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Peritoneal dialysis (PD) is a current replacement therapy option for end-stage renal disease (ESRD) patients until renal

transplantation can be achieved. One important problem in long-term PD patients is peritoneal membrane failure. The

mechanisms involved in peritoneal damage include activation of the inflammatory and immune responses, associated with

submesothelial immune infiltrates, angiogenesis, loss of the mesothelial layer, and collagen accumulation in the

submesothelial compact zone. These processes lead to fibrosis and loss of peritoneal membrane function. Among the

inflammatory mediators involved in peritoneal damage, cytokine IL-17A has recently been proposed as a potential

therapeutic target for chronic inflammatory diseases, including chronic kidney diseases (CKD). Experimental studies

demonstrated that IL-17A blockade ameliorated peritoneal damage caused by exposure to PD fluids. This article provides

a comprehensive review of recent advances in the role of IL-17A in peritoneal membrane injury during PD and other PD-

associated complications.
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1. Introduction

Few studies have explored the effect of Interleukin-17A (IL-17A) in vivo in the peritoneum. In mice, a single intraperitoneal

administration of IL-17A resulted in a rapid increase of local levels of Granulocyte-colony stimulating factor (G-CSF) and

selective neutrophil accumulation . In another study, intraperitoneal IL-17A induced submesothelial inflammation,

together with the presence of monocytes, CD3   and CD4  T lymphocytes, and neutrophils, observed at 10 days.

Moreover, weekly IL-17A intraperitoneal injections for 35 days induced peritoneal fibrosis characterized by peritoneal

membrane (PM) thickness associated with fibronectin deposition and expression of myofibroblast markers, such as

fibroblast-specific protein 1 (FSP-1) and α-smooth muscle actin (α-SMA) . These data suggest a direct deleterious effect

of long exposure to IL-17A in the peritoneum, contributing to the peritoneal damage induced by PD (Figure 1).

Figure 1. Peritoneal changes due to long-term peritoneal dialysis fluids (PDF) exposure: initially, chronic PDF exposure

causes the recruitment of inflammatory cells into the submesothelial zone. Among the infiltrating immune cells, there are

several IL-17A-secreting cells, such as T helper (Th)17 cells, γδ T cells, neutrophils, and others. The local production of

IL-17A triggers the release of additional pro-inflammatory mediators by infiltrating cells and resident peritoneal cells,

including cytokines and chemokines, therefore contributing to the amplification of the inflammatory response. In long-term

PDF exposure, the loss of mesothelial monolayer and submesothelial thickness is associated with elevated peritoneal IL-

17A levels. This cytokine could also potentially promote fibrosis and angiogenesis in the peritoneum.
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2. IL-17A as a Mediator of Peritoneal Fibrosis through Activation of
Inflammatory Pathways

Local tissue damage triggers an inflammatory response characterized by chemokine secretion and immune cell

recruitment. Mediators secreted from immune cells eventually drive tissue regeneration and a transient local profibrotic

response. However, failure of the reparative process may lead to persistent inflammation, excessive extracellular matrix

(ECM) deposition, and fibrosis . There is in vivo evidence supporting a profibrogenic role of IL-17A in pathological

conditions associated with inflammation . Thus, in cultured dermal vascular smooth muscle cells and fibroblasts from

systemic sclerosis patients, IL-17A stimulated proinflammatory responses, ECM protein secretion, proliferation, and

migration , supporting the profibrotic role of IL-17A.

Accordingly, the repeated exposure of the peritoneum to PDF elicits several cellular and molecular responses in the PM,

including activation of an inflammatory response, production of cytokines and chemokines, and recruitment of

inflammatory cells (Figure 1). As commented above, preclinical data suggest that long-term exposure to PDF induced the

presence of submesothelial IL-17A-secreting cells. Moreover, IL-17A could activate peritoneal cells to upregulate some

proinflammatory cytokines, like IL-6 or monocyte chemoattractant protein-1 (MCP-1), which contribute to persistent

inflammation. This inflammatory response could also trigger the production of profibrotic factors, indirectly contributing to

fibrosis (Figure 1).

3. IL-17A in Mesothelial Cells

IL-17A binding to its receptor in mesothelial cells can induce pro-inflammatory responses. In cultured human mesothelial

cells, IL-17A activated the canonical NF-κB pathway and downstream cytokines, including G-CSF   and the C-X-C

chemokine GROalpha (also known as CXCL1) . This pro-inflammatory response was increased in the presence of TNF-

α . In high-glucose conditions, as occurs in response to conventional PDF exposure, mesothelial cells increased the

production of proinflammatory and profibrotic factors. Interestingly, high glucose activated the TLR4/MyD88/NF-κB

signaling pathway to induce inflammatory mediators, as MCP-1, in mesothelial cells . However, the role of TLR4 in IL-

17A responses has not been evaluated.

The exposure of peritoneal mesothelial cells to PDF results in Mesothelial-to-Mesenchymal Transition (MMT), a process

characterized by phenotype alterations that induce a transition from an epithelial to a mesenchymal migrative phenotype

. The mesothelial cells begin to lose basolateral polarization and the expression of epithelial markers like

cytokeratins, E-cadherins, and cell-junction proteins and acquire mesenchymal markers such as α-SMA, vimentin,

vascular endothelial growth factor (VEGF)-A, Snail, collagens, and fibronectin . Different mediators are

involved in PDF-induced MMT, including advanced glycation end products (AGEs) , endotelin-1, growth factors, such

as transforming growth factor-beta 1 (TGF-β1), VEGF, Gremlin-1 (GREM1), and connective tissue growth factor

(CTGF/CCN2) as well as pro-inflammatory cytokines like IL-6 . Although to date there is no definitive

reported data, it is tempting to speculate that IL-17A may be a direct triggering stimulus of the MMT process (Figure 2).

Figure 2. Mesothelial-to-mesenchymal transition in peritoneal damage by PDF: IL-17A produced by different cells can

activate the nuclear factor-κB (NF-κB) pathway in mesothelial cells, driving the expression of regulated factors, such as IL-

6. This cytokine can activate the Janus kinase/signal transducers and activators of transcription (JAK/STAT) pathway

leading to mesothelial-to-mesenchymal transition (MMT). Moreover, mesothelial cells change their pool gene expression
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as well as phenotype, increasing the motility of these cells and the deposition of collagens and fibronectin, thus promoting

fibrosis. IL-17A might also activate resident fibroblasts as well as trigger MMT directly, but these processes have not been

yet explored.

Different signaling systems are involved in MMT. IL-17A promotes the peritoneal expression of IL-6 , which in a

paracrine or autocrine manner binds and activates its receptor in mesothelial cells, engaging the JAK2/STAT3 pathway

  and triggering MMT. On the other hand, TGF-β1 activation of the Smad pathway promotes the expression of

profibrogenic proteins and myofibroblast markers . AGEs activate the RhoA/Rho kinase pathway, recruiting AP-1-

mediated transcription of α-SMA. This pathway is active in human peritoneal mesothelial cells as demonstrated by using

inhibitors of the RhoA/Rho kinase (Y27632) and curcumin, a compound that has been shown to inhibit AP-1 . The

production of reactive oxygen species (ROS) is also involved in MMT . IL-17A activates these signaling systems,

including RhoA/Rho kinase, ROS production, and the MAPK cascade in different cell types, such as vascular smooth

muscle cells , but data on mesothelial cells are lacking.

A majority of MMT responses converge in Snail expression, which is the principal driver of mesothelial cell junction

disruption and loss of basopolarity, leading to a mesenchymal phenotype . Among others, Snail expression is

regulated by NF-κB, illustrating the key role of this inflammatory transcription factor in MMT. In response to the co-

stimulation of TGF-β1 and IL1-β, NF-κB activation is required for E-cadherin and cytokeratin downregulation in

mesothelial cells . Inhibition of transforming growth factor-activated kinase-1 (TAK1) blocks the MMT changes caused

by activation of NF-κB and Smad3 . Moreover, the p38 MAPK signaling pathway modulates the TAK1-NF-κB pathway

. The MAPK kinase (MEK)-extracellular signal-regulated kinase (ERK) signaling pathway can also activate Snail

expression. In this case, caveolin deficiency played a role in mesothelial cell transdifferentiation through overactivation of

MEK-ERK signaling .

