistant Staphylococcus
aureus transmission. Rev. Environ. Health 2010, 25, 121-134. [CrossRef]

Wertheim, H.E,; Melles, D.C.; Vos, M.C.; van Leeuwen, W.; van Belkum, A.; Verbrugh, H.A.; Nouwen, J.L. The role of nasal
carriage in Staphylococcus aureus infections. Lancet Infect. Dis. 2005, 5, 751-762. [CrossRef]

Moran, G.J.; Amii, RN.; Abrahamian, EM.; Talan, D.A. Methicillin-resistant Staphylococcus aureus in community-acquired skin
infections. Emerg. Infect. Dis. 2005, 11, 928-930. [CrossRef]

Nagel, M.; Dischinger, ]J.; Turck, M.; Verrier, D.; Oedenkoven, M.; Ngoubangoye, B.; Le Flohic, G.; Drexler, ].F.; Bierbaum, G.;
Gonzalez, ].P. Human-associated Staphylococcus aureus strains within great ape populations in Central Africa (Gabon). Clin.
Microbiol. Infect. 2013, 19, 1072-1077. [CrossRef]

Asgeirsson, H.; Thalme, A.; Weiland, O. Staphylococcus aureus bacteraemia and endocarditis—epidemiology and outcome: A
review. Infect. Dis. 2018, 50, 175-192. [CrossRef]

Harkins, C.P; Pichon, B.; Doumith, M.; Parkhill, J.; Westh, H.; Tomasz, A.; de Lencastre, H.; Bentley, S.D.; Kearns, A.M.; Holden,
M.T. Methicillin-resistant Staphylococcus aureus emerged long before the introduction of methicillin into clinical practice. Genome
Biol. 2017, 18, 130. [CrossRef]

Klein, E.; Smith, D.L.; Laxminarayan, R. Hospitalizations and deaths caused by methicillin-resistant Staphylococcus aureus, United
States, 1999-2005. Emerg. Infect. Dis. 2007, 13, 1840. [CrossRef]

Cosgrove, S.E.; Sakoulas, G.; Perencevich, E.N.; Schwaber, M.]J.; Karchmer, A.W.; Carmeli, Y. Comparison of mortality associated
with methicillin-resistant and methicillin-susceptible Staphylococcus aureus bacteremia: A meta-analysis. Clin. Infect. Dis. 2003, 36,
53-59. [CrossRef]

Schaumburg, E; Pauly, M.; Anoh, E.; Mossoun, A.; Wiersma, L.; Schubert, G.; Flammen, A.; Alabi, A.S.; Muyembe-Tamfum, ].J.;
Grobusch, M.P; et al. Staphylococcus aureus complex from animals and humans in three remote African regions. Clin. Microbiol.
Infect. 2015, 21, e341-e348. [CrossRef] [PubMed]

Epstein, J.H.; Price, ].T. The significant but understudied impact of pathogen transmission from humans to animals. Mt. Sinai J.
Med. 2009, 76, 448-455. [CrossRef]

Richardson, E.J.; Bacigalupe, R.; Harrison, E.M.; Weinert, L.A.; Lycett, S.; Vrieling, M.; Robb, K.; Hoskisson, P.A.; Holden, M.T,;
Feil, E.J. Gene exchange drives the ecological success of a multi-host bacterial pathogen. Nat. Ecol. Evol. 2018, 2, 1468-1478.
[CrossRef] [PubMed]

Shepheard, M.A.; Fleming, V.M.; Connor, T.R.; Corander, J.; Feil, E.J.; Fraser, C.; Hanage, W.P. Historical zoonoses and other
changes in host tropism of Staphylococcus aureus, identified by phylogenetic analysis of a population dataset. PLoS ONE 2013, 8,
€62369. [CrossRef] [PubMed]

