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Abstract

Bacteria, including those that are pathogenic, have been generally classified

according to their ability to survive and grow in the presence or absence of oxygen:

aerobic and anaerobic bacteria, respectively. Strict aerobes require oxygen to grow

(e.g., Neisseria), and strict anaerobes grow exclusively without, and do not survive

oxygen exposure (e.g., Clostridia); aerotolerant bacteria (e.g., Lactobacilli) are insensi-

tive to oxygen exposure. Facultative anaerobes (e.g., E. coli) have the unique ability to

grow in the presence or in the absence of oxygen and are thus well-adapted to these

changing conditions, which may constitute an underestimated selective advantage

for infection. In the WHO antibiotic-resistant ‘priority pathogens’ list, facultative

anaerobes are overrepresented (8 among 12 listed pathogens), consistent with clini-

cal studies performed in populations particularly susceptible to infectious diseases.

Bacteria aerobic respiratory chain plays a central role in oxygen consumption, leading

to the formation of hypoxic infectious sites (infectious hypoxia). Facultative anaer-

obes have developed a wide diversity of aerotolerance and anaerotolerance strate-

gies in vivo. However, at a single cell level, the modulation of the intracellular oxygen

level in host infected cells remains elusive and will be discussed in this review. In con-

clusion, the ability of facultative bacteria to evolve in the presence or the absence of

oxygen is essential for their virulence strategy and constitute a selective advantage.

Take Away

• Most life-threatening pathogenic bacteria are facultative anaerobes.

• Only facultative anaerobes are aerotolerant, anaerotolerant and capable of consumingO2.

• Facultative anaerobes induce and are well adapted to cellular hypoxia.

K E YWORD S

facultative anaerobes, oxygen, hypoxia

1 | INTRODUCTION

Bacteria, including those that are pathogenic, are generally classified

according to their ability to survive and grow in the presence or absence

of oxygen: aerobic and anaerobic bacteria, respectively. Strict aerobes

require oxygen to grow (e.g., Neisseria), strict anaerobes grow

exclusively without, and do not survive oxygen exposure

(e.g., Clostridia) while aerotolerant anaerobes (e.g., Lactobacilli) are

insensitive to oxygen exposure. Microaerophilic bacteria are adapted to

sub-atmospheric levels of oxygen, but do not survive its absence

(e.g., Helicobacter pylori, Campylobacter jejuni) (Bury-Moné et al., 2006;

Krieg &Hoffman, 1986).
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The objective of this review is to decipher how pathogenic bacte-

ria cope with oxygen exposure when infecting human cells and tis-

sues; we focus here on their survival capacity and potential strategies

to manipulate oxygen levels to optimise their fitness within infectious

sites, facing changing oxygen levels. For this purpose, we propose a

new classification of pathogenic bacteria, in regards to their oxygen-

or non-oxygen-consumption capacity, their aero- or anaero-tolerance

and their aero- or anaero-sensitivity.

Aerotolerant bacteria are strict aerobes, facultative anaerobes,

aerotolerant anaerobes and, to some extent, microaerophilic bacteria.

Aerosensitive bacteria are only strict anaerobes. Anaerotolerant bac-

teria are strict anaerobes, facultative anaerobes and aerotolerant

anaerobes. Oxygen-consuming bacteria are strict aerobes, facultative

anaerobes and microaerophilic bacteria. Non-oxygen-consuming bac-

teria are strict anaerobes and aerotolerant anaerobes (Figure 1a). This

classification highlights the selective advantage of facultative anaer-

obes in regards to their survival capacity in the presence or absence

of oxygen and their ability to consume it; facultative anaerobes are

the lonely oxygen-consuming, aerotolerant and anaerotolerant bacte-

ria (Figure 1a). As an illustration, among the 12 antibiotic-resistant

‘priority pathogens’ listed by the World Health Organisation (WHO)

in 2017, 8 pathogens are facultative anaerobes (Pseudomonas

aeruginosa, Enterobacteriaceae, Enterococcus faecium, Staphylococcus

aureus, Salmonellae, Streptococcus pneumoniae, Haemophilus influenzae,

Shigella spp.) (Tacconelli et al., 2017) (Figure 1b). This proportion has

been reported in various epidemiological studies, including the

(a)

(b)

F IGURE 1 The selective advantage
facultative anaerobes. (a) Schematic
representation of oxygen consumption,
aerotolerance and anaerotolerance
capacity of pathogenic bacteria groups.
Five main groups of bacteria are defined:
strict anaerobes (yellow), facultative
anaerobes (orange), microaerophilic
bacteria (magenta), aerotolerant
anaerobes (brown) and strict aerobes
(blue). (b) Facultative anaerobes are
overrepresented among life-threatening
human pathogenic bacteria (‘priority
pathogen’ for antibiotic resistance WHO
list published in 2017) and (b) in the
Berkley study performed in Kenya (1998–
2002), in which bacteraemia-responsible
pathogenic bacteria have been identified
in children under the age of five (Berkley
et al., 2005)

2 of 8 ANDRÉ ET AL.

 14625822, 2021, 8, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/cm

i.13338 by C
ochrane France, W

iley O
nline L

ibrary on [12/10/2022]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense



Berkley clinical study performed in Kenya between 1998 and 2002,

showing that 85% identified pathogens responsible of bacteraemia in

children under the age of five were facultative anaerobes (including

Escherichia coli, non-typhoid salmonella species, Streptococcus

pneumoniae, Haemophilus influenzae) (Berkley et al., 2005) (Figure 2b).

As a conclusion, facultative anaerobes represent the most threat-

ening pathogenic bacteria for humans.

2 | MOLECULAR MECHANISMS
SUSTAINING FACULTATIVE ANAEROBES
OXYGEN-CONSUMPTION

Facultative anaerobes constitute a unique bacteria group able to consume

oxygen and to grow in the presence or absence of oxygen (Figure 1a), due to

the expression of two respiratory chains using either oxygen or alternative

electron acceptors—referring to aerobic and anaerobic respiratory chains—

as reviewed in Unden and Trageser (1991)). On an evolutionary perspective,

and in regards to oxygen exposure, facultative anaerobesmaybe considered

as themost evolved bacteria species for their capacity to disseminate within

anymicroenvironment encountered during infectious processes.

