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Abstract
Antibodies are key elements of protective immunity. In the mucosal immune system in particular, secretory immunoglobulin A
(SIgA), the most abundantly produced antibody isotype, protects against infections, shields the mucosal surface from toxins and
environmental factors, and regulates immune homeostasis and a peaceful coexistence with our microbiota. However, the dark
side of IgA biology promotes the formation of immune complexes and provokes pathologies, e.g., IgA nephropathy (IgAN). The
precise mechanisms of how IgA responses become deregulated and pathogenic in IgAN remain unresolved. Yet, as the field of
microbiota research moved into the limelight, our basic understanding of IgA biology has been taking a leap forward. Here, we
discuss the structure of IgA, the anatomical and cellular foundation of mucosal antibody responses, and current concepts of how
we envision the interaction of SIgA and the microbiota. We center on key concepts in the field while taking account of both
historic findings and exciting new observations to provide a comprehensive groundwork for the understanding of IgA biology
from the perspective of a mucosal immunologist.
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The many lives of IgA

In 1963, immunoglobulin (Ig) A was reported as a major
component in mucosal secretions such as tears, bile, saliva,
colostrum, and intestinal secretions [1, 2]. Another landmark
paper in 1984 provided direct evidence to show how IgA is
transported by the polymeric Ig receptor (pIgR) across muco-
sal epithelia [3] and exciting work followed to discover path-
ways of IgA induction and its potential for oral vaccination.
Much of this work emphasized important differences between
mucosal immunity and IgA on the one hand and systemic
immune responses including IgG on the other hand. The idea
of a distinct mucosal immune system was born.

In nephrology, a particular interest in IgA developed after
Jean Berger described IgA nephropathy (IgAN) in 1968 [4].

However, rather than moving forward together, IgA-centered
research has followed mostly independent pathways in muco-
sal immunology and nephrology. We propose that stronger
cooperation between both fields will help to cast a more com-
prehensive picture of IgAN. While this review is aimed at an
audience of nephrologists, we will approach the topic of IgA
from the perspective of mucosal immunologists. We will
structure this review along key concepts in IgA biology and
highlight controversies which dominate the conversation in
the mucosal immunology community. Some of these topics
have immediate relevance for IgAN pathogenesis whereas
other aspects might seem less directly relevant in the context
of IgAN. Nevertheless, we anticipate that mutual understand-
ing of the approaches and models prevalent in the two fields
will enable the advent of a joint IgA research community.
With that aim in mind, here, we provide a comprehensive
and consistent framework of IgA biology in both mucosal
tissues and peripheral organs, including the kidney.

The structure of the IgA molecule

IgA is secreted by class-switched plasma cells and shows that
basic core structure common to all human Igs. Two identical
heavy chains are covalently linked to two identical light
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chains, with each heavy/light chain pair forming a specific
antigen-binding Fab arm of the antibody (Fig. 1). In humans
(but not in mice), two IgA isotypes are present, IgA1 and
IgA2. IgA1 and IgA2 are differentially represented in different
compartments and have distinct properties. For example, in
blood, the ratio of IgA1 to IgA2 is 10:1, whereas the ratio is
3:2 in the middle small intestine, and about equal proportions
of IgA1 and IgA2 are detected in the colon [9]. IgA1 and IgA2
are generated by class switch recombination. Thus, a plasma
cell can secrete either IgA1 or IgA2 at one time (see Box 1,
caveats in understanding IgA). A major structural difference
between IgA1 and IgA2 is found in their hinge region, a short
stretch of less structured amino acids linking the Fab and Fc
parts of the antibody (Fig. 1). In IgA2, this hinge region is 16
amino acids shorter than in IgA1 and lacks O-linked glycans
[6]. The shorter length of the hinge region reduces the

susceptibility of IgA2 for proteolytic cleavage [10] and there-
by may increase IgA2 stability in the microbiota dense and
highly proteolytic environment of the colon.

Another key aspect concerns the overall structure of IgA.
IgA exists in two prevalent variants, as either monomeric or
polymeric form. Monomeric IgA is present in human serum at
about 2–3 mg/ml [6] and is thereby the second most abundant
antibody isotype in human blood. Monomeric IgA (mIgA)
contributes to immune regulation in blood but is less com-
monly implicated in the acute and pro-inflammatory immune
response of acute infection [11]. It is mainly thought to be
produced in the bone marrow, even though at least some of
the IgA plasma cells resident in bone marrow seem to be
generated by gut immune responses [12–15].

