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Systemic lupus erythematosus (SLE) is a systemic, autoimmune disease that can involve

virtually any organ of the body. Lupus nephritis (LN), the clinical manifestation of this

disease in the kidney, is one of the most common and severe outcomes of SLE.

Although a key pathological hallmark of LN is glomerular inflammation and damage,

tubulointerstitial lesions have been recognized as an important component in the

pathology of LN. Renal tubular epithelial cells are resident cells in the tubulointerstitium

that have been shown to play crucial roles in various acute and chronic kidney diseases.

In this context, recent progress has been made in examining the functional role of

tubular epithelial cells in LN pathogenesis. This review summarizes recent advances

in our understanding of renal tubular epithelial cells in LN, the potential role of tubular

epithelial cells as biomarkers in the diagnosis, prognosis, and treatment of LN, and the

future therapeutic potential of targeting the tubulointerstitium for the treatment of patients

with LN.

Keywords: lupus nephritis, renal tubular epithelial cells, tubulointerstitial lesions, kidney fibrosis, kidney

inflammation

INTRODUCTION

Systemic lupus erythematosus (SLE) is a chronic, systemic autoimmune disease that can affect
and cause damage in various organs (1). The incidence and prevalence of SLE varies according
to geographic and ethnic backgrounds, with the overall prevalence ranging from 3.2 to over 500
per 100,000 individuals (2). In terms of ethnic differences, the incidence and prevalence of SLE in
African Americans, Hispanics, and Asians are ∼2–5 times greater than in Caucasians (3). Further,
females are predominantly affected during their childbearing years, with SLE identified as one of
the leading causes of death in the young female population (4).

Lupus nephritis (LN), the involvement of SLE in the kidney, is one of the most common
and severe manifestations of this autoimmune disease. The current International Society of
Nephrology/Renal Pathology Society (ISN/RPS) pathological classification of LN is exclusively
based on glomerular lesions (5). Tubulointerstitial inflammation, however, is frequently observed
in LN, and several recent studies show that tubulointerstitial damage is a potent predictor for
poor long-term renal outcomes in LN (6–9). Renal tubular epithelial cells (RTECs) are actively
involved in the immune response in the kidney through the production of pro-inflammatory
cytokines/chemokines and via interactions with immune cells (10). In this context, several
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studies have begun to examine the functional role of tubular
epithelial cells in this autoimmune disorder. Here, we review the
current knowledge on the role of RTECs in the pathogenesis of
LN (Figure 1), relating the functional evidence provided from
studies of experimental animal models to observations made
in humans.

INCIDENCE AND PREVALENCE OF LN

LN occurs in up to 50% of SLE cases and is associated with
increased morbidity and mortality compared with non-LN SLE
patients. Although advances in diagnosis and treatment have
been made, LN remains a significant cause of end-stage renal
disease (ESRD), with more than 20% of patients with LN
progressing to ESRD within 15 years of initial diagnosis (11).
Indeed, the rates of developing ESRD have not improved and
even tended to increase in recent decades. Given that the most
common demographic affected by SLE is women of childbearing
age, this has significant deleterious health and socioeconomic
impacts (2). Further compounding this issue, clinical trials for
therapeutics targeting LN have shown disappointing results thus
far (12). This is, in part, due to our limited understanding of the
cellular and molecular pathways driving the pathogenesis of LN.

INITIATION AND PATHOGENESIS OF LN

Intracellular material [e.g., chromatin, double-stranded DNA
(dsDNA)] released during cell death plays a central role
in the pathogenesis of SLE. The defective clearance of this
cellular debris and loss of self-tolerance drives the production
of antinuclear antibodies (e.g., anti-dsDNA antibodies) and
formation of immune complexes (ICs) of self-nuclear antigens
and its autoantibodies. Glomerular deposition of these ICs is
considered the initiating step in the development of LN (13).
In turn, this triggers a pro-inflammatory response characterized
by complement activation and immune cell infiltration that
drives the glomerular pathology of LN. However, a significant
proportion (up to 97.6%) of SLE patients without overt
proteinuria and/or renal dysfunction have glomerular lesions
associated with histopathological deposition of ICs in the
mesangium (14–16). Interestingly, these patients do not develop
significant impairment in kidney function during long-term
follow-up periods (15). These studies indicate that glomerular
IC deposition alone is insufficient for the development of
clinically significant LN, leading to recent research interest to
examine the tubulointerstitial compartment in the pathogenesis
of this disease.

TUBULOINTERSTITIAL DAMAGE IN LN

Although current histopathological classifications of LN are
exclusively determined by the features and extent of glomerular
lesions (5), other components of the kidney are also participants
in the disease process (17). Tubulointerstitial damage is
identified as one of the pathological features of the lupus
kidney. Tubulointerstitial lesions are often associated with

more severe (proliferative and sclerosing) forms of glomerular
injury in LN (18, 19), with tubular atrophy and interstitial
inflammation/fibrosis incorporated in assessments of active and
chronic changes in LN (5). Recent research has also revealed
the importance of tubulointerstitial damage in the prognosis
of LN (6–9). In particular, tubulointerstitial inflammation and
scarring are shown to be a more accurate predictor of long-
term renal outcomes in LN than the glomerular-based ISN/RPS
classification (7, 8). In a multivariate analysis of 105 patients
with LN, tubulointerstitial lesions were significantly associated
with the development of ESRD [hazard ratio (HR) 3.89,
95% confidence interval (CI) 1.25–12.14; p = 0.02], whereas
glomerular histology based on ISN/RPS classes was not (p
= 0.72) (8). Thus, understanding the mechanisms underlying
tubulointerstitial inflammation is of importance in the study and
treatment of LN.

In human LN, inflammatory cells have been shown to
infiltrate the tubulointerstitium and form T:B cell aggregates
or germinal center-like structures containing follicular dendritic
cells (DCs) (20). In this study, Chang et al. analyzed the in situ
immunoglobulin (Ig) repertoire, concluding that intrarenal B-
cell clonal expansionwas occurring within these tubulointerstitial
germinal centers (20). Similarly, in lupus mice with nephritis,
plasma cells secreting anti-dsDNA antibodies were primarily
found in the kidney tubulointerstitium rather than the spleen
or bone marrow (21). These collective findings identify
the tubulointerstitial compartment as an important site of
autoreactive B-cell immunity in LN.