Wichelhaus, T.A.; Hunfeld, K.-P; Béddinghaus, B.; Kraiczy, P.; Schafer, V.; Brade, V. Rapid molecular typing of methicillin-resistant
Staphylococcus aureus by PCR-RFLP. Infect. Control Hosp. Epidemiol. 2001, 22, 294-298. [CrossRef]


http://doi.org/10.1098/rsbl.2016.0137
http://www.ncbi.nlm.nih.gov/pubmed/27531155
http://doi.org/10.1111/1365-2664.12596
http://doi.org/10.1126/sciadv.aax0063
http://doi.org/10.3389/fcimb.2022.873989
http://doi.org/10.1038/s41579-021-00649-x
http://doi.org/10.1126/science.1059026
http://doi.org/10.1101/cshperspect.a010041
http://doi.org/10.1371/journal.pone.0207465
http://doi.org/10.1093/pubmed/fdw015
http://doi.org/10.3201/eid2710.210076
http://www.ncbi.nlm.nih.gov/pubmed/34545788
http://doi.org/10.1111/nyas.14254
http://www.ncbi.nlm.nih.gov/pubmed/31647583
http://doi.org/10.1128/CMR.10.3.505
http://www.ncbi.nlm.nih.gov/pubmed/9227864
http://doi.org/10.1515/REVEH.2010.25.2.121
http://doi.org/10.1016/S1473-3099(05)70295-4
http://doi.org/10.3201/eid1106.040641
http://doi.org/10.1111/1469-0691.12119
http://doi.org/10.1080/23744235.2017.1392039
http://doi.org/10.1186/s13059-017-1252-9
http://doi.org/10.3201/eid1312.070629
http://doi.org/10.1086/345476
http://doi.org/10.1016/j.cmi.2014.12.001
http://www.ncbi.nlm.nih.gov/pubmed/25596779
http://doi.org/10.1002/msj.20140
http://doi.org/10.1038/s41559-018-0617-0
http://www.ncbi.nlm.nih.gov/pubmed/30038246
http://doi.org/10.1371/journal.pone.0062369
http://www.ncbi.nlm.nih.gov/pubmed/23667472
http://doi.org/10.1086/501903

Microorganisms 2023, 11, 393 18 of 19

39.

40.

41.
42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Stefani, S.; Chung, D.R.; Lindsay, J.A.; Friedrich, A.W.; Kearns, A.M.; Westh, H.; MacKenzie, EM. Meticillin-resistant Staphylococ-
cus aureus (MRSA): Global epidemiology and harmonisation of typing methods. Int. J. Antimicrob. Agents 2012, 39, 273-282.
[CrossRef]

Miragaia, M. Factors contributing to the evolution of Meca-mediated (3-lactam resistance in staphylococci: Update and new
insights from whole genome sequencing (WGS). Front. Microbiol. 2018, 9, 2723. [CrossRef] [PubMed]

Melnyk, A.H.; Wong, A.; Kassen, R. The fitness costs of antibiotic resistance mutations. Evol. Appl. 2015, 8, 273-283. [CrossRef]
Lang, ].; Vigouroux, A.; El Sahili, A.; Kwasiborski, A.; Aumont-Nicaise, M.; Dessaux, Y.; Shykoff, J.A.; Moréra, S.; Faure, D. Fitness
costs restrict niche expansion by generalist niche-constructing pathogens. ISME |. 2017, 11, 374-385. [CrossRef] [PubMed]
Brakstad, O.G.; Aasbakk, K.; Maeland, J.A. Detection of Staphylococcus aureus by polymerase chain reaction amplification of the
nuc gene. J. Clin. Microbiol. 1992, 30, 1654-1660. [CrossRef] [PubMed]

Frenay, H.; Bunschoten, A.; Schouls, L.; Van Leeuwen, W.; Vandenbroucke-Grauls, C.; Verhoef, J.; Mooi, F. Molecular typing of
methicillin-resistant Staphylococcus aureus on the basis of protein A gene polymorphism. Eur. J. Clin. Microbiol. Infect. Dis. 1996,
15, 60-64. [CrossRef]