However, body-wide, the dominant form is polymeric
IgA (pIgA), foremost dimeric IgA, although higher mo-
lecular weight types exist (see Box 1, caveats in
understanding IgA, and Fig. 1). In dimeric IgA, two iden-
tical monomers are linked tail-to-tail through extensions
of their Fc regions and an additional protein called J chain
[16]. Production of J chain-containing dimeric IgA is a
function of mucosal plasma cells and sets them apart from
IgA-producing plasma cells in other compartments such
as the spleen and bone marrow. Consistently, J chain-
containing dimeric IgA, but not monomeric IgA, is selec-
tively actively transported across mucosal epithelia. Note:
In mucosal immunology, the term polymeric IgA is com-
monly used to refer to all higher molecular weight forms
of IgA, including dimeric IgA. In the context of IgAN,
some authors use the term polymeric IgA to refer to high
molecular weight forms other than dimeric IgA.

Secretory IgA in mucosal tissues

Secretion of polymeric IgA is mediated by the pIgR, a glyco-
sylated transmembrane protein expressed by many secretory
epithelial cells. pIgA produced by plasma cells and released
into the tissue binds to pIgR on the basolateral side of the
epithelial cell. Subsequently, the complex is internalized and
transported in vesicles to the apical side of the epithelial cell.
There, proteolytic cleavage releases the molecule whereby a
small polypeptide provided by the pIgR remains covalently
bound to the IgA dimer. The pIgR-derived fragment is known
as the secretory component (SC) and the whole complex, in-
cluding the IgA molecules, J chain and SC, is referred to as
secretory IgA (SIgA) [16, 17]. Consistently, in mice lacking
pIgR, dimeric IgA is largely lacking in mucosal secretions and
accumulates in the serum [18].

pIgR-mediated secretion of SIgA is best described and
most studied in the gut and, indeed, the gut harbors the
largest population of mucosal plasma cells in the body
[19]. However, in addition to the gut, SIgA is secreted

Box 1 Caveats in understanding human gut IgA biology

Structural aspects of IgA
• Human but not mouse IgA comes in two isotypes, IgA1 and IgA2.
Both isotypes are differently produced in various compartments and
possess distinct properties. There is ongoing discussion to what extent
IgA2 is generated by class switch recombination of IgA1 precursors in
the gut.
• Human serum IgA is almost exclusively monomeric whereas J
chain-containing dimeric IgA is a distinguishing feature of mucosal
sites. Thus, the structure of monomeric IgA in serum is fundamentally
different from dimeric IgA in mucosal tissues. Only J chain-containing
dimeric IgA is transported by the polymeric Ig receptors across
mucosal epithelia.
• Secretory IgA (SIgA) is not produced by B cells alone. SIgA is a
hybrid molecule produced by the combined activity of Ig-producing
plasma cells and of epithelial cells that provide the secretory
component and mediate trans epithelial transport. SIgA is typically not
present in serum but it is the dominant Ig isotype in tears, saliva, bile,
colostrum, and the gut. Note: Secretory IgA shall be abbreviated by
capital “S” to clearly distinguish from surface IgA (sIgA).

IgA induction
• In mice, T cell-dependent (TD) and T cell-independent (TI) pathways
of IgA induction both contribute to IgA production. However, the
relevance of TI and TD pathways of IgA induction in humans is
unclear. The discussion of TD versus TI responses might need to
consider both cognate and non-cognate T cell functions.
• GALT comprises different structures and shows major variations
between species. In humans, the dominating GALT structures are
Peyer’s patches and isolated lymphoid follicles.

Antigen binding
• Fab-dependent binding of SIgA is conferred by the CDR region and
adjacent motifs in the Fab arms. The specificity and affinity of this
interaction can be modified by somatic hypermutation. Additionally,
SIgA shows non-canonical binding. Non-canonical antigen binding
can be conferred by glycans and might in particular contribute to
target/coat the microbiota with IgA.
• SIgA can bind to a range of intestinal antigens including self,
enteropathogens, and toxins, and to the endogenous microbiota. SIgA
binding to the microbiota shows a phenomenon referred to as
cross-species reactivity, i.e., the binding of monoclonal IgA antibodies
to different members of the microbiota. SIgA binding to the microbiota
comprises canonical and non-canonical interactions.
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into the lung by lung epithelial cells, into saliva by cells
of the submandibular glands and into tears by cells of the
lacrimal gland. Other notable sites of SIgA production are
the lactating mammary glands that transport SIgA into
milk to protect the newborn and cells of the liver that
secrete SIgA into bile. In the healthy kidney, pIgR has
been found to be expressed by scattered tubular cells
and parietal epithelial cells and is upregulated in various
kidney diseases upon kidney injury [20]. Not all of these
compartments have been studied in depth and we have to
assume that differences will exist between the regulatory
circuits controlling SIgA secretion in different tissue.
Nonetheless, available evidence suggests that pIgR activ-
ity and SIgA secretion is a regulated process and is mod-
ulated by various factors in the respective tissues.