IC deposits are identified along the tubular basement
membrane (TBM) in LN patients. Wang et al. associated the
presence of TBM deposits with more active disease, including
higher serum creatinine levels and poorer prognosis in non-
proliferative LN (22). Indeed, IC deposition in the TBM
can lead to activation of the complement system, which, in
turn, is associated with more severe tubulointerstitial pathology
(interstitial fibrosis and tubular atrophy) (23). Interestingly, in
a study of LN biopsies, the antibody subclass composition of
TBM deposits was shown to differ from vascular and glomerular
deposits, suggesting that tubular ICs are formed independently
of ICs from the circulation and glomeruli (24). Examining
the cellular and molecular pathways triggered by these tubular
deposits and their utility as prognostic biomarkers is an emerging
field of research focus.

RENAL TUBULAR EPITHELIAL CELLS IN
LN

RTECs are a kidney-resident population that responds and
contributes to pathological processes in acute and chronic kidney
diseases. RTECs can actively modulate tubulointerstitial immune
cell responses (e.g., DCs, T cells, and B cells) through the
production of soluble factors (e.g., pro-inflammatory cytokines
and chemokines) and expression of cell-surface costimulatory
and coinhibitory molecules (25–30). RTECs are, therefore,
studied as a plausible dominant target of anti-dsDNA antibodies
in the pathogenesis of LN.
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FIGURE 1 | Functional role of renal tubular epithelial cells (RTECs) in the pathogenesis of lupus nephritis. RTECs actively participate in the tubulointerstitial pathology

of lupus nephritis through the expression of cytokines, chemokines, and fibrogenic molecules, and via interactions with infiltrating immune cells. (A) RTECs can be

activated by anti-dsDNA antibodies, immune complexes, or possibly anti-vimentin antibodies to produce pro-inflammatory cytokines and profibrotic molecules (e.g.,

fibronectin). Immune complex deposition in the tubular basement membrane can also lead to complement activation. (B) RTECs recruit and activate immune cells

(e.g., dendritic cells (DCs), natural killer (NK) cells, B cells, and macrophages) via the production of chemotactic factors (e.g., chemerin and fractalkine) and expression

of cell surface-activating molecules [MHC class I polypeptide-related sequence A (MICA)] and secreted cytokines [e.g., B-cell-activating factor (BAFF) and interleukin

(IL)-34]. (C) In particular, recruited macrophages can initiate RTEC apoptosis via an IL-6-mediated mechanism, further driving tubular damage. The role of

RTEC-mediated fibrogenesis via a process of epithelial–mesenchymal transition (EMT) is also under active investigation.

ANTI-dsDNA ANTIBODY AND IC
TRIGGERING OF RTECs

Early studies examining anti-dsDNA antibody triggering of
RTECs used monoclonal antibodies (mAbs) derived from
nephritic mice or SLE patients with clinically active LN.
These seminal investigations showed that mouse and human
antibodies to dsDNA, which also cross-react with small nuclear
ribonucleoproteins (SnRNPs) A and D polypeptides, cause direct
RTEC injury (31, 32). Interestingly, mouse mAb BWds3 was
shown to bind to the cell surface of porcine RTEC line (PK-
15) without penetration into the intracellular space, resulting in
significant cell lysis. In contrast, mouse mAb BWdsl, which was
internalized into the cytoplasm and nuclei of RTECs, displayed
only a modest lytic effect (31). These findings suggest that anti-
dsDNA antibodies that bind to the surface of RTECs, but without
cellular penetration and cytoplasmic/nuclear translocation, have
more pathogenic potential. A subsequent mechanistic study
using mutants of mouse anti-dsDNA mAb 3E10 showed that
penetration required only the F(ab) (antigen-binding fragment)
portion, demonstrating a process of antibody internalization
independent of Fc receptor-mediated binding (32).

The pathogenic interactions of anti-dsDNA antibodies with
RTECs have also been investigated using polyclonal antibodies
(pAbs) from sera of patients with LN. Compared with control

IgG or non-anti-DNA IgG, binding of anti-dsDNA pAb from
active LN patients to human RTECs induced secretion of pro-
inflammatory cytokines [e.g., interleukin (IL)-6] (33). Another
study by Yung et al. investigated the contribution of anti-
dsDNA antibodies on fibrogenesis in RTECs (34). The excessive
accumulation of extracellular matrix (ECM) proteins (e.g.,
collagen and fibronectin) is considered a histopathological
hallmark of tubulointerstitial fibrosis (35). In their study, Yung
et al. showed fibronectin to be highly expressed in the TBM
of LN renal biopsies and colocalizing with antibody deposition.
The group subsequently reported that anti-dsDNA pAb from
LN patients triggered a significant increase in soluble and cell-
associated fibronectin expression in human RTECs—a process
dependent, in part, on the secretion of the profibrotic molecule
transforming growth factor (TGF)-β by RTECs (34). This
data suggests that fibrosis development in LN is initiated and
amplified via complex signaling pathways involving anti-dsDNA
antibodies, fibronectin, and TGF-β in RTECs.

It must also be noted that a characterization of in
situ-expressed immunoglobulins from LN biopsy specimens
identified vimentin, but not dsDNA, as the dominant target of
humoral immunity in human lupus tubulointerstitial nephritis
(36). In addition, previous studies have reported that titers
of anti-dsDNA antibodies are not significantly associated with
the degree of tubulointerstitial damage in patients with LN
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(7, 19). Thus, future studies addressing the effects of alternate
autoantibodies (other than anti-dsDNA antibodies) on RTECs
is required to better comprehend the in vivo tubulointerstitial
pathophysiology of human LN.

TLR EXPRESSION IN RTECs

Emerging evidence reports that Toll-like receptors (TLRs) are
actively involved in the pathogenesis of SLE and LN. In particular,
nucleic acid-sensing TLRs such as TLR-3 (recognizing double-
stranded RNA), TLR-7 (recognizing single-stranded RNA),
and TLR-9 (recognizing dsDNA) have been implicated in the
dysregulated immunity of LN, either responding to self-nucleic
acids alone or in ICs (37). Initially described in innate immune
cells (e.g., macrophages and DCs), TLRs are also expressed in
non-immune cells. Expression of TLR-9 has been detected in
the tubulointerstitium of patients with LN (38). Furthermore,
significant correlations between the levels of TLR-9 expression
in RTECs and tubulointerstitial damage have been reported in
NZB/NZW lupus mice and LN patients (39). In this study, sera
or ICs from SLE patients were shown to significantly induce
TLR-9 in human RTECs (HK-2 cells) compared with those from
healthy controls or undifferentiated connective tissue disease
patients, although the difference in sera between SLE patients
with and without LN was not addressed (39). This increased
RTEC expression of TLR-9 was inhibited with short synthetic
oligodeoxynucleotides, supporting an important stimulatory role
for the DNA component within ICs in LN.

