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1. ABSTRACT 

Cell signaling is an essential part in the 
complex system of communication that governs basic 
cellular activities and coordinates cell actions. The 
ability of cells to perceive and correctly respond to their 
microenvironment is essential for cell survival and basic 
biological function. In the defense from pathogenic 
bacteria, the immune cells exert their function through 
various signaling pathways. In this review, we will 
summarize recent findings on the role of cell signaling in 
the interaction between pathogenic bacteria and immune 
cells, focusing on neutrophils and macrophages, which 
are part of the innate immunity, and also T cells, which 
are components of the adaptive immune system.

2. INTRODUCTION

The immune system consists of the innate and 
adaptive branches, which together detect pathogens 
and protect against diseases. Innate cells mediate the 
activation of the adaptive immune system (1). The innate 
phagocytes, including neutrophils and macrophages, 
identify and eliminate pathogens, either by attacking 
larger pathogens through contact or by engulfing and 
then killing microorganisms (2). Both neutrophils and 
macrophages travel throughout the body in pursuit 
of invading pathogens (3). On the other hand, the T 
lymphocytes of adaptive immune system are involved in 
a cell-mediated immune response, and recognition of the 
pathogen. Thus, in this study we will focus on neutrophils 
and macrophages, and also T lymphocytes. 

Cell signaling is an essential part in the complex 
system of communication that governs basic cellular 
activities and coordinates cell actions. The immune cells 
may activate certain signaling pathways to participate 

Cell signaling in the interaction between pathogenic bacteria and immune cells

Hui Yang1,2, Yaxiong Liu1,2, Ruihua Tang1,2, Dongyan Shao1,2, Jing Li1,2, Ji Li1,2, Linjie Ye1,2, 
Mingliang Jin1,2, Qingsheng Huang1,2, Junling Shi1,2

1School of Life Sciences, Northwestern Polytechnical University, 710072 Xi’an, China, 2Key Laboratory for 
Space Bioscience and Biotechnology, Northwestern Polytechnical University, 710072 Xi’an, China

TABLE OF CONTENTS

1. Abstract 
2. Introduction
3. Neutrophils
4. Macrophages 
5. T cells
6. Conclusions
7. Acknowledgements
8. References

in disease. In a murine model of polymicrobial sepsis, 
inhibition of the Toll-like receptor (TLR) 4 could improve 
the survival (4); the mucosal immune cells respond 
to TLR-induced nuclear factor kappaB (NF-kappaB) 
signaling and promote the commensal bacteria-
induced colitis (5). Another example is the induction of 
Ca-signaling in guinea-pig neutrophils and macrophages 
by lipopolysaccharide (LPS, endotoxin) from gram-
negative bacteria (6). Moreover, certain signaling plays 
a protective role in disease. MyD88 signaling is essential 
for protection against Salmonella enterica serovar 
Typhimurium infection in innate immune response (7). 

On the other hand, the pathogen can mediate 
the signaling pathways. The Escherichia coli alpha-
hemolysin-induced mediator is essential for the signal 
transduction pathway in the interaction between 
inflammatory cells and granulocyte-macrophage colony-
stimulating factor or granulocyte colony-stimulating 
factor  (8). During an immune response to a pathogen, 
signaling transduction pathways play a crucial role in the 
interaction between immune cells and the pathogen. For 
instance, a rapamycin-sensitive signaling pathway may 
act as a negative feedback cascade in the regulatory 
mechanisms of IL-12 production from monocytes/
macrophages induced by Staphylococcus aureus (9). 
In this review, we will summarize the recent studies 
on signaling pathways in immune cells responding to 
pathogen. 

3. NEUTROPHILS

In the granulocytic anaplasmosis, the obligate 
intracellular bacterium Anaplasma phagocytophilum can 
lead to a delayed neutrophil apoptosis by the activation 
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of the p38/ mitogen-activated protein kinase (MAPK) 
signaling pathway (10). A study on bacterially intestinal 
infection found that the NF-kappaB may be a signal for 
the mucosal influx of neutrophils (11). Thus, pathogens 
could influence the behaviors of neutrophils via various 
signaling pathways, leading to disease. Neutrophils are an 
essential part of innate immune system. When pathogens 
attack the body, neutrophils play an anti-microbial role by 
phagocytosis, degranulation and neutrophil extracellular 
traps. The neutrophil phagocytosis can be strengthened 
by LFA-1 ligand stimulation, and the LFA-1 counter-
receptor, the intercellular adhesion molecule (ICAM)-1 
ligand binding, acts as a co-stimulatory signal to induce 
full phagocytotic function (12). During the process of 
bacterial phagocytosis, the extracellular response kinase 
and p38 was stimulated by distinct signal transduction 
pathways, and the p38 kinase activity is necessary for 
hydrogenperoxide (H2O2) production (13). 

