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Abstract 

Microbial-induced inflammation serves a dual role, safeguarding against pathogens but also posing a risk of second-
ary harm to host tissues, potentially leading to fibrosis and cancer. Beyond traditional pathogens, gut microbiota, 
the mutualistic microorganisms inhabiting the gastrointestinal tract, crucial for digestion, immunity, and cancer 
prevention, can incite inflammation-related cancer when their microenvironment undergoes changes. Recent 
research reveals that microbiota members like Escherichia coli and other genotoxic pathogens can induce DNA dam-
age across various cell types. Chronic infections involving microbiota members like Helicobacter spp., linked to liver, 
colorectal, cervical cancers, and lymphoma, can activate carcinogenic processes. Inflammatory responses, driven 
by immune cells releasing inflammatory molecules like macrophage migration inhibitory factor (MMIF), superox-
ide peroxynitrite, pro-inflammatory cytokines, adhesion molecules, and growth factors, contribute to DNA damage 
and oncogenic mutations accumulation. This microenvironment further supports neoplastic cell survival and prolif-
eration. This summary discusses the involvement of inflammatory pathways in microbial-triggered carcinogenesis 
and the potential role of microbiota modulation in cancer prevention.
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1  Introduction
In response to pathogens or irritants, the body initiates 
“inflammation” to protect tissues and fight infections. 
Tissue-resident mononuclear phagocytes are the first 
responders in the innate immune response, identifying 

pathogens and tissue damage using pattern recogni-
tion receptors (PRRs). These receptors detect pathogen-
associated molecular patterns (PAMPs) such as microbial 
nucleic acids, bacterial cell wall lipopolysaccharide 
(LPS), proteoglycans, fungal cell wall components like 
α-mannan and β-glucan, and danger-associated molecu-
lar patterns (DAMPs) released by injured cells, including 
nucleic acids, uric acid, ATP, amyloid β, and S100 family 
cytoplasmic proteins [1, 2].

PRR signaling is crucial, releasing factors that activate 
and recruit immune cells like monocytes, neutrophils, 
and lymphocytes to infection or damage sites during 
persistent challenges [2–5]. Initial vascular changes 
involve secreted factors like prostaglandins and nitric 
oxide, causing vasodilation to increase blood flow and 
facilitate leukocyte transport. Inflammatory mediators 
like histamine and leukotrienes boost vascular perme-
ability, allowing plasma proteins and leukocytes to exit 
circulation. Pro-inflammatory cytokines like interleukin 
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1 (IL-1) and tumor necrosis factor alpha (TNF-α) drive 
immune cell infiltration, guided by chemoattractant 
factors. Activated immune cells combat invaders while 
promoting swelling and phagocytic activity to protect 
injured areas [6, 7].

Inflammation subsides after pathogen removal but 
can persist in chronic infections or with continuous 
DAMP exposure [4, 8, 9], causing tissue fibrosis and 
cancer. The link between inflammation and cancer 
dates back to 1863, with Virchow noting cancer devel-
opment at chronic inflammation sites [10]. Epidemio-
logical data strongly connect chronic inflammation 
to higher cancer risk [11, 12]. Roughly two million 
cancer cases yearly result from infectious agents [13], 
including human papillomaviruses, hepatitis B and C 
viruses, and Helicobacter pylori in the gut microbiota, 
responsible for a third of infection-related cancers like 
gastric, liver, colorectal, and cervical cancers [14, 15]. 
Non-mutualistic microorganisms and gut microbiota 
can also trigger inflammatory responses in various 
cancer types, including leukemia [16–18] and lym-
phoma [19–21].

This review summarizes recent findings on pathways 
linking pathogen-triggered inflammation to cancer onset 
and progression while exploring modulating gut micro-
biota for cancer prevention.

2 � Pathogens and cancer: protective effects 
of inflammation and mutagenic potential

2.1 � Microbiota and susceptibility to infection
While the body encounters microorganisms regularly, 
only a fraction are pathogenic or evade the immune 
response, with many establishing mutually beneficial 
relationships. An example is the gut microbiota, residing 
in the gastrointestinal tract [5].

Commensal microorganisms on body surfaces and in 
the gut play crucial roles in various functions, including 
immune response, energy metabolism, and cancer pre-
vention [14, 22]. Disruption of their microenvironment 
can lead to breaches in the skin or intestinal mucosa, 
entering the bloodstream, and causing chronic inflam-
mation, tissue fibrosis, and eventually cancer [23]. Cer-
tain commensal bacteria, like Fusobacterium varium, 
Bacteroides vulgatus, Escherichia coli, and Clostridium 
clostridioforme, invade colonic epithelial cells, triggering 
host inflammatory reactions. They adhere to and invade 
colonic epithelial cells, leading to the expression of 
mRNAs for inflammatory cytokines like IL-8, IL-6, TNF-
α, and CCL2, as well as the release of IL-8 and TNF-α 
by host cells [24]. Studies have also observed increased 
expression of these cytokines in inflamed epithelia in 
ulcerative colitis patients.

Additionally, Helicobacter pylori, protective against 
pathogenic bacteria and esophageal cancer [14], can con-
tribute to stomach cancer in cases of chronic inflamma-
tion [25]. Recent mouse studies indicate that H. hepaticus 
promotes tumorigenesis [15]. Similarly, E. coli, which 
induces mucosal immune responses, can cause inappro-
priate immune activation in genetically susceptible hosts, 
leading to colitis-associated colorectal cancer [22]. E. 
coli from mice with intestinal inflammation alters gene 
expression in commensal gut bacteria [26]. Investigat-
ing these mechanisms may unveil therapeutic targets for 
patients with inflammatory bowel diseases and colitis-
associated colorectal cancer.

Various microbiota bacteria implicated in inflam-
mation-mediated carcinogenesis are listed in Table  1. 
Changes in gut microbiota composition, driven by E. 
coli (Fig.  1A), may increase susceptibility to invasion by 
non-microbiota pathogens like Neisseria spp., Hepatitis 
C virus, Candida albicans, and Giardia intestinalis, pro-
moting malignant transformation in various cell types, 
including melanoma and carcinoma epithelial cells, lym-
phocytes in lymphoma, and other blood cancers [20, 21, 
27–35] (Fig. 1B, C).

The question of why and how microbiota members 
become pathogenic and contribute to chronic inflam-
matory diseases leading to cancer has puzzled the sci-
entific community for decades. Hypotheses suggest the 
microbe-poor urban environment may impact immune 
function and inflammation-mediated carcinogenesis [54]. 
Inflammatory cytokines, particularly IL-23 released by 
T-helper 17 (Th17) cells, are linked to tumor-associated 
inflammation. However, the precise mechanisms con-
necting the Th17/IL-23 axis and carcinogenesis remain 

Table 1  Various microbiota bacteria causing inflammation-
associated carcinogenesis

Bacteria Types of cancer

Bacillus spp Bladder cancer [36]

Bacteroides spp. Colorectal cancer [37–39]

Enterobacter spp. Solid [40–42] and blood cancers 
[33, 34]

Enterococcus spp. Solid cancers [41, 43, 44]

Escherichia coli Breast [45], bladder [36], and colo-
rectal [22, 46] cancers, renal cell 
carcinoma [32], acute myeloid 
leukemia [16]

Helicobacter spp Gastric, liver, cervical [13, 25], 
esophageal [14], and colon [15] 
cancers, lymphoma [19, 47]

Klebsiella spp Solid cancers [41, 48]

Pseudomonas spp. Solid [41, 46, 48, 49] and blood 
cancers [50–53]
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unclear. Th17 cells are associated with inflammation and 
abnormal angiogenesis in various cancer types, including 
leukemia [55]. Regulatory T cells may inhibit the function 
of Th17 cells, strengthening the inflammatory cell regula-
tory network and preventing chronic inflammation in the 
presence of environmental microbiota [56, 57]. Reduced 
exposure to environmental microbiota might facilitate 
chronic inflammation. Signaling pathways contributing 
to inflammation-mediated carcinogenesis triggered by 
microbiota bacteria and other pathogens are explored in 
subsequent sections.

2.2 � Outcome of immune defense against pathogens: 
mutagenic responses and cancer

Numerous pathogens, including Trypanosoma bru-
cei, fungi like Cryptococcus neoformans and Aspergil-
lus fumigatus, bacteria, and viruses, can induce chronic 
inflammation [58–60]. As discussed earlier, emerging 
evidence strongly links cancer with microbiota (Table 1) 
and other pathogens that establish chronic inflammation 
(Table 2). This summary focuses on fundamental findings 
bridging pathogen-triggered inflammatory pathways and 
cancer development.

Fig. 1  Gut microbiota and carcinogenesis. Gut microbiota, a group of microorganisms permanently inhabiting the gastrointestinal tract 
and which plays a key role in digestion, immunity, and cancer prevention [14, 22] can promote malignant transformation of various cell 
types following alterations of their microenvironment. In colorectal carcinoma genesis (A), epithelial cells invaded by genotoxic bacteria start 
their transformation following DNA damage and produce inflammatory factors favoring neoplastic cell survival. In lymphomagenesis (B), 
the transformation of invaded lymphocytes starts following DNA damage induced by genotoxic bacteria that have entered the bloodstream. 
Affected immune cells produce a large amount of pro-inflammatory factors that favor neoplastic cell survival. Similarly, genotoxic bacteria can 
infect several other cell types that they reach transported by the bloodstream, resulting eventually in breast, gastric, cervical, liver, and bladder 
cancers (C), for instance. MMIF: macrophage migration inhibitory factor. ROS: reactive oxygen species. TLRs: Toll-like receptors
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The mechanisms by which microbial pathogens con-
tribute to cancer are intricate, involving interactions 
between chronic inflammation, direct microbial effects 
on host cells, and changes in tissue homeostasis. Inflam-
matory responses that successfully eliminate PAMPs 
and DAMPs are actively terminated, initiating the heal-
ing process. Phagocytosis of apoptotic cells enhances 
anti-inflammatory mediator production, promoting an 
anti-inflammatory response [78]. Conversely, impaired 
phagocytosis can promote inflammation, recruiting 
more immune cells [79], highlighting crosstalk between 
inflamed tissue and immune cells mediated by anti- and 
pro-inflammatory factors produced by both resident 
and infiltrating cells [80, 81]. Studies in a rat model 
revealed a shift from antibacterial tissue damage to tis-
sue repair involving factors with dual pro-inflammatory 
and anti-inflammatory effects, dependent on the micro-
environment [82, 83]. Such factors have been observed 
in humans, including metalloproteinases, transforming 
growth factor-α, prostaglandin E2, and reactive oxygen/
nitrogen species [84–88].

Failure to terminate the inflammatory response leads 
to chronicity, characterized by inflammatory foci domi-
nated by lymphocytes, plasma cells, and macrophages, 
producing abundant cytokines, chemokines, growth 
factors, and reactive oxygen/nitrogen species, causing 
continuous tissue damage [89]. Reactive oxygen/nitro-
gen species released in these conditions can produce 
mutagenic agents like peroxynitrite (ONOO-), which 
damages DNA and predisposes to neoplasia [90–92]. 
Pro-inflammatory cytokines like TNF-α and mac-
rophage migration inhibitory factor (MMIF) released 
by macrophages and T-lymphocytes exacerbate DNA 

damage and interfere with protective responses [93–95]. 
The inflammatory microenvironment supports neoplas-
tic cell survival and proliferation [80, 81], suggesting 
that modulating factors fueling chronic inflammation 
may have anti-cancer effects.