The role of other TLR classes in the tubulointerstitial
pathology of LN is unclear and often complicated by findings
in other renal diseases. For instance, TLR-4 signaling inhibits
tubular damage, but also promotes fibrosis in a model of
obstructive nephropathy (40). Given the importance of other
TLRs (TLR-2 and TLR-4) in the development of glomerular
injury in LN (41–43), functional evaluations of these TLRs in
mediating the tubulointerstitial pathology of LN is now required.

RTEC CYTOKINE PRODUCTION IN LN

Cytokines and chemokines contribute to LN
immunopathogenesis, with the active role of RTECs as a
source of these soluble factors of particular interest. Type
I interferons (IFN-α/β) are considered to be pivotal in the
pathogenesis of LN, with diverse effects on innate and adaptive
immune cells (44). While plasmacytoid DCs (pDCs) are the
major producer of type I IFN, expression in renal parenchymal
cells has also been reported. In human biopsies with severe LN,
RTECs have been identified as a key producer of IFN-α (45).
In addition, a type I IFN-regulated signature was detected in
RTECs, but not in the glomeruli, indicating a potential autocrine
effect (45). Subsequent in vitro stimulation of RTECs with IFN-α
was shown to induce expression of low-molecular mass protein-
7 (LMP-7), a proteolytic subunit of the immunoproteosome
that shapes the repertoire of antigenic peptides presented on
major histocompatibility complex (MHC) class I molecules.
Indeed, LMP7 was also highly expressed in renal tubules within

biopsies from patients with severe LN (45). Interestingly,
immunoproteasome inhibitors are emerging as promising
therapeutic agents in the treatment of lupus (46).

B-cell-activating factor (BAFF) is another key cytokine in
LN, essential for B-cell survival and maturation (47). RTECs
have recently been identified as an important source of BAFF,
with tubular expression in lupus-prone MRL-Faslpr mice and
biopsies of patients with LN correlating with disease activity
(48). In this study, in vitro functional assays with human RTECs
revealed an autoamplification loop in which ligation of BAFF
with its binding receptor (BAFF-R) induced colony-stimulating
factor (CSF)-1 that, in turn, triggered further BAFF expression.
In addition, BAFF stimulation was shown to augment cellular
cytotoxicity in CSF-1-primed RTECs (48). These complex BAFF-
dependent signaling pathways in RTECs may thus contribute
to the established cell death and tubular atrophy observed in
LN (49). Interestingly, belimumab, a mAb to BAFF, has shown
promising results in the treatment of LN, although patients with
severe LN were excluded from clinical trials (50).

The diagnostic and therapeutic potential of macrophage
growth factor IL-34 in LN has also been examined. Serum
IL-34 levels have been shown to correlate with SLE Disease
Activity Index (SLEDAI) scores and distinguish between
different histological classes of LN in patients with insignificant
proteinuria, indicating its utility as a surrogate biomarker for
subclinical LN (51). Wada et al. recently demonstrated robust
RTEC expression of IL-34 in biopsies from LN patients and
MRL-Faslpr lupus mice, with significant associations between
expression levels and disease activity. Further mechanistic
investigations using this lupus mouse model showed that IL-
34 enhances intrarenal macrophage accumulation/proliferation,
leading to macrophage-mediated RTEC apoptosis (52). These
findings identify IL-34 as a novel therapeutic target of RTEC-
mediated immunopathogenesis in LN.

RTEC–IMMUNE CELL INTERACTIONS IN
LN

Chemotactic and activatory signals between RTECs and
tubulointerstitial immune cells are promising therapeutic
targets in LN. RTEC recruitment of pDCs into the renal
tubulointerstitium in human LN has been proposed via a
chemerin–ChemR23 axis (53). In this study, De Palma et al.
demonstrated human RTEC production of functionally active
chemerin in response to pro-inflammatory cytokine tumor
necrosis factor (TNF)-α, resulting in efficient recruitment of
ChemR23+ pDC in transendothelial migration assays (53).

A dysregulated natural killer (NK) cell profile has been
associated with the development of SLE. Reduced peripheral
NK cell numbers and impaired cytotoxic functions have been
reported in SLE patients, with NK cell deficiencies particularly
prominent in patients with LN (54). However, circulating NK
cells from patients with active SLE also have an activated
phenotype, producing large amounts of pro-inflammatory
cytokine IFN-γ (55). Evidence in LN patients of strong RTEC
expression of MHC class I polypeptide-related sequence A
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(MICA), the activating ligand for NK receptor NKG2D, provides
a possible mechanistic pathway for this human NK cell activation
(56). In SLE-prone (MRL/MpJ and MRL/lpr) mice undergoing
a lupus nephritic process, kidney NK cells similarly have an
activated phenotype as demonstrated by IFN-γ production and
signal transducer and activator of transcription 5 (STAT5)
phosphorylation (56). STAT5 is a member of the STAT family of
proteins, which signal via the Janus kinase (JAK)/STAT pathway,
supporting the proposed application of JAK inhibitors for the
treatment of LN (57).

Myeloid cells (e.g., DCs, monocytes/macrophages) also
contribute to LN pathology via their specialized phagocytic
and antigen-presenting functions, leading to inflammation and
tubulointerstitial fibrosis (58). We have reported that TGF-
β-expressing human CD1c+ myeloid DCs are recruited and
retained in the renal tubulointerstitium via RTEC-derived
fractalkine, providing evidence of a profibrotic RTEC–DC
interaction (30). We have also recently proposed a pathogenic
role for CD11c+ macrophages in the tubulointerstitial damage of
LN (59). In the urine of LN patients, we identified a population
of CD11c+ macrophages with an activated and pro-inflammatory
phenotype, as defined by expression of costimulatory molecules
(CD80, ICOSL, and OX40L) and cytokines (IL-6, IL-1β) (59).
Furthermore, in this study, peripheral monocytes treated with
sera from SLE patients acquired the identical phenotypic
characteristics of these urinary CD11c+ macrophages and
were shown in functional experiments to trigger IL-6-mediated
fibronectin expression and apoptosis in human RTECs (59).
This investigation supports the concept of a pathogenic role for
RTEC–myeloid cell interactions in LN fibrogenesis.