IL-17A is known to induce phenotype changes in several cell types. In cultured human tubular-epithelial cells, these

changes include loss of the epithelial marker E-cadherin and induction of a myofibroblast-like morphology in a process

known as epithelial-to-mesenchymal transition (EMT), associated with proinflammatory and profibrotic factors

upregulation . IL-17-induced EMT promoted lung cancer cell migration and invasion via the NF-κB signaling pathway

. We have recently described that IL-17A also induced phenotype changes in vascular smooth muscle cells from a

contractile to a synthetic cell type, leading to changes in the secretome, including upregulation of pro-inflammatory genes,

like MCP-1 and IL-6. However, IL-17A did not increase ECM production in vascular smooth muscle cells . Moreover,

other studies in these cells have shown that IL-17A activates some MMT-related pathways, including ROS production, and

activation of NF-κB and protein kinases, including RhoA/Rho-kinase and the MAPK cascade . Interestingly,

in experimental PDF exposure, the IL-17A blockade prevented the induction of MMT markers, such as α-SMA, and

peritoneal fibrosis . Thus, future studies are needed to assess whether IL-17A can directly induce MMT or can

regulate this process in human mesothelial cells.

4. IL-17A in Peritoneal Fibrosis

Numerous preclinical studies have investigated the effect of IL-17A on experimental fibrosis by using different approaches,

including deleting the genes of the cytokine or its receptors or blocking cytokine actions by neutralizing anti-IL-17A

antibodies, but contradictory results were found. The IL-17A blockade attenuated fibrosis in some experimental models,

such as lung , inflammatory skin , and intestinal fibrosis . However, data of preclinical kidney damage

models showed that fibrosis may be both decreased or increased by IL-17A inhibition/deletion . Our group has

demonstrated that systemic administration of IL-17A in mice for 2 weeks increased blood pressure and induced kidney

inflammation but had no effect on renal collagen accumulation . Consistent with these findings, an IL-17A

neutralization treatment did not improve angiotensin II-induced experimental renal or aortic fibrosis . A possible

explanation could be a differential response to IL-17A in ECM production by different cell types. In fibroblast cell lines, IL-

17A increased ECM synthesis , but this was not the case in vascular smooth muscle cells . Several studies have

observed that IL-17A responses can be modified in the presence of other cytokines and growth factors, showing either

synergistic proinflammatory effects on endothelial cells  or an inhibitory effect on profibrotic responses on fibroblasts. In

this respect, in human systemic sclerosis skin fibroblasts, IL-17A reduced TGF-β1-induced collagen production and α-

SMA expression  and downregulated CTGF expression .

Additionally, the cell source of IL-17A and physio/pathological context may be relevant. In murine bleomycin-induced

pulmonary fibrosis, IL-17A /γδ   T cells prevented pulmonary fibrosis, apparently through attenuation of interstitial

inflammation and improving epithelial regeneration. In accordance, γδ-deficient mice exhibited increased pulmonary

inflammation and ECM deposition . Neutrophils are also a source of IL-17A production. At this point, it is important to

highlight the possible contribution of IL-17A to ECM degradation by regulating matrix metalloproteinases (MMPs), mainly
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produced by neutrophils . In experimental models of renal damage, IL-17 receptor knockout mice presented

exacerbated renal fibrosis associated with lower neutrophil but not macrophage infiltration and diminished MMP-2 activity

. The authors hypothesized that IL-17 could protect against renal fibrosis by inhibiting the kallikrein-kinin system .

Accordingly, systemic IL-17A administration increased renal the kallikrein-1 gene and protein levels, associated with

kidney neutrophil infiltration, in the absence of ECM accumulation . Altogether, these data suggest the complex role of

IL-17A in the regulation of ECM synthesis/degradation and the importance of understanding the role of IL-17A in fibrosis in

each individual disease. Therefore, further studies to clarify this point are needed.

Regarding peritoneum, IL-17A could contribute to peritoneal fibrosis by direct effects on resident fibroblasts. As pointed

out before, peritoneal IL-17A administration to mice induced peritoneal fibrosis, characterized by fibronectin accumulation

and submesothelial FSP-1 and α-SMA-stained cells . The origin of these activated myofibroblasts was not evaluated in

this study, but several sources have been proposed, like resident fibroblasts, phenotype conversion of mesothelial (MMT),

or endothelial (EndoEMT) cells to mesenchymal cells, or infiltrating bone marrow-derived cells . Importantly, in two

murine models of PDF exposure, treatment with a neutralizing anti-IL-17A antibody inhibited peritoneal fibrosis; decreased

the number of α-SMA expressing cells; and diminished the production of profibrotic factors such as TGF-β1, CTGF, and

plasminogen activator inhibitor-1 (PAI-1) as well as extracellular matrix components, such as collagens and fibronectin 

. All these processes promoted by IL-17A contribute to PM thickening and to peritoneal fibrosis progression, suggesting

a potential key role of IL-17 in PM fibrosis.

5. IL-17A in Peritonitis

Peritonitis, an infection within the peritoneal cavity mainly caused by bacteria, is the most frequent complication of PD .

Measures to limit infection risk and to ensure prompt and appropriate investigation and treatment have lowered peritonitis

rates and improved outcomes, but peritonitis remains a major determining factor in mortality and in adverse outcomes,

including peritoneal inflammation and membrane failure . The immune response to infectious peritonitis is initially

characterized by neutrophil recruitment, with subsequent transition to monocyte predominance . These changes are

associated with increased intraperitoneal levels of inflammatory cytokines and neutrophil number . Various studies in

mice have demonstrated the importance and pleiotropy of IL-17A in the peritoneal inflammatory response during infection.

In one such study, abscess formation after infection or surgical injury was preceded by an increase in the number of Th17

cells in the peritoneal cavity, and treatment with neutralizing antibodies against IL-17 prevented the formation of the

abscesses . In murine peritonitis, γδ T lymphocytes are the main source of IL-17A . Elevated intraperitoneal IL-

17A levels following caecal ligation and puncture are found in mice, and intraperitoneal IL-17A blockade decreased

proinflammatory cytokine production in the peritoneal cavity and caused subsequent lung injury, thus improving mouse

survival . In patients, the cytokine profile evident during an episode of peritonitis may predict the outcome. For

example, high levels of IL-12 and IL-18 may be evident during the early phase of peritonitis and may correlate with a

predominant type 1 immune response and recovery . IL-17A is typically present at very low levels in peritoneal dialysis

fluid (PDE) from uninfected patients and may increase many-fold during acute peritonitis . High levels of intraperitoneal

IL-17A have been correlated with favorable outcomes in PD-associated peritonitis . This may suggest a protective role

of IL-17A in early immune response in the peritoneal host defense but may also reflect the better outcomes seen following

gram-positive bacterial infections, the class of organism where high levels of intraperitoneal IL-17A are typically seen .

6. IL-17A and Macrophage Functions 

Macrophages play a key role in the correct function of the PM, as they modulate peritoneal inflammation and fibrosis 

. Classically, macrophages were divided into 2 subtypes, M1 or classically activated and M2 or alternatively

activated, based on cytokine expression profiles and surface markers. However, recent data suggest the existence of

many mixed phenotypes depending on pathological conditions . M1 macrophages produce pro-inflammatory factors

such as IL-1β, TNF-α, IL-6, IL-23, IL-18, IL-12, and CXCL10; activate inducible nitric oxide synthase (iNOS); produce

ROS; and develop cytotoxic properties . M2 macrophages express indoleamine 2,3-dioxygenase, arginase I, and

mannose receptor and release cytokines, like decoy IL-1RII, CCL-17, CCL-18, CCL-22, the anti-inflammatory cytokine IL-

10, and profibrotic growth factors such as TGF-β1 or VEGF . Currently, there is no clear correspondence between

these human subtypes and murine macrophages due to the existence of overlapping phenotypes and different surface

marker expression in different species, thus complicating the extrapolation of preclinical studies to human diseases .