Bacterial infections start with the invasion of perfused organs,

under normoxia, which may be associated with different oxygen

levels, depending on the targeted organ. High oxygen levels are

encountered in highly perfused organs (e.g., liver, kidneys) or relatively

low levels in poorly perfused ones (e.g., colon).

Upon infection, the basal organ level of oxygen will be modulated

due to recruited immune cells' need for oxygen and bacteria oxygen-

consumption activity; their respective contribution to the induced

infectious hypoxia remains currently debated.

The main cause of bacteria-mediated oxygen consumption is aerobic

respiration, which is functional in facultative anaerobes, microaerophilic

F IGURE 2 Hypoxic infectious foci induced in during facultative anaerobes. Hypoxic foci of infection were reported upon (a) intestine
infections by Salmonella enterica (Jennewein et al., 2015) and Shigella flexneri (Arena, Tinevez, Nigro, Sansonetti, & Marteyn, 2017; Tinevez
et al., 2019), (b) dermal infections, within biofilms formed by Staphylococcus aureus (Lone et al., 2015a; Lone et al., 2015b), (c) kidney infections by
Escherichia coli (Melican et al., 2008) and (d) pulmonary infections by Pseudomonas aeruginosa (Worlitzsch et al., 2002) and (e) Mycobacterium
tuberculosis granuloma (Klinkenberg, Sutherland, Bishai, & Karakousis, 2008; Peterson et al., 2020)

ANDRÉ ET AL. 3 of 8

 14625822, 2021, 8, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/cm

i.13338 by C
ochrane France, W

iley O
nline L

ibrary on [12/10/2022]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense



bacteria and strict aerobes. Aerobic respiration relies on electron transfer

from various substrates through protein complexes located in the bacteria

inner membrane encompassing dehydrogenases, electron carriers such as

cytochrome C and Quinol, leading to dioxygen reduction by the last com-

plex of the respiratory chain belonging to the terminal oxygen reductase

family. The biological function, composition and regulation of bacteria aer-

obic respiratory chains are complex and diverse. Here, the diversity of oxy-

gen reductases, which are directly involved in oxygen consumption, will be

described. For other aspects, we refer to recent and complete reviews on

the bacteria aerobic respiratory chain (Cook, Greening, Hards, &

Berney, 2014; Kracke, Vassilev, & Krömer, 2015; Melo & Teixeira, 2016).

Terminal oxygen reductases are reduced by cytochrome C (one-electron

donor) or quinol (QH2, two-electron donor) to allow the four-electron

reduction of dioxygen to water, defining three families of oxygen reduc-

tases: the heme-copper oxygen reductase family (HCO), the alternative

oxidase family (AOX) and the cytochrome bd family (Borisov, Gennis,

Hemp, & Verkhovsky, 2011). HCO is composed of cytochrome c oxidases

and quinol oxidases. AOX and cytochrome bd oxidases receive electrons

from quinol, not cytochrome c. To our knowledge, no AOX has been iden-

tified inmajor human pathogenic bacteria.

HCO are related to the mitochondrial complex IV. HCOs contain

a high-spin heme (a3, o3 or b3) and a copper ion at the oxygen-

reduction site. Three HCO groups have been characterized: cyto-

chrome aa3 oxidase (HCO Type A oxygen reductase), cytochrome ba3

and b(o)a3 oxidases (HCO Type B oxygen reductases), and cytochrome

cbb3 and bcc3 oxidases (HCO Type C oxygen reductase) (Pereira, San-

tana, & Teixeira, 2001; Sousa et al., 2012). Cytochrome bo3 oxidases

use quinol as an electron donor, cbb3, bcc3 and aa3 oxidases are

reduced by cytochrome c (Cook, Greening, et al., 2014). All pathogenic

bacteria express at least one HCO (see below).

Cytochrome bd oxidases are quinol oxidases, which may use

ubiquinol or menaquinol as substrates, and are phylogenetically dis-

tinct to mitochondrial enzymes. They do not contain copper or non-

heme iron and are composed of two subunits (I and II); hemes b595

and d are associated at the dioxygen reduction site (Borisov

et al., 2011). Cytochrome bd oxidases are expressed by most patho-

genic bacteria, some expressing several; their expression is induced

under low-oxygen or stressful conditions, which may have a signifi-

cant relevance during the infectious process.

Among oxygen-consuming bacteria listed as ‘priority pathogens’ by
the WHO, Pseudomonas aeruginosa expresses 5 oxygen reductases (aa3,

cbb3 [x2], bo3, and bd) (Arai, 2011; Yamanaka, Fukumori, Yamazaki,

Kato, & Nakayama, 1985) (Hirai, Osamura, Ishii, & Arai, 2016),

Enterobacteriaceae express 3 complexes (bo3 and bd [x2], including Sal-

monella) (Jo, Cortez, Cornell, Price-Whelan, & Dietrich, 2017)

(Jünemann, 1997). Campylobacter spp. and Staphylococcus aureus

express two complexes (bd/bcc3 and aa3/bd, respectively) (Jackson

et al., 2007) (Smith, Finel, Korolik, &Mendz, 2000) (Hammer et al., 2013),

similarly to Shigella spp. (bdI (CydABX) (VanOrsdel et al., 2013) and bdII

(AppBC) (Tinevez et al., 2019). Other pathogenic bacteria express only

one oxygen reductase, including Neisseria (cbb3), Helicobacter pylori

(bcc3) and Enterococcus faecium or Streptococcus pneumoniae (bd)

(Nagata, Tsukita, Tamura, & Sone, 1996) (Deeudom, Koomey, &

Moir, 2008) (Hopper, Tovell, & Cole, 2009) (Ekici, Pawlik, Lohmeyer,

Koch, & Daldal, 2012) (Winstedt, Frankenberg, Hederstedt, & von

Wachenfeldt, 2000). Mycobacterium tuberculosis expresses two oxygen

reductases (bd and the super-complex bcc-aa3) (Cook, Hards, Vilchèze,

Hartman, & Berney, 2014).

Listing oxygen reductases from the bacterial genome is probably

insufficient to assess their function and role during infectious pro-

cesses. It has been demonstrated that pathogenic E. coli aerobic respi-

ration is required to colonise mice. ATP synthase defective mutants or

cytochrome bd oxidase mutants fail to colonise; those with defective

nitrate reductase or fumarate reductase have the same phenotype.