Interestingly, some commonly used antineoplas-
tic agents causing DNA damage-induced apoptosis 
in sensitive cells also exhibit antibacterial activities 
against pathogens like Acinetobacter spp. [70], associ-
ated with various solid and blood cancers [36, 49, 69]. 
Agents like vincristine, cisplatin, and doxorubicin indi-
cate the complexity of interactions between cancer-
related pathogens and transforming cells. Eradication 
of the Gram-negative bacterium Campylobacter jejuni 
in immunoproliferative small bowel disease suppresses 
inflammation-mediated lymphomagenesis [19]. Future 
studies exploring the relationship between bacteria and 
transforming cells may shed light on bacteria-triggered 
inflammation and subsequent carcinogenic processes.

3 � Pattern‑recognition receptors: example 
of Toll‑like receptors

3.1 � TLR signaling and inflammation
TLRs detect bacterial, viral, and parasite PAMPs either 
extracellularly (TLR1, 2, 4–6, 11) or within endolys-
osomes (TLR3, 7–9, 10). They recognize various PAMPs/
DAMPs, even including "self" molecules like heat shock 
proteins and fibrinogen, linking TLR-triggered inflamma-
tion to autoimmune diseases [96, 97]. Upon stimulation, 
TLRs initiate signaling cascades activating transcription 
factors: AP-1, NF-κB, and interferon regulatory factors 
(IRFs). TLR signaling happens in the cytoplasm through 
Toll/IL-1 receptor (TIR) domains, serving as docking 

Table 2  Various non-microbiota pathogens causing inflammation-associated carcinogenesis or aggravating cancer aggressiveness

EBV Epstein-Barr virus, HBV Hepatitis B virus, HCV Hepatitis C virus, HIV Human immunodeficiency virus, HPV Human papillomavirus

Types of cancer

Viruses Cytomegalovirus Glioblastoma [61], prostate cancer [62]

EBV AIDS-related lymphoma [35], immunoblastic lymphoma 
[63], Kaposi’s sarcoma [64]

HBV, HCV Gastric, liver, cervical cancers [13, 65]

Herpesviruses Kaposi’s sarcoma [64, 66], melanoma [31]

HIV Kaposi’s sarcoma [64], plasmablastic lymphoma [20, 21, 35]

Leukemia viruses T-cell leukemia [67], prostate cancer [62]

HPV Gastric, liver, cervical [13, 42, 68], prostate [62] cancers

Bacteria Acinetobacter spp Solid [36, 49, 69] and blood cancers [70]

Aeromonas spp. solid [71] and blood cancers [72, 73]

Neisseria spp. prostate [74] and cervical [30] cancers

Propionibacterium spp. Gastric [42], prostate [62, 74, 75] cancers

Staphylococcus aureus solid cancers [36, 46, 48, 49]

Fungi Candida spp. leukemia [17, 18], other blood cancers [76]

Opportunistic yeast Solid and blood cancers [77]
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sites for TIR-containing cytoplasmic adaptors, crucial 
for signal transduction. These adaptors include MyD88, 
MyD88 adaptor-like (MAL), TIR-domain-containing 
adapter-inducing interferon-β (TRIF), TRIF-related 
adaptor molecule (TRAM), and the TLR pathways’ nega-
tive regulator, SARM (sterile-alpha and Armadillo motif 
containing protein) [98, 99]. MyD88 engages all TLRs 
except TLR3, either directly (TLR5, 7–11, TLR1-TLR2, 
TLR2-TLR6) or with MAL/TIRAP (e.g., TLR4, TLR1-
TLR2, TLR2-TLR6).

MyD88 signaling employs a death domain (DD) that 
interacts with IRAK4’s DD, inducing autophosphoryla-
tion and binding to IRAK1 and 2 [100]. This complex 
includes E3 ubiquitin ligases TRAF6, cIAP1, cIAP2, and 
E2 ubiquitin-conjugating enzyme Ubc13 in TLR4 [101, 
102]. TRAF6 catalyzes polyubiquitin chain formation, 
leading to K63-linked polyubiquitination of cIAPs and 
recruitment of adaptor proteins TAB2 and 3, activating 
MAPK kinase-kinase TAK1 (transforming growth factor-
β-activated kinase 1) [102, 103]. K63-linked polyubiqui-
tin also binds NF-κB inhibitor kinase complex (NEMO/
IKK-γ), recruiting it to the TLR4 signaling complex [104]. 
Activated TAK1 activates downstream MAPKs p38α and 
JNK, associated with inflammation-mediated carcino-
genesis and pro-inflammatory mediator expression [66, 
105–108].

IKK activates NF-κB transcription factor, triggering 
transcriptional responses involving extracellular-signal-
regulated kinase (ERK) family MAPKs, leading to ATF/
CREB transcription factor activation, inducing pro- and 
anti-inflammatory gene expression [109, 110]. NF-κB 
in the nucleus induces genes encoding inflammatory-
related molecules, including PRRs, chemokines, growth 
factors, adhesion molecules, cytokines, metalloprotein-
ases, complement factor B, Caspase-11, inhibitors of 
NF-κB signaling, and more [110].

This complex TLR signaling plays a role in pathogen-
triggered inflammation and carcinogenesis. Src kinase 
Hck is implicated in TLR4-induced TNF-α and IL-6 
production [1]. TLR3 signaling can convert tumor-
supporting macrophages into tumor suppressors [111]. 
Understanding these pathways may yield pharmacologic 
targets against pathogen-associated cancers. Figure  2 
illustrates how downstream targets of TLR signaling inte-
grate to induce inflammation.

3.2 � TLRs, pathogen‑triggered inflammation, and cancer: 
lessons from microbiota

Toll-Like Receptors (TLRs) are crucial transmem-
brane proteins containing leucine-rich repeats, pivotal 
for detecting endogenous danger signals and initiat-
ing the early innate immune response against invading 
pathogens. They primarily sense PAMPs via the MyD88 

(myeloid differentiation primary response gene 88) adap-
tor protein [1, 2]. For example, during Clostridium diffi-
cile infection, TLR/MyD88 signaling recruits neutrophils 
and monocytes to the large intestine’s lamina propria, 
preventing the spread of bystander bacteria to deeper tis-
sues. MyD88-deficient mice have significantly increased 
mortality following C. difficile infection [2].

Silencing PRR signaling through loss-of-function stud-
ies has shown promise in protecting against chronic 
inflammatory diseases [112], suggesting that disruptions 
in microbiota-PRR interactions may promote inflamma-
tion. Microbiota translocation from the gut to the sys-
temic circulation can lead to bacterial sepsis [113, 114]. 
Recent reports highlight the role of small leucine-rich 
proteoglycans, such as decorin and biglycan, in orches-
trating TLR crosstalk during inflammation [115, 116]. 
In septic inflammation, decorin gene activation and 
increased plasma levels promote the expression of pro-
inflammatory molecules in cancer cells [115].

Recent studies have unveiled two mechanisms by which 
decorin signaling controls inflammation and tumor 
growth [115]. First, decorin may act as an endogenous 
ligand for TLR2 and TLR4, stimulating the production of 
pro-inflammatory molecules like programmed cell death 
protein 4 (PDCD4) in macrophages. Second, decorin may 
prevent translational repression of PDCD4 by reducing 
the activity of transforming growth factor (TGF)-β1 and 
the expression of miR-21, a key regulator of oncogenic 
processes that inhibits PDCD4 translation. This results 
in a more pro-inflammatory cytokine profile, associated 
with reduced tumor growth [117].

Experimental evidence underscores the critical role of 
TLRs in inflammation-mediated carcinogenesis triggered 
by pathogens. For example, gut-derived LPS can pro-
mote hepatocellular carcinoma development by activat-
ing TLR4 expression on myeloid-derived immune cells in 
liver injury models, including those resembling human 
viral hepatitis. Modulating gut microbiota and TLR4 
signaling may offer therapeutic possibilities for hepati-
tis virus-induced hepatitis treatment and hepatocellular 
carcinoma prevention [3]. TLR4 signaling also connects 
chronic pancreatic fibroinflammatory disease with pan-
creatic carcinogenesis. Inhibiting TLR4 or the MyD88-
independent TRIF pathway protects against pancreatic 
cancer, while MyD88-dependent pathway blockade exac-
erbates pancreatic inflammation and malignant progres-
sion [118].

Bacterial-induced inflammation drives the transition 
from adenoma to invasive carcinoma in animal mod-
els of colitis-associated colorectal cancer. Studies in 
IL-10 knockout mice exposed to azoxymethane (AOM), 
a model of colitis-associated colorectal cancer, reveal 
increased colon tumors when colitis is present [37]. Mice 



Page 6 of 14Nwabo Kamdje et al. Holistic Integrative Oncology            (2023) 2:42 

mono-associated with the mildly colitogenic bacterium 
Bacteroides vulgatus show reduced colitis and colorectal 
tumor incidence, and germ-free AOM-treated IL-10(-
/-) mice remain tumor-free. The TLR/MyD88 pathway 
is essential for microbiota-induced colitis-associated 
colorectal cancer development, suggesting that intesti-
nal microbiota modulation could reduce cancer risk in 
inflammatory bowel disease, possibly through probiotics 
[119]. Infections with H. pylori activate oncogenic signal-
ing pathways like Sonic Hedgehog and Wnt, conferring 
anti-apoptotic effects and stem-like properties to trans-
forming cells in various cancers. In APCMin/ + mice, a 
model of human colon cancer with an APC gene muta-
tion inhibiting Wnt, gut microbiota accelerates tumor 
growth, possibly through LPS, activating c-Jun/JNK 
and STAT3 signaling pathways alongside systemic ane-
mia. Infiltrating CD11b + myeloid cells release phos-
phorylated STAT3 (p-Tyr705) in colonic tumors. These 
findings illustrate the complex mechanisms behind 

microbiota bacteria’s inflammatory and carcinogenic 
effects [25, 120–122].