Moreover, recent studies have increased the complexity of these classifications .

In PD patients, alterations of macrophage heterogeneity, characterized by different maturation and activation states, have

been associated with different PD outcomes . Thus, an increased proportion of the CD16 CD206   macrophages

subtype was founded in gram-negative peritonitis and failed peritonitis treatment, whereas an increased proportion of

[49]

[49] [55]

[50]

[2]

[56]

[57]

[2]

[58]

[59]

[60]

[61]

[62] [63][64]

[64]

[65]

[66]

[67]

[68]

[69]

[70][71]

[72]

[73][74][75]

[76][77]

[78]

[72]

[79] − −



CD16 CD206  macrophages subtype was observed in “new-starter” patients with catheter failure and stable patients with

a history of recurrent peritonitis episodes .

Peritoneal macrophages isolated from PDE of patients under continuous ambulatory PD (CAPD) during peritonitis

episodes showed higher production of the proinflammatory cytokines IL-1β and TNF-α than infection-free macrophages

. Later studies in PDE from PD patients showed that peritoneal M2 macrophages (CD206  and CD163 ) participate in

peritoneal fibrosis by favoring fibroblast overgrowth and increased CCL-18 production . CCL-18 is a cytokine mainly

produced by M2 macrophages associated with fibrosis/tissue repair and is increased in PDE of patients with peritonitis

episodes . Additionally, in a model of encapsulated peritoneal sclerosis, it was noted that inflammatory M2

macrophages switch to the profibrotic phenotype and activate peritoneal fibroblasts through CCL-17 after sodium

hypochlorite-induced injury . In a model of macrophage depletion in PDF-exposed mice, transfusion of macrophages of

distinct phenotypes showed a pathogenic role for M1 macrophages. M1 macrophages increased peritoneal fibrosis and

disturbed peritoneal ultrafiltration more than M2 macrophages . Another study of experimental PDF exposure described

an increase of peritoneal thickness; fibrotic markers including collagen type I; fibronectin; and the M2 macrophage

subtype markers CD206, TGF-β, Ym-1, and Arg-1. These effects were recovered by treatment with a liposome-

encapsulated clodronate (LC, a specific scavenger of macrophages) . A recent study demonstrated that dialyzed

patients have a significantly lower content of Omega-3 fatty acids, such as n-3 Polyunsaturated fatty acid (PUFA), and this

situation contributes to a high cardiovascular risk in CKD patients . A study in an experimental model of PD in rats

showed that the treatment with n-3 PUFA reduced peritoneal fibrosis through inhibition of activated fibroblasts and M2

macrophages .

As commented before, PDF exposure models showed that IL-17A neutralization decreased submesothelial macrophage

infiltration, but macrophage phenotypes and cytokine profiles were not characterized . Another study observed that,

in uremic mice, exposure to standard PDF (lactate-buffered solution) increased M1 macrophages and CD4 /IL-17  cells in

PDE . In this regard, IL-17A modulates monocyte/macrophage functions such as monocyte migration, promotion of

cytokine production , and macrophage phenotype modulation. In cultured macrophages derived from human THP-1

monocytes, stimulation with IL-17A increased the gene expressions of VEGF, TGF-β1, and IL-10 and upregulated M2

macrophage markers, such as CD206, CD163, Arginase I, Ym1 (also known as chitinase 3-like 3), and Fizz1 (also known

as resistin-like beta) . In these cells, IL-17A-induced M2 polarization was mediated through NF-κB signaling .

Preclinical studies confirmed the potential role of IL-17A on M1/M2 macrophage differentiation. In lung cancer cells,

increased levels of IL-17A and PGE2 were involved in the development of an M2-macrophage-dominant tumor

microenvironment . In human and murine jawbone osteonecrosis, IL-17A mediated the M1 polarization of

macrophages, and serum IL-17A levels correlated with the M1/M2 macrophage ratio at the lesion foci . In other

diseases, such as endometriosis, IL-17A induced pathological macrophage polarization into the M2 phenotype . In

contrast, IL-17A-deficient mice with severe colitis presented milder intestinal inflammation and decreased M2-like

macrophages, suggesting a potential beneficial effect of IL-17A in colitis . In a mouse model of lipopolysaccharide

(LPS)-induced peritonitis, macrophage polarization was linked to the development and progression of infection through

the JAK/STAT signaling pathway . Mice with E. coli peritonitis showed an increased IL-17A expression in immune cells

including CD11b  and CD11b  neutrophils, macrophages, and CD3  T cells . In patients with cirrhosis and peritonitis,

serum levels of the M2 macrophage marker CD206 were increased and associated with mortality risk . In conclusion,

these sometimes-controversial results require a more in-depth analysis of the specific cellular and molecular mechanisms

that drive the deleterious or beneficial effect of IL-17A in macrophage polarization associated with specific pathological

environments and, finally, elucidate the role of IL-17A in determining macrophage phenotype in stable PD patients or

during peritonitis episodes.

7. IL-17A in Angiogenesis

One of the specific changes observed after chronic peritoneal exposure to PDF is an increased number of capillaries

(angiogenesis), which is driven by VEGF and linked to an increased PM permeability . In this context,

mesothelial cells acquire the capacity to synthesize pro-inflammatory and pro-angiogenic molecules, such as VEGF ,

turning them into the main local source of VEGF during PD . In cultured omentum-derived mesothelial cells, stimulation

with TGFβ-1 and IL-1β to induce MMT resulted in the downregulation of the two most important VEGF receptors,

VEGFR1 and VEGFR2, whilst the co-receptor neuropilin-1 (Nrp1) was increased. Therefore, during in vitro MMT, the

VEGF/Nrp1 interaction drives mesothelial cell behavior .

The potential role of IL-17A in angiogenesis induction was evaluated in proliferative disorders. The number of infiltrating

IL-17A-secreting cells directly correlated with microvessel density in tumors . In this regard, in human

colorectal carcinoma, IL-17A has been identified as an indicator of poor prognosis . Accordingly, IL-17A and VEGF
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serum levels in patients with lung adenocarcinoma were positively correlated , and in tumoral cell lines, IL-17A

induced VEGFA expression . IL-17A-induced VEGF expression seems to be mediated by STAT3  or STAT1

, but further clarification is needed concerning the molecular pathways involved and their contribution to angiogenesis.

Additionally, IL-17A can also indirectly cause angiogenesis and neovascularization by stimulating the production of

additional proangiogenic factors, including chemokines such as CXCL1, CXCL5, CXCL6, and CXCL8 . These

chemokines activate the CXCR2 receptor in endothelial cells to promote migration and proliferation . In this regard,

CXCL1 can activate VEGF signaling in gastric tumor cells  and CXCL8 activation of CXCR2 increased VEGF mRNA

expression in cultured endothelial cells , suggesting a relation between proangiogenic chemokines, produced in

response to IL-17A, and VEGF expression. Further studies are needed to explore the mechanisms by which IL-17A

promotes VEGF expression, specifically in peritoneum exposed to PDF as well as its contribution to angiogenesis in this

context (Figure 2).

References

1. Witowski, J.; Ksiązek, K.; Warnecke, C.; Kuźlan, M.; Korybalska, K.; Tayama, H.; Wiśniewska-Elnur, J.; Pawlaczyk, K.;
Trómińska, J.; Brȩborowicz, A.; et al. Role of mesothelial cell-derived granulocyte colony-stimulating factor in
interleukin-17-induced neutrophil accumulation in the peritoneum. Kidney Int. 2007, 71, 514–525.