RTECs IN LN FIBROGENESIS

As stated in preceding sections, RTECs can secrete profibrotic
molecules (e.g., collagen, fibronectin) in response to anti-dsDNA
antibody and inflammatory immune cells. A comprehensive
study applying an unbiased single-cell RNA sequencing approach
to kidney tissue from LN patients associated a fibrotic gene
signature in tubular cells (upregulation of genes encoding
ECM-related proteins—COL1A1, COL1A2, COL14A1, and
COL5A2) with failure to respond to treatment (60). Of note,
the fibrotic gene signature was detectable in a proportion
of biopsies without tubulointerstitial fibrosis (as measured by
standard histopathological assessment), suggesting that this
identified signature may be of diagnostic utility for predicting
tubulointerstitial damage prior to the development of overt
fibrosis. Follow-up longitudinal studies with repeat biopsies are
required to establish whether the presence of this fibrotic gene
signature in tubular cells can indeed predict the development of
renal fibrosis.

Tubular ECM expression has also been linked to the
process of renal epithelial–mesenchymal transition (EMT), a
mechanism of fibrogenesis during which RTECs differentiate into
myofibroblasts and secrete ECM proteins (61, 62). While there
is some controversy regarding tubular EMT, Liu et al. recently
reported that oncostatinM, amember of the IL-6 cytokine family,

could induce tubular EMT and fibrotic lesions in a murine model
of LN (63). Further evaluation of this mechanism and tubular
EMT in human LN is required.

Hypoxia has been proposed as one of the pathological
drivers of injury in LN (64), with tubulointerstitial expression
levels of hypoxia-inducible factor (HIF)-1α correlating with
histopathological activity in patients with LN (65). Given that
HIF-1α expression in RTECs can promote renal tubulointerstitial
fibrosis (66), assessing the role of hypoxic RTECs in LN
fibrogenesis will also be an important research area for
future investigation.

THERAPEUTIC APPROACHES TARGETING
RTECs IN LN

Given the pathogenic functions ascribed to RTECs in LN,
therapeutic targeting of this tubular cell population (and its
overexpressed molecules) has been an area of intense preclinical
investigation. Fractalkine is one such molecule proposed for
clinical targeting in LN. In addition to a previously highlighted
function in kidney DC recruitment (30), Fu et al. provided
evidence of a fractalkine–Wnt/β-catenin axis that promotes
EMT progression and tubulointerstitial fibrosis in the kidneys of
MRL/lprmice and humanRTECs (HK-2 cells) (67). Interestingly,
the profibroticWnt/β-catenin signaling pathway is also increased
in the tubular compartment of lupus-prone mice (proteinuric
NZB/NZW mice), accompanied by elevated serum and renal
levels of proapoptotic factor dickkopf-1 (Dkk-1) (68). It is
proposed that the proapoptotic effects of Dkk-1 may perpetuate
autoimmunity via release of chromatin-containing ICs (68).
Thus, the development of novel treatments or repurposing of
approved drugs targeting fractalkine [e.g., E6011, a humanized
antifractalkine monoclonal antibody assessed in clinical trials for
rheumatoid arthritis (69)] may be of therapeutic benefit in LN.

Kallikreins are a subgroup of serine proteases that exert
multiple biological functions under normal and pathological
conditions (e.g., hypertension, cancer, and inflammation) (70).
Of particular relevance to LN, kallikreins and their end product,
bradykinin, suppress type I IFN responses (71). Tissue kallikrein-
1 (KLK1) is expressed in human RTECs under in vitro diseased
conditions (72). The inducible expression of KLK1 in RTECs has
also been shown to downmodulate local pathological reactions
and confer renoprotection in mice with spontaneous LN (73).
Further preclinical studies of KLK1may support the evaluation of
DM199, a recombinant form of human KLK1 currently in acute
ischemic stroke clinical trials (74), for the treatment of LN.

CONCLUSION

The collective findings from experimental mouse models
and human clinical studies highlight the importance of
tubulointerstitial damage in LN. In particular, RTECs are
central effector cells within this local microenvironment,
mediating renal pathology via the expression of pro-
inflammatory/profibrotic molecules and through complex
interactions with tubulointerstitial immune cells. This
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accumulating evidence provides important insights in
understanding the mechanisms of RTEC-mediated pathology
in LN, a potent predictor of longer-term renal outcomes.
The broader application of these findings introduces novel
approaches with the potential for greater prognostic and
therapeutic specificity in targeting the tubulointerstitial
expression of immunostimulatory molecules and EMT
progression in human LN.

AUTHOR CONTRIBUTIONS

SH, HH, and AK drafted, revised, and approved the final
version of the manuscript. All authors have participated

sufficiently in the work to take public responsibility for
the content.

FUNDING

SH was supported by a grant (2018-0658) from the Asian
Institute for Life Sciences, Asan Medical Center, South Korea,
and by the Bio & Medical Technology Development Program
of the National Research Foundation and funded by the Korean
government (MSIP and MOHW; 2016M3A9E8941334). AK
and HH were supported by Pathology Queensland, the Kidney
Research Foundation, and National Health andMedical Research
Council (NHMRC) Project Grants (GNT1161319).

REFERENCES

1. Tsokos GC. Autoimmunity and organ damage in systemic

lupus erythematosus. Nat Immunol. (2020) 21:605–

14. doi: 10.1038/s41590-020-0677-6

2. Carter EE, Barr SG, Clarke AE. The global burden of SLE: prevalence, health

disparities and socioeconomic impact. Nat Rev Rheumatol. (2016) 12:605–

20. doi: 10.1038/nrrheum.2016.137

3. Borchers AT, Naguwa SM, Shoenfeld Y, Gershwin ME. The

geoepidemiology of systemic lupus erythematosus. Autoimmun Rev.