Shopsin, B.; Gomez, M.; Montgomery, S.; Smith, D.; Waddington, M.; Dodge, D.; Bost, D.; Riehman, M.; Naidich, S.; Kreiswirth, B.
Evaluation of protein A gene polymorphic region DNA sequencing for typing of Staphylococcus aureus strains. J. Clin. Microbiol.
1999, 37, 3556-3563. [CrossRef] [PubMed]

Uhlen, M.; Guss, B.; Nilsson, B.; Gatenbeck, S.; Philipson, L.; Lindberg, M. Complete sequence of the staphylococcal gene
encoding protein A. A gene evolved through multiple duplications. J. Biol. Chern. 1984, 259, 1695-1702. [CrossRef]

Harmsen, D.; Claus, H.; Witte, W.; Rothgénger, J.; Claus, H.; Turnwald, D.; Vogel, U. Typing of methicillin-resistant Staphylococcus
aureys in a university hospital setting by using novel software for spa repeat determination and database management. J. Clin.
Microbiol. 2003, 41, 5442-5448. [CrossRef]

Strommenger, B.; Kettlitz, C.; Weniger, T.; Harmsen, D.; Friedrich, A.; Witte, W. Assignment of Staphylococcus isolates to groups by
spa typing, Smal macrorestriction analysis, and multilocus sequence typing. J. Clin. Microbiol. 2006, 44, 2533-2540. [CrossRef]
Mellmann, A.; Weniger, T.; Berssenbriigge, C.; Rothganger, J.; Sammeth, M.; Stoye, J.; Harmsen, D. Based Upon Repeat Pattern
(BURP): An algorithm to characterize the long-term evolution of Staphylococcus aureus populations based on spa polymorphisms.
BMC Microbiol. 2007, 7, 98. [CrossRef]

Predari, S.C.; Ligozzi, M.; Fontana, R. Genotypic identification of methicillin-resistant coagulase-negative staphylococci by
polymerase chain reaction. Antimicrob. Agents Chemother. 1991, 35, 2568-2573. [CrossRef]

Burnham, K.P.; Anderson, D.R. Model Selection and Multimodel Inference: A Practical Information-Theoretic Approach, 2nd ed.;
Springer-Verlag: New York, NY, USA, 2002; p. 488.

Schaumburg, F; Mugisha, L.; Peck, B.; Becker, K.; Gillespie, T.R.; Peters, G.; Leendertz, F.H. Drug-Resistant Human Staphylococcus
aureus in Sanctuary Apes Pose a Threat to Endangered Wild Ape Populations. Am. J. Primatol. 2012, 74, 1071-1075. [CrossRef]
Nyasinga, ]J.; Omuse, G.; Njenga, J.; Nyerere, A.; Abdulgader, S.; Newton, M.; Whitelaw, A.; Revathi, G. Epidemiology of
Staphylococcus aureus Infections in Kenya: Current State, Gaps and Opportunities. Open J. Med. Microbiol. 2020, 10, 204. [CrossRef]
Garoy, E.Y.; Gebreab, Y.B.; Achila, O.0O.; Tekeste, D.G.; Kesete, R.; Ghirmay, R.; Kiflay, R.; Tesfu, T. Methicillin-resistant Staphylococ-
cus aureus (MRSA): Prevalence and antimicrobial sensitivity pattern among patients—A multicenter study in Asmara, Eritrea.
Can. J. Infect. Dis. Med. Microbiol. 2019, 2019, 8321834. [CrossRef] [PubMed]

Falagas, M.E.; Karageorgopoulos, D.E.; Leptidis, ].; Korbila, I.P. MRSA in Africa: Filling the global map of antimicrobial resistance.
PLoS ONE 2013, 8, €68024. [CrossRef] [PubMed]

Wangai, FK.; Masika, M.M.; Maritim, M.C.; Seaton, R.A. Methicillin-resistant Staphylococcus aureus (MRSA) in East Africa: Red
alert or red herring? BMC Infect. Dis. 2019, 19, 596. [CrossRef] [PubMed]