The reactive oxygen species, including H2O2, 
are major parts of respiratory burst. During the process 
of phagocytosis, neutrophils internalize and kill microbes, 
resulting in the formation of a phagosome, which secretes 
reactive oxygen species and hydrolytic enzymes, namely 
respiratory burst (Figure 1). The activation of respiratory 
burst, measured by tumor necrosis factor (TNF)-triggered 
H2O2 release, can be inhibited by three small compounds 
screened from 15,000 drug-like compounds generated 
from 125 combinatorial templates by signaling pathways 
instead of directly targeting cell components (14). This 
study also reflects the important role of TNF in the 
response of neutrophils to pathogen. In truth, TNF turns 
on phagocyte oxidase through a Ca2+-triggered, soluble 
adenylyl cyclase-dependent process in the respiratory 
burst of neutrophils (15). 

In the killing of Gram-negative bacteria by 
neutrophils of patients with cystic fibrosis, the T cell Ig 
and mucin domain-containing molecule-3 via the ligand 
galectin-9 is perturbed in the airways due to proteolytic 
degradation of the receptor (16), suggesting that 
signaling mediates the interaction between neutrophils 
and Gram-negative bacteria. Among many types of 
Gram-negative bacteria, Pseudomonas aeruginosa 
bacteria have attracted much attention. Pseudomonas 
aeruginosa bacteria modulate neutrophil responses of 
mucoid, especially the interaction with components of 
the signal transduction pathway, including G proteins and 
protein kinase C, via their mucoidexopolysaccharide (17). 
In the rat model of full-thickness wound-healing, 
polymorphonuclear neutrophils infiltrate into the wound 
site, in which the Cyclooxygenase-2 is unregulated 
by the Pseudomonas aeruginosa quorum-sensing 
signal N- (3-oxododecanoyl) homoserinelactone, 
leading to promoting inflammation (18). Moreover, the 
Pseudomonas quinolone signal, a quorum sensing 
molecule produced by bacteria, can stimulate the 
chemotaxis of polymorphonuclear neutrophils via 
MAPkinase p38, suggesting that MAPkinase p38 
signaling is involved in the influence of bacteria on 
polymorphonuclear neutrophils (19). 

In summary, various signaling pathways 
participate in the interaction between pathogen and 
neutrophils. They play crucial roles in the neutrophils’ 
response and killing bacteria, as well as the influence of 
bacteria on neutrophils. 

4. MACROPHAGES 

When a pathogen invades in body, the neutrophils 
move into the site and then proliferate. After the first 48 h, 
as neutrophils age, they stimulate the appearance of the 
macrophages, which will then ingest the aged neutrophils 
as well as the pathogen (20). Each macrophage can 
digest more than 100 bacteria before it finally perishes 
together with the pathogen. PI3-kinases (PI3Ks) are a 
family of related intracellular signal transducer enzymes 
capable of phosphorylating the 3 position hydroxyl 
group of the inositol ring of phosphatidylinositol. PI3Ks 
participate in a Syk-dependent signaling pathway, which 
is critical for FcgammaR-mediated phagocytosis and 
signal transduction in macrophages (21). Nucleotide-
binding oligomerization domain 2 signaling promotes 
macrophages secreting inflammatory cytokines, such as 
IL-6, TNF-alpha and IL-12p40, in response to bacterial 
stimulation (22). In the infection of Mycobacterium 
avium, macrophages survival can be improved by 
phosphorylation of the signal transducer and activator 
of transcription type 1 (STAT1) signaling pathway (23). 
These findings suggest that, similar to neutrophils, 
various signaling pathways are involved in the behaviors 
of macrophages. 

Figure 1. Respiratory burst. During the process of phagocytosis, 
neutrophils internalize and kill microbes, resulting in the formation of 
a phagosome, which secrete reactive oxygen species and hydrolytic 
enzymes.
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On the other hand, the pathogens influence the 
macrophages via signaling. Burkholderia pseudomallei 
induced SARM, which down-regulates signal regulatory 
protein alpha and up-regulates nitric oxide synthase, 
finally facilitating the ability of the bacteria to multiply 
in macrophages (24) (Figure 2). In tuberculosis, the 
Mycobacterium tuberculosis inhibits class II MHC and 
change MHC-I Ag processing, leading to a prolonged 
infection of macrophages, and finally immunologically 
silencing macrophages and evading surveillance by 
both CD4+ T and CD8+ T cells, promoting chronic 
infection (25).