2. Rodrigues-Díez, R.; Aroeira, L.S.; Orejudo, M.; Bajo, M.A.; Heffernan, J.J.; Rodrigues-Díez, R.R.; Rayego-Mateos, S.;
Ortiz, A.; Gonzalez-Mateo, G.; López-Cabrera, M.; et al. IL-17A is a novel player in dialysis-induced peritoneal damage.
Kidney Int. 2014, 86, 303–315.

3. Ramani, K.; Biswas, P.S. Interleukin-17: Friend or foe in organ fibrosis. Cytokine 2019, 120, 282–288.

4. Ruiz de Morales, J.M.G.; Puig, L.; Daudén, E.; Cañete, J.D.; Pablos, J.L.; Martín, A.O.; Juanatey, C.G.; Adán, A.;
Montalbán, X.; Borruel, N.; et al. Critical role of interleukin (IL)-17 in inflammatory and immune disorders: An updated
review of the evidence focusing in controversies. Autoimmun. Rev. 2020, 19, 102429.

5. Yang, X.; Yang, J.; Xing, X.; Wan, L.; Li, M. Increased frequency of Th17 cells in systemic sclerosis is related to disease
activity and collagen overproduction. Arthritis Res. Ther. 2014, 16, 1–11.

6. Liu, M.; Yang, J.; Xing, X.; Cui, X.; Li, M. Interleukin-17A promotes functional activation of systemic sclerosis patient-
derived dermal vascular smooth muscle cells by extracellular-regulated protein kinases signalling pathway. Arthritis
Res. Ther. 2014, 16, 4223.

7. Witowski, J.; Pawlaczyk, K.; Breborowicz, A.; Scheuren, A.; Kuzlan-Pawlaczyk, M.; Wisniewska, J.; Polubinska, A.;
Friess, H.; Gahl, G.M.; Frei, U.; et al. IL-17 Stimulates Intraperitoneal Neutrophil Infiltration through the Release of
GROα Chemokine from Mesothelial Cells. J. Immunol. 2000, 165, 5814–5821.

8. Choi, S.Y.; Ryu, H.M.; Choi, J.Y.; Cho, J.H.; Kim, C.D.; Kim, Y.L.; Park, S.H. The role of Toll-like receptor 4 in high-
glucose-induced inflammatory and fibrosis markers in human peritoneal mesothelial cells. Int. Urol. Nephrol. 2017, 49,
171–181.

9. Ruiz-Carpio, V.; Sandoval, P.; Aguilera, A.; Albar-Vizcaíno, P.; Perez-Lozano, M.L.; González-Mateo, G.T.; Acuña-Ruiz,
A.; García-Cantalejo, J.; Botías, P.; Bajo, M.A.; et al. Genomic reprograming analysis of the Mesothelial to
mesenchymal transition identifies biomarkers in peritoneal dialysis patients. Sci. Rep. 2017, 7, 44942.

10. Yanez-Mo, M.; Lara-Pezzi, E.; Selgas, R.; Ramirez-Huesca, M.; Dominguez-Jimenez, C.; Jimenez-Heffernan, J.A.;
Aguilera, A.; Sanchez-Tomero, J.A.; Bajo, M.A.; Alvarez, V.; et al. Peritoneal dialysis and epithelial-to-mesenchymal
transition of mesothelial cells. N. Engl. J. Med. 2003, 348, 403–413.

11. Lopez-Cabrera, M. Mesenchymal Conversion of Mesothelial Cells Is a Key Event in the Pathophysiology of the
Peritoneum during Peritoneal Dialysis. Adv. Med. 2014, 2014, 473134.

12. Del Peso, G.; Jiménez-Heffernan, J.A.; Bajo, M.A.; Aroeira, L.S.; Aguilera, A.; Fernández-Perpén, A.; Cirugeda, A.;
Castro, M.J.; De Gracia, R.; Sánchez-Villanueva, R.; et al. Epithelial-to-mesenchymal transition of mesothelial cells is
an early event during peritoneal dialysis and is associated with high peritoneal transport. Kidney Int. 2008, 73, s26–
s33.

13. Aroeira, L.S.; Loureiro, J.; Gonzalez-Mateo, G.T.; Fernandez-Millara, V.; del Peso, G.; Sanchez-Tomero, J.A.; Ruiz-
Ortega, M.; Bajo, M.A.; Lopez-Cabrera, M.; Selgas, R. Characterization of epithelial-to-mesenchymal transition of
mesothelial cells in a mouse model of chronic peritoneal exposure to high glucose dialysate. Perit. Dial. Int. 2008, 28
(Suppl. 5), 29–33.

14. Strippoli, R.; Benedicto, I.; Lozano, M.L.P.; Cerezo, A.; López-Cabrera, M.; Del Pozo, M.A. Epithelial-to-mesenchymal
transition of peritoneal mesothelial cells is regulated by an ERK/NF-κB/Snail1 pathway. DMM Dis. Model. Mech. 2008,
1, 264–274.

[107]

[106] [108][109]

[107]

[57][110][111]

[112][113]

[114]

[115]



15. Wang, Q.; Yang, X.; Xu, Y.; Shen, Z.; Cheng, H.; Cheng, F.; Liu, X.; Wang, R. RhoA/Rho-kinase triggers epithelial-
mesenchymal transition in mesothelial cells and contributes to the pathogenesis of dialysis-related peritoneal fibrosis.
Oncotarget 2018, 9, 14397–14412.

16. Liu, Y.; Dong, Z.; Liu, H.; Zhu, J.; Liu, F.; Chen, G. Transition of mesothelial cell to fibroblast in peritoneal dialysis: EMT,
stem cell or bystander? Perit. Dial. Int. 2015, 35, 14–25.

17. Aguilera, A.; Yáñez-Mo, M.; Selgas, R.; Sánchez-Madrid, F.; López-Cabrera, M. Epithelial to mesenchymal transition as
a triggering factor of peritoneal membrane fibrosis and angiogenesis in peritoneal dialysis patients. Curr. Opin. Investig.
Drugs 2005, 6, 262–268.

18. Selgas, R.; Bajo, A.; Jimenez-Heffernan, J.A.; Sanchez-Tomero, J.A.; Del Peso, G.; Aguilera, A.; Lopez-Cabrera, M.
Epithelial-to-mesenchymal transition of the mesothelial cell--its role in the response of the peritoneum to dialysis.
Nephrol. Dial. Transplant. 2006, 21 (Suppl. 2), ii2–ii7.

19. Busnadiego, O.; Loureiro-Álvarez, J.; Sandoval, P.; Lagares, D.; Dotor, J.; Pérez-Lozano, M.L.; López-Armada, M.J.;
Lamas, S.; López-Cabrera, M.; Rodríguez-Pascual, F. A pathogenetic role for endothelin-1 in peritoneal dialysis-
associated fibrosis. J. Am. Soc. Nephrol. 2015, 26, 173–182.

20. Xiao, J.; Gong, Y.; Chen, Y.; Yu, D.; Wang, X.; Zhang, X.; Dou, Y.; Liu, D.; Cheng, G.; Lu, S.; et al. IL-6 promotes
epithelial-to-mesenchymal transition of human peritoneal mesothelial cells possibly through the JAK2/STAT3 signaling
pathway. Am. J. Physiol. Renal Physiol. 2017, 313, F310–F318.

21. Liu, Y.; Dong, Z.; Liu, H.; Zhu, J.; Liu, F.; Chen, G. Transition of mesothelial cell to fibroblast in peritoneal dialysis: EMT,
stem cell or bystander? Perit. Dial. Int. 2015, 35, 14–25.

22. Loureiro, J.; Schilte, M.; Aguilera, A.; Albar-Vizcaino, P.; Ramirez-Huesca, M.; Perez-Lozano, M.L.; Gonzalez-Mateo,
G.; Aroeira, L.S.; Selgas, R.; Mendoza, L.; et al. BMP-7 blocks mesenchymal conversion of mesothelial cells and
prevents peritoneal damage induced by dialysis fluid exposure. Nephrol. Dial. Transplant. 2010, 25, 1098–1108.