These results highlight the importance of the combination of aerobic

and anaerobic respiration—a ‘respiratory flexibility’—for bacteria viru-

lence (Jones et al., 2007).

Other bacteria-signalling pathways are associated with oxygen

consumption, such as the Nitric Oxide (NO) synthesis, catalysed by

the bacterial bNOS, as reviewed elsewhere (Hutfless, Chaudhari, &

Thomas, 2018). However, the oxygen-consumption rate associated to

this reaction seems to be negligible compared to the aerobic respira-

tion. As an illustration, a mutation in Shigella flexneri cytochrome bdI

oxidase (CydAB) totally abolishes its ability to consume oxygen, turn-

ing a facultative anaerobe into an aerotolerant strict anaerobe

(Tinevez et al., 2019).

More recently, an extracellular electron transfer (EET) chain has

been identified in several Gram-positive bacteria, including Listeria

monocytogenes (Light et al., 2018), supporting the idea that alternative

oxygen-consuming signalling pathways remain to be discovered. EET

allows electron transfer from the cytosol to extracellular Iron (from

NAD+ to DMK and PplA), supporting L. monocytogenes growth under

anaerobic conditions. This alternative electron transfer pathway has

been elegantly minded and described. However, it remains for now

unclear whether oxygen may be a substrate for EET; its potential con-

tribution to oxygen depletion during bacterial infection should be

carefully investigated.

3 | ANAEROTOLERANCE FAVOURS
BACTERIA SURVIVAL TO INFECTIOUS
HYPOXIA

Anaerotolerance may be defined by the ability of bacteria to survive to

the absence of oxygen. Stricto sensu, anaerotolerance may be defined

by the ability of bacteria to grow in the absence of oxygen or to survive

oxygen exposure. Facultative anaerobe's anaerotolerance is crucial for

pathogenic bacteria belonging to this family since infectious hypoxia

induction has been reported to be induced during their colonisation of

host organs (Salmonella enterica, Shigella flexneri, Staphylococcus aureus,

UPEC, Pseudomonas aeruginosa, Mycobacterium tuberculosis) (Jennewein

et al., 2015; Lone et al., 2015a; Lone et al., 2015b; Peterson

et al., 2020; Tinevez et al., 2019; Worlitzsch et al., 2002).

Bacteria growth under anoxic conditions essentially relies on the

expression of an anaerobic respiratory chain composed of terminal

electron acceptor complexes such as nitrate reductase, nitrite

4 of 8 ANDRÉ ET AL.
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reductase or fumarate reductase, which ultimately mediate electron

transfer to nitrate, nitrite or fumarate (among others), respectively

(reviewed in (Cook, Greening, et al., 2014; Cook, Hards, et al., 2014)).

Energy production is therefore independent of oxygen availability.

Facultative anaerobes, aerotolerant anaerobes and strict anaerobes

express a functional anaerobic respiratory chain supporting their

anaerotolerance and their growth in the absence of oxygen. Con-

versely, anaerosensitive microaerophilic bacteria or strict aerobes do

not express a functional anaerobic respiratory chain.

Other anaerotolerance strategies have been developed among path-

ogenic bacteria, which have the ability to evolve and propagate under

hypoxia. L. monocytogenes' extracellular electron transfer (EET) may be

considered as an alternative anaerotolerance strategy (Light et al., 2018),

together with alternate respiratory polyketide quinones in Mycobacte-

rium tuberculosis, specifically expressed in biofilms and other oxygen-

limited conditions (Anand et al., 2015). This pathogen is an obligate

aerobe but colonises the host and persists under an oxygen-resistant

latent state within hypoxic granulomas (Tsai et al., 2006) (Klinkenberg

et al., 2008) (Figure 2). Mycobacterium tuberculosis do not grow in the

absence of oxygen; this dormant state should rather be defined as an

‘anaeroprotective’ strategies to survive in the absence of oxygen

(reviewed in Singh, Ghosh, Islam, Dasgupta, and Kirsebom (2010)) and

Rustad, Sherrid,Minch, and Sherman (2009).

4 | BACTERIA AEROTOLERANCE
STRATEGIES TO SURVIVE O2 AND
ASSOCIATED ROS EXPOSURE

Dioxygen is not toxic for bacteria per se. However, its presence is

associated with the formation of highly toxic derivatives such as reac-

tive oxygen species (ROS), including oxygen-superoxide radical (O2
•�),

hydrogen peroxide (H2O2) or hydroxyl radical (HO•). These reactive

molecules may damage bacteria components (DNA, peptides and

lipids) if not detoxified, and may be converted within infectious sites

into more stable and more potent microbicidal molecules, such as

hypochlorous acid (HOCl) by host immune cells, including polymor-

phonuclear neutrophils (Klebanoff, Kettle, Rosen, Winterbourn, &

Nauseef, 2013).

The dissemination of oxygen-consuming bacteria, such as faculta-

tive anaerobes, is anticipated to contribute to the limitation of oxygen

levels at infectious sites, hence limiting ROS production. We recently

demonstrated that Shigella flexneri aerobic respiration mediates oxy-

gen depletion in vivo (Arena et al., 2017; Tinevez et al., 2019)

(Figure 2).

In addition, bacteria have evolved to detoxify ROS produced by

host immune cells during the inflammatory response (reviewed in

(Khademian & Imlay, 2021)). Several ROS detoxification pathways

have been identified in bacteria, such as hydrogen peroxide-inducible

genes activator (OxyR) (Choi et al., 2001) in response to H2O2 in Shi-

gella flexneri, Salmonella (Jennewein et al., 2015) or Pseudomonas

aeruginosa (Wei et al., 2012). The combination of the superoxide dis-

mutase (SOD) and catalase activities mediates the detoxification of

O2
•� to produce H2O and O2. Strict anaerobes, such as Clostridium

difficile, may resist ROS with a key role by the sigma-B factor (Kint

et al., 1933) and further adapt to higher oxygen levels by forming

spores (reviewed in (Dürre, 2014)), stating as an ‘aeroprotection’
strategy. It was further reported that Salmonella typhimurium may

exploit ROS production for its own respiration. It has been shown that

tetrathionate was formed in a ROS-dependent manner and that its

respiration increases Salmonella typhimurium abundance in vivo

(Winter et al., 2010).