Among other possible examples, we will focus 
on NF-kappa B and TLR signaling, considering their 
crucial role in inflammation. The NF-kappaB signaling 
is significant in the phagocytosis of macrophages 
that through NF-kappaB activation, Escherichia coli 
prevents the phagocytosis and then leads to enhanced 
signaling to T cells, thus stimulating the adaptive 
immune response  (26). Through the activation of 
NF-kappaB signaling, as well as ERK and p38 MAPK 
signal pathways, the TLR9 was up-regulated by LPS in 
macrophages, which is an effective response to bacteria 
invasion (27). Later, Novoselova and colleagues (28) 
reported similar findings, i.e. that not only NF-kappaB, 
but also IKK, JNK, TLR2 and TLR4 participate in 
macrophage’s response to toxin from gram-negative 
bacteria. Although the TLR3 or TLR4 cannot stimulate 
IFN-beta-mediated innate signal amplification in resident 
murine alveolar macrophages (29), TLR signaling is 
crucial in the response of macrophages to pathogens 
based on findings on NK-kappaB signaling, and different 
members of the TLR family have diverse roles in different 
organs and diseases. 

The TLRs are also regulated by different 
signaling cues. The ligomerization of TLR4 is up-regulated 
by SIGNR1, a member of a new family of mouse C-type 
lectins, after stimulation with Escherichia coli, which 
is associated with the function of macrophages to 
capture gram-negative bacteria, and then facilitating 
signal transduction to activate innate macrophage 
responses  (30). In contrast, TLRs can be negatively 

regulated by signal regulatory protein alpha, resulting 
in a decrease of intracellular killing of Burkholderia 
pseudomallei in macrophages (31). 

5. T CELLS

T cells play a central role in cell-mediated 
immunity. In sepsis, STAT signaling network in T cell 
is reprogrammed within 6 h of bacteremia through 
secondary signals, whereas macrophages are partially 
tolerized in their ability to respond to TLR agonists (32). 
The TLRs are also involved in the interaction between T 
cells and pathogens. The human bone marrow-derived 
mesenchymal stem cells express high levels of TLR3 
and TLR4, which have the ability to induce NF-kappaB 
activity and production of IL-6, IL-8 and CXC10, as well 
as to inhibit T-cell modulatory activity by impairing Notch 
signaling in Gram-negative bacteria infection (33). The 
Gram-negative bacteria affect the function of T cells via 
TLR signaling in T cells. LPS induces human T cells 
to adhere to fibronectin through TLR4/protein kinase 
C signaling, as well as phosphorylation of the proline-
rich tyrosine kinase (Pyk-2) and p38 (34). In addition to 
TLR signaling, LPS up-regulates cytokine signaling 3, 
which is T cell suppressor, leading to inhibition of T cell 
chemotaxis toward CXCL12 (34).

In different subtypes of T cells, various signaling 
pathways are involved in the interaction between T cells 
and pathogens. During bacterial infection, gamma/delta T 
cells secreting IL-17A/F are negatively regulated by type 
I IFN (35). As for the secondary infection, activated Wnt 
signaling is beneficial for memory CD8 T cell formation 
during the initial immunization, leading to enhanced 
immunity upon a second encounter with the same 
pathogen (36). The tetra-acyl LPS acts on both mouse 
and human dendritic cells, triggering both the CD4+ 
T and CD8+ T cell responses, whereas only human 
myeloid dendritic cells favored the induction of regulatory 
T cells (37). 

Pathogens induce functional changes in T 
cells, but pathogens can be influenced by T cells via 
signaling pathways as well. Bacteria in the gut secrete 