(2010) 9:A277–87. doi: 10.1016/j.autrev.2009.12.008

4. Yen EY, Singh RR. Brief report: lupus-an unrecognized leading

cause of death in young females: a population-based study using

Nationwide Death Certificates, 2000–2015. Arthritis Rheumatol. (2018)

70:1251–5. doi: 10.1002/art.40512

5. Bajema IM, Wilhelmus S, Alpers CE, Bruijn JA, Colvin RB, Cook HT, et al.

Revision of the international society of nephrology/renal pathology society

classification for lupus nephritis: clarification of definitions, and modified

National Institutes of Health activity and chronicity indices.Kidney Int. (2018)

93:789–96. doi: 10.1016/j.kint.2017.11.023

6. Broder A, Mowrey WB, Khan HN, Jovanovic B, Londono-Jimenez

A, Izmirly P, et al. Tubulointerstitial damage predicts end stage

renal disease in lupus nephritis with preserved to moderately

impaired renal function: a retrospective cohort study. Semin

Arthritis Rheum. (2018) 47:545–51. doi: 10.1016/j.semarthrit.2017.0

7.007

7. Hsieh C, Chang A, Brandt D, Guttikonda R, Utset TO, Clark MR. Predicting

outcomes of lupus nephritis with tubulointerstitial inflammation and scarring.

Arthritis Care Res. (2011) 63:865–74. doi: 10.1002/acr.20441

8. Rijnink EC, Teng YKO, Wilhelmus S, Almekinders M, Wolterbeek R,

Cransberg K, et al. Clinical and histopathologic characteristics associated

with renal outcomes in lupus nephritis. Clin J Am Soc Nephrol. (2017)

12:734–43. doi: 10.2215/CJN.10601016

9. Wilson PC, Kashgarian M, Moeckel G. Interstitial inflammation and

interstitial fibrosis and tubular atrophy predict renal survival in

lupus nephritis. Clin Kidney J. (2018) 11:207–18. doi: 10.1093/ckj/sf

x093

10. Cantaluppi V, Quercia AD, Dellepiane S, Ferrario S, Camussi G, Biancone L.

Interaction between systemic inflammation and renal tubular epithelial cells.

Nephrol Dial Transplant. (2014) 29:2004–11. doi: 10.1093/ndt/gfu046

11. Tektonidou MG, Dasgupta A, Ward MM. Risk of end-stage renal

disease in patients with lupus nephritis, 1971-2015: a systematic

review and bayesian meta-Analysis. Arthritis Rheumatol. (2016)

68:1432–41. doi: 10.1002/art.39594

12. Parikh SV, Rovin BH. Current and Emerging Therapies for Lupus Nephritis. J

Am Soc Nephrol. (2016) 27:2929–39. doi: 10.1681/ASN.2016040415

13. Yung S, Chan TM. Mechanisms of kidney injury in lupus nephritis

- the role of anti-dsDNA Antibodies. Front Immunol. (2015)

6:475. doi: 10.3389/fimmu.2015.00475

14. Zabaleta-Lanz M, Vargas-Arenas RE, Tapanes F, Daboin I, Atahualpa Pinto J,

Bianco NE. Silent nephritis in systemic lupus erythematosus. Lupus. (2003)

12:26–30. doi: 10.1191/0961203303lu259oa

15. O’Dell JR, Hays RC, Guggenheim SJ, Steigerwald JC. Systemic lupus

erythematosus without clinical renal abnormalities: renal biopsy findings and

clinical course. Ann Rheum Dis. (1985) 44:415–9. doi: 10.1136/ard.44.6.415

16. Wakasugi D, Gono T, Kawaguchi Y, Hara M, Koseki Y, Katsumata Y, et

al. Frequency of class III and IV nephritis in systemic lupus erythematosus

without clinical renal involvement: an analysis of predictive measures. J

Rheumatol. (2012) 39:79–85. doi: 10.3899/jrheum.110532

17. Yu F, Haas M, Glassock R, Zhao MH. Redefining lupus nephritis: clinical

implications of pathophysiologic subtypes. Nat Rev Nephrol. (2017) 13:483–

95. doi: 10.1038/nrneph.2017.85

18. Yu F, Wu LH, Tan Y, Li LH, Wang CL, Wang WK, et al. Tubulointerstitial

lesions of patients with lupus nephritis classified by the 2003 International

Society of Nephrology and Renal Pathology Society system. Kidney Int. (2010)

77:820–9. doi: 10.1038/ki.2010.13

19. Londono Jimenez A, Mowrey WB, Putterman C, Buyon J, Goilav B, Broder

A. Brief report: tubulointerstitial damage in lupus nephritis: a comparison of

the factors associated with tubulointerstitial inflammation and renal scarring.

Arthritis Rheumatol. (2018) 70:1801–6. doi: 10.1002/art.40575

20. Chang A, Henderson SG, Brandt D, Liu N, Guttikonda R, Hsieh C,

et al. In situ B cell-mediated immune responses and tubulointerstitial

inflammation in human lupus nephritis. J Immunol. (2011) 186:1849–

60. doi: 10.4049/jimmunol.1001983

21. Espeli M, Bokers S, Giannico G, Dickinson HA, Bardsley V, Fogo AB, et al.

Local renal autoantibody production in lupus nephritis. J Am Soc Nephrol.

(2011) 22:296–305. doi: 10.1681/ASN.2010050515

22. Wang H, Xu J, Zhang X, Ren YL, Cheng M, Guo ZL, et al. Tubular

basement membrane immune complex deposition is associated with activity

and progression of lupus nephritis: a large multicenter Chinese study. Lupus.

(2018) 27:545–55. doi: 10.1177/0961203317732407

23. Wilson HR, Medjeral-Thomas NR, Gilmore AC, Trivedi P, Seyb K, Farzaneh-

Far R, et al. Glomerular membrane attack complex is not a reliable marker

of ongoing C5 activation in lupus nephritis. Kidney Int. (2019) 95:655–

65. doi: 10.1016/j.kint.2018.09.027

24. Satoskar AA, Brodsky SV, Nadasdy G, Bott C, Rovin B, Hebert L, et

al. Discrepancies in glomerular and tubulointerstitial/vascular immune

complex IgG subclasses in lupus nephritis. Lupus. (2011) 20:1396–

403. doi: 10.1177/0961203311416533

25. Starke A, Lindenmeyer MT, Segerer S, Neusser MA, Rusi B, Schmid DM, et al.

Renal tubular PD-L1 (CD274) suppresses alloreactive human T-cell responses.