23. Wang, Q.; Yang, X.; Xu, Y.; Shen, Z.; Cheng, H.; Cheng, F.; Liu, X.; Wang, R. RhoA/Rho-kinase triggers epithelial-
mesenchymal transition in mesothelial cells and contributes to the pathogenesis of dialysis-related peritoneal fibrosis.
Oncotarget 2018, 9, 14397–14412.

24. Chang, J.; Jiang, Z.; Zhang, H.; Zhu, H.; Zhou, S.F.; Yu, X. NADPH oxidase-dependent formation of reactive oxygen
species contributes to angiotensin II-induced epithelial-mesenchymal transition in rat peritoneal mesothelial cells. Int. J.
Mol. Med. 2011, 28, 405–412.

25. Hi, B.L.; Ha, H. Mechanisms of epithelial-mesenchymal transition of peritoneal mesothelial cells during peritoneal
dialysis. J. Korean Med. Sci. 2007, 22, 943–945.

26. Zhang, H.; Chen, J.; Liu, X.; Awar, L.; Mcmickle, A.; Bai, F.; Nagarajan, S.; Yu, S. IL-17 induces expression of vascular
cell adhesion molecule through signalling pathway of NF-κB, but not Akt1 and TAK1 in vascular smooth muscle cells.
Scand. J. Immunol. 2013, 77, 230–237.

27. Pietrowski, E.; Bender, B.; Huppert, J.; White, R.; Luhmann, H.J.; Kuhlmann, C.R.W. Pro-inflammatory effects of
interleukin-17A on vascular smooth muscle cells involve NAD(P)H- oxidase derived reactive oxygen species. J. Vasc.
Res. 2010, 48, 52–58.

28. Xing, X.; Yang, J.; Yang, X.; Wei, Y.; Zhu, L.; Gao, D.; Li, M. IL-17A induces endothelial inflammation in systemic
sclerosis via the ERK signaling pathway. PLoS ONE 2013, 8, e85032.

29. Karbach, S.; Croxford, A.L.; Oelze, M.; Schüler, R.; Minwegen, D.; Wegner, J.; Koukes, L.; Yogev, N.; Nikolaev, A.;
Reißig, S.; et al. Interleukin 17 drives vascular inflammation, endothelial dysfunction, and arterial hypertension in
psoriasis-like skin disease. Arterioscler. Thromb. Vasc. Biol. 2014, 34, 2658–2668.

30. Wu, J.; Saleh, M.A.; Kirabo, A.; Itani, H.A.; Montaniel, K.R.C.; Xiao, L.; Chen, W.; Mernaugh, R.L.; Cai, H.; Bernstein,
K.E.; et al. Immune activation caused by vascular oxidation promotes fibrosis and hypertension. J. Clin. Investig. 2016,
126, 50–67.

31. Strippoli, R.; Benedicto, I.; Lozano, M.L.P.; Cerezo, A.; López-Cabrera, M.; Del Pozo, M.A. Epithelial-to-mesenchymal
transition of peritoneal mesothelial cells is regulated by an ERK/NF-κB/Snail1 pathway. DMM Dis. Model. Mech. 2008,
1, 264–274.

32. Avila-Carrasco, L.; Majano, P.; Sánchez-Toméro, J.A.; Selgas, R.; López-Cabrera, M.; Aguilera, A.; González Mateo, G.
Natural Plants Compounds as Modulators of Epithelial-to-Mesenchymal Transition. Front. Pharmacol. 2019, 10, 715.

33. Strippoli, R.; Benedicto, I.; Perez Lozano, M.L.; Pellinen, T.; Sandoval, P.; Lopez-Cabrera, M.; del Pozo, M.A. Inhibition
of transforming growth factor-activated kinase 1 (TAK1) blocks and reverses epithelial to mesenchymal transition of
mesothelial cells. PLoS ONE 2012, 7, e31492.



34. Strippoli, R.; Benedicto, I.; Foronda, M.; Perez-Lozano, M.L.; Sánchez-Perales, S.; López-Cabrera, M.; Del Pozo, M.Á.
p38 maintains E-cadherin expression by modulating TAK1-NF-κB during epithelial-to-mesenchymal transition. J. Cell
Sci. 2010, 123, 4321–4331.

35. Strippoli, R.; Loureiro, J.; Moreno, V.; Benedicto, I.; Pérez Lozano, M.L.; Barreiro, O.; Pellinen, T.; Minguet, S.; Foronda,
M.; Osteso, M.T.; et al. Caveolin-1 deficiency induces a MEK - ERK 1/2-Snail-1-dependent epithelial–mesenchymal
transition and fibrosis during peritoneal dialysis. EMBO Mol. Med. 2015, 7, 102–123.

36. Dudas, P.L.; Sague, S.L.; Elloso, M.M.; Farrell, F.X. Proinflammatory/profibrotic effects of interleukin-17A on human
proximal tubule epithelium. Nephron Exp. Nephrol. 2011, 117, e114–e123.

37. Gu, K.; Li, M.-M.; Shen, J.; Liu, F.; Cao, J.-Y.; Jin, S.; Yu, Y. Interleukin-17-induced EMT promotes lung cancer cell
migration and invasion via NF-κB/ZEB1 signal pathway. Am. J. Cancer Res. 2015, 5, 1169–1179.

38. Orejudo, M.; García-Redondo, A.B.; Rodrigues-Diez, R.R.; Rodrigues-Díez, R.; Santos-Sanchez, L.; Tejera-Muñoz, A.;
Egido, J.; Selgas, R.; Salaices, M.; Briones, A.M.; et al. Interleukin-17A induces vascular remodeling of small arteries
and blood pressure elevation. Clin. Sci. (Lond.) 2020, 134, 513–527.

39. Xing, X.; Yang, J.; Yang, X.; Wei, Y.; Zhu, L.; Gao, D.; Li, M. IL-17A induces endothelial inflammation in systemic
sclerosis via the ERK signaling pathway. PLoS ONE 2013, 8, e85032.

40. Karbach, S.; Croxford, A.L.; Oelze, M.; Schüler, R.; Minwegen, D.; Wegner, J.; Koukes, L.; Yogev, N.; Nikolaev, A.;
Reißig, S.; et al. Interleukin 17 drives vascular inflammation, endothelial dysfunction, and arterial hypertension in
psoriasis-like skin disease. Arterioscler. Thromb. Vasc. Biol. 2014, 34, 2658–2668.

41. Liappas, G.; González-Mateo, G.T.; Sánchez-Díaz, R.; Lazcano, J.J.; Lasarte, S.; Matesanz-Marín, A.; Zur, R.;
Ferrantelli, E.; Ramírez, L.G.; Aguilera, A.; et al. Immune-regulatory molecule CD69 controls peritoneal fibrosis. J. Am.
Soc. Nephrol. 2016, 27, 3561–3576.

42. Wilson, M.S.; Madala, S.K.; Ramalingam, T.R.; Gochuico, B.R.; Rosas, I.O.; Cheever, A.W.; Wynn, T.A. Bleomycin and
IL-1β-mediated pulmonary fibrosis is IL-17A dependent. J. Exp. Med. 2010, 207, 535–552.

43. Mi, S.; Li, Z.; Yang, H.-Z.; Liu, H.; Wang, J.-P.; Ma, Y.-G.; Wang, X.-X.; Liu, H.-Z.; Sun, W.; Hu, Z.-W. Blocking IL-17A
Promotes the Resolution of Pulmonary Inflammation and Fibrosis Via TGF-β1–Dependent and –Independent
Mechanisms. J. Immunol. 2011, 187, 3003–3014.

44. Cipolla, E.; Fisher, A.J.; Gu, H.; Mickler, E.A.; Agarwal, M.; Wilke, C.A.; Kim, K.K.; Moore, B.B.; Vittal, R. IL-17A
deficiency mitigates bleomycin-induced complement activation during lung fibrosis. FASEB J. 2017, 31, 5543–5556.