4 � Inducible transcription factors, 
pro‑inflammatory cytokines, and cancer

4.1 � NF‑κB signaling in infection and carcinogenesis
TLR pathways, among others, transmit their signals 
through NF-κB activation, including pathways involv-
ing PRR members NLRs (nucleotide oligomerization 
domain-like receptors) [110] and C-type lectin receptors 
[123]. NF-κB activation plays a critical role in human dis-
eases and carcinogenesis. Mutations in NF-κB signaling 
molecules have been reported in various malignancies. 
For example, the somatic mutation of TNFAIP3, the gene 
encoding the deubiquitinating factor A20, is frequent in 
human B-cell lymphomas, including Epstein-Barr virus-
associated AIDS-related lymphoma [35] and Kaposi’s 
sarcoma [124], indicating A20’s role as a tumor suppres-
sor in these blood cancers. Additionally, in cancer cells 

Fig. 2  Toll-like receptor signaling and inflammation. The interactions of pattern recognition receptors (PRRs), like toll-like receptors (TLRs) situated 
on the cell or endolysosome membranes of mononuclear phagocytes, with pathogen-associated or danger associated molecule patterns 
trigger both the mitogen associated protein kinase (MAPK) kinase-kinase TAK1 (transforming growth factor-β-activated kinase 1) and the IκB 
(inhibitor of nuclear factor κB) kinase IKK signaling pathways. These pathways induce the production of either pro-inflammatory factors, 
or both pro- and anti-inflammatory factors, according to the tissue microenvironment [110], including pro- and anti-inflammatory cytokines, 
chemoattractant molecules, adhesion molecules, growth factors, other PRR receptors. Activating mutations of the components of these pathways 
have been reported in various microbe-associated cancers (see text). cIAPs: cellular inhibitors of apoptosis. ERK: extracellular-signal-regulated kinase. 
E3: ubiquitin E3. IRAKs: interleukin-1 receptor-associated kinases. NF-kB: nuclear factor κB. TRAF6: tumor necrosis factor receptor associated factor 6. 
Ubc13: ubiquitin-conjugating enzyme E2N
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from adult T-cell leukemia patients, the inhibition of 
NF-κB-dependent transcriptional activity using the IκB 
kinase 2 inhibitor IMD-0354 reduced cell survival [67]. 
Similarly, in Epstein-Barr Virus (EBV)-associated immu-
noblastic lymphoma, the HIV protease inhibitor ritonavir 
hindered tumor growth and the infiltration of EBV-posi-
tive lymphoblastoid B cells by targeting NF-κB signaling 
[63]. Kaposi’s sarcoma-associated herpesvirus (KSHV) 
infection has been linked to disease development, along 
with HIV-1 Tat and herpes simplex virus 1/2 (HSV-1/2) 
acting as cofactors. HSV-2 infection also activates the 
NF-κB signaling pathway, suggesting a role in Kaposi’s 
sarcoma pathogenesis. Recent studies in a transgenic 
model showed that prophylactic IL-15 delivery to mice 
protected against lethal HSV-2 challenge and metastasis 
of B16/F10 melanoma cells through NF-κB-dependent 
induction of the chemokine CCL5 by myeloid immune 
cells [31]. NF-κB may also bridge chronic inflammation 
and carcinogenesis in bacterial infection-related cancers 
such as gastric MALT lymphomas associated with H. 
pylori and Ocular Adnexa MALT lymphomas associated 
with Chlamydia psittaci infection [47].

NF-κB links inflammation to cancer by inducing the 
production of adhesion molecules, MMPs, COX-2, pro-
inflammatory cytokines, and reactive oxygen and nitro-
gen species [110]. In the normal inflammatory response, 
NF-κB-induced adhesion molecules, chemokines, and 
vasomodulatory molecules facilitate immune cell infil-
tration into infected tissue. However, these processes 
are also critical in the inflammatory microenvironment 
of cancer, where adhesion molecules enable tumor cell 
migration and positioning during metastasis [117]. 
MMPs aid tumor invasion through their proteolytic 
activity, while pro-inflammatory and growth factors cre-
ate a favorable microenvironment for cancer cell survival 
and proliferation. A feedback loop between pro-inflam-
matory cytokines like TNF-α and NF-κB activation has 
been suggested, potentially contributing to constitutive 
NF-κB activation in inflammatory diseases and its role in 
linking inflammation and cancer [125, 126].

In squamous epithelium, human keratinocyte pro-
liferation induced by bacterial LPS depends on NF-κB 
activation and subsequent cyclin D1 up-regulation [127]. 
NF-κB may also contribute to genomic instability by pre-
venting the elimination of mutated precancerous cells 
through its antiapoptotic activities and by promoting 
reactive oxygen species production, potentially causing 
carcinogenic mutations [92, 128]. In various experimen-
tal models where tumor growth was increased by LPS/
TLR4 signaling, inhibiting NF-κB signaling in cancer 
cells with ancient microbial molecules resulted in tumor 
regression and metastasis regression, highlighting NF-κB 
as a potential avenue for novel therapies [129, 130].

4.2 � Pro‑inflammatory cytokines and COX‑2 related role 
in cancer

Inflammation-mediated carcinogenesis triggered by 
pathogenic microorganisms is associated with several 
pro-inflammatory cytokines. IL-1, TNF-α, IL-32, IL-23, 
and IL-6 have been identified as pivotal players. Recent 
findings indicate that IL-8 and IL-29 can collaborate with 
the pro-inflammatory factor COX-2 to initiate and sus-
tain infection-related carcinogenesis.

IL-1 and TNF-α released through PRR signaling 
amplify the inflammatory response via pathways like 
NF-κB and the oncogenic MAPK. TNF-α mediates 
its pro-inflammatory effects through TNF receptor 1 
(TNFR1), interacting with adaptors like TRADD, RIP1, 
and TRAF-2. IL-1 triggers IL-1R/MyD88 signaling, criti-
cal in cancer development, as seen in studies investigat-
ing malignant transformation of keratinocytes [110, 131]. 
Population-based studies in Argentina and Brazil have 
linked TNF-α promoter polymorphisms and pro-inflam-
matory cytokine gene polymorphisms to cervical cancer 
and gastric cancer risk in H. pylori-infected patients, 
emphasizing the roles of IL-1β and TNF-α in inflamma-
tion-related carcinogenesis [68, 132].

IL-32, overexpressed in inflammatory diseases and gas-
tric cancer, has been investigated in Helicobacter pylori 
infection [133]. IL-32 expression parallels human gastric 
tissue pathology, and its induction by H. pylori is NF-κB-
dependent, associated with pro-inflammatory molecules 
like CXCL1/2 and IL-8. IL-32 also plays a role in hepa-
titis C virus-related liver inflammation and cancer [134]. 
IFN-α exerted a significant additive effect on TNF-α-
induced but not IL-1β-induced expression of IL-32 in 
CD14 + monocytes, through a mechanism dependent on 
both NF-κB and JAK/STAT (Janus kinase/signal trans-
ducers and activators of transcription) signaling. These 
findings highlight IL-32’s involvement in infection-trig-
gered inflammation and carcinogenesis in gastric and 
hepatic tissue, and its potential as a prognostic factor in 
renal cell carcinoma [135].

Hepatitis B virus (HBV), associated with cirrhosis and 
hepatocellular carcinoma, induces an inflammation net-
work involving IL-29 (or IFN-λ1), IL-8, and COX-2 [136]. 
IL-29 inhibits HBV, but IL-8 weakens it, fostering viral 
persistence. In HBV-infected individuals, IL-29, IL-8, and 
COX-2 increase. IL-8 also boosts COX-2, while COX-2 
limits IL-8, creating a feedback loop. This network may 
impact HBV-related cancer. Elevated IL-8 levels have 
been reported in various human cancers, including 
colon, melanoma, prostate, ovary, and breast cancers, 
influencing tumor growth, metastasis, and invasion 
properties [137–141]. COX-2 can be triggered by LPS, 
pro-inflammatory cytokines (IL-1, TNF-α), and EGF. 
It produces pro-inflammatory prostaglandins. NSAIDs 
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reduce cancer risk by modulating COX-2. COX-2 influ-
ences cancer by promoting proliferation, antiapoptosis, 
angiogenesis, and metastasis [142–145]. COX-2’s role 
in inflammation-related cancer is debated. Celecoxib 
delays esophageal adenocarcinoma progression, while 
COX-2 overexpression induces bladder cancer. In Bar-
rett’s esophagus, COX-2 relates to premalignant cells. In 
prostate cancer, inflammation upregulates COX-2, pro-
moting angiogenesis [145, 146]. The specific link between 
microbial-triggered inflammation and cancer via COX-2 
requires further study. Arachidonic acids, COX-2 sub-
strates, may also play a role through leukotrienes [147].

5 � Oxygen/nitrogen species 
and microbial‑triggered cancer

5.1 � Oxidative and nitrative stress
Recent studies strongly indicate that oxidative and 
nitrative stress play significant roles in inflammation-
associated carcinogenesis. Various oxygen and nitrogen 
compounds have been linked to inflammation-related 
cancer triggered by microbes. For example, high-risk 
HPV, the primary cause of cervical cancer, alone doesn’t 
induce tumors, but oxidative stress collaborates with 
it for carcinogenesis. Dysplastic tissues show oxidative 
DNA and protein modifications related to cell develop-
ment, potentially aiding neoplastic progression. Cancer 
tissues exhibit better control over oxidative damage and 
reduced carbonyl adducts on detoxifying/pro-survival 
proteins [148].

Inducible nitric oxide synthase (iNOS), induced by 
TNF-α, IL-1β, and NF-κB, is overexpressed in chronic 
inflammatory diseases and various cancers [149, 150]. 
In liver fluke-induced (Opisthorchis viverrini) inflam-
mation, key factors like pro-inflammatory cytokines, 
NF-κB, COX-2, iNOS, and oxidant/antioxidant balance 
are disturbed [151]. This results in oxidative and nitrative 
DNA damage due to excessive reactive oxygen and nitro-
gen species in inflamed cells. Nitrative DNA damage via 
NF-κB activation is also reported in urinary bladder can-
cer caused by Schistosoma haematobium infection [152].

Another study [153] revealed that NO from iNOS 
can induce apoptosis in H. pylori through a pERK → pc-
Fos/c-Jun → c-Myc → ODC → SMO pathway. Altered 
L-arginine metabolism due to H. pylori arginase and host 
macrophage arginase II may hinder this process, impact-
ing the host’s immune response which indicates possible 
novel targets for therapeutic intervention in H. pylori-
associated carcinogenesis.

Enterobacter spp. are linked to solid cancer develop-
ment [40, 43], and E. faecalis produces extracellular 
superoxide, promoting chromosome instability and colo-
rectal cancer in mice [44]. Antioxidants show promise 

in sarcoma [154], an HIV-associated malignancy char-
acterized by spindle cell proliferation, inflammatory 
infiltration, and aberrant angiogenesis caused by KSHV 
infection. Rac1 expression triggers ROS production and 
Kaposi’s sarcoma-like tumors, making it a potential tar-
get [154]. HIF-1, a ROS product, plays a significant role 
in microbial-triggered carcinogenesis.

5.2 � Hypoxia‑inducible factor 1
HIF-1, a heterodimeric transcription factor, plays a cru-
cial role in adapting cells to hypoxia by regulating gene 
expression. It comprises the constitutive subunit HIF-1β 
and the oxygen-sensitive subunit HIF-1α (or its paral-
ogs, HIF-2α and HIF-3α) [155]. Notably, macrophages 
utilize glycolysis mediated by HIF-1 for ATP generation 
even under normoxic conditions, unlike other cell types 
that rely on this metabolic pathway only during hypoxia 
[156]. Recent research by Staples et  al. [157] highlights 
that severe hypoxia during monocyte-to-macrophage dif-
ferentiation, as seen in tumors, wounds, arthritic joints, 
and inflammation sites, leads to a distinct gene expres-
sion pattern in macrophages. This includes up-regulation 
of HIF-1α mRNA, emphasizing HIF-1’s role in chronic 
inflammation.

Hara et  al. [156] reported that deleting the Mint3/
Apba3 gene in mice disrupts macrophage functions, 
increasing resistance to LPS-induced septic shock, sug-
gesting a malfunction in TLR4 response. Interestingly, 
mutant mice lacking Apba3 showed reduced ATP levels 
(60% of wild type), affecting ATP-dependent processes 
like glycolysis, cytokine production, and motility. Under-
standing APBA3’s specific role in macrophages could 
lead to therapeutics regulating aberrant macrophage 
function during infection and inflammation, shedding 
light on septic shock associated with TLR4 inflammatory 
responses.