Figure 2. Burkholderia pseudomallei multiply in macrophages through SARM signaling. Burkholderia pseudomallei induced SARM, which down-
regulates signal regulatory protein alpha and up-regulation of nitric oxide synthase, finally facilitating the ability of the bacteria to multiply in macrophages. 
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quorum-sensing signal molecules, which are transmitters 
for bacteria to communicate with one another and 
participate in the switching of processes including 
virulence, biofilm formation, sporulation, mating and 
competence for DNA uptake (38-40). CD4+ T cells play 
an important role in the initiation of immune responses 
by helping other cells and taking on a variety of effector 
functions during immune reactions. Upon antigenic 
stimulation, naive CD4+ T cells activate, expand, and 
differentiate into different effector subsets, including 
T helpers (Th)1, Th2, Th9, Th17, and Th22—that are 
characterized by the production of distinct cytokines and 
effector functions (41). Quorum-sensing signal molecules 
induced apoptosis of CD4+ T cells, particularly CD4+ 
Th1/Th2, but not CD8+ T cells, in patients with sepsis, 
which was associated with caspase 3 signaling (42). In 
the Th1 response to mycobacteria, the CD30L/CD30 
signaling promotes the ability of Th1 cell to produce IFN-
gamma against bacillus Calmette-Guérin infection  (43). 
The Th1 cell development driven by LPS can be inhibited 
by TGF-beta signaling, which can also act as an indirect 
effecter in Th17 cell differentiation (44). The Th17 cells 
secrete IL-17A and IL-17F, which promote the recruitment 
and subsequent activation of neutrophils (45-47–208), 
and IL-17 sustains inflammation, thus amplifying 
the inflammatory response induced by a preexisting 
tissue injury (48). The process of Th17 differentiation 
is controlled by T-cell receptor/ CARD-containing 
MAGUK protein 1/NF-kappaB signaling via enabling 
chromatin accessibility of Th17 effecter molecule loci in 
genetic mouse models  (49). In intestinal inflammation, 
innate expression of Ahr has a protective role in T-cell-
mediated experimental colitis by suppressing pathogenic 
Th17 cells, and Ahr and the commensal flora regulates 
the balance between innate lymphoid cells and Th17 
cells (50). 

In summary, different T cell subtypes play 
various roles in the immune response to pathogens. 
During these complex processes, different signaling 
pathways are involved, in which other immune cells or 
pathogens may influence the T cell function, and in turn, 
T cells can affect the pathogen via different signaling. 

6. CONCLUSIONS

In innate immune cells, such as neutrophils 
and macrophages, and also in the acquired immune 
cells T cells, different signaling pathways mediate the 
interaction between pathogenic bacteria and immune 
cells. However, in many diseases the roles of different 
signaling pathways are not very clear, which may be due 
to technical constraints. As new experimental techniques 
and methods emerge, more knowledge on roles of various 
signaling will certainly be acquired. Further understanding 
on the role of the different signaling pathways in the 
interaction between pathogenic bacteria and immune 
cells may provide insights on the function of immune cells 

and the pathogenesis of bacterial disease, which may be 
helpful in the development of novel therapeutic strategies. 

7. ACKNOWLEDGEMENTS

This work was supported by grants from the 
National Natural Science Foundation of China (11472224) 
and the Natural Science Foundation of Shaanxi Province 
(2014JM1002).

8. REFERENCES

1.	 Mayer Gene: Immunology-Chapter One: 
Innate (non-specific) Immunity. Microbiology 
and Immunology On-Line Textbook. USC 
School of Medicine. (2006) 
No doi was found

2.	 Janeway CA, Jr. et al: Immunobiology. (6th 
ed.) Garland Science. (2005)
No doi was found

3.	 Zen K, Parkos CA: Leukocyte-epithelial 
interactions. Curr Opin Cell Biol 15 (5):557-64 
(2003)
DOI: 10.1016/S0955-0674 (03)00103-0 

4.	 Sha T, Iizawa Y, Ii M: Combination of imipenem 
and TAK-242, a Toll-like receptor 4 signal 
transduction inhibitor, improves survival in a 
murine model of polymicrobial sepsis. Shock 
35 (2):205-9 (2011)
DOI: 10.1097/SHK.0b013e3181f48942 

5.	 Karrasch T, Kim JS, Muhlbauer M, Magness ST, 
Jobin C: Gnotobiotic IL-10-/-;NF-kappa B (EGFP) 
mice reveal the critical role of TLR/NF-kappa B 
signaling in commensal bacteria-induced colitis. 
J Immunol 178 (10):6522-32 (2007) 
DOI: 10.4049/jimmunol.178.10.6522 

6.	 Waga I, Nakamura M, Honda Z, Ferby I, 
Toyoshima S, Ishiguro S, Shimizu T: Two 
distinct signal transduction pathways for the 
activation of guinea-pig macrophages and 
neutrophils by endotoxin. Biochem Biophys 
Res Commun 197 (2):465-72 (1993)
DOI: 10.1006/bbrc.1993.2502 

7.	 Ko HJ, Yang JY, Shim DH, Yang H, Park SM, 
Curtiss R 3rd, Kweon MN: Innate immunity 
mediated by MyD88 signal is not essential 
for induction of lipopolysaccharide-specific 
B cell responses but is indispensable for 
protection against Salmonella entericaserovar 
Typhimurium infection. J Immunol 182 
(4):2305-12 (2009)
DOI: 10.4049/jimmunol.0801980

http://dx.doi.org/10.1016/S0955-0674(03)00103-0
http://dx.doi.org/10.1097/SHK.0b013e3181f48942
http://dx.doi.org/10.4049/jimmunol.178.10.6522
http://dx.doi.org/10.1006/bbrc.1993.2502
http://dx.doi.org/10.4049/jimmunol.0801980