Kidney Int. (2010) 78:38–47. doi: 10.1038/ki.2010.97

26. Wilkinson R, Wang X, Roper KE, Healy H. Activated human renal tubular

cells inhibit autologous immune responses. Nephrol Dial Transplant. (2011)

26:1483–92. doi: 10.1093/ndt/gfq677

27. Kassianos AJ, Sampangi S, Wang X, Roper KE, Beagley K, Healy H, et al.

Human proximal tubule epithelial cells modulate autologous dendritic cell

function. Nephrol Dial Transplant. (2013) 28:303–12. doi: 10.1093/ndt/gfs136

Frontiers in Immunology | www.frontiersin.org 6 September 2020 | Volume 11 | Article 578952

https://doi.org/10.1038/s41590-020-0677-6
https://doi.org/10.1038/nrrheum.2016.137
https://doi.org/10.1016/j.autrev.2009.12.008
https://doi.org/10.1002/art.40512
https://doi.org/10.1016/j.kint.2017.11.023
https://doi.org/10.1016/j.semarthrit.2017.07.007
https://doi.org/10.1002/acr.20441
https://doi.org/10.2215/CJN.10601016
https://doi.org/10.1093/ckj/sfx093
https://doi.org/10.1093/ndt/gfu046
https://doi.org/10.1002/art.39594
https://doi.org/10.1681/ASN.2016040415
https://doi.org/10.3389/fimmu.2015.00475
https://doi.org/10.1191/0961203303lu259oa
https://doi.org/10.1136/ard.44.6.415
https://doi.org/10.3899/jrheum.110532
https://doi.org/10.1038/nrneph.2017.85
https://doi.org/10.1038/ki.2010.13
https://doi.org/10.1002/art.40575
https://doi.org/10.4049/jimmunol.1001983
https://doi.org/10.1681/ASN.2010050515
https://doi.org/10.1177/0961203317732407
https://doi.org/10.1016/j.kint.2018.09.027
https://doi.org/10.1177/0961203311416533
https://doi.org/10.1038/ki.2010.97
https://doi.org/10.1093/ndt/gfq677
https://doi.org/10.1093/ndt/gfs136
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org
https://www.frontiersin.org/journals/immunology#articles


Hong et al. Renal TEC in Lupus Nephritis

28. Sampangi S, Wang X, Beagley KW, Klein T, Afrin S, Healy H, et al. Human

proximal tubule epithelial cells modulate autologous B-cell function. Nephrol

Dial Transplant. (2015) 30:1674–83. doi: 10.1093/ndt/gfv242

29. Law BMP, Wilkinson R, Wang X, Kildey K, Giuliani K, Beagley KW,

et al. Human tissue-resident mucosal-associated invariant T (MAIT)

cells in renal fibrosis and CKD. J Am Soc Nephrol. (2019) 30:1322–

35. doi: 10.1681/ASN.2018101064

30. Kassianos AJ, Wang X, Sampangi S, Afrin S, Wilkinson R, Healy H.

Fractalkine-CX3CR1-dependent recruitment and retention of human CD1c

myeloid dendritic cells by in vitro-activated proximal tubular epithelial cells.

Kidney Int. (2015) 87:1153–63. doi: 10.1038/ki.2014.407

31. Koren E, Koscec M, Wolfson-Reichlin M, Ebling FM, Tsao B, Hahn BH, et al.

Murine and human antibodies to native DNA that cross-react with the A and

D SnRNP polypeptides cause direct injury of cultured kidney cells. J Immunol.

(1995) 154:4857–64.

32. Zack DJ, Stempniak M, Wong AL, Taylor C, Weisbart RH. Mechanisms of

cellular penetration and nuclear localization of an anti-double strand DNA

autoantibody. J Immunol. (1996) 157:2082–8.

33. Yung S, Tsang RC, Sun Y, Leung JK, Chan TM. Effect of human anti-

DNA antibodies on proximal renal tubular epithelial cell cytokine expression:

implications on tubulointerstitial inflammation in lupus nephritis. J Am Soc

Nephrol. (2005) 16:3281–94. doi: 10.1681/ASN.2004110917

34. Yung S, Ng CY, Ho SK, Cheung KF, Chan KW, Zhang Q, et al. Anti-dsDNA

antibody induces soluble fibronectin secretion by proximal renal tubular

epithelial cells and downstream increase of TGF-beta1 and collagen synthesis.

J Autoimmun. (2015) 58:111–22. doi: 10.1016/j.jaut.2015.01.008

35. Ruiz-Ortega M, Rayego-Mateos S, Lamas S, Ortiz A, Rodrigues-Diez RR.

Targeting the progression of chronic kidney disease. Nat Rev Nephrol. (2020)

16:269–88. doi: 10.1038/s41581-019-0248-y

36. Kinloch AJ, Chang A, Ko K, Henry Dunand CJ, Henderson S, Maienschein-

Cline M, et al. Vimentin is a dominant target of in situ humoral immunity

in human lupus tubulointerstitial nephritis. Arthritis Rheumatol. (2014)

66:3359–70. doi: 10.1002/art.38888

37. Lorenz G, Lech M, Anders HJ. Toll-like receptor activation

in the pathogenesis of lupus nephritis. Clin Immunol. (2017)

185:86–94. doi: 10.1016/j.clim.2016.07.015

38. Papadimitraki ED, Tzardi M, Bertsias G, Sotsiou E, Boumpas DT. Glomerular

expression of toll-like receptor-9 in lupus nephritis but not in normal kidneys:

implications for the amplification of the inflammatory response. Lupus. (2009)

18:831–5. doi: 10.1177/0961203309103054

39. Benigni A, Caroli C, Longaretti L, Gagliardini E, Zoja C, Galbusera M, et

al. Involvement of renal tubular Toll-like receptor 9 in the development of

tubulointerstitial injury in systemic lupus. Arthritis Rheum. (2007) 56:1569–

78. doi: 10.1002/art.22524

40. Pulskens WP, Rampanelli E, Teske GJ, Butter LM, Claessen N, Luirink IK, et

al. TLR4 promotes fibrosis but attenuates tubular damage in progressive renal

injury. J Am Soc Nephrol. (2010) 21:1299–308. doi: 10.1681/ASN.2009070722

41. Summers SA, Hoi A, Steinmetz OM, O’Sullivan KM, Ooi JD, Odobasic D,

et al. TLR9 and TLR4 are required for the development of autoimmunity

and lupus nephritis in pristane nephropathy. J Autoimmun. (2010) 35:291–

8. doi: 10.1016/j.jaut.2010.05.004

42. Banas MC, Banas B, Hudkins KL, Wietecha TA, Iyoda M, Bock E, et al. TLR4

links podocytes with the innate immune system to mediate glomerular injury.