HIF-1α is expressed in both acute and chronic inflam-
mation sites [158]. It regulates gene transcription in 
response to hypoxic stress, growth factors, and plays a 
role in tumor angiogenesis and growth. Crohn’s disease-
associated E. coli activate HIF-dependent responses, as 
observed in the inflamed ileal epithelium of Crohn’s dis-
ease patients, where HIF-1α and CEACAM6 expression 
coincide [158]. CEACAM6 promotes HIF-1α production 
and VEGF receptor signaling, suggesting a role for adher-
ent-invasive E. coli in gastrointestinal inflammation and 
neoplastic cell-favoring environments. Targeting HIF-1α 
could be a viable approach to treating colorectal cancer.

In patients with HPV-associated head and neck squa-
mous cell carcinomas, non-HIF-1 ligand-induced VEGF 
was associated with a high risk [159], indicating the pres-
ence of activating mutations hijacking the HIF-1 receptor 
signaling pathway. Similarly, HPV type 16 oncoproteins 
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enhance HIF-1-mediated transcription in non-small cell 
lung cancer cells [160]. HPV E7 oncoprotein influences 
HIF-1-mediated transcription by inhibiting histone dea-
cetylases, affecting pro-angiogenic factors in cervical 
cancer cells [161], suggesting that HPV oncoproteins 
may create a microenvironment favoring their replication 
through epigenetic control, including HIF-1.

HCV infection increases the risk of hepatocellular 
carcinoma [13]. HCV gene expression induces oxida-
tive stress, stabilizing HIF-1α, leading to VEGF release 
and tumorigenic neovascularization [162]. HIF-1α 
stabilization activates NF-κB, STAT-3, PI3K/Akt, and 
p42/44 mitogen-activated protein kinase. HPV-posi-
tive tonsillar cancer patients show HIF-1α overexpres-
sion [163]. HCV glycoproteins disrupt junction protein 
expression, enhancing hepatoma migration and expres-
sion of tumor growth and metastasis-related genes, 
including VEGF and TGF-β, regulated by HIF-1α [164]. 
Kaposi’s sarcoma-associated herpesvirus replication 
is also affected by HIF-1 [165]. Targeting HIF-1 may 
disrupt oncogenic virus maintenance and suppress 
carcinogenesis.

HIF-1α is overexpressed in many human cancers [166], 
making it a potential therapeutic target. Deguelin, a natu-
ral compound, inhibits tumor growth and angiogenesis 
by reducing HIF-1α and its target genes in lung cancer 
cells [166]. Reovirus infection suppresses HIF-1α in renal 
carcinoma and colon cancer cells, resulting in apoptosis 
[167]. Knockdown of HIF-1α inhibits the invasion and 
growth of hepatocellular carcinoma cells and angiogen-
esis under hypoxic conditions [168]. Targeting HIF-1 and 
NF-κB enhances the efficacy of doxorubicin in hepatocel-
lular carcinoma cell lines [169].

6 � Concluding remarks
Pathogens entering the body typically induce an inflam-
matory response, aiming to eliminate them and prevent 
tissue damage. Evidence from experiments and clinical 
cases suggests that infectious agents can cause chronic 
inflammation, contributing to cancer. During this pro-
cess, immune cells release harmful agents, such as perox-
ynitrite, superoxide, and MMIF, leading to DNA damage. 
Excessive production of pro-inflammatory factors, adhe-
sion molecules, and growth factors supports neoplastic 
cell survival. Various inflammatory signaling pathways 
like TLR/MyD88, cytokines, NF-κB, and COX-2 play cru-
cial roles in linking pathogen-triggered inflammation to 
cancer. Targeting these pathways holds promise for ther-
apy. Further research on these connections, especially in 
microbiota-associated cancers, will deepen our under-
standing of chronic inflammation’s role in cancer devel-
opment [170–174].

Abbreviations
cIAPs	� Cellular inhibitors of apoptosis
ERK	� Extracellular-signal-regulated kinase
E3	� Ubiquitin E3
IRAKs	� Interleukin-1 receptor-associated kinases
NF-kB	� Nuclear factor κB
TRAF6	� Tumor necrosis factor receptor associated factor 6
Ubc13	� Ubiquitin-conjugating enzyme E2N

Acknowledgements
The authors thank the colleagues from their respective institutions for the 
observations on the manuscript.

Authors’ contributions
All authors contributed equally to the design, preparation, and editing of the 
document. AHNK and HPDF were responsible for the final review.

Funding
No funding source was involved in the bibliographic research and in the writ-
ing of this manuscript.

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
All authors contributed equally to the design, preparation, and editing of the 
document. AHNK and HPDF were responsible for the final review and ethics 
approval.

Consent for publication
All authors approval for submission.

Competing interests
The authors declare no competing financial interest.

Received: 8 May 2023   Accepted: 27 November 2023

References
	 1.	 Smolinska MJ, Page TH, Urbaniak AM, Mutch BE, Horwood NJ. Hck tyros-

ine kinase regulates TLR4-induced TNF and IL-6 production via AP-1. J 
Immunol. 2011;187:6043–51.

	 2.	 Jarchum I, Liu M, Shi C, Equinda M, Pamer EG. Critical role for MyD88-
mediated neutrophil recruitment during clostridium difficile colitis. 
Infect Immun. 2012;80:2989–96.

	 3.	 Lin Y, Yu LX, Yan HX, Yang W, Tang L, Zhang HL, Liu Q, Zou SS, He YQ, 
Wang C, Wu MC, Wang HY. Gut-derived lipopolysaccharide promotes 
T-Cell-Mediated hepatitis in mice through toll-like receptor 4. Cancer 
Prev Res (Phila). 2012;5(9):1090–102.

	 4.	 Duckworth CA, Clyde D, Pritchard DM. CD24 is expressed in gastric 
parietal cells and regulates apoptosis and the response to Helicobacter 
felis infection in the murine stomach. Am J Physiol Gastrointest Liver 
Physiol. 2012;303(8):G915–26.

	 5.	 Rossi O, van Baarlen P, Wells JM. Host-recognition of pathogens and 
commensals in the mammalian intestine. Curr Top Microbiol Immunol. 
2011;358:291–321.

	 6.	 Verhoef J, van Kessel K, Snippe H. Immune Response in Human 
Pathology: Infections Caused by Bacteria, Viruses, Fungi, and Parasites. 
Nijkamp and Parnham’s Principles of Immunopharmacol. 2019. p. 
165–78.

	 7.	 Farooq SM, Stadnyk AW. Neutrophil infiltration of the colon is 
independent of the FPR1 yet FPR1 deficient mice show differential 
susceptibilities to acute versus chronic induced colitis. Dig Dis Sci. 
2012;57:1802–12.



Page 10 of 14Nwabo Kamdje et al. Holistic Integrative Oncology            (2023) 2:42 

	 8.	 Narayan C, Kumar A. Constitutive over expression of IL-1beta, IL-6, 
NF-kappaB, and Stat3 is a potential cause of lung tumorgenesis 
in urethane (ethyl carbamate) induced Balb/c mice. J Carcinog. 
2012;11:9.

	 9.	 Saito K, Kihara K. Role of C-reactive protein in urological cancers: a use-
ful biomarker for predicting outcomes. Int J Urol. 2013;20:161–71.

	 10.	 Balkwill F, Mantovani A. Inflammation and cancer: back to Virchow? 
Lancet. 2001;357:539–45.

	 11.	 Grote VA, Kaaks R, Nieters A, Tjønneland A, Halkjær J, Overvad K, Skjelbo 
Nielsen MR, Boutron-Ruault MC, Clavel-Chapelon F, Racine A, Teucher 
B, Becker S, Pischon T, Boeing H, Trichopoulou A, Cassapa C, Stratigakou 
V, Palli D, Krogh V, Tumino R, Vineis P, Panico S, Rodríguez L, Duell EJ, 
Sánchez M-J, Dorronsoro M, Navarro C, Gurrea AB, Siersema PD, Peeters 
PHM, Ye W, Sund M, Lindkvist B, Johansen D, Khaw K-T, Wareham 
N, Allen NE, Travis RC, Fedirko V, Jenab M, Michaud DS, Chuang SC, 
Romaguera D, Bueno-de-Mesquita HB, Rohrmann S. Inflammation 
marker and risk of pancreatic cancer: a nested case-control study 
within the EPIC cohort. Br J Cancer. 2012;106:1866–74.

	 12.	 Wang L, Jiang Y, Zhang Y, Wang Y, Huang S, Wang Z, Tian B, Yang Y, 
Jiang W, Pang D. Association analysis of IL-17A and IL-17F polymor-
phisms in Chinese Han women with breast cancer. PLoS One. 2012;7: 
e34400.

	 13.	 de Martel C, Ferlay J, Franceschi S, Vignat J, Bray F, Forman D, Plummer 
M. Global burden of cancers attributable to infections in 2008: a review 
and synthetic analysis. Lancet Oncol. 2012;13:607–15.

	 14.	 Baj J, Forma A, Dudek I, Chilimoniuk Z, Dobosz M, Dobrzyński M, 
Teresiński G, Buszewicz G, Flieger J, Portincasa P. The involvement 
of human papilloma virus in gastrointestinal cancers. Cancers. 
2022;14:2607.

	 15.	 Wang B, He F, Hu Y, Wang Q, Wang D, Sha Y, Wu J. Cancer incidence and 
mortality and risk factors in member countries of the “Belt and Road” 
initiative. BMC Cancer. 2022;22:582.

	 16.	 Ozdemir H, Ciftci E, Karbuz A, Oktay G, Aysev D, Yavuz G, Ince E. Suc-
cessful treatment of multidrug-resistant Escherichia coli bacteremia 
with tigecycline in an acute myeloid leukemia child. Turk J Pediatr. 
2012;54:59–60.

	 17.	 de Carvalho Parahym AM, da Silva CM, Leão MP, Macario MC, Henriques 
GA, de Oliveira NT, Neves RP. Invasive infection in an acute myeloblastic 
leukemia patient due to triazole-resistant Candida tropicalis. Diagn 
Microbiol Infect Dis. 2011;71:291–3.

	 18.	 Kurucu N, Kul S, Tosun I, Erduran E, Koksal I. Fungemia and renal fungus 
ball formation with Candida norvegensis in a child with acute lympho-
blastic leukemia. Turk J Pediatr. 2011;53:448–51.

	 19.	 Marteau P, Chaput U. Bacteria as trigger for chronic gastrointestinal 
disorders. Dig Dis. 2011;29:166–71.

	 20.	 Locke FL, Rossi JM, Neelapu SS, Jacobson CA, Miklos DB, Ghobadi A, 
Oluwole OO, Reagan PM, Lekakis LJ, Lin Y, Sherman M, Better M, Go WY, 
Wiezorek JS, Xue A, Bot A. Tumor burden, inflammation, and product 
attributes determine outcomes of axicabtagene ciloleucel in large 
B-cell lymphoma. Blood Adv. 2020;4:4898–911.