45. Speeckaert, R.; Lambert, J.; Grine, L.; Van Gele, M.; De Schepper, S.; van Geel, N. The many faces of interleukin-17 in
inflammatory skin diseases. Br. J. Dermatol. 2016, 175, 892–901.

46. Li, J.; Liu, L.; Zhao, Q.; Chen, M. Role of Interleukin-17 in Pathogenesis of Intestinal Fibrosis in Mice. Dig. Dis. Sci.
2019, 65, 1971–1979.

47. Sun, B.; Wang, H.; Zhang, L.; Yang, X.; Zhang, M.; Zhu, X.; Ji, X.; Wang, H. Role of interleukin 17 in TGF-β signaling-
mediated renal interstitial fibrosis. Cytokine 2018, 106, 80–88.

48. Mehrotra, P.; Collett, J.A.; McKinney, S.D.; Stevens, J.; Ivancic, C.M.; Basile, D.P. IL-17 mediates neutrophil infiltration
and renal fibrosis following recovery from ischemia reperfusion: Compensatory role of natural killer cells in athymic rats.
Am. J. Physiol. Ren. Physiol. 2017, 312, F385–F397.

49. Ramani, K.; Tan, R.J.; Zhou, D.; Coleman, B.M.; Jawale, C.V.; Liu, Y.; Biswas, P.S. IL-17 Receptor Signaling Negatively
Regulates the Development of Tubulointerstitial Fibrosis in the Kidney. Mediat. Inflamm. 2018, 2018, 5103672.

50. Orejudo, M.; Rodrigues-Diez, R.R.; Rodrigues-Diez, R.; Garcia-Redondo, A.; Santos-Sánchez, L.; Rández-Garbayo, J.;
Cannata-Ortiz, P.; Ramos, A.M.; Ortiz, A.; Selgas, R.; et al. Interleukin 17A participates in renal inflammation associated
to experimental and human hypertension. Front. Pharmacol. 2019, 10, 1015.

51. Erbel, C.; Chen, L.; Bea, F.; Wangler, S.; Celik, S.; Lasitschka, F.; Wang, Y.; Böckler, D.; Katus, H.A.; Dengler, T.J.
Inhibition of IL-17A Attenuates Atherosclerotic Lesion Development in ApoE-Deficient Mice. J. Immunol. 2009, 183,
8167–8175.

52. Truchetet, M.E.; Brembilla, N.C.; Montanari, E.; Lonati, P.; Raschi, E.; Zeni, S.; Fontao, L.; Meroni, P.L.; Chizzolini, C.
Interleukin-17A+ Cell Counts Are Increased in Systemic Sclerosis Skin and Their Number Is Inversely Correlated with
the Extent of Skin Involvement. Arthritis Rheum. 2013, 65, 1347–1356.

53. Nakashima, T.; Jinnin, M.; Yamane, K.; Honda, N.; Kajihara, I.; Makino, T.; Masuguchi, S.; Fukushima, S.; Okamoto, Y.;
Hasegawa, M.; et al. Impaired IL-17 Signaling Pathway Contributes to the Increased Collagen Expression in
Scleroderma Fibroblasts. J. Immunol. 2012, 188, 3573–3583.



54. Braun, R.K.; Ferrick, C.; Neubauer, P.; Sjoding, M.; Sterner-Kock, A.; Kock, M.; Putney, L.; Ferrick, D.A.; Hyde, D.M.;
Love, R.B. IL-17 producing γδ T cells are required for a controlled inflammatory response after bleomycin-induced lung
injury. Inflammation 2008, 31, 167–179.

55. Ramani, K.; Garg, A.V.; Jawale, C.V.; Conti, H.R.; Whibley, N.; Jackson, E.K.; Shiva, S.S.; Horne, W.; Kolls, J.K.;
Gaffen, S.L.; et al. The Kallikrein-Kinin System: A Novel Mediator of IL-17-Driven Anti-Candida Immunity in the Kidney.
PLoS Pathog. 2016, 12, e1005952.

56. Loureiro, J.; Aguilera, A.; Selgas, R.; Sandoval, P.; Albar-Vizcaíno, P.; Pérez-Lozano, M.L.; Ruiz-Carpio, V.; Majano,
P.L.; Lamas, S.; Rodríguez-Pascual, F.; et al. Blocking TGF-β1 protects the peritoneal membrane from dialysate-
induced damage. J. Am. Soc. Nephrol. 2011, 22, 1682–1695.

57. Witowski, J.; Kamhieh-Milz, J.; Kawka, E.; Catar, R.; Jörres, A. IL-17 in Peritoneal Dialysis-Associated Inflammation
and Angiogenesis: Conclusions and Perspectives. Front. Physiol. 2018, 9, 1694.

58. Salzer, W.L. Peritoneal dialysis-related peritonitis: Challenges and solutions. Int. J. Nephrol. Renovasc. Dis. 2018, 11,
173–186.

59. Szeto, C.C.; Li, P.K.T. Peritoneal dialysis–associated peritonitis. Clin. J. Am. Soc. Nephrol. 2019, 14, 1100–1105.

60. Hurst, S.M.; Wilkinson, T.S.; McLoughlin, R.M.; Jones, S.; Horiuchi, S.; Yamamoto, N.; Rose-John, S.; Fuller, G.M.;
Topley, N.; Jones, S.A. IL-6 and its soluble receptor orchestrate a temporal switch in the pattern of leukocyte
recruitment seen during acute inflammation. Immunity 2001, 14, 705–714.

61. Lai, K.N.; Lai, K.B.; Lam, C.W.K.; Chan, T.M.; Li, F.K.; Leung, J.C.K. Changes of cytokine profiles during peritonitis in
patients on continuous ambulatory peritoneal dialysis. Am. J. Kidney Dis. 2000, 35, 644–652.

62. Chung, D.R.; Kasper, D.L.; Panzo, R.J.; Chtinis, T.; Grusby, M.J.; Sayegh, M.H.; Tzianabos, A.O. CD4+ T Cells Mediate
Abscess Formation in Intra-abdominal Sepsis by an IL-17-Dependent Mechanism. J. Immunol. 2003, 170, 1958–1963.

63. Murphy, A.G.; O’Keeffe, K.M.; Lalor, S.J.; Maher, B.M.; Mills, K.H.G.; McLoughlin, R.M. Staphylococcus aureus
Infection of Mice Expands a Population of Memory γδ T Cells That Are Protective against Subsequent Infection. J.
Immunol. 2014, 192, 3697–3708.

64. Li, J.; Zhang, Y.; Lou, J.; Zhu, J.; He, M.; Deng, X.; Cai, Z. Neutralisation of Peritoneal IL-17A Markedly Improves the
Prognosis of Severe Septic Mice by Decreasing Neutrophil Infiltration and Proinflammatory Cytokines. PLoS ONE
2012, 7, e46506.

65. Wang, H.H.; Lin, C.Y. Interleukin-12 and -18 levels in peritoneal dialysate effluent correlate with the outcome of
peritonitis in patients undergoing peritoneal dialysis: Implications for the type I/type II T-cell immune response. Am. J.
Kidney Dis. 2005, 46, 328–338.

66. Lin, C.Y.; Roberts, G.W.; Kift-Morgan, A.; Donovan, K.L.; Topley, N.; Eberl, M. Pathogen-specific local immune
fingerprints diagnose bacterial infection in peritoneal dialysis patients. J. Am. Soc. Nephrol. 2013, 24, 2002–2009.

67. Wang, H.H.; Lee, T.Y.; Lin, C.Y. Kinetics and involvement of interleukin-17 in the outcome of peritonitis in nondiabetic
patients undergoing peritoneal dialysis. J. Chin. Med. Assoc. 2011, 74, 11–15.