Cell signaling between pathogenic bacteria and immune cells

	 1033� © 1996-2015

8.	 König B, König W: Effect of growth factors 
on Escherichia coli alpha-hemolysin-induced 
mediator release from human inflammatory 
cells: involvement of the signal transduction 
pathway. Infect Immun 62 (5):2085-93 (1994)
No doi was found

9.	 Uthaisangsook S , Day NK, Hitchcock  R, 
Lerner  A, James-Yarish M, Good RA, 
Haraguchi S: Negative regulation of 
interleukin-12 production by a rapamycin-
sensitive signalingpathway: a brief 
communication. Exp Biol Med (Maywood) 228 
(9):1023-7 (2003)
No doi was found

10.	 Choi KS, Park JT, Dumler JS: 
Anaplasmaphagocytophilum delay of 
neutrophil apoptosis through the p38 mitogen-
activated protein kinase signalpathway. Infect 
Immun 73 (12):8209-18 (2005) 
DOI: 10.1128/IAI.73.12.8209-8218.2005 

11.	 Kim JG, Lee SJ, Kagnoff MF: Nod1 is an 
essential signal transducer in intestinal 
epithelial cells infected with bacteria that 
avoid recognition by toll-like receptors. Infect 
Immun 72 (3):1487-95 (2004) 
DOI: 10.1128/IAI.72.3.1487-1495.2004 

12.	 Schnitzler N, Haase G, Podbielski A, 
Lütticken R, Schweizer KG: A co-stimulatory 
signal through ICAM-beta2 integrin-binding 
potentiates neutrophil phagocytosis. Nat Med 
5 (2):231-5 (1999)
DOI: 10.1038/5597 

13.	 McLeish KR, Klein JB, Coxon PY, Head KZ, 
Ward RA: Bacterial phagocytosis activates 
extracellular signal-regulated kinase and p38 
mitogen-activated protein kinase cascades in 
human neutrophils. J Leukoc Biol 64 (6):835-
44 (1998)
No doi was found

14.	 Han H, Roberts J, Lou O, Muller WA, Nathan 
N, Nathan C: Chemical inhibitors of TNF 
signal transduction in human neutrophils point 
to distinct steps in cell activation. J Leukoc 
Biol 79 (1):147-54 (2006) 
DOI: 10.1189/jlb.0605308 

15.	 Han H, Stessin A, Roberts J, Hess K, Gautam 
N, Kamenetsky M, et al: Calcium-sensing 
soluble adenylyl cyclase mediates TNF signal 
transduction in human neutrophils. J Exp Med 
202 (3):353-61 (2005) 
DOI: 10.1084/jem.20050778 

16.	 Vega-Carrascal I, Bergin DA, McElvaney 
OJ, McCarthy C, Banville N, Pohl K, et al: 
Galectin-9 signaling through TIM-3 is involved 
in neutrophil-mediated Gram-negative 
bacterial killing: an effect abrogated within the 
cystic fibrosis lung. J Immunol 192 (5):2418-
31 (2014)
DOI: 10.4049/jimmunol.1300711 

17.	 König B, Friedl P, Pedersen SS, König W: 
Alginate--its role in neutrophil responses 
and signal transduction towards mucoid 
Pseudomonas aeruginosa bacteria. Int Arch 
Allergy Immunol 99 (1):98-106 (1992) 
DOI: 10.1159/000236341 

18.	 Nakagami G, Minematsu T, Asada M, 
Nagase T, Akase T, Huang L, et al: The 
Pseudomonas aeruginosa quorum-sensing 
signal N- (3-oxododecanoyl) homoserine 
lactone can accelerate cutaneous wound 
healing through myofibroblast differentiation 
in rats. FEMS Immunol Med Microbiol 62 
(2):157-63 (2011)
DOI: 10.1111/j.1574-695X.2011.00796.x 

19.	 Hänsch GM, Prior B, Brenner-Weiss G, 
Obst  U, Overhage J: The Pseudomonas 
quinolone signal (PQS) stimulates chemotaxis 
of polymorphonuclear neutrophils. J Appl 
Biomater Funct Mater 12 (1):21-6 (2014)
No doi was found.