J Am Soc Nephrol. (2008) 19:704–13. doi: 10.1681/ASN.2007040395

43. Lartigue A, Colliou N, Calbo S, Francois A, Jacquot S, Arnoult C, et

al. Critical role of TLR2 and TLR4 in autoantibody production and

glomerulonephritis in lpr mutation-induced mouse lupus. J Immunol. (2009)

183:6207–16. doi: 10.4049/jimmunol.0803219

44. Crow MK. Type I interferon in the pathogenesis of lupus. J Immunol. (2014)

192:5459–68. doi: 10.4049/jimmunol.1002795

45. Castellano G, Cafiero C, Divella C, Sallustio F, Gigante M, Pontrelli P, et al.

Local synthesis of interferon-alpha in lupus nephritis is associated with type

I interferons signature and LMP7 induction in renal tubular epithelial cells.

Arthritis Res Ther. (2015) 17:72. doi: 10.1186/s13075-015-0588-3

46. Ichikawa HT, Conley T, Muchamuel T, Jiang J, Lee S, Owen T, et al. Beneficial

effect of novel proteasome inhibitors in murine lupus via dual inhibition of

type I interferon and autoantibody-secreting cells. Arthritis Rheum. (2012)

64:493–503. doi: 10.1002/art.33333

47. Mackay F, Schneider P. Cracking the BAFF code. Nat Rev Immunol. (2009)

9:491–502. doi: 10.1038/nri2572

48. Schwarting A, Relle M, Meineck M, Fohr B, Triantafyllias K, Weinmann A,

et al. Renal tubular epithelial cell-derived BAFF expression mediates kidney

damage and correlates with activity of proliferative lupus nephritis in mouse

and men. Lupus. (2018) 27:243–56. doi: 10.1177/0961203317717083

49. Mistry P, Kaplan MJ. Cell death in the pathogenesis of systemic

lupus erythematosus and lupus nephritis. Clin Immunol. (2017) 185:59–

73. doi: 10.1016/j.clim.2016.08.010

50. Sciascia S, Radin M, Yazdany J, Levy RA, Roccatello D, Dall’Era M, et

al. Efficacy of belimumab on renal outcomes in patients with systemic

lupus erythematosus: a systematic review. Autoimmun Rev. (2017) 16:287–

93. doi: 10.1016/j.autrev.2017.01.010

51. Abdel-Rehim AS, Mohamed NA, Shakweer MM. Interleukin-34 as a

marker for subclinical proliferative lupus nephritis. Lupus. (2020) 29:607–

16. doi: 10.1177/0961203320914976

52. Wada Y, Gonzalez-Sanchez HM, Weinmann-Menke J, Iwata Y, Ajay AK,

Meineck M, et al. IL-34-Dependent intrarenal and systemic mechanisms

promote lupus nephritis in Mrl-fas(lpr) mice. J Am Soc Nephrol. (2019)

30:244–59. doi: 10.1681/ASN.2018090901

53. De Palma G, Castellano G, Del Prete A, Sozzani S, Fiore N, Loverre A, et al.

The possible role of ChemR23/Chemerin axis in the recruitment of dendritic

cells in lupus nephritis.Kidney Int. (2011) 79:1228–35. doi: 10.1038/ki.2011.32

54. Park YW, Kee SJ, Cho YN, Lee EH, Lee HY, Kim EM, et al. Impaired

differentiation and cytotoxicity of natural killer cells in systemic lupus

erythematosus. Arthritis Rheum. (2009) 60:1753–63. doi: 10.1002/art.24556

55. Hervier B, Beziat V, Haroche J, Mathian A, Lebon P, Ghillani-Dalbin P, et al.

Phenotype and function of natural killer cells in systemic lupus erythematosus:

excess interferon-gamma production in patients with active disease. Arthritis

Rheum. (2011) 63:1698–706. doi: 10.1002/art.30313

56. Spada R, Rojas JM, Perez-Yague S,Mulens V, Cannata-Ortiz P, Bragado R, et al.

NKG2D ligand overexpression in lupus nephritis correlates with increasedNK

cell activity and differentiation in kidneys but not in the periphery. J Leukoc

Biol. (2015) 97:583–98. doi: 10.1189/jlb.4A0714-326R

57. Schwartz DM, Bonelli M, Gadina M, O’Shea JJ. Type I/II cytokines, JAKs, and

new strategies for treating autoimmune diseases. Nat Rev Rheumatol. (2016)

12:25–36. doi: 10.1038/nrrheum.2015.167

58. Maria NI, Davidson A. Renal macrophages and dendritic cells in SLE

nephritis. Curr Rheumatol Rep. (2017) 19:81. doi: 10.1007/s11926-017-0708-y

59. Kim J, Jeong JH, Jung J, Jeon H, Lee S, Lim JS, et al. Immunological

characteristics and possible pathogenic role of urinary CD11c+

macrophages in lupus nephritis. Rheumatology. (2020) 59:2135–

45. doi: 10.1093/rheumatology/keaa053

60. Der E, Suryawanshi H, Morozov P, Kustagi M, Goilav B, Ranabothu S, et

al. Tubular cell and keratinocyte single-cell transcriptomics applied to lupus

nephritis reveal type I IFN and fibrosis relevant pathways. Nat Immunol.

(2019) 20:915–27. doi: 10.1038/s41590-019-0386-1

61. Humphreys BD. Mechanisms of renal fibrosis. Annu Rev Physiol. (2018)

80:309–26. doi: 10.1146/annurev-physiol-022516-034227

62. Lamouille S, Xu J, Derynck R. Molecular mechanisms of

epithelial-mesenchymal transition. Nat Rev Mol Cell Biol. (2014)

15:178–96. doi: 10.1038/nrm3758

63. Liu Q, Du Y, Li K, Zhang W, Feng X, Hao J, et al. Anti-OSM antibody inhibits

tubulointerstitial lesion in a murine model of lupus nephritis. Mediators

Inflamm. (2017) 2017:3038514. doi: 10.1155/2017/3038514

64. Chen PM, Wilson PC, Shyer JA, Veselits M, Steach HR, Cui C, et al. Kidney

tissue hypoxia dictates T cell-mediated injury in murine lupus nephritis. Sci

Transl Med. (2020) 12:538. doi: 10.1126/scitranslmed.aay1620

65. Deng W, Ren Y, Feng X, Yao G, Chen W, Sun Y, et al. Hypoxia

inducible factor-1 alpha promotes mesangial cell proliferation in

lupus nephritis. Am J Nephrol. (2014) 40:507–15. doi: 10.1159/00036

9564

66. Kimura K, Iwano M, Higgins DF, Yamaguchi Y, Nakatani K, Harada

K, et al. Stable expression of HIF-1alpha in tubular epithelial cells

promotes interstitial fibrosis. Am J Physiol Renal Physiol. (2008) 295:F1023–

9. doi: 10.1152/ajprenal.90209.2008

67. Fu D, Senouthai S, Wang J, You Y. FKN facilitates HK-2 Cell EMT

and tubulointerstitial lesions via the Wnt/beta-Catenin pathway

Frontiers in Immunology | www.frontiersin.org 7 September 2020 | Volume 11 | Article 578952