	 21.	 Tamma R, Ranieri G, Ingravallo G, Annese T, Oranger A, Gaudio F, Musto 
P, Specchia G, Ribatti D. Inflammatory Cells in Diffuse Large B Cell Lym-
phoma. J Clin Med. 2020;9:2418.

	 22.	 Arthur JC, Perez-Chanona E, Muhlbauer M, Tomkovich S, Uronis JM, Fan 
TJ, Campbell BJ, Abujamel T, Dogan B, Rogers AB, Rhodes JM, Stintzi A, 
Simpson KW, Hansen JJ, Keku TO, Fodor AA, Jobin C. Intestinal inflam-
mation targets cancer-inducing activity of the microbiota. Science. 
2012;338(6103):120–3.

	 23.	 Compare D, Nardone G. Contribution of gut microbiota to colonic and 
extracolonic cancer development. Dig Dis. 2011;29:554–61.

	 24.	 Zhang L, Liu F, Xue J, Lee SA, Liu L, Riordan SM. Bacterial Species Associ-
ated With Human Inflammatory Bowel Disease and Their Pathogenic 
Mechanisms. Front Microbiol. 2022;13: 801892.

	 25.	 Sherman AE, Zavros Y. Role of Sonic Hedgehog signaling during 
progression from inflammation to cancer in the stomach. World J 
Gastrointest Pathophysiol. 2011;2:103–8.

	 26.	 Patwa LG, Fan TJ, Tchaptchet S, Liu Y, Lussier YA, Sartor RB, Hansen JJ. 
Chronic intestinal inflammation induces stress-response genes in com-
mensal Escherichia coli. Gastroenterology. 2011;141:1842–51.

	 27.	 Lofmark S, de Klerk N, Aro H. Neisseria gonorrhoeae infection induces 
altered amphiregulin processing and release. PLoS One. 2011;6:e16369.

	 28.	 Goto K, Roca Suarez AA, Wrensch F, Baumert TF, Lupberger J. Hepatitis 
C virus and hepatocellular carcinoma: when the host loses its grip. Int J 
Mol Sci. 2020;21:3057.

	 29.	 Wachtler B, Citiulo F, Jablonowski N, Forster S, Dalle F, Schaller M, Wilson 
D, Hube B. Candida albicans-epithelial interactions: dissecting the roles 
of active penetration, induced endocytosis and host factors on the 
infection process. PLoS One. 2012;7: e36952.

	 30.	 Stadelmann B, Merino MC, Persson L, Svard SG. Arginine consumption 
by the intestinal parasite giardia intestinalis reduces proliferation of 
intestinal epithelial cells. PLoS One. 2012;7: e45325.

	 31.	 Chenoweth MJ, Mian MF, Barra NG, Alain T, Sonenberg N, Bramson J, 
Lichty BD, Richards CD, Ma A, Ashkar AA. IL-15 can signal via IL-15Ral-
pha, JNK, and NF-kappaB to drive RANTES production by myeloid cells. 
J Immunol. 2012;188:4149–57.

	 32.	 Custovic Z, Sosa S. Focal bacterial nephritis masquerading as renal cell 
carcinoma: case report. Acta Clin Croat. 2011;50:113–4.

	 33.	 Malcolm TIM, Hodson DJ, Macintyre EA, Turner SD. Challenging 
perspectives on the cellular origins of lymphoma. Open Biol. 2016;61: 
160232.

	 34.	 Schlichtner S, Yasinska IM, Lall GS. T lymphocytes induce human cancer 
cells derived from solid malignant tumors to secrete galectin-9 which 
facilitates immunosuppression in cooperation with other immune 
checkpoint proteins. J ImmunoTher Cancer. 2023;11: e005714.

	 35.	 Giulino L, Mathew S, Ballon G, Chadburn A, Barouk S, Antonicelli G, 
Leoncini L, Liu YF, Gogineni S, Tam W, Cesarman E. A20 (TNFAIP3) 
genetic alterations in EBV-associated AIDS-related lymphoma. Blood. 
2011;117:4852–4.

	 36.	 Roperto S, Di GG, Leonardi L, Pagnini U, Manco E, Paciello O, Esposito I, 
Borzacchiello G, Russo V, Maiolino P, Roperto F. Bacterial isolates from 
the urine of cattle affected by urothelial tumors of the urinary bladder. 
Res Vet Sci. 2012;93(3):1361–6.

	 37.	 Sun J. Impact of bacterial infection and intestinal microbiome on colo-
rectal cancer development. Chin Med J (Engl). 2022;135:400–8.

	 38.	 Wang T, Cai G, Qiu Y, Fei N, Zhang M, Pang X, Jia W, Cai S, Zhao L. Struc-
tural segregation of gut microbiota between colorectal cancer patients 
and healthy volunteers. ISME J. 2012;6:320–9.

	 39.	 Yoshino Y, Kitazawa T, Ikeda M, Tatsuno K, Yanagimoto S, Okugawa S, 
Ota Y, Yotsuyanagi H. Clinical features of Bacteroides bacteremia and 
their association with colorectal carcinoma. Infection. 2012;40:63–7.

	 40.	 Kang CI, Chung DR, Ko KS, Peck KR, Song JH. Clinical predictors of 
Enterobacter bacteremia among patients admitted to the ED. Am J 
Emerg Med. 2012;30:165–9.

	 41.	 Ortega M, Marco F, Soriano A, Almela M, Martinez JA, Lopez J, Pitart C, 
Mensa J. Epidemiology and prognostic determinants of bacteraemic 
biliary tract infection. J Antimicrob Chemother. 2012;67:1508–13.

	 42.	 Kato M, Kaise M, Obata T, Yonezawa J, Toyoizumi H, Yoshimura N, 
Yoshida Y, Kawamura M, Tajiri H. Bacteremia and endotoxemia after 
endoscopic submucosal dissection for gastric neoplasia: pilot study. 
Gastric Cancer. 2012;15:15–20.

	 43.	 Conde-Estevez D, Grau S, Albanell J, Terradas R, Salvado M, Knobel H. 
Clinical characteristics and outcomes of patients with vancomycin-sus-
ceptible Enterococcus faecalis and Enterococcus faecium bacteraemia 
in cancer patients. Eur J Clin Microbiol Infect Dis. 2011;30:103–8.

	 44.	 Wang X, Yang Y, Moore DR, Nimmo SL, Lightfoot SA, Huycke MM. 
4-hydroxy-2-nonenal mediates genotoxicity and bystander effects 
caused by Enterococcus faecalis-infected macrophages. Gastroenterol-
ogy. 2012;142:543–51.

	 45.	 Gehmert S, Gehmert S, Bai X, Klein S, Ortmann O, Prantl L. Limitation of 
in vivo models investigating angiogenesis in breast cancer. Clin Hemor-
heol Microcirc. 2011;49:519–26.

	 46.	 Santolaya ME, Farfan MJ, De La Maza V, Cocina M, Santelices F, Alvarez 
AM, Aviles CL, Becker A, O’Ryan M, Roman P, Salgado C, Silva P, Topel-
berg S, Tordecilla J, Varas M, Villarroel M, Viviani T, Zubieta M, Torres JP. 
Diagnosis of bacteremia in febrile neutropenic episodes in children 
with cancer: microbiologic and molecular approach. Pediatr Infect Dis J. 
2011;30:957–61.

	 47.	 Collina F, De CA, De RA, De RG, Botti G, Franco R. Chlamydia psittaci in 
ocular adnexa MALT lymphoma: a possible role in lymphomagenesis 
and a different geographical distribution. Infect Agent Cancer. 2012;7:8.

	 48.	 Huang CC, Wu CJ, Wang LR, Lee HC, Chang CM, Lee NY, Chen TY, Ko WC. 
Antimicrobial susceptibility of bacteremic isolates from cancer patients 



Page 11 of 14Nwabo Kamdje et al. Holistic Integrative Oncology            (2023) 2:42 	

with or without neutropenia at a medical center in southern Taiwan. J 
Microbiol Immunol Infect. 2011;44:376–81.

	 49.	 Flemer B, Lynch DB, Brown JMR, Jeffery LB, Ryan FJ, Claesson MJ, et al. 
Tumour-associated and non-tumour-associated microbiota in colorec-
tal cancer. Gut. 2017;66:633–43.

	 50.	 Trecarichi EM, Tumbarello M, Caira M, Candoni A, Cattaneo C, Pastore 
D, Fanci R, Nosari A, Vianelli N, Busca A, Spadea A, Pagano L. Multidrug 
resistant Pseudomonas aeruginosa bloodstream infection in adult 
patients with hematologic malignancies. Haematologica. 2011;96:e1–3.

	 51.	 Katsibardi K, Papadakis V, Charisiadou A, Pangalis A, Polychronopoulou 
S. Blood stream infections throught the entire course of acute lympho-
blastic leukemia treatment. Neoplasma. 2011;58:326–30.

	 52.	 Jeddi R, Ghedira H, Ben AR, Turki A, Kacem K, Ben AY, Ben LR, Aissaoui L, 
Ben AH, Bel HZ, Meddeb B. Risk factors of septic shock in patients with 
hematologic malignancies and Pseudomonas infections. Hematology. 
2011;16:160–5.

	 53.	 Horino T, Chiba A, Kawano S, Kato T, Sato F, Maruyama Y, Nakazawa Y, 
Yoshikawa K, Yoshida M, Hori S. Clinical characteristics and risk factors 
for mortality in patients with bacteremia caused by Pseudomonas 
aeruginosa. Intern Med. 2012;51:59–64.

	 54.	 von Hertzen LC, Joensuu H, Haahtela T. Microbial deprivation, inflam-
mation and cancer. Cancer Metastasis Rev. 2011;30:211–23.

	 55.	 Ersvaer E, Melve GK, Bruserud O. Future perspectives: should Th17 cells 
be considered as a possible therapeutic target in acute myeloid leu-
kemia patients receiving allogeneic stem cell transplantation? Cancer 
Immunol Immunother. 2011;60:1669–81.

	 56.	 Zhang S, Gang X, Yang S, Cui M, Sun L, Li Z, Wang G. The alterations 
in and the role of the Th17/Treg balance in metabolic diseases. Front 
Immunol. 2021;12: 678355.

	 57.	 Fialova A, Partlova S, Sojka L, Hromadkova H, Brtnicky T, Fucikova J, 
Kocian P, Rob L, Bartunkova J, Spisek R. Dynamics of T-cell infiltration 
during the course of ovarian cancer: The gradual shift from a Th17 
effector cell response to a predominant infiltration by regulatory T-cells. 
Int J Cancer. 2012.

	 58.	 SekeEtet PF, Palomba M, Colavito V, Grassi-Zucconi G, Bentivoglio M, 
Bertini G. Sleep and rhythm changes at the time of Trypanosoma 
brucei invasion of the brain parenchyma in the rat. Chronobiol Int. 
2012;29:469–81.

	 59.	 Amin DN, Vodnala SK, Masocha W, Sun B, Kristensson K, Rottenberg ME. 
Distinct Toll-like receptor signals regulate cerebral parasite load and 
interferon alpha/beta and tumor necrosis factor alpha-dependent T-cell 
infiltration in the brains of Trypanosoma brucei-infected mice. J Infect 
Dis. 2012;205:320–32.