20.	 Eming SA, Krieg T, Davidson JM: Inflammation 
in wound repair: molecular and cellular 
mechanisms. J Invest Dermatol 127 (3):514-
25 (2007)
DOI: 10.1038/sj.jid.5700701 

21.	 Crowley MT, Costello PS, Fitzer-Attas CJ, 
Turner M, Meng F, Lowell C, Tybulewicz VL, 
DeFranco AL: A critical role for Syk in signal 
transduction and phagocytosis mediated by 
Fcgamma receptors on macrophages. J Exp 
Med 186 (7):1027-39 (1997)
DOI: 10.1084/jem.186.7.1027

22.	 Jamontt J, Petit S, Clark N, Parkinson SJ, 
Smith P: Nucleotide-binding oligomerization 
domain 2 signaling promotes hyperresponsive 
macrophages and colitis in IL-10-deficient 
mice. J Immunol 190 (6):2948-58 (2013)
DOI: 10.4049/jimmunol.1201332 

23.	 Dominici S, Brandi G, Schiavano GF, Magnani 
M: Selective killing of Mycobacterium 
avium-infected macrophages by inhibition 
of phosphorylated signal transducer and 

http://dx.doi.org/10.1128/IAI.73.12.8209-8218.2005
http://dx.doi.org/10.1128/IAI.72.3.1487-1495.2004
http://dx.doi.org/10.1038/5597
http://dx.doi.org/10.1189/jlb.0605308
http://dx.doi.org/10.1084/jem.20050778
http://dx.doi.org/10.4049/jimmunol.1300711
http://dx.doi.org/10.1159/000236341
http://dx.doi.org/10.1111/j.1574-695X.2011.00796.x
http://dx.doi.org/10.1038/sj.jid.5700701
http://dx.doi.org/10.1084/jem.186.7.1027
http://dx.doi.org/10.4049/jimmunol.1201332


Cell signaling between pathogenic bacteria and immune cells

	 1034� © 1996-2015

activator of transcription type 1. J Infect Dis 
198 (1):95-100 (2008)
DOI: 10.1086/588824

24.	 Baral P, Utaisincharoen P: Sterile-α- and 
armadillo motif-containing protein inhibits 
the TRIF-dependent downregulation of 
signal regulatory protein α to interfere 
with intracellular bacterial elimination in 
Burkholderiapseudomallei-infected mouse 
macrophages. Infect Immun 81 (9):3463-71 
(2013) 
DOI: 10.1128/IAI.00519-13

25.	 Tobian AA, Potter NS, Ramachandra L, 
Pai RK, Convery M, Boom WH, Harding 
CV: Alternate class I MHC antigen 
processing is inhibited by Toll-like receptor 
signalingpathogen-associated molecular 
patterns: Mycobacterium tuberculosis 19-kDa 
lipoprotein, CpG DNA, and lipopolysaccharide. 
J Immunol 171 (3):1413-22 (2003)
DOI: 10.4049/jimmunol.171.3.1413 

26.	 Groesdonk HV, Schlottmann S, Richter F, 
Georgieff M, Senftleben U: Escherichia 
coli prevents phagocytosis-induced 
death of macrophages via classical 
NF-kappaBsignaling, a link to T-cell activation. 
Infect Immun 74 (10):5989-6000 (2006)
DOI: 10.1128/IAI.00138-06 

27.	 An H, Xu H, Yu Y, Zhang M, Qi R, Yan X, Liu S, 
Wang W, Guo Z, Qin Z, Cao X: Up-regulation 
of TLR9 gene expression by LPS in mouse 
macrophages via activation of NF-kappaB, 
ERK and p38 MAPK signalpathways. Immunol 
Lett 81 (3):165-9 (2002)
DOI: 10.1016/S0165-2478 (02)00010-X 

28.	 Novoselova EG, Parfeniuk SB, Glushkova 
OV, Khrenov MO, Novoselova TV, Lunin SM, 
Fesenko EE: Effects of several inhibitors 
of intracellular signaling on production of 
cytokines and signal proteins in RAW 264.7. 
cells cultivated with low dose ammonium. 
Biofizika 57 (3):437-45 (2012)
No doi was found.