68. Zhang, J.; Friberg, I.M.; Kift-Morgan, A.; Parekh, G.; Morgan, M.P.; Liuzzi, A.R.; Lin, C.Y.; Donovan, K.L.; Colmont,
C.S.; Morgan, P.H.; et al. Machine-learning algorithms define pathogen-specific local immune fingerprints in peritoneal
dialysis patients with bacterial infections. Kidney Int. 2017, 92, 179–191.

69. Habib, S.M.; Abrahams, A.C.; Korte, M.R.; Zietse, R.; De Vogel, L.L.; Boer, W.H.; Dendooven, A.; Van Groningen,
M.C.C.; Betjes, M.G.H. CD4-positive T cells and M2 macrophages dominate the peritoneal infiltrate of patients with
encapsulating peritoneal sclerosis. PLoS ONE 2015, 10, e0120174.

70. Hu, W.; Jiang, Z.; Zhang, Y.; Liu, Q.; Fan, J.; Luo, N.; Dong, X.; Yu, X. Characterization of infiltrating macrophages in
high glucose-induced peritoneal fibrosis in rats. Mol. Med. Rep. 2012, 6, 93–99.

71. Fernandez de Castro, M.; Selgas, R.; Jimenez, C.; Auxiliadora Bajo, M.; Martinez, V.; Romero, J.R.; de Alvaro, F.; Vara,
F. Cell populations present in the nocturnal peritoneal effluent of patients on continuous ambulatory peritoneal dialysis
and their relationship with peritoneal function and incidence of peritonitis. Perit. Dial. Int. 1994, 14, 265–270.

72. Anders, H.J.; Ryu, M. Renal microenvironments and macrophage phenotypes determine progression or resolution of
renal inflammation and fibrosis. Kidney Int. 2011, 80, 915–925.

73. Meng, X.M.; Mak, T.S.K.; Lan, H.Y. Macrophages in Renal Fibrosis. In Advances in Experimental Medicine and Biology;
Springer: Singapore, 2019; Volume 1165, pp. 285–303.

74. Mantovani, A.; Sica, A. Macrophages, innate immunity and cancer: Balance, tolerance, and diversity. Curr. Opin.
Immunol. 2010, 22, 231–237.



75. Mantovani, A.; Sozzani, S.; Locati, M.; Allavena, P.; Sica, A. Macrophage polarization: Tumor-associated macrophages
as a paradigm for polarized M2 mononuclear phagocytes. Trends Immunol. 2002, 23, 549–555.

76. Wang, Y.; Harris, D.C.H. Macrophages in renal disease. J. Am. Soc. Nephrol. 2011, 22, 21–27.

77. Kinsey, G.R. Macrophage dynamics in AKI to CKD progression. J. Am. Soc. Nephrol. 2014, 25, 209–211.

78. Mosser, D.M.; Edwards, J.P. Exploring the full spectrum of macrophage activation. Nat. Rev. Immunol. 2008, 8, 958–
969.

79. Liao, C.-T.; Andrews, R.; Wallace, L.E.; Khan, M.W.A.; Kift-Morgan, A.; Topley, N.; Fraser, D.J.; Taylor, P.R. Peritoneal
macrophage heterogeneity is associated with different peritoneal dialysis outcomes. Kidney Int. 2017, 91, 1088–1103.

80. Fieren, M.W.J.A. Mechanisms Regulating Cytokine Release from Peritoneal Macrophages during Continuous
Ambulatory Peritoneal Dialysis. Blood Purif. 1996, 14, 179–187.

81. Bellon, T.; Martinez, V.; Lucendo, B.; del Peso, G.; Castro, M.J.; Aroeira, L.S.; Rodriguez-Sanz, A.; Ossorio, M.;
Sanchez-Villanueva, R.; Selgas, R.; et al. Alternative activation of macrophages in human peritoneum: Implications for
peritoneal fibrosis. Nephrol. Dial. Transplant 2011, 26, 2995–3005.

82. Ossorio, M.; Martinez, V.; Bajo, M.-A.; Del Peso, G.; Castro, M.-J.; Romero, S.; Selgas, R.; Bellon, T. Prominent Levels
of the Profibrotic Chemokine CCL18 during Peritonitis: In Vitro Downregulation by Vitamin D Receptor Agonists.
Biomed Res. Int. 2018, 2018, 6415892.

83. Schutyser, E. Involvement of CC chemokine ligand 18 (CCL18) in normal and pathological processes. J. Leukoc. Biol.
2005, 78, 14–26.

84. Chen, Y.T.; Hsu, H.; Lin, C.C.; Pan, S.Y.; Liu, S.Y.; Wu, C.F.; Tsai, P.Z.; Liao, C.T.; Cheng, H.T.; Chiang, W.C.; et al.
Inflammatory macrophages switch to CCL17-expressing phenotype and promote peritoneal fibrosis. J. Pathol. 2020,
250, 55–66.

85. Li, Q.; Zheng, M.; Liu, Y.; Sun, W.; Shi, J.; Ni, J.; Wang, Q. A pathogenetic role for M1 macrophages in peritoneal
dialysis-associated fibrosis. Mol. Immunol. 2018, 94, 131–139.

86. Wang, J.; Jiang, Z.P.; Su, N.; Fan, J.J.; Ruan, Y.P.; Peng, W.X.; Li, Y.F.; Yu, X.Q. The role of peritoneal alternatively
activated macrophages in the process of peritoneal fibrosis related to peritoneal dialysis. Int. J. Mol. Sci. 2013, 14,
10369–10382.

87. Sikorska- Wiśniewska, M.; Mika, A.; Śledziński, T.; Małgorzewicz, S.; Stepnowski, P.; Rutkowski, B.; Chmielewski, M.
Disorders of serum omega-3 fatty acid composition in dialyzed patients, and their associations with fat mass. Ren. Fail.
2017, 39, 406–412.

88. Tang, H.; Zhu, X.; Gong, C.; Liu, H.; Liu, F. Protective effects and mechanisms of omega-3 polyunsaturated fatty acid
on intestinal injury and macrophage polarization in peritoneal dialysis rats. Nephrology 2019, 24, 1081–1089.

89. Vila Cuenca, M.; Keuning, E.D.; Talhout, W.; Paauw, N.J.; van Ittersum, F.J.; ter Wee, P.M.; Beelen, R.H.J.; Vervloet,
M.G.; Ferrantelli, E. Differences in peritoneal response after exposure to low-GDP bicarbonate/lactate-buffered dialysis
solution compared to conventional dialysis solution in a uremic mouse model. Int. Urol. Nephrol. 2018, 50, 1151–1161.

90. Sergejeva, S.; Linden, A. Impact of IL-17 on Cells of the Monocyte Lineage in Health and Disease. Endocr. Metab.
Immune Disord. Drug Targets 2009, 9, 178–186.

91. Shahrara, S.; Pickens, S.R.; Dorfleutner, A.; Pope, R.M. IL-17 Induces Monocyte Migration in Rheumatoid Arthritis. J.
Immunol. 2009, 182, 3884–3891.

92. Shen, J.; Sun, X.; Pan, B.; Cao, S.; Cao, J.; Che, D.; Liu, F.; Zhang, S.; Yu, Y. IL-17 induces macrophages to M2-like
phenotype via NF-κB. Cancer Manag. Res. 2018, 10, 4217–4228.

93. Liu, L.; Ge, D.; Ma, L.; Mei, J.; Liu, S.; Zhang, Q.; Ren, F.; Liao, H.; Pu, Q.; Wang, T.; et al. Interleukin-17 and
prostaglandin E2 are involved in formation of an M2 macrophage-dominant microenvironment in lung cancer. J.
Thorac. Oncol. 2012, 7, 1091–1100.

94. Shi, S.; Zhang, Q.; Atsuta, I.; Liu, S.; Chen, C.; Shi, S.; Le, A.D. IL-17-mediated M1/M2 macrophage alteration
contributes to pathogenesis of bisphosphonate-related osteonecrosis of the jaws. Clin. Cancer Res. 2013, 19, 3176–
3188.