	 60.	 Hosseini K, Ahangari H, Chapeland-Leclerc F, Ruprich-Robert G, 
Tarhriz V, Dilmaghani A. Role of fungal infections in carcinogen-
esis and cancer development: a literature review. Adv Pharm Bull. 
2022;12:747–56.

	 61.	 Soroceanu L, Matlaf L, Bezrookove V, Harkins L, Martinez R, Greene M, 
Soteropoulos P, Cobbs CS. Human cytomegalovirus US28 found in 
glioblastoma promotes an invasive and angiogenic phenotype. Cancer 
Res. 2011;71:6643–53.

	 62.	 Herbein G. High-Risk Oncogenic Human Cytomegalovirus. Viruses. 
2022;14:2462.

	 63.	 Koltai T. Nelfinavir and other protease inhibitors in cancer: mecha-
nisms involved in anticancer activity. F1000Res. 2015;4:9. v2; ref status: 
indexed, http://f1000r.es/536.

	 64.	 Tang Q, Qin D, Lv Z, Zhu X, Ma X, Yan Q, Zeng Y, Guo Y, Feng N, Lu C. 
Herpes simplex virus type 2 triggers reactivation of Kaposi’s sarcoma-
associated herpesvirus from latency and collaborates with HIV-1 Tat. 
PLoS One. 2012;7:e31652.

	 65.	 Nishida N, Goel A. Genetic and epigenetic signatures in human hepato-
cellular carcinoma: a systematic review. Curr Genomics. 2011;12:130–7.

	 66.	 Matta H, Gopalakrishnan R, Graham C, Tolani B, Khanna A, Yi H, Suo Y, 
Chaudhary PM. Kaposi’s sarcoma associated herpesvirus encoded viral 
FLICE inhibitory protein K13 activates NF-kappaB pathway independent 
of TRAF6, TAK1 and LUBAC. PLoS One. 2012;7: e36601.

	 67.	 Uota S, Zahidunnabi DM, Saitoh Y, Muto S, Itai A, Utsunomiya A, 
Watanabe T, Yamamoto N, Yamaoka S. An IkappaB kinase 2 inhibitor 
IMD-0354 suppresses the survival of adult T-cell leukemia cells. Cancer 
Sci. 2012;103:100–6.

	 68.	 Barbisan G, Perez LO, Contreras A, Golijow CD. TNF-alpha and IL-10 pro-
moter polymorphisms, HPV infection, and cervical cancer risk. Tumour 
Biol. 2012;33(5):1549–56.

	 69.	 Chiang MC, Kuo SC, Chen SJ, Yang SP, Lee YT, Chen TL, Fung CP. Clinical 
characteristics and outcomes of bacteremia due to different genomic 
species of Acinetobacter baumannii complex in patients with solid 
tumors. Infection. 2012;40:19–26.

	 70.	 McCarron AJ, Armstrong C, Glynn G, Millar BC, Rooney PJ, Goldsmith 
CE, Xu J, Moore JE. Antibacterial effects on acinetobacter species of 
commonly employed antineoplastic agents used in the treatment of 
haematological malignancies: an in vitro laboratory evaluation. Br J 
Biomed ci. 2021;69:14–7.

	 71.	 Alatorre-Fernández CP, Cornejo-Juárez P, Velázquez-Acosta C, Volkow-
Fernández P. Bacteremia caused by Aeromonas species in patients 
with cancer: Clinical manifestations and outcomes. J Infect Dev Ctries. 
2023;17:359–66.

	 72.	 Patil SM, Hilker ED. Aeromonas hydrophila Community-Acquired Bacte-
rial Pneumonia With Septic Shock in a Chronic Lymphocytic Leukemia 
Patient Due to Absolute Neutropenia and Lymphopenia. Cureus. 
2022;14: e23345.

	 73.	 Papadakis V, Poniros N, Katsibardi K, Charissiadou AE, Anastasopoulos J, 
Polychronopoulou S. Fulminant Aeromonas hydrophila infection during 
acute lymphoblastic leukemia treatment. J Microbiol Immunol Infect. 
2012;45:154–7.

	 74.	 Katongole P, Sande OJ, Joloba M, Reynolds SJ, Niyonzima N. The human 
microbiome and its link in prostate cancer risk and pathogenesis. Infect 
Agents Cancer. 2020;15:53.

	 75.	 Fassi FL, Mak TN, Laube B, Brinkmann V, Ogilvie LA, Mollenkopf H, 
Lein M, Schmidt T, Meyer TF, Bruggemann H. Prevalence of Propi-
onibacterium acnes in diseased prostates and its inflammatory and 
transforming activity on prostate epithelial cells. Int J Med Microbiol. 
2011;301:69–78.

	 76.	 Tragiannidis A, Fegeler W, Rellensmann G, Debus V, Muller V, Hoernig-
Franz I, Siam K, Pana ZD, Jurgens H, Groll AH. Candidaemia in a Euro-
pean paediatric university hospital: a 10-year observational study. Clin 
Microbiol Infect. 2012;18:E27–30.

	 77.	 Chitasombat MN, Kofteridis DP, Jiang Y, Tarrand J, Lewis RE, Kontoyiannis 
DP. Rare opportunistic (non-Candida, non-Cryptococcus) yeast blood-
stream infections in patients with cancer. J Infect. 2012;64:68–75.

	 78.	 Kourtzelis I, Hajishengallis G, Chavakis T. Phagocytosis of apoptotic cells 
in resolution of inflammation. Front Immunol. 2020;11:553.

	 79.	 Gabillet J, Millet A, Pederzoli-Ribeil M, Tacnet-Delorme P, Guillevin L, 
Mouthon L, Frachet P, Witko-Sarsat V. Proteinase 3, the autoantigen in 
granulomatosis with polyangiitis, associates with calreticulin on apop-
totic neutrophils, impairs macrophage phagocytosis, and promotes 
inflammation. J Immunol. 2012;189:2574–83.

	 80.	 Protti MP, De ML. Cross-talk within the tumor microenvironment medi-
ates Th2-type inflammation in pancreatic cancer. Oncoimmunology. 
2012;1:89–91.

	 81.	 Li S, Wang N, Brodt P. Metastatic cells can escape the proapoptotic 
effects of TNF-alpha through increased autocrine IL-6/STAT3 signaling. 
Cancer Res. 2012;72:865–75.

	 82.	 Sorensen LT. Wound healing and infection in surgery: the pathophysi-
ological impact of smoking, smoking cessation, and nicotine replace-
ment therapy: a systematic review. Ann Surg. 2012;255:1069–79.

	 83.	 Adefegha SA, Leal DBR, Sorraila de Oliveira J, Manzoni AG, Bremm JM. 
Modulation of reactive oxygen species production, apoptosis and cell 
cycle in pleural exudate cells of carrageenan-induced acute inflamma-
tion in rats by rutin. Food Funct. 2017;8:4459–68.

	 84.	 Khalil RA. Matrix metalloproteinases and tissue remodeling in health 
and disease: cardiovascular remodeling. Prog Mol Biol Transl Sci. 
2017;147:1–308.

	 85.	 Ward SV, Cadby G, Heyworth JS, Fear MW, Wallace HJ, Cole JM, Wood 
FM, Palmer LJ. Association of TGFbeta1 and clinical factors with 
scar outcome following melanoma excision. Arch Dermatol Res. 
2012;304:343–51.

	 86.	 Ganesh K, Das A, Dickerson R, Khanna S, Parinandi NL, Gordillo GM, Sen 
CK, Roy S. Prostaglandin E2 induces oncostatin M expression in human 
chronic wound macrophages through Axl receptor tyrosine kinase 
pathway. J Immunol. 2012;189:2563–73.



Page 12 of 14Nwabo Kamdje et al. Holistic Integrative Oncology            (2023) 2:42 

	 87.	 Bitar MS, Al-Mulla F. ROS constitute a convergence nexus in the devel-
opment of IGF1 resistance and impaired wound healing in a rat model 
of type 2 diabetes. Dis Model Mech. 2012;5:375–88.

	 88.	 Lakshmi RT, Priyanka T, Meenakshi J, Mathangi KR, Jeyaraman V, Babu 
M. Low molecular weight heparin mediated regulation of nitric 
oxide synthase during burn wound healing. Ann Burns Fire Disasters. 
2011;24:24–9.

	 89.	 Tan Z, Xue H, Sun Y, Zhang C, Song Y, Qi Y. The Role of Tumor Inflam-
matory Microenvironment in Lung Cancer. Front Pharmacol. 2021;12: 
688625.

	 90.	 Mijatović S, Savić-Radojević A, Plješa-Ercegovac M, Simić T, Nicoletti F, 
Maksimović-Ivanić D. The double-faced role of nitric oxide and reactive 
oxygen species in solid tumors. Antioxidants. 2020;9:374.

	 91.	 Mutamba JT, Svilar D, Prasongtanakij S, Wang XH, Lin YC, Dedon PC, 
Sobol RW, Engelward BP. XRCC1 and base excision repair balance in 
response to nitric oxide. DNA Repair (Amst). 2011;10:1282–93.

	 92.	 Shimizu T, Marusawa H, Endo Y, Chiba T. Inflammation-mediated 
genomic instability: roles of activation-induced cytidine deaminase in 
carcinogenesis. Cancer Sci. 2012;103(7):1201–6.

	 93.	 Song S, Xiao Z, Dekker FJ, Poelarends GJ, Melgert BN. Macrophage 
migration inhibitory factor family proteins are multitasking cytokines in 
tissue injury. Cell Mol Life Sci. 2022;79:105.

	 94.	 Engeland K. Cell cycle regulation: p53–p21-RB signaling. Cell Death 
Differ. 2022;29:946–60.

	 95.	 Koh HM, Kim DC. Prognostic significance of macrophage migration 
inhibitory factor expression in cancer patients: a systematic review and 
meta-analysis. Medicine. 2020;99: e21575.

	 96.	 Naglova H, Bucova M. HMGB1 and its physiological and pathological 
roles. Bratisl Lek Listy. 2012;113:163–71.

	 97.	 Wang YZ, Yan M, Tian FF, Zhang JM, Liu Q, Yang H, et al. Possible involve-
ment of toll-like receptors in the pathogenesis of myasthenia gravis. 
Inflammation. 2012;4:a006049.

	 98.	 Verma S, Sowdhamini R. A genome-wide search of Toll/Interleukin-1 
receptor (TIR) domain-containing adapter molecule (TICAM) and their 
evolutionary divergence from other TIR domain containing proteins. 
Biol Direct. 2022;17:24.

	 99.	 Valkov E, Stamp A, Dimaio F, Baker D, Verstak B, Roversi P, Kellie S, 
Sweet MJ, Mansell A, Gay NJ, Martin JL, Kobe B. Crystal structure of 
Toll-like receptor adaptor MAL/TIRAP reveals the molecular basis for 
signal transduction and disease protection. Proc Natl Acad Sci U S A. 
2011;108:14879–84.

	100.	 Deliz-Aguirre R, Cao F, Gerpott FHU, Auevechanichkul N, Chupanova 
M, Mun Y, Ziska E, Taylor MJ. On demand MyD88 oligomeriza-
tion is controlled by IRAK4 during Myddosome signaling. bioRxiv. 
2020;9:280917.