29.	 Punturieri A, Alviani RS, Polak T, Copper P, 
Sonstein J, Curtis JL: Specific engagement 
of TLR4 or TLR3 does not lead to IFN-beta-
mediated innate signal amplification and 
STAT1 phosphorylation in resident murine 
alveolar macrophages. J Immunol 173 
(2):1033-42 (2004)
DOI: 10.4049/jimmunol.173.2.1033 

30.	 Nagaoka K, Takahara K, Tanaka K, Yoshida 
H, Steinman RM, Saitoh S, et al: Association 
of SIGNR1 with TLR4-MD-2 enhances signal 
transduction by recognition of LPS in gram-
negative bacteria. Int Immunol 17 (7):827-36 
(2005) 
DOI: 10.1093/intimm/dxh264

31.	 Baral P, Utaisincharoen P: Involvement of 
signal regulatory protein α, a negative regulator 
of Toll-like receptor signaling, in impairing the 
MyD88-independent pathway and intracellular 
killing of Burkholderiapseudomallei-
infected mouse macrophages. Infect Immun 
80 (12):4223-31 (2012)
DOI: 10.1128/IAI.00718-12 

32.	 Hotson AN, Hardy JW, Hale MB, Contag CH, 
Nolan GP: The T cell STAT signaling network is 
reprogrammed within hours of bacteremia via 
secondary signals. J Immunol 182 (12):7558-
68 (2009) 
DOI: 10.4049/jimmunol.0803666 

33.	 Liotta F, Angeli R, Cosmi L, Filì L, Manuelli C, 
Frosali F, et al: Toll-like receptors 3 and 4 are 
expressed by human bone marrow-derived 
mesenchymal stem cells and can inhibit their 
T-cell modulatory activity by impairing Notch 
signaling. Stem Cells 26 (1):279-89 (2008)
DOI: 10.1634/stemcells.2007-0454 

34.	 Zanin-Zhorov A, Tal-Lapidot G, Cahalon L, 
Cohen-Sfady M, Pevsner-Fischer M, Lider 
O, Cohen IR: Cutting edge: T cells respond 
to lipopolysaccharide innately via TLR4 
signaling. J Immunol 179 (1):41-4 (2007) 
DOI: 10.4049/jimmunol.179.1.41 

35.	 Henry T, Kirimanjeswara GS, Ruby T, 
Jones JW, Peng K, Perret M, et al: Type 
I IFN signaling constrains IL-17A/F 
secretion by gammadeltaT cells during 
bacterial infections. J Immunol 184 
(7):3755-67 (2010)
DOI: 10.4049/jimmunol.0902065 

36.	 Zhao DM, Yu S, Zhou X, Haring JS, Held W, 
Badovinac VP, Harty JT, Xue HH: Constitutive 
activation of Wntsignaling favors generation 
of memory CD8 T cells. J Immunol 184 
(3):1191-9 (2010) 
DOI: 10.4049/jimmunol.0901199 

37.	 Martirosyan A, Ohne Y, Degos C, 
Gorvel L, Moriyón I, Oh S, Gorvel JP: 
Lipopolysaccharides with acylation defects 
potentiate TLR4 signaling and shape T cell 

http://dx.doi.org/10.1086/588824
http://dx.doi.org/10.1128/IAI.00519-13
http://dx.doi.org/10.4049/jimmunol.171.3.1413
http://dx.doi.org/10.1128/IAI.00138-06
http://dx.doi.org/10.1016/S0165-2478(02)00010-X
http://dx.doi.org/10.4049/jimmunol.173.2.1033
http://dx.doi.org/10.1093/intimm/dxh264
http://dx.doi.org/10.1128/IAI.00718-12
http://dx.doi.org/10.4049/jimmunol.0803666
http://dx.doi.org/10.1634/stemcells.2007-0454
http://dx.doi.org/10.4049/jimmunol.179.1.41
http://dx.doi.org/10.4049/jimmunol.0902065
http://dx.doi.org/10.4049/jimmunol.0901199


Cell signaling between pathogenic bacteria and immune cells

	 1035� © 1996-2015

responses. PLoS One 8 (2):e55117 (2013) 
DOI: 10.1371/journal.pone.0055117 

38.	 Bassler BL: Small talk. Cell-to-cell 
communication in bacteria.Cell. 2002; 109 
(4):421-4 ()
DOI: 10.1016/S0092-8674 (02)00749-3 

39.	 Bassler BL1, Losick R: Bacterially speaking. 
Cell 125 (2):237-46 (2006)
DOI: 10.1016/j.cell.2006.04.001 

40.	 Fuqua C, Winans SC, Greenberg EP: Census 
and consensus in bacterial ecosystems: 
the LuxR-LuxI family of quorum-sensing 
transcriptional regulators. Annu Rev Microbiol 
50:727-51 (1996)
DOI: 10.1146/annurev.micro.50.1.727 

41.	 Bettelli E, Korn T, Kuchroo VK: Th17: the third 
member of the effector T cell trilogy. Curr Opin 
Immunol 19 (6):652-7 (2007)
DOI: 10.1016/j.coi.2007.07.020 