Another aeroprotection strategy consists in bacteria extracellular

colonisation on host tissues or within biofilms, thus avoiding oxygen

diffusing within host organs. This strategy is used by various patho-

genic enterobacteria such as E. coli (EPEC), Shiga toxin-producing

E. coli (STEC), enterotoxigenic E. coli (ETEC), diffusely adherent E. coli

(DAEC) or Enteroaggregative E. coli (EAEC). Their virulence requires

their adherence to the host intestine epithelium, where microcolonies

(e.g., EPEC) or biofilms (e.g., EAEC) are formed within the anaerobic

luminal compartment, avoiding further oxygen exposure (reviewed in

(Croxen et al., 2013)). A similar strategy is exploited by Helicobacter

pylori, which remains mainly extracellular in a microaerophilic microen-

vironment, potentially within protective biofilms (Hathroubi, Servetas,

Windham, Merrell, & Ottemann, 2018). It has been suggested that

Helicobacter pylori may have an intracellular life (Dubois &

Borén, 2007), although this point remains to be discussed.

Biofilm formation is another aeroprotection strategy used by path-

ogens. Oxygen diffusion within biofilms is limited, shaping an oxygen-

deprived niche in the heart of the structure, while oxygen may diffuse

in its periphery (Stewart et al., 2016). Biofilms are formed by several

life-threatening pathogens, such as Pseudomonas aeruginosa, Staphylo-

coccus aureus, pathogenic E. coli, Klebsiella pneumoniae or Haemophilus

influenza, among others (reviewed in (Jamal et al., 2018)) (Figure 2).

Most of biofilm-forming bacteria are facultative anaerobes, which may

evolve in this heterogeneous and complexmicroenvironment.

It is now well accepted that hypoxia is induced within host tissues

during bacterial infection (infectious hypoxia). The invasion of host

epithelial cells by bacteria stands as crucial early step of the infection

process. The impact of bacteria invasion on host cell oxygenation sta-

tus has been poorly investigated so far.

5 | INTRACELLULAR OXYGEN LEVEL
DECREASES UPON BACTERIAL INFECTION

Oxygen availability plays a central role in host cell invasion by bacteria

(reviewed in (Marteyn, Scorza, Sansonetti, & Tang, 2011)). Under

anaerobic conditions, it has been shown that bacteria invasion effi-

ciency was increased using Shigella (Marteyn et al., 2010) or Salmo-

nella (Ernst et al., 1990) as facultative anaerobe models.

To better appreciate the importance of bacteria oxygen consump-

tion, aerotolerance and anaerotolerance on their ability to survive

within invaded host cells, the modulation of the intracellular oxygena-

tion status remains to be minded. How the partial pressure of oxygen

within infected cells evolves during infection remains elusive. The

ANDRÉ ET AL. 5 of 8
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development of innovative technologies, such as the FLIM combined

with O2 probes based on Pt-porphyrin (Sud, Zhong, Beer, &

Mycek, 2005) (Papkovsky & Dmitriev, 2018) (Penjweini et al., 2020),

is anticipated to provide these quantitative data. It has to be noticed

that such experiments should be done under controlled low pO2 to

avoid experimental and non-physiological diffusion of atmospheric

oxygen.

Nevertheless, there are indirect evidences that oxygen abundance

varies in infected cells, which may have an important impact on the

host cell function, metabolism or survival. Bacteria virulence mecha-

nisms may be regulated by oxygen availability. Jones & Falkow have

shown in S. typhimurium that orgA (encoding for the oxygen-regulated

invasion protein OrgA) was over-expressed under low-oxygen condi-

tions (Jones & Falkow, 1994). It has been demonstrated that

S. typhimurium ΔorgA mutant is unable to invade and destroy M cells in

Peyer's patches in vivo, indicating that OrgA is essential for host cells

entry, although its precise function was not elucidated. Shigella Type III

secretion system is not functional under anaerobic conditions (Marteyn

et al., 2010) and has been reported to be inactive within infected cells

(Nigro et al., 2019), strongly suggested that intracellular oxygen level is

reduced upon Shigella infection and replication. In addition, it has been

reported that the expression of several genes encoding for proteins

involved in the adaptation of Shigella to changes in oxygen level such as

hemB (porphobilinogen synthase) and ppC (phosphoenolpyruvate car-

boxylase) is overexpressed intracellularly (Bartoleschi et al., 2002).

Host cells' metabolic shifts occurring during bacterial invasion seem

to indicate that a decrease of the intracellular oxygen level is induced

during bacterial infection. Hypoxia-inducible factor (HIF-1α) is a well-

characterized transcriptional regulator, which is stabilised in the absence

of oxygen. It has been shown that upon Clostridium difficile infection of

Caco-2 cells, a significant increase of HIF-1α transcription and protein

levels is observed (Hirota et al., 2010). Similar results were observed in

Hep-2 cells infected by Chlamydia pneumoniae, at least during the early

phase of infection (Rupp et al., 2007) . However, it has to be noticed that

HIF stabilisation does not necessarily reflect hypoxia induction during

bacterial infection since it has been demonstrated that E. coli lipopolysac-

charide (LPS) alone induces HIF-1α mRNA expression in monocytes

(Frede, Stockmann, Freitag, & Fandrey, 2006) and in many other cell

types. HIF degradation process is initiated by its hydroxylation catalysed

by proly-hydroxylases (PHDs) in the presence of oxygen, ascorbate and

2-oxoglutarate. It has been demonstrated that various metabolic com-

pounds such as succinate, fumarate and other molecules such as iron

(FeIII), ROS orNO inhibit PHDs activity, leading to HIF stabilisation, even

in the presence of oxygen (Selak et al., 2005) (Metzen, Zhou, Jelkmann,

Fandrey, & Brüne, 2003) (Siegert et al., 2015).