https://doi.org/10.1093/ndt/gfv242
https://doi.org/10.1681/ASN.2018101064
https://doi.org/10.1038/ki.2014.407
https://doi.org/10.1681/ASN.2004110917
https://doi.org/10.1016/j.jaut.2015.01.008
https://doi.org/10.1038/s41581-019-0248-y
https://doi.org/10.1002/art.38888
https://doi.org/10.1016/j.clim.2016.07.015
https://doi.org/10.1177/0961203309103054
https://doi.org/10.1002/art.22524
https://doi.org/10.1681/ASN.2009070722
https://doi.org/10.1016/j.jaut.2010.05.004
https://doi.org/10.1681/ASN.2007040395
https://doi.org/10.4049/jimmunol.0803219
https://doi.org/10.4049/jimmunol.1002795
https://doi.org/10.1186/s13075-015-0588-3
https://doi.org/10.1002/art.33333
https://doi.org/10.1038/nri2572
https://doi.org/10.1177/0961203317717083
https://doi.org/10.1016/j.clim.2016.08.010
https://doi.org/10.1016/j.autrev.2017.01.010
https://doi.org/10.1177/0961203320914976
https://doi.org/10.1681/ASN.2018090901
https://doi.org/10.1038/ki.2011.32
https://doi.org/10.1002/art.24556
https://doi.org/10.1002/art.30313
https://doi.org/10.1189/jlb.4A0714-326R
https://doi.org/10.1038/nrrheum.2015.167
https://doi.org/10.1007/s11926-017-0708-y
https://doi.org/10.1093/rheumatology/keaa053
https://doi.org/10.1038/s41590-019-0386-1
https://doi.org/10.1146/annurev-physiol-022516-034227
https://doi.org/10.1038/nrm3758
https://doi.org/10.1155/2017/3038514
https://doi.org/10.1126/scitranslmed.aay1620
https://doi.org/10.1159/000369564
https://doi.org/10.1152/ajprenal.90209.2008
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org
https://www.frontiersin.org/journals/immunology#articles


Hong et al. Renal TEC in Lupus Nephritis

in a murine model of lupus nephritis. Front Immunol. (2019)

10:784. doi: 10.3389/fimmu.2019.00784

68. Tveita AA, Rekvig OP. Alterations in Wnt pathway activity in mouse serum

and kidneys during lupus development. Arthritis Rheum. (2011) 63:513–

22. doi: 10.1002/art.30116

69. Tanaka Y, Takeuchi T, Umehara H, Nanki T, Yasuda N, Tago F, et al. Safety,

pharmacokinetics, and efficacy of E6011, an antifractalkine monoclonal

antibody, in a first-in-patient phase 1/2 study on rheumatoid arthritis. Mod

Rheumatol. (2018) 28:58–65. doi: 10.1080/14397595.2017.1337056

70. Sotiropoulou G, Pampalakis G, Diamandis EP. Functional roles of

human kallikrein-related peptidases. J Biol Chem. (2009) 284:32989–

94. doi: 10.1074/jbc.R109.027946

71. Seliga A, Lee MH, Fernandes NC, Zuluaga-Ramirez V, Didukh M,

Persidsky Y, et al. Kallikrein-kinin system suppresses type i interferon

responses: a novel pathway of interferon regulation. Front Immunol. (2018)

9:156. doi: 10.3389/fimmu.2018.00156

72. Tang SC, Chan LY, Leung JC, Cheng AS, Chan KW, Lan HY, et al.

Bradykinin and high glucose promote renal tubular inflammation. Nephrol

Dial Transplant. (2010) 25:698–710. doi: 10.1093/ndt/gfp599

73. Shao X, Yang R, Yan M, Li Y, Du Y, Raman I, et al. Inducible expression

of kallikrein in renal tubular cells protects mice against spontaneous lupus

nephritis. Arthritis Rheum. (2013) 65:780–91. doi: 10.1002/art.37798

74. Alexander-Curtis M, Pauls R, Chao J, Volpi JJ, Bath PM,

Verdoorn TA. Human tissue kallikrein in the treatment

of acute ischemic stroke. Ther Adv Neurol Disord. (2019)

12:1756286418821918. doi: 10.1177/1756286418821918

Conflict of Interest: The authors declare that the research was conducted in the

absence of any commercial or financial relationships that could be construed as a

potential conflict of interest.

Copyright © 2020 Hong, Healy and Kassianos. This is an open-access article

distributed under the terms of the Creative Commons Attribution License (CC BY).

The use, distribution or reproduction in other forums is permitted, provided the

original author(s) and the copyright owner(s) are credited and that the original

publication in this journal is cited, in accordance with accepted academic practice.

No use, distribution or reproduction is permitted which does not comply with these

terms.

Frontiers in Immunology | www.frontiersin.org 8 September 2020 | Volume 11 | Article 578952

https://doi.org/10.3389/fimmu.2019.00784
https://doi.org/10.1002/art.30116
https://doi.org/10.1080/14397595.2017.1337056
https://doi.org/10.1074/jbc.R109.027946
https://doi.org/10.3389/fimmu.2018.00156
https://doi.org/10.1093/ndt/gfp599
https://doi.org/10.1002/art.37798
https://doi.org/10.1177/1756286418821918~
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org
https://www.frontiersin.org/journals/immunology#articles

	The Emerging Role of Renal Tubular Epithelial Cells in the Immunological Pathophysiology of Lupus Nephritis
	Introduction
	Incidence and Prevalence of Ln
	Initiation and Pathogenesis of Ln
	Tubulointerstitial Damage in Ln
	Renal Tubular Epithelial Cells in Ln
	Anti-dsDNA Antibody and Ic Triggering of RTECs
	TLR Expression in RTECs
	RTEC Cytokine Production in Ln
	RTEC–Immune Cell Interactions in Ln
	RTECs in Ln Fibrogenesis
	Therapeutic Approaches Targeting RTECs in Ln
	Conclusion
	Author Contributions
	Funding
	References