42.	 Boontham P, Robins A, Chandran P, Pritchard 
D, Cámara M, Williams P, et al: Significant 
immunomodulatory effects of Pseudomonas 
aeruginosa quorum-sensing signal molecules: 
possible link in human sepsis. Clin Sci (Lond) 
115 (11):343-51 (2008)
DOI: 10.1042/CS20080018 

43.	 Tang C, Yamada H, Shibata K, Muta H, 
Wajjwalku W, Podack ER, Yoshikai Y: A 
novel role of CD30L/CD30 signaling by T-T 
cell interaction in Th1 response against 
mycobacterial infection. J Immunol 181 
(9):6316-27 (2008) 
DOI: 10.4049/jimmunol.181.9.6316 

44.	 Reynolds JM, Angkasekwinai P, Dong C: 
IL-17 family member cytokines: regulation 
and function in innate immunity. Cytokine 
Growth Factor Rev 21 (6):413–423 (2010) 
DOI: 10.1016/j.cytogfr.2010.10.002 

45.	 Iwakura Y, Ishigame H, Saijo S, Nakae S: 
Functional specialization of interleukin-17 
family members. Immunity 34 (2):149–162 
(2011)
DOI: 10.1016/j.immuni.2011.02.012 

46.	 D’Acquisto F, Maione F, Pederzoli-Ribeil M: 
From IL-15 to IL-33: the never-ending list 
of new players in inflammation. Is it time to 
forget the humble aspirin and move ahead? 
Biochem Pharmacol 79 (4):525–534 (2010)
DOI: 10.1016/j.bcp.2009.09.015 

47.	 Maione F, Paschalidis N, Mascolo N, Dufton 

N, Perretti M, D’Acquisto F: Interleukin 17 
sustains rather than induces inflammation. 
Biochem Pharmacol 77 (5):878–887 (2009)
DOI: 10.1016/j.bcp.2008.11.011 

48.	 Schumann J, Muller U, Blessing M: TGF-β 
signaling in T cells is not essential for Th17 
cell development in the mouse. J Biol Regul 
Homeost Agents 26 (3):357-66 (2012) 
No doi was found.

49.	 Molinero LL, Cubre A, Mora-Solano C, 
Wang Y, Alegre ML: T cell receptor/CARMA1/
NF-κBsignaling controls T-helper (Th) 17 
differentiation. Proc Natl Acad Sci U S A 109 
(45):18529-34 (2012) 
DOI: 10.1073/pnas.1204557109 

50.	 Qiu J, Guo X, Chen ZM, He L, Sonnenberg GF, 
Artis D, Fu YX, Zhou L: Group 3 innate 
lymphoid cells inhibit T-cell-mediated intestinal 
inflammation through aryl hydrocarbon 
receptor signaling and regulation of microflora. 
Immunity 39 (2):386-99 (2013)
DOI: 10.1016/j.immuni.2013.08.002 

Abbreviations: TLR: Toll-like receptor; LPS: 
lipopolysaccharide; MAPK, mitogen-activated 
protein kinase; ICAM, intercellular adhesion 
molecule; TNF: tumor necrosis factor; PI3Ks: PI3-
kinases; STAT1, signal transducer and activator 
of transcription type 1; Pyk-2: proline-rich tyrosine 
kinase 2; Th: T helpers 

Key Words: Pathogenic Bacteria, Immune Cells, 
Neutrophils, Macrophages, Review

Send correspondence to: Hui Yang, School 
of Life Sciences, Northwestern Polytechnical 
University, 127 Youyi West Road, Xi’an 710072, 
China, Tel: 86-29-88460663, Fax: 86-29-88460663, 
E-mail: kittyyh@sina.cn

http://dx.doi.org/10.1371/journal.pone.0055117
http://dx.doi.org/10.1016/S0092-8674(02)00749-3
http://dx.doi.org/10.1016/j.cell.2006.04.001
http://dx.doi.org/10.1146/annurev.micro.50.1.727
http://dx.doi.org/10.1016/j.coi.2007.07.020
http://dx.doi.org/10.1042/CS20080018
http://dx.doi.org/10.4049/jimmunol.181.9.6316
http://dx.doi.org/10.1016/j.cytogfr.2010.10.002
http://dx.doi.org/10.1016/j.immuni.2011.02.012
http://dx.doi.org/10.1016/j.bcp.2009.09.015
http://dx.doi.org/10.1016/j.bcp.2008.11.011
http://dx.doi.org/10.1073/pnas.1204557109
http://dx.doi.org/10.1016/j.immuni.2013.08.002
mailto:kittyyh@sina.cn