Several studies report that host cell metabolism is regulated during

bacterial infection, mainly through oxygen-independent glycolysis

(reviewed in (Eisenreich, Rudel, Heesemann, & Goebel, 2019)).Mycobac-

terium tuberculosis induces such a metabolic shift in macrophages, repre-

ssing the oxidative phosphorylation and activating glycolysis (Gleeson

et al., 2016) (Cumming, Addicott, Adamson, & Steyn, 2018). Pseudomo-

nas aeruginosa quorum-sensing molecule 3-oxo-C12-HSL induces mito-

chondria dysfunction in bronchial epithelial cells (Maurice et al., 2019),

while Chlamydia pneumoniae infection increases monocyte glucose

uptake (Rupp et al., 2007) and mitochondrial functions, favouring bacte-

ria intracellular growth (Käding et al., 2017). It has been shown that under

hypoxia, macrophage HIF-1α was stabilised, and the TCA metabolites

availability was reduced. In this context, it was reported that the intracel-

lular replication of Coxiella burnetii, an aerobic obligate intracellular path-

ogen causingQ fever, was drastically repressed, although its viability was

not impeded (Hayek et al., 2019). Hayek and colleagues demonstrated

that Coxiella burnetii requires citrate under hypoxia, while its abundance

is decreased in a HIF-1α-dependent manner. Limiting citrate availability

in macrophage infected by Coxiella burnetii stands as a novel defence

mechanism to decrease its intracellular replication, although persistence

is observed. Further investigations are required to define whether this

metabolic adaptation occurs also under anoxia and to decipher how

Coxiella burnetii use citrate as a carbon source and why it is essential for

its proliferation under hypoxia.

6 | CONCLUDING REMARKS

In this review, we propose to better take into account bacteria oxy-

gen consumption, aerotolerance and anaerotolerance to understand

and characterize their ability to invade, survive and disseminate

within host cells and tissues. Concomitantly, quantifying oxygen

level within infected cells or infectious sites (in situ, with non-

disruptive methods) will be the next challenge to confirm the impor-

tance of this question in vivo, requiring important technological

developments to allow in situ pO2 quantification using non-

disruptive methods.

ACKNOWLEDGEMENTS

The authors thank Ellen Arena and Jean-Yves Tinevez for their

thoughtful comments and scientific discussions. This work was

supported by the ANR JCJC grant (ANR-17-CE15-0012) and has

benefitted from support provided by the Strasbourg Institute for

Advanced Study (USIAS) for a Fellowship, within the French national

programme ‘Investment for the future’ (IdEx-Unistra) (B.S.M.).

DATA AVAILABILITY STATEMENT

No new data is generated

ORCID

Benoit S. Marteyn https://orcid.org/0000-0001-5638-702X

REFERENCES

Anand, A., Verma, P., Singh, A. K., Kaushik, S., Pandey, R., Shi, C., …
Gokhale, R. S. (2015). Polyketide quinones are alternate intermediate

electron carriers during mycobacterial respiration in oxygen-deficient

niches. Molecular Cell, 60, 637–650.
Arai, H. (2011). Regulation and function of versatile aerobic and anaerobic

respiratory metabolism in Pseudomonas aeruginosa. Frontiers in Microbi-

ology, 2, 103.

Arena, E. T., Tinevez, J.-Y., Nigro, G., Sansonetti, P. J., & Marteyn, B. S.

(2017). The infectious hypoxia: Occurrence and causes during Shigella

infection. Microbes and Infection, 19, 157–165.

6 of 8 ANDRÉ ET AL.

 14625822, 2021, 8, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/cm

i.13338 by C
ochrane France, W

iley O
nline L

ibrary on [12/10/2022]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense

https://orcid.org/0000-0001-5638-702X
https://orcid.org/0000-0001-5638-702X


Bartoleschi, C., Pardini, M. C., Scaringi, C., Martino, M. C., Pazzani, C., &

Bernardini, M. L. (2002). Selection of Shigella flexneri candidate viru-

lence genes specifically induced in bacteria resident in host cell cyto-

plasm. Cellular Microbiology, 4, 613–616.
Berkley, J. A., Lowe, B. S., Mwangi, I., Williams, T., Bauni, E., Mwarumba, S.,

… Scott, J. A. G. (2005). Bacteremia among children admitted to a rural

hospital in Kenya. The New England Journal of Medicine, 352, 39–47.
Borisov, V. B., Gennis, R. B., Hemp, J., & Verkhovsky, M. I. (2011). The

cytochrome bd respiratory oxygen reductases. Biochimica et Biophysica

Acta - Bioenergetics, 1807, 1398–1,413.
Bury-Moné, S., Kaakoush, N. O., Asencio, C., Mégraud, F., Thibonnier, M.,

Reuse, H. D., & Mendz, G. L. (2006). Is Helicobacter pylori a true micro-

aerophile? Helicobacter, 11, 296–303.
Choi, H.-J., Kim, S.-J., Mukhopadhyay, P., Cho, S., Woo, J.-R., Storz, G., &

Ryu, S.-E. (2001). Structural basis of the redox switch in the OxyR

transcription factor. Cell, 105, 103–113.
Cook, G. M., Greening, C., Hards, K., & Berney, M. (2014). Chapter one:

Energetics of pathogenic bacteria and opportunities for drug develop-

ment. Advances in Microbial Physiology, 65, 1–62.
Cook, G. M., Hards, K., Vilchèze, C., Hartman, T., & Berney, M. (2014).

Energetics of respiration and oxidative phosphorylation in

Mycobacteria. Microbiology Spectrum, 2(3), 1–30. https://doi.org/10.

1128/microbiolspec.MGM2-0015-2013.

Croxen, M. A., Law, R. J., Scholz, R., Keeney, K. M., Wlodarska, M., &

Finlay, B. B. (2013). Recent advances in understanding enteric patho-

genic Escherichia coli. Clinical Microbiology Reviews, 26, 822–880.
Cumming, B. M., Addicott, K. W., Adamson, J. H., & Steyn, A. J. (2018).

Mycobacterium tuberculosis induces decelerated bioenergetic metabo-

lism in human macrophages. eLife, 7, e39169.

Deeudom,M., Koomey,M., &Moir, J.W. B. (2008). Roles of c-type cytochromes

in respiration inNeisseriameningitidis.Microbiology,154, 2857–2864.
Dubois, A., & Borén, T. (2007). Helicobacter pylori is invasive and it may be a

facultative intracellular organism. Cellular Microbiology, 9, 1108–1,116.
Dürre, P. (2014). Physiology and sporulation in Clostridium. Microbiology

Spectrum, 2, TBS-0010-2012.