WHO. Worldwide Country Situation Analysis: Response to Antimicrobial Resistance: Summary; WHO: Geneva, Switzerland, 2015.
Ngoa, U.A.; Schaumburg, F.; Adegnika, A.A.; Kosters, K.; Moller, T.; Fernandes, J.E; Alabi, A.; Issifou, S.; Becker, K.; Grobusch,
M.P. Epidemiology and population structure of Staphylococcus aureus in various population groups from a rural and semi urban
area in Gabon, Central Africa. Acta Trop. 2012, 124, 42—-47. [CrossRef] [PubMed]

Schaumburg, F.; Alabi, A.; Mombo-Ngoma, G.; Kaba, H.; Zoleko, R.; Diop, D.; Mackanga, J.-R.; Basra, A.; Gonzalez, R.; Menendez,
C. Transmission of Staphylococcus aureus between mothers and infants in an African setting. Clin. Microbiol. Infect. 2014, 20,
0390-0396. [CrossRef]

Schaumburg, E; Alabi, A.; Kock, R.; Mellmann, A.; Kremsner, P.; Boesch, C.; Becker, K.; Leendertz, FH.; Peters, G. Highly
divergent Staphylococcus aureus isolates from African non-human primates. Environ. Microbiol. Rep. 2012, 4, 141-146. [CrossRef]
Abdulgader, S.M.; Shittu, A.O.; Nicol, M.P.,; Kaba, M. Molecular epidemiology of Methicillin-resistant Staphylococcus aureus in
Africa: A systematic review. Front. Microbiol. 2015, 6, 348. [CrossRef]

Ramdani-Bouguessa, N.; Bes, M.; Meugnier, H.; Forey, E; Reverdy, M.-E.; Lina, G.; Vandenesch, F.; Tazir, M.; Etienne, . Detection
of methicillin-resistant Staphylococcus aureus strains resistant to multiple antibiotics and carrying the Panton-Valentine leukocidin
genes in an Algiers hospital. Antimicrob. Agents Chemother. 2006, 50, 1083-1085. [CrossRef]

Breurec, S.; Zriouil, S.; Fall, C.; Boisier, P.; Brisse, S.; Djibo, S.; Etienne, J.; Fonkoua, M.; Perrier-Gros-Claude, J.; Pouillot, R.
Epidemiology of methicillin-resistant Staphylococcus aureus lineages in five major African towns: Emergence and spread of
atypical clones. Clin. Microbiol. Infect. 2011, 17, 160-165. [CrossRef]


http://doi.org/10.1016/j.ijantimicag.2011.09.030
http://doi.org/10.3389/fmicb.2018.02723
http://www.ncbi.nlm.nih.gov/pubmed/30483235
http://doi.org/10.1111/eva.12196
http://doi.org/10.1038/ismej.2016.137
http://www.ncbi.nlm.nih.gov/pubmed/27801902
http://doi.org/10.1128/jcm.30.7.1654-1660.1992
http://www.ncbi.nlm.nih.gov/pubmed/1629319
http://doi.org/10.1007/BF01586186
http://doi.org/10.1128/JCM.37.11.3556-3563.1999
http://www.ncbi.nlm.nih.gov/pubmed/10523551
http://doi.org/10.1016/S0021-9258(17)43463-6
http://doi.org/10.1128/JCM.41.12.5442-5448.2003
http://doi.org/10.1128/JCM.00420-06
http://doi.org/10.1186/1471-2180-7-98
http://doi.org/10.1128/AAC.35.12.2568
http://doi.org/10.1002/ajp.22067
http://doi.org/10.4236/ojmm.2020.104018
http://doi.org/10.1155/2019/8321834
http://www.ncbi.nlm.nih.gov/pubmed/30881532
http://doi.org/10.1371/journal.pone.0068024
http://www.ncbi.nlm.nih.gov/pubmed/23922652
http://doi.org/10.1186/s12879-019-4245-3
http://www.ncbi.nlm.nih.gov/pubmed/31288757
http://doi.org/10.1016/j.actatropica.2012.06.005
http://www.ncbi.nlm.nih.gov/pubmed/22750045
http://doi.org/10.1111/1469-0691.12417
http://doi.org/10.1111/j.1758-2229.2011.00316.x
http://doi.org/10.3389/fmicb.2015.00348
http://doi.org/10.1128/AAC.50.3.1083-1085.2006
http://doi.org/10.1111/j.1469-0691.2010.03219.x

Microorganisms 2023, 11, 393 19 of 19

64.