	101.	 Sampson C, Wang Q, Otkur W, Zhao H, Lu Y, Liu X. The roles of E3 
ubiquitin ligases in cancer progression and targeted therapy. Clin Transl 
Med. 2023;13: e1204.

	102.	 Arora H, Wilcox SM, Johnson LA, Munro L, Eyford BA, Pfeifer CG, Welch I, 
Jefferies WA. The ATP-binding cassette gene ABCF1 functions as an E2 
ubiquitin-conjugating enzyme controlling macrophage polarization to 
dampen lethal septic shock. Immunity. 2019;50:418–31.

	103.	 Harhaj EW, Dixit VM. Regulation of NF-kappaB by deubiquitinases. 
Immunol Rev. 2012;246:107–24.

	104.	 Clark K, Peggie M, Plater L, Sorcek RJ, Young ER, Madwed JB, Hough 
J, McIver EG, Cohen P. Novel cross-talk within the IKK family controls 
innate immunity. Biochem J. 2011;434:93–104.

	105.	 Guma M, Hammaker D, Topolewski K, Corr M, Boyle DL, Karin M, Fire-
stein GS. Pro- and anti-inflammatory functions of the p38 pathway in 
rheumatoid arthritis: Advantages of targeting upstream kinases MKK3 
or MKK6. Arthritis Rheum. 2012;64(9):2887–95.

	106.	 Kouri V-P, Olkkonen J, Nurmi K, Peled N, Ainola M, Mandelin J, Nord-
ström DC, Eklund KK. IL-17A and TNF synergistically drive expression 
of proinflammatory mediators in synovial fibroblasts via IκBζ-
dependent induction of ELF3. Rheumatol. 2023;62:872–85.

	107.	 Mellett M, Atzei P, Jackson R, O’Neill LA, Moynagh PN. Mal mediates 
TLR-induced activation of CREB and expression of IL-10. J Immunol. 
2011;186:4925–35.

	108.	 Polumuri SK, Jayakar GG, Shirey KA, Roberts ZJ, Perkins DJ, Pitha PM, 
Vogel SN. Transcriptional regulation of murine IL-33 by TLR and non-
TLR agonists. J Immunol. 2012;189:50–60.

	109.	 Hidalgo-Estévez AM, Stamatakis K, Jiménez-Martínez M, López-
Pérez R, Fresno M. Cyclooxygenase 2-regulated genes an alternative 
avenue to the development of new therapeutic drugs for colorectal 
cancer. Front Pharmacol. 2020;11:533.

	110.	 Newton K, Dixit VM. Signaling in innate immunity and inflammation. 
Cold Spring Harb Perspect Biol. 2012;4:a006049.

	111.	 Shime H, Matsumoto M, Oshiumi H, Tanaka S, Nakane A, Iwakura 
Y, Tahara H, Inoue N, Seya T. Toll-like receptor 3 signaling converts 
tumor-supporting myeloid cells to tumoricidal effectors. Proc Natl 
Acad Sci U S A. 2012;109:2066–71.

	112.	 Carvalho FA, Aitken JD, Vijay-Kumar M, Gewirtz AT. Toll-like receptor-
gut microbiota interactions: perturb at your own risk! Annu Rev 
Physiol. 2012;74:177–98.

	113.	 Imge Ucar B, Ucar G. Intestinal barrier dysfunction, bacterial trans-
location and inflammation: deathly triad in sepsis. Infections and 
sepsis development. IntechOpen. 2021. https://​doi.​org/​10.​5772/​intec​
hopen.​9954.

	114.	 Kumar M, Leon Coria A, Cornick S, Petri B, Mayengbam S, et al. 
Increased intestinal permeability exacerbates sepsis through reduced 
hepatic SCD-1 activity and dysregulated iron recycling. Nat Commun. 
2020;11:483.

	115.	 Merline R, Moreth K, Beckmann J, Nastase MV, Zeng-Brouwers J, Tral-
hao JG, Lemarchand P, Pfeilschifter J, Schaefer RM, Iozzo RV, Schaefer 
L. Signaling by the matrix proteoglycan decorin controls inflam-
mation and cancer through PDCD4 and MicroRNA-21. Sci Signal. 
2011;4:ra75.

	116.	 Moreth K, Iozzo RV, Schaefer L. Small leucine-rich proteoglycans 
orchestrate receptor crosstalk during inflammation. Cell Cycle. 
2012;11:2084–91.

	117.	 Gao Q, Zhao YJ, Wang XY, Qiu SJ, Shi YH, Sun J, Yi Y, Shi JY, Shi GM, 
Ding ZB, Xiao YS, Zhao ZH, Zhou J, He XH, Fan J. CXCR6 upregula-
tion contributes to a proinflammatory tumor microenvironment 
that drives metastasis and poor patient outcomes in hepatocellular 
carcinoma. Cancer Res. 2012;72:3546–56.

	118.	 Ochi A, Nguyen AH, Bedrosian AS, Mushlin HM, Zarbakhsh S, Barilla R, 
Zambirinis CP, Fallon NC, Rehman A, Pylayeva-Gupta Y, Badar S, Hajdu 
CH, Frey AB, Bar-Sagi D, Miller G. MyD88 inhibition amplifies dendritic 
cell capacity to promote pancreatic carcinogenesis via Th2 cells. J 
Exp Med. 2012;209(9):1671–87.

	119.	 Azcarate-Peril MA, Sikes M, Bruno-Barcena JM. The intestinal micro-
biota, gastrointestinal environment and colorectal cancer: a putative 
role for probiotics in prevention of colorectal cancer? Am J Physiol 
Gastrointest Liver Physiol. 2011;301:G401–24.

	120.	 Rogers AB. Distance burning: how gut microbes promote extraintes-
tinal cancers. Gut Microbes. 2011;2:52–7.

	121.	 Shenoy AK, Fisher RC, Butterworth EA, Pi L, Chang LJ, Appelman HD, 
Chang M, Scott EW, Huang EH. Transition from colitis to cancer: high 
Wnt activity sustains the tumor-initiating potential of colon cancer 
stem cell precursors. Cancer Res. 2012;72(19):5091–100.

	122.	 Li Y, Kundu P, Seow SW, de Matos CT, Aronsson L, Chin KC, Karre K, 
Pettersson S, Greicius G. Gut microbiota accelerate tumor growth via 
c-jun and STAT3 phosphorylation in APCMin/+ mice. Carcinogenesis. 
2012;33:1231–8.

	123.	 Kingeter LM, Lin X. C-type lectin receptor-induced NF-kappaB 
activation in innate immune and inflammatory responses. Cell Mol 
Immunol. 2012;9:105–12.

	124.	 Matta H, Gopalakrishnan R, Punj V, Yi H, Suo Y, Chaudhary PM. A20 
is induced by Kaposi sarcoma-associated herpesvirus-encoded 
viral FLICE inhibitory protein (vFLIP) K13 and blocks K13-induced 
nuclear factor-kappaB in a negative feedback manner. J Biol Chem. 
2011;286:21555–64.

	125.	 Tang D, Tao D, Fang Y, Deng C, Xu Q, Zhou J. TNF-Alpha promotes 
invasion and metastasis via NF-Kappa B pathway in oral squamous cell 
carcinoma. Med Sci Monit Basic Res. 2017;23:141–9.

	126.	 Zhang T, Ma C, Zhang Z, Zhang H, Hu H. NF-κB signaling in inflamma-
tion and cancer. Med Comm. 2021;2:618–53.

	127.	 Basile JR, Eichten A, Zacny V, Münger K. NF-κB-Mediated induction 
of p21Cip1/Waf1 by tumor necrosis factor α induces growth arrest and 
cytoprotection in normal human keratinocytes1. Mol Cancer Res. 
2023;1:262–70.

https://doi.org/10.5772/intechopen.9954
https://doi.org/10.5772/intechopen.9954


Page 13 of 14Nwabo Kamdje et al. Holistic Integrative Oncology            (2023) 2:42 	

	128.	 Giam C-Z, Pasupala N. NF-κB-Induced R-Loops and genomic instability 
in HTLV-1-Infected and adult T-cell leukemia cells. Viruses. 2022;14:877.

	129.	 Peng F, Liao M, Qin R, Zhu S, Peng C, Fu L, Chen Y, Ha B. Regulated cell 
death (RCD) in cancer: key pathways and targeted therapies. Sig Trans-
duct Target Ther. 2022;7:286.

	130.	 Du B, Jiang QL, Cleveland J, Liu BR, Zhang D. Targeting Toll-like recep-
tors against cancer. J Cancer Metastasis Treat. 2016;2:463–70.

	131.	 Cataisson C, Salcedo R, Hakim S, Moffitt BA, Wright L, Yi M, Stephens 
R, Dai RM, Lyakh L, Schenten D, Yuspa HS, Trinchieri G. IL-1R-MyD88 
signaling in keratinocyte transformation and carcinogenesis. J Exp Med. 
2012;209(9):1689–702.

	132.	 Santos JC, Ladeira MS, Pedrazzoli J Jr, Ribeiro ML. Relationship 
of IL-1 and TNF-alpha polymorphisms with Helicobacter pylori 
in gastric diseases in a Brazilian population. Braz J Med Biol Res. 
2012;45:811–7.

	133.	 Sakitani K, Hirata Y, Hayakawa Y, Serizawa T, Nakata W, Takahashi R, 
Kinoshita H, Sakamoto K, Nakagawa H, Akanuma M, Yoshida H, Maeda 
S, Koike K. The role of Interleukin-32 in Helicobacter pylori–induced 
gastric inflammation. Infect Immun. 2012;80(11):3795–803.

	134.	 Moschen AR, Fritz T, Clouston AD, Rebhan I, Bauhofer O, Barrie HD, 
Powell EE, Kim SH, Dinarello CA, Bartenschlager R, Jonsson JR, Tilg 
H. Interleukin-32: a new proinflammatory cytokine involved in 
hepatitis C virus-related liver inflammation and fibrosis. Hepatology. 
2011;53:1819–29.

	135.	 Lee HJ, Liang ZL, Huang SM, Lim JS, Yoon DY, Lee HJ, Kim JM. Overex-
pression of IL-32 is a novel prognostic factor in patients with localized 
clear cell renal cell carcinoma. Oncol Lett. 2012;3:490–6.

	136.	 Yu Y, Gong R, Mu Y, Chen Y, Zhu C, Sun Z, Chen M, Liu Y, Zhu Y, Wu J. 
Hepatitis B virus induces a novel inflammation network involving three 
inflammatory factors, IL-29, IL-8, and cyclooxygenase-2. J Immunol. 
2011;187:4844–60.

	137.	 Kargi A, Yalcin AD, Erin N, Savas B, Polat HH, Gorczynski RM. IL8 and 
serum soluble TRAIL levels following anti-VEGF monoclonal anti-
body treatment in patients with metastatic colon cancer. Clin Lab. 
2012;58:501–5.

	138.	 Liu X, Fang H, Chen H, Jiang X, Fang D, Wang Y, Zhu D. An artificial 
miRNA against HPSE suppresses melanoma invasion properties, corre-
lating with a down-regulation of chemokines and MAPK phosphoryla-
tion. PLoS One. 2012;7:e38659.