Eisenreich, W., Rudel, T., Heesemann, J., & Goebel, W. (2019). How viral

and intracellular bacterial pathogens reprogram the metabolism of

host cells to allow their intracellular replication. Frontiers in Cellular and

Infection Microbiology, 9, 42.

Ekici, S., Pawlik, G., Lohmeyer, E., Koch, H.-G., & Daldal, F. (2012). Biogen-

esis of cbb3-type cytochrome c oxidase in Rhodobacter capsulatus.

Biochimica et Biophysica Acta - Bioenergetics, 1817, 898–910.
Ernst, R. K., Dombroski, D. M., & Merrick, J. M. (1990). Anaerobiosis, type

1 fimbriae, and growth phase are factors that affect invasion of HEp-2

cells by Salmonella typhimurium. Infect Immun, 58, 2014–2016.
Frede, S., Stockmann, C., Freitag, P., & Fandrey, J. (2006). Bacterial lipo-

polysaccharide induces HIF-1 activation in human monocytes via

p44/42 MAPK and NF-κB. Biochemical Journal, 396, 517–527.
Gleeson, L. E., Sheedy, F. J., Palsson-McDermott, E. M., Triglia, D.,

O'Leary, S. M., O'Sullivan, M. P., … Keane, J. (2016). Cutting edge:

Mycobacterium tuberculosis induces aerobic glycolysis in human alveo-

lar macrophages that is required for control of intracellular bacillary

replication. Journal of Immunology, 196, 2444–2,449.
Hammer, N. D., Reniere, M. L., Cassat, J. E., Zhang, Y., Hirsch, A. O.,

Hood, M. I., & Skaar, E. P. (2013). two heme-dependent terminal oxi-

dases power Staphylococcus aureus organ-specific colonization of the

vertebrate host. MBio, 4, e00241–e00213.
Hathroubi, S., Servetas, S. L., Windham, I., Merrell, D. S., &

Ottemann, K. M. (2018). Helicobacter pylori biofilm formation and its

potential role in pathogenesis. Microbiology and Molecular Biology

Reviews, 82, e00001-18.

Hayek, I., Fischer, F., Schulze-Luehrmann, J., Dettmer, K., Sobotta, K.,

Schatz, V., … Lührmann, A. (2019). Limitation of TCA cycle intermedi-

ates represents an oxygen-independent nutritional antibacterial effec-

tor mechanism of macrophages. Cell Reports, 26, 3502–3510.e6.

Hirai, T., Osamura, T., Ishii, M., & Arai, H. (2016). Expression of multiple

cbb3 cytochrome c oxidase isoforms by combinations of multiple iso-

subunits in Pseudomonas aeruginosa. Proceedings of the National Acad-

emy of Sciences of the United States of America, 113, 12815–12,819.
Hirota, S. A., Fines, K., Ng, J., Traboulsi, D., Lee, J., Ihara, E., … Beck, P. L.

(2010). Hypoxia-inducible factor signaling provides protection in Clos-

tridium difficile-induced intestinal injury. Gastroenterology, 139, 259–
269.e3.

Hopper, A., Tovell, N., & Cole, J. (2009). A physiologically significant role in

nitrite reduction of the CcoP subunit of the cytochrome oxidase cbb3

from Neisseria gonorrhoeae. FEMS Microbiology Letters, 301, 232–240.
Hutfless, E. H., Chaudhari, S. S., & Thomas, V. C. (2018). Emerging roles of

nitric oxide synthase in bacterial physiology. Advances in Microbial

Physiology, 72, 147–191.
Jackson, R. J., Elvers, K. T., Lee, L. J., Gidley, M. D., Wainwright, L. M.,

Lightfoot, J., … Poole, R. K. (2007). Oxygen reactivity of both respira-

tory oxidases in Campylobacter jejuni: The cydAB genes encode a

cyanide-resistant, low-affinity oxidase that is not of the cytochrome

bd type. Journal of Bacteriology, 189, 1604–1,615.
Jamal, M., Ahmad, W., Andleeb, S., Jalil, F., Imran, M., Nawaz, M. A., …

Kamil, M. A. (2018). Bacterial biofilm and associated infections. Journal

of the Chinese Medical Association, 81, 7–11.
Jennewein, J., Matuszak, J., Walter, S., Felmy, B., Gendera, K., Schatz, V., …

Jantsch, J. (2015). Low-oxygen tensions found in Salmonella-infected

gut tissue boost Salmonella replication in macrophages by impairing

antimicrobial activity and augmenting Salmonella virulence. Cellular

Microbiology, 17, 1833–1847.
Jo, J., Cortez, K. L., Cornell, W. C., Price-Whelan, A., & Dietrich, L. E. (2017).

An orphan cbb3-type cytochrome oxidase subunit supports Pseudomo-

nas aeruginosa biofilm growth and virulence. eLife, 6, e30205.

Jones, B. D., & Falkow, S. (1994). Identification and characterization of a

Salmonella typhimurium oxygen-regulated gene required for bacterial

internalization. Infection and Immunity, 62, 3745–3,752.
Jones, S. A., Chowdhury, F. Z., Fabich, A. J., Anderson, A., Schreiner, D. M.,

House, A. L., … Conway, T. (2007). Respiration of Escherichia coli in the

mouse intestine. Infection and Immunity, 75, 4891–4,899.
Jünemann, S. (1997). Cytochrome bd terminal oxidase1All amino acid

numbering refers to the E. coli enzyme. Biochimica et Biophysica Acta -

Bioenergetics, 1(321), 107–127.
Käding, N., Kaufhold, I., Müller, C., Szasz�ak, M., Shima, K., Weinmaier, T., …

Rupp, J. (2017). Growth of Chlamydia pneumoniae is enhanced in cells

with impaired mitochondrial function. Frontiers in Cellular and Infection

Microbiology, 7, 499.