65.

66.

67.

68.

69.
70.

71.

Okuda, K.; Toepfner, N.; Alabi, A.; Arnold, B.; Bélard, S.; Falke, U.; Menschner, L.; Monecke, S.; Ruppelt-Lorz, A.; Berner, R.
Molecular epidemiology of Staphylococcus aureus from Lambarene, Gabon. Eur. J. Clin. Microbiol. Infect. Dis. 2016, 35, 1963-1973.
[CrossRef] [PubMed]

Schaumburg, E; Kock, R.; Friedrich, A.W.; Soulanoudjingar, S.; Ngoa, U.A.; von Eiff, C.; Issifou, S.; Kremsner, P.G.; Herrmann, M.;
Peters, G. Population structure of Staphylococcus aureus from remote African Babongo Pygmies. PLoS Negl. Trop. Dis. 2011, 5,
€1150. [CrossRef] [PubMed]

Hiltunen, T.; Virta, M.; Laine, A.-L. Antibiotic resistance in the wild: An eco-evolutionary perspective. Philos. Trans. R. Soc. B: Biol.
Sci. 2017, 372, 20160039. [CrossRef] [PubMed]

Alighardashi, A.; Pons, M.-N.; Potier, O. Présence et devenir des médicaments dans les eaux usées urbaines, une analyse
bibliographique. Rev. Sci. L'eau/]. Water Sci. 2008, 21, 413-426.

Rather, I.A.; Kim, B.-C.; Bajpai, V.K,; Park, Y.-H. Self-medication and antibiotic resistance: Crisis, current challenges, and
prevention. Saudi |. Biol. Sci. 2017, 24, 808-812. [CrossRef]

Moran, N.A. Microbial minimalism: Genome reduction in bacterial pathogens. Cell 2002, 108, 583-586. [CrossRef]

Iramiot, J.S.; Kajumbula, H.; Bazira, J.; Kansiime, C.; Asiimwe, B.B. Antimicrobial resistance at the human-animal interface in the
Pastoralist Communities of Kasese District, South Western Uganda. Sci. Rep. 2020, 10, 14737. [CrossRef]

Gilardi, K.V,; Gillespie, T.R.; Leendertz, EH.; Macfie, E.J.; Travis, D.A.; Whittier, C.A.; Williamson, E.A. Best Practice Guidelines
for Health Monitoring and Disease Control in Great Ape Populations; Occasional Papers of the IUCN Species Survival Commission;
TUCN SSC Primate Specialist Group: Gland, Switzerland, 2015; Volume 56.

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


http://doi.org/10.1007/s10096-016-2748-z
http://www.ncbi.nlm.nih.gov/pubmed/27553495
http://doi.org/10.1371/journal.pntd.0001150
http://www.ncbi.nlm.nih.gov/pubmed/21572985
http://doi.org/10.1098/rstb.2016.0039
http://www.ncbi.nlm.nih.gov/pubmed/27920384
http://doi.org/10.1016/j.sjbs.2017.01.004
http://doi.org/10.1016/S0092-8674(02)00665-7
http://doi.org/10.1038/s41598-020-70517-w

	Introduction 
	Material and Methods 
	Predictions 
	Host Community Studied and Sampling 
	Ethics Statement 
	Isolation and Identification of S. aureus 
	Spa Typing Analysis 
	Amplification of the mecA Gene 
	Statistical Analyses 

	Results 
	Prevalence of S. aureus in the Host Community 
	Spa Typing 
	S. aureus Population Structure and Distribution among Hosts 
	Testing the Four Predictions for MRSA Carriage 

	Discussion 
	MRSA Strain Prevalence 
	Antibacterial Drug Pressure and the Importance of the Host Spectrum 

	Conclusions 
	References