95. Miller, J.E.; Ahn, S.H.; Marks, R.M.; Monsanto, S.P.; Fazleabas, A.T.; Koti, M.; Tayade, C. IL-17A Modulates Peritoneal
Macrophage Recruitment and M2 Polarization in Endometriosis. Front. Immunol. 2020, 11, 108.

96. Nishikawa, K.; Seo, N.; Torii, M.; Ma, N.; Muraoka, D.; Tawara, I.; Masuya, M.; Tanaka, K.; Takei, Y.; Shiku, H.; et al.
Interleukin-17 induces an atypical M2-Like macrophage subpopulation that regulates intestinal inflammation. PLoS
ONE 2014, 9, e108494.



97. Tian, L.X.; Tang, X.; Zhu, J.Y.; Zhang, W.; Tang, W.Q.; Yan, J.; Xu, X.; Liang, H.P. Cytochrome P450 1A1 enhances
Arginase-1 expression, which reduces LPS-induced mouse peritonitis by targeting JAK1/STAT6. Cell. Immunol. 2020,
349, 104047.

98. Ren, Y.; Hua, L.; Meng, X.; Xiao, Y.; Hao, X.; Guo, S.; Zhao, P.; Wang, L.; Dong, B.; Yu, Y.; et al. Correlation of Surface
Toll-Like Receptor 9 Expression with IL-17 Production in Neutrophils during Septic Peritonitis in Mice Induced by E.
coli. Mediat. Inflamm. 2016, 2016, 3296307.

99. Stengel, S.; Quickert, S.; Lutz, P.; Ibidapo-Obe, O.; Steube, A.; Köse-Vogel, N.; Yarbakht, M.; Reuken, P.A.; Busch, M.;
Brandt, A.; et al. Peritoneal Level of CD206 Associates With Mortality and an Inflammatory Macrophage Phenotype in
Patients With Decompensated Cirrhosis and Spontaneous Bacterial Peritonitis. Gastroenterology 2020, 158, 1745–
1761.

100. Aroeira, L.S.; Aguilera, A.; Selgas, R.; Ramírez-Huesca, M.; Pérez-Lozano, M.L.; Cirugeda, A.; Bajo, M.A.; Del Peso,
G.; Sánchez-Tomero, J.A.; Jiménez-Heffernan, J.A.; et al. Mesenchymal conversion of mesothelial cells as a
mechanism responsible for high solute transport rate in peritoneal dialysis: Role of vascular endothelial growth factor.
Am. J. Kidney Dis. 2005, 46, 938–948.

101. Williams, J.D.; Craig, K.J.; Topley, N.; Von Ruhland, C.; Fallon, M.; Newman, G.R.; Mackenzie, R.K.; Williams, G.T.
Morphologic changes in the peritoneal membrane of patients with renal disease. J. Am. Soc. Nephrol. 2002, 13, 470–
479.

102. Numata, M.; Nakayama, M.; Nimura, S.; Kawakami, M.; Lindholm, B.; Kawaguchi, Y. Association between an increased
surface area of peritoneal microvessels and a high peritoneal solute transport rate. Perit. Dial. Int. 2003, 23, 116–122.

103. Pérez-Lozano, M.L.; Sandoval, P.; Rynne-Vidal, Á.; Aguilera, A.; Jiménez-Heffernan, J.A.; Albar-Vizcaíno, P.; Majano,
P.L.; Sánchez-Tomero, J.A.; Selgas, R.; López-Cabrera, M. Functional Relevance of the Switch of VEGF
Receptors/Co-Receptors during Peritoneal Dialysis-Induced Mesothelial to Mesenchymal Transition. PLoS ONE 2013,
8, e60776.

104. Numasaki, M.; Fukushi, J.I.; Ono, M.; Narula, S.K.; Zavodny, P.J.; Kudo, T.; Robbins, P.D.; Tahara, H.; Lotze, M.T.
Interleukin-17 promotes angiogenesis and tumor growth. Blood 2003, 101, 2620–2627.

105. Wakita, D.; Sumida, K.; Iwakura, Y.; Nishikawa, H.; Ohkuri, T.; Chamoto, K.; Kitamura, H.; Nishimura, T. Tumor-
infiltrating IL-17-producing γδ T cells support the progression of tumor by promoting angiogenesis. Eur. J. Immunol.
2010, 40, 1927–1937.

106. Liu, J.; Duan, Y.; Cheng, X.; Chen, X.; Xie, W.; Long, H.; Lin, Z.; Zhu, B. IL-17 is associated with poor prognosis and
promotes angiogenesis via stimulating VEGF production of cancer cells in colorectal carcinoma. Biochem. Biophys.
Res. Commun. 2011, 407, 348–354.

107. Huang, Q.; Duan, L.; Qian, X.; Fan, J.; Lv, Z.; Zhang, X.; Han, J.; Wu, F.; Guo, M.; Hu, G.; et al. IL-17 Promotes
Angiogenic Factors IL-6, IL-8, and Vegf Production via Stat1 in Lung Adenocarcinoma. Sci. Rep. 2016, 6, 36551.

108. Pan, B.; Shen, J.; Cao, J.; Zhou, Y.; Shang, L.; Jin, S.; Cao, S.; Che, D.; Liu, F.; Yu, Y. Interleukin-17 promotes
angiogenesis by stimulating VEGF production of cancer cells via the STAT3/GIV signaling pathway in non-small-cell
lung cancer. Sci. Rep. 2015, 5, 16053.

109. Hu, B.; Wang, J.; Wu, X.; Chen, Y.; Yuan, W.; Chen, H. Interleukin-17 upregulates vascular endothelial growth factor by
activating the JAK/STAT pathway in nucleus pulposus cells. Jt. Bone Spine 2017, 84, 327–334.

110. Keeley, E.C.; Mehrad, B.; Strieter, R.M. Chemokines as mediators of tumor angiogenesis and neovascularization. Exp.
Cell Res. 2011, 317, 685–690.

111. Wu, L.; Awaji, M.; Saxena, S.; Varney, M.L.; Sharma, B.; Singh, R.K. IL-17–CXC Chemokine Receptor 2 Axis Facilitates
Breast Cancer Progression by Up-Regulating Neutrophil Recruitment. Am. J. Pathol. 2020, 190, 222–233.

112. Addison, C.L.; Daniel, T.O.; Burdick, M.D.; Liu, H.; Ehlert, J.E.; Xue, Y.Y.; Buechi, L.; Walz, A.; Richmond, A.; Strieter,
R.M. The CXC Chemokine Receptor 2, CXCR2, Is the Putative Receptor for ELR + CXC Chemokine-Induced
Angiogenic Activity. J. Immunol. 2000, 165, 5269–5277.

113. Liu, L.; Sun, H.; Wu, S.; Tan, H.; Sun, Y.; Liu, X.; Si, S.; Xu, L.; Huang, J.; Zhou, W.; et al. IL-17A promotes CXCR2-
dependent angiogenesis in a mouse model of liver cancer. Mol. Med. Rep. 2019, 20, 1065–1074.

114. Wei, Z.W.; Xia, G.K.; Wu, Y.; Chen, W.; Xiang, Z.; Schwarz, R.E.; Brekken, R.A.; Awasthi, N.; He, Y.L.; Zhang, C.H.
CXCL1 promotes tumor growth through VEGF pathway activation and is associated with inferior survival in gastric
cancer. Cancer Lett. 2015, 359, 335–343.

115. Martin, D.; Galisteo, R.; Gutkind, J.S. CXCL8/IL8 stimulates VEGF expression and the autocrine activation of VEGFR2
in endothelial cells by activating NFkappa B through the CBM (Carma3/Bcl10/Matl1) complex. J. Biol. Chem. 2008,
284, 6038–6042.



Retrieved from https://encyclopedia.pub/entry/history/show/6001