	139.	 Chen H, Sun Y, Wu C, Magyar CE, Li X, Cheng L, Yao JL, Shen S, Osunkoya 
AO, Liang C, Huang J. Pathogenesis of prostatic small cell carcinoma 
involves the inactivation of the P53 pathway. Endocr Relat Cancer. 
2012;19:321–31.

	140.	 Thongchot S, Jamjuntra P, Therasakvichya S, Warnnissorn M, Ferraresi 
A, Thuwajit P, Isidoro C, Thuwajit C. Interleukin-8 released by cancer-
associated fibroblasts attenuates the autophagy and promotes the 
migration of ovarian cancer cells. Int J Oncol. 2021;58:14.

	141.	 Li S, Kendall SE, Raices R, Finlay JB, Covarrubias M, Liu Z, Lowe G, Lin YH, 
Teh YH, Leigh V, Dhillon S, Flanagan S, Aboody KS, Glackin CA. TWIST1 
associates with NF-kappaB subunit RELA via carboxyl-terminal WR 
domain to promote cell autonomous invasion through IL8 production. 
BMC Biol. 2012;10:73.

	142.	 Lu Y-C, Chen P-T, Lin M-C, Lin C-C, Wang S-H, Pan Y-J. Nonsteroidal anti-
inflammatory drugs reduce second cancer risk in patients with breast 
cancer: a nationwide population-based propensity score-matched 
cohort study in Taiwan. Front Oncol. 2021;11: 756143.

	143.	 Zong D, Liu X, Li J, Ouyang R, Chen P. The role of cigarette smoke-
induced epigenetic alterations in inflammation. Epigenetics Chromatin. 
2019;12:65.

	144.	 Szweda M, Rychlik A, Babińska I, Pomianowski A. Significance of 
Cyclooxygenase-2 in Oncogenesis. J Vet Res. 2019;63:215–24.

	145.	 Czachorowski MJ, Amaral AFS, Montes-Moreno S, Lloreta J, Carrato A, 
Tardon A, Morente MM, Kogevinas M, Real FX, Malats N. Cyclooxyge-
nase-2 expression in bladder cancer and patient prognosis: results from 
a large clinical cohort and meta-analysis. PLoS One. 2012;7: e45025.

	146.	 Rangaswamy S, Chikkalingaiah RG, Sharada P, Kumar VK. Expression of 
cyclooxygenase 2 in oral submucous fibrosis: An immunohistochemical 
pilot study. J Oral Maxillofac Pathol. 2019;23:301.

	147.	 Korbecki J, Rębacz-Maron E, Kupnicka P, Chlubek D, Baranowska-
Bosiacka I. Synthesis and Significance of arachidonic acid, a substrate 
for cyclooxygenases, lipoxygenases, and cytochrome P450 pathways in 

the tumorigenesis of glioblastoma multiforme. Including a Pan-Cancer 
Comparative Analysis Cancers. 2023;15:946.

	148.	 De Marco F, Bucaj E, Foppoli C, Fiorini A, Blarzino C, Filipi K, Giorgi A, 
Schinina ME, Di DF, Coccia R, Butterfield DA, Perluigi M. Oxidative stress 
in HPV-driven viral carcinogenesis: redox proteomics analysis of HPV-16 
dysplastic and neoplastic tissues. PLoS One. 2012;7: e34366.

	149.	 Saini R, Singh S. Inducible nitric oxide synthase: An asset to neutrophils. 
J Leukoc Biol. 2019;105(105):49–61.

	150.	 Özenver N, Efferth T. Small molecule inhibitors and stimulators of 
inducible nitric oxide synthase in cancer cells from natural origin 
(phytochemicals, marine compounds, antibiotics). Biochem Pharmacol. 
2020;176: 113792.

	151.	 Yongvanit P, Pinlaor S, Bartsch H. Oxidative and nitrative DNA damage: 
key events in opisthorchiasis-induced carcinogenesis. Parasitol Int. 
2012;61:130–5.

	152.	 Ma N, Thanan R, Kobayashi H, Hammam O, Wishahi M, El LT, Hiraku 
Y, Amro E, Oikawa S, Ohnishi S, Murata M, Kawanishi S. Nitrative 
DNA damage and Oct3/4 expression in urinary bladder cancer with 
Schistosoma haematobium infection. Biochem Biophys Res Commun. 
2011;414:344–9.

	153.	 Chaturvedi R, de Sablet T, Coburn LA, Gobert AP, Wilson KT. Arginine 
and polyamines in Helicobacter pylori-induced immune dysregulation 
and gastric carcinogenesis. Amino Acids. 2012;42:627–40.

	154.	 Marino P, Pepe G, Basilicata MG, Vestuto V, Marzocco S, Autore G, 
Procino A, Gomez-Monterrey IM, Manfra M, Campiglia P. Potential Role 
of Natural Antioxidant Products in Oncological Diseases. Antioxidants. 
2023;12:704.

	155.	 Iommarini L, Porcelli AM, Gasparre G, Kurelac I. Non-canonical mecha-
nisms regulating hypoxia-inducible factor 1 alpha in cancer. Front 
Oncol. 2017;7:286.

	156.	 Hara T, Mimura K, Abe T, Shioi G, Seiki M, Sakamoto T. Deletion of the 
Mint3/Apba3 gene in mice abrogates macrophage functions and 
increases resistance to lipopolysaccharide-induced septic shock. J Biol 
Chem. 2011;286:32542–51.

	157.	 Staples KJ, Sotoodehnejadnematalahi F, Pearson H, Frankenberger 
M, Francescut L, Ziegler-Heitbrock L, Burke B. Monocyte-derived 
macrophages matured under prolonged hypoxia transcriptionally up-
regulate HIF-1alpha mRNA. Immunobiology. 2011;216:832–9.

	158.	 Mimouna S, Goncalves D, Barnich N, Darfeuille-Michaud A, Hofman P, 
Vouret-Craviari V. Crohn disease-associated Escherichia coli promote 
gastrointestinal inflammatory disorders by activation of HIF-dependent 
responses. Gut Microbes. 2011;2:335–46.

	159.	 Johnson DE, Burtness B, Leemans CR, Lui VWY, Bauman JE, Grandis 
JR. Head and neck squamous cell carcinoma. Nat Rev Dis Primers. 
2020;6:92.

	160.	 Li G, He L, Zhang E, Shi J, Zhang Q, Le AD, Zhou K, Tang X. Overexpres-
sion of human papillomavirus (HPV) type 16 oncoproteins promotes 
angiogenesis via enhancing HIF-1alpha and VEGF expression in non-
small cell lung cancer cells. Cancer Lett. 2011;311:160–70.

	161.	 Bodily JM, Mehta KP, Laimins LA. Human papillomavirus E7 enhances 
hypoxia-inducible factor 1-mediated transcription by inhibiting binding 
of histone deacetylases. Cancer Res. 2011;71:1187–95.

	162.	 Luo Z, Tian M, Yang G, Tan Q, Chen Y, Li G, Zhang Q, Li Y, Wan P, Wu J. 
Hypoxia signaling in human health and diseases: implications and 
prospects for therapeutics. Sig Transduct Target Ther. 2022;7:218.

	163.	 Wegge M, Dok R, Nuyts S. Hypoxia and its influence on radiotherapy 
response of hpv-positive and hpv-negative head and neck cancer. 
Cancers. 2021;13(23):5959.

	164.	 Wilson GK, Brimacombe CL, Rowe IA, Reynolds GM, Fletcher NF, Stama-
taki Z, Bhogal RH, Simoes ML, Ashcroft M, Afford SC, Mitry RR, Dhawan 
A, Mee CJ, Hubscher SG, Balfe P, McKeating JA. A dual role for hypoxia 
inducible factor-1alpha in the hepatitis C virus lifecycle and hepatoma 
migration. J Hepatol. 2012;56:803–9.

	165.	 Veeranna RP, Haque M, Davis DA, Yang M, Yarchoan R. Kaposi’s sarcoma-
associated herpesvirus latency-associated nuclear antigen induction by 
hypoxia and hypoxia-inducible factors. J Virol. 2012;86:1097–108.

	166.	 Li Y, Sun X-X, Qian DZ, Dai M-S. Molecular crosstalk between MYC and 
HIF in cancer. Front Cell Dev Biol. 2020;8: 590576.

	167.	 Shayan S, Arashkia A, Azadmanesh K. Modifying oncolytic virotherapy 
to overcome the barrier of the hypoxic tumor microenvironment. 
Where do we stand? Cancer Cell Int. 2022;22:370.



Page 14 of 14Nwabo Kamdje et al. Holistic Integrative Oncology            (2023) 2:42 

	168.	 Choi SH, Park JY. Regulation of the hypoxic tumor environment in hepa-
tocellular carcinoma using RNA interference. Cancer Cell Int. 2017;17:3.

	169.	 Wang J, Ma Y, Jiang H, Zhu H, Liu L, Sun B, Pan S, Krissansen GW, Sun 
X. Overexpression of von Hippel-Lindau protein synergizes with 
doxorubicin to suppress hepatocellular carcinoma in mice. J Hepatol. 
2011;55:359–68.

	170.	 Pahwa R, Goyal A, Jialal I. Chronic Inflammation. In: StatPearls. Treasure 
Island: StatPearls Publishing; 2023. Available from: https://​www.​ncbi.​
nlm.​nih.​gov/​books/​NBK49​3173/. [Updated 2022 Aug 8].

	171.	 Safa AR. Drug and apoptosis resistance in cancer stem cells: a puzzle 
with many pieces. Cancer Drug Resist. 2022;5:850–72.

	172.	 Zimmerman ZF, Moon RT, Chien AJ. Targeting Wnt Pathways in Disease. 
Cold Spring Harb Perspect Biol. 2012;4(11): a008086.

	173.	 SekeEtet PF, Vecchio L, NwaboKamdje AH. Interactions between 
bone marrow stromal microenvironment and B-chronic lymphocytic 
leukemia cells: any role for Notch, Wnt and Hh signaling pathways? Cell 
Signal. 2012;24:1433–43.

	174.	 Seke Etet PF, Vecchio L, Bogne KP, Nchiwan NE, Krampera M, Nwabo 
Kamdje AH. Normal hematopoiesis and hematologic malignancies: role 
of canonical Wnt signaling pathway and stromal microenvironment. 
Biochim Biophys Acta. 2013;1835:1–10.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://www.ncbi.nlm.nih.gov/books/NBK493173/
https://www.ncbi.nlm.nih.gov/books/NBK493173/

	Role of signaling pathways in the interaction between microbial, inflammation and cancer
	Abstract 
	1 Introduction
	2 Pathogens and cancer: protective effects of inflammation and mutagenic potential
	2.1 Microbiota and susceptibility to infection
	2.2 Outcome of immune defense against pathogens: mutagenic responses and cancer

	3 Pattern-recognition receptors: example of Toll-like receptors
	3.1 TLR signaling and inflammation
	3.2 TLRs, pathogen-triggered inflammation, and cancer: lessons from microbiota

	4 Inducible transcription factors, pro-inflammatory cytokines, and cancer
	4.1 NF-κB signaling in infection and carcinogenesis
	4.2 Pro-inflammatory cytokines and COX-2 related role in cancer

	5 Oxygennitrogen species and microbial-triggered cancer
	5.1 Oxidative and nitrative stress
	5.2 Hypoxia-inducible factor 1

	6 Concluding remarks
	Acknowledgements
	References