Khademian, M., & Imlay, J. A. (2021). How microbes evolved to tolerate

oxygen. Trends in Microbiology, 29(5), 428–440.
Kint, N., Janoir, C., Monot, M., Hoys, S., Soutourina, O., Dupuy, B., &

Martin-Verstraete, I. (1933). The alternative sigma factor σB plays a

crucial role in adaptive strategies of Clostridium difficile during gut

infection. Environmental Microbiology, 19, 1933–1958.
Klebanoff, S. J., Kettle, A. J., Rosen, H., Winterbourn, C. C., &

Nauseef, W. M. (2013). Myeloperoxidase: A front-line defender

against phagocytosed microorganisms. Journal of Leukocyte Biology,

93, 185–198.
Klinkenberg, L. G., Sutherland, L. A., Bishai, W. R., & Karakousis, P. C.

(2008). Metronidazole lacks activity against Mycobacterium tuberculosis

in an in vivo hypoxic granuloma model of latency. The Journal of Infec-

tious Diseases, 198, 275–283.
Kracke, F., Vassilev, I., & Krömer, J. O. (2015). Microbial electron transport

and energy conservation—The foundation for optimizing

bioelectrochemical systems. Frontiers in Microbiology, 6, 575.

Krieg, N. R., & Hoffman, P. S. (1986). Microaerophily and oxygen toxicity.

Annual Review of Microbiology, 40, 107–130.
Light, S. H., Su, L., Rivera-Lugo, R., Cornejo, J. A., Louie, A., Iavarone, A. T.,

… Portnoy, D. A. (2018). A flavin-based extracellular electron transfer

mechanism in diverse Gram-positive bacteria. Nature, 562, 140–144.

ANDRÉ ET AL. 7 of 8

 14625822, 2021, 8, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/cm

i.13338 by C
ochrane France, W

iley O
nline L

ibrary on [12/10/2022]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense

https://doi.org/10.1128/microbiolspec.MGM2-0015-2013
https://doi.org/10.1128/microbiolspec.MGM2-0015-2013


Lone, A. G., Atci, E., Renslow, R., Beyenal, H., Noh, S., Fransson, B., …
Call, D. R. (2015a). Colonization of epidermal tissue by Staphylococcus

aureus produces localized hypoxia and stimulates secretion of

antioxidant and caspase-14 proteins. Infection and Immunity, 83,

3026–3,034.
Lone, A. G., Atci, E., Renslow, R., Beyenal, H., Noh, S., Fransson, B.,… Call, D. R.

(2015b). Staphylococcus aureus induces hypoxia and cellular damage in por-

cine dermal explants. Infection and Immunity, 83, 2531–2,541.
Marteyn, B., Scorza, F. B., Sansonetti, P. J., & Tang, C. (2011). Breathing life into

pathogens: the influence of oxygen on bacterial virulence and host

responses in the gastrointestinal tract. CellularMicrobiology, 13, 171–176.
Marteyn, B., West, N. P., Browning, D. F., Cole, J. A., Shaw, J. G., Palm, F.,

… Tang, C. M. (2010). Modulation of Shigella virulence in response to

available oxygen in vivo. Nature, 465, 355–358.
Maurice, N. M., Bedi, B., Yuan, Z., Goldberg, J. B., Koval, M., Hart, C. M., &

Sadikot, R. T. (2019). Pseudomonas aeruginosa induced host epithelial

cell mitochondrial dysfunction. Scientific Reports, 9, 11929.

Melican, K., Boekel, J., Månsson, L. E., Sandoval, R. M., Tanner, G. A.,

Källskog, O., … Richter-Dahlfors, A.(2008). Bacterial infection-

mediated mucosal signalling induces local renal ischaemia as a defence

against sepsis. Cell Microbiol, 10, 1987–1998.
Melo, A. M. P., & Teixeira, M. (2016). Supramolecular organization of bac-

terial aerobic respiratory chains: From cells and back. Biochimica et Bio-

physica Acta - Bioenergetics, 1857, 190–197.
Metzen, E., Zhou, J., Jelkmann, W., Fandrey, J., & Brüne, B. (2003). Nitric

oxide impairs normoxic degradation of HIF-1α by inhibition of prolyl

hydroxylases. Molecular Biology of the Cell, 14, 3470–3,481.
Nagata, K., Tsukita, S., Tamura, T., & Sone, N. (1996). A db-type

cytochrome-c oxidase terminates the respiratory chain in Helicobacter

pylori. Microbiology, 142, 1757–1763.
Nigro, G., Arena, E. T., Sachse, M., Moya-Nilges, M., Marteyn, B. S.,

Sansonetti, P. J., & Campbell-Valois, F.-X. (2019). Mapping of Shigella

flexneri's tissue distribution and type III secretion apparatus activity dur-

ing infection of the large intestine of Guinea pigs. Pathogens and Disease,

77, 1–9.
Papkovsky, D. B., & Dmitriev, R. I. (2018). Imaging of oxygen and hypoxia

in cell and tissue samples. Cellular and Molecular Life Sciences, 75,

2963–2,980.
Penjweini, R., Roarke, B., Alspaugh, G., Gevorgyan, A., Andreoni, A., Pasut, A.,…

Knutson, J. R. (2020). Single cell-based fluorescence lifetime imaging of

intracellular oxygenation andmetabolism. Redox Biology, 34, 101549.

Pereira, M. M., Santana, M., & Teixeira, M. (2001). A novel scenario for the

evolution of haem–copper oxygen reductases. Biochimica et Biophysica

Acta - Bioenergetics, 1(505), 185–208.
Peterson, E. J. R., Abidi, A. A., Arrieta-Ortiz, M. L., Aguilar, B.,

Yurkovich, J. T., Kaur, A., … Baliga, N. S. (2020). Intricate genetic pro-

grams controlling dormancy in Mycobacterium tuberculosis. Cell Reports,

31, 107577.

Rupp, J., Gieffers, J., Klinger, M., Zandbergen, G. V., Wrase, R.,

Maass, M., … Hellwig-Burgel, T. (2007). Chlamydia pneumoniae

directly interferes with HIF-1α stabilization in human host cells. Cel-

lular Microbiology, 9, 2181–2191.
Rustad, T. R., Sherrid, A. M., Minch, K. J., & Sherman, D. R. (2009). Hyp-

oxia: A window into Mycobacterium tuberculosis latency. Cellular Micro-

biology, 11, 1151–1,159.
Selak, M. A., Armour, S. M., MacKenzie, E. D., Boulahbel, H.,

Watson, D. G., Mansfield, K. D., … Gottlieb, E. (2005). Succinate links

TCA cycle dysfunction to oncogenesis by inhibiting HIF-α prolyl

hydroxylase. Cancer Cell, 7, 77–85.
Siegert, I., Schödel, J., Nairz, M., Schatz, V., Dettmer, K., Dick, C., …

Jantsch, J. (2015). Ferritin-mediated iron sequestration stabilizes

hypoxia-inducible factor-1α upon LPS activation in the presence of

ample oxygen. Cell Reports, 13, 2048–2055.

Singh, B., Ghosh, J., Islam, N. M., Dasgupta, S., & Kirsebom, L. A. (2010).

Growth, cell division and sporulation in Mycobacteria. Antonie van

Leeuwenhoek, 98, 165–177.
Smith, M. A., Finel, M., Korolik, V., & Mendz, G. L. (2000). Characteristics

of the aerobic respiratory chains of the microaerophiles Campylobacter

jejuni and Helicobacter pylori. Archives of Microbiology, 174, 1–10.
Sousa, F. L., Alves, R. J., Ribeiro, M. A., Pereira-Leal, J. B., Teixeira, M., &

Pereira, M. M. (2012). The superfamily of heme–copper oxygen reduc-

tases: Types and evolutionary considerations. Biochimica et Biophysica

Acta - Bioenergetics, 1817, 629–637.
Stewart, P. S., Zhang, T., Xu, R., Pitts, B., Walters, M. C., Roe, F., …

Moter, A. (2016). Reaction–diffusion theory explains hypoxia and het-

erogeneous growth within microbial biofilms associated with chronic

infections. npj Biofilms and Microbiomes, 2, 16012.

Sud, D., Zhong, W., Beer, D., and Mycek, M.-A. (2005) Measurement of

intracellular oxygen levels using fluorescence lifetime imaging micros-

copy (FLIM). 585907.

Tacconelli, E., Carrara, E., Savoldi, A., Harbarth, S., Mendelson, M.,

Monnet, D. L., … Magrini, N. (2017). Discovery, research, and develop-

ment of new antibiotics: The WHO priority list of antibiotic-resistant

bacteria and tuberculosis. The Lancet Infectious Diseases, 18, 318–327.
Tinevez, J.-Y., Arena, E. T., Anderson, M., Nigro, G., Injarabian, L., André, A.,

…Marteyn, B. S. (2019). Shigella-mediated oxygen depletion is essential

for intestinal mucosa colonization.Nature Microbiology, 4, 2001–2009.
Tsai, M. C., Chakravarty, S., Zhu, G., Xu, J., Tanaka, K., Koch, C., … Chan, J.

(2006). Characterization of the tuberculous granuloma in murine and

human lungs: Cellular composition and relative tissue oxygen tension.

Cellular Microbiology, 8, 218–232.
Unden, G., & Trageser, M. (1991). Oxygen regulated gene expression in

Escherichia coli: Control of anaerobic respiration by the FNR protein.

Antonie van Leeuwenhoek, 59, 65–76.
VanOrsdel, C. E., Bhatt, S., Allen, R. J., Brenner, E. P., Hobson, J. J., Jamil, A.,

… Hemm, M. R. (2013). The Escherichia coli CydX protein is a member of

the CydAB cytochrome bd oxidase complex and is required for cyto-

chrome bd oxidase activity. Journal of Bacteriology, 195, 3640–3,650.
Wei, Q., Minh, P. N. L., Dötsch, A., Hildebrand, F., Panmanee, W.,

Elfarash, A., … Cornelis, P. (2012). Global regulation of gene expression

by OxyR in an important human opportunistic pathogen. Nucleic Acids

Research, 40, 4320–4,333.
Winstedt, L., Frankenberg, L., Hederstedt, L., & von Wachenfeldt, C.

(2000). Enterococcus faecalis V583 contains a cytochrome bd-type

respiratory oxidase. Journal of Bacteriology, 182, 3863–3,866.
Winter, S. E., Thiennimitr, P., Winter, M. G., Butler, B. P., Huseby, D. L.,

Crawford, R. W., … Bäumler, A. J. (2010). Gut inflammation provides a

respiratory electron acceptor for Salmonella. Nature, 467, 426–429.
Worlitzsch, D., Tarran, R., Ulrich, M., Schwab, U., Cekici, A., Meyer, K. C., …

Döring, G. (2002). Effects of reduced mucus oxygen concentration in

airway Pseudomonas infections of cystic fibrosis patients. The Journal

of Clinical Investigation, 109, 317–325.
Yamanaka, T., Fukumori, Y., Yamazaki, T., Kato, H., & Nakayama, K. (1985).

A comparative survey of several bacterial aa3-type cytochrome c oxi-

dases. Journal of Inorganic Biochemistry, 23, 273–277.

How to cite this article: André AC, Debande L, Marteyn BS.

The selective advantage of facultative anaerobes relies on

their unique ability to cope with changing oxygen levels during

infection. Cellular Microbiology. 2021;23:e13338. https://doi.

org/10.1111/cmi.13338

8 of 8 ANDRÉ ET AL.

 14625822, 2021, 8, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/cm

i.13338 by C
ochrane France, W

iley O
nline L

ibrary on [12/10/2022]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense

https://doi.org/10.1111/cmi.13338
https://doi.org/10.1111/cmi.13338

	The selective advantage of facultative anaerobes relies on their unique ability to cope with changing oxygen levels during ...
	1  INTRODUCTION
	2  MOLECULAR MECHANISMS SUSTAINING FACULTATIVE ANAEROBES OXYGEN-CONSUMPTION
	3  ANAEROTOLERANCE FAVOURS BACTERIA SURVIVAL TO INFECTIOUS HYPOXIA
	4  BACTERIA AEROTOLERANCE STRATEGIES TO SURVIVE O2 AND ASSOCIATED ROS EXPOSURE
	5  INTRACELLULAR OXYGEN LEVEL DECREASES UPON BACTERIAL INFECTION
	6  CONCLUDING REMARKS
	ACKNOWLEDGEMENTS
	  DATA AVAILABILITY STATEMENT

	REFERENCES