The origin of SIgA and pathways of IgA
induction

IgA is a class-switched antibody and textbook knowledge
would imply that class switch should occur in germinal cen-
ters and require T cell help. However, a seminal paper by
Andrew MacPherson demonstrated that IgA is present in T
cell-deficient mice [21]. This observation has laid the founda-
tion for various studies trying to define T cell-dependent (TD)
and T cell-independent (TI) pathways of IgA induction.While
there is a general agreement considering the existence of TI
IgA responses in mice, there is considerable debate with re-
spect to the relevance of TI IgA in humans, the contribution of
both pathways to overall IgA production, and the exact ana-
tomical localization of the process. Indeed, the discussion of

Fig. 1 Structure of selected human Igs. The diagrams depict human
IgG1, monomeric IgA1 and IgA2, and dimeric IgA1. The gray boxes
indicate key domains of the respective molecules. Fab arms and the Fc
part are depicted for IgG1; the hinge regions and tailpieces are indicated
for IgA1 and IgA2. Positioning of O- and N-glycans are indicated by
green- and red-filled hexagons respectively. In dimeric IgA, the
tailpiece cysteines of two monomeric IgA molecules are covalently
linked to the joining (J) chain depicted by green-filled ellipsoid.
Disulfide bridges linking different proteins are displayed as lines. In
secretory IgA, an additional molecule named secretory component is
covalently bound to the complex (not depicted). The major differences
between IgA1 and IgA2 are within the hinge region linking the Fc part
and Fab part of the antibody. In IgA1, the hinge region is longer as
compared to IgA2 and decorated by 3-6 O-linked oligosaccharides (3

depicted) [5]. N-Glycans show the common core of Man3GlcNac2
residues linked to asparagine (Asn). Complex N-glycans can have
several branches each initiated by GlcNac (N-acetylglucosamine) and
build complex and variable structures (represented by gray-filled
symbols). Few studies have reported changes of N-glycans in IgAN
patients as compared to healthy controls. O-Glycans consist of serine
(Ser)- or threonine (Thr)-linked N-acetylgalactosamine (GalNac) with
β1-3-linked galactose and variable sialylation. O-Glycans are typically
less branched than N-linked glycans and show characteristic glycan
truncation in IgAN patients as compared to healthy controls. The
illustration depicts glycan core structures and characteristic changes in
IgAN. However, glycan structures exhibit a wide heterogeneity and the
exact structure of IgA-decorating glycans varies (figure adapted from
[6–8])
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the relative prevalence of TI as compared to TD IgA responses
and potential functional differences between TI and TD IgA is
among the most controversial aspects of IgA biology (Box 1).

T cells play different roles in B cell responses. In the fol-
lowing paragraphs, we will first describe the role of B-T in-
teractions in class switch recombination (CSR) and thereafter
the role of T cells in somatic hypermutation (SHM). Finally,
we will discuss recent observations suggesting that in the gut
immune system, T cells might provide help to B cells in an
atypical manner that does not rely on cognate interaction, an
observation that may help to reconcile some of the contrasting
ideas in the field.

Class switch recombination (CSR) Mature B cells express a B
cell receptor (BCR) on their surface to recognize antigen. The
BCR initially present on mature B cells is IgM, and these cells
may also co-express IgD as BCR. The process of CSR allows
B cells to use DNA recombination to change their Ig heavy
chain region, i.e., to switch their Ig isotype from IgM to IgG,
IgE, or IgA. CSR requires the enzyme activation-induced de-
aminase (AID), which introduces DNA lesions that are con-
verted into double-strand breaks in the DNA and eventually
leads to CSR (mechanism of CSR have been reviewed in
[22]). In the mouse, the exons encoding for IgA constant re-
gions are located furthest downstream in the Ig heavy chain
locus. Thus, the genomic configuration of the gene locus dic-
tates that in the mouse, switch to IgA is the final of all possible
CSR events, since the exons encoding for all other isotypes
heavy chains will be lost during the switch to IgA. In humans,
the IgA2-encoding exons are furthest downstream in the lo-
cus, and thus, CSR to IgA2, like CSR to IgA in the mouse,
does not allow for any subsequent CSR events. However, in
humans, an IgA1-expressing B cell can potentially switch to
IgA2, and indeed, IgA1 to IgA2 switch has been proposed
[23]. Still, BCR sequencing of human gut plasma cells re-
vealed only few clones shared between the IgA1- and IgA2-
expressing gut B cells, suggesting that CSR from IgA1 to
IgA2 is at best rare also in humans [24].

The questions of where IgA class switch occurs and how
prevalent IgA1 to IgA2 CSR is in humans are frequently
debated along with the contribution of TI versus TD re-
sponses. It is commonly thought that signalling through
the BCR alone cannot induce CSR and that additional co-
stimulatory signals are required. A major pathway to pro-
vide such co-stimulatory signals is CD40 engagement by
CD40L-expressing activated T cells in the presence of cy-
tokines such as interleukin-4 (IL-4). Thus, CD40-CD40L
ligation forms a basis for CSR in TD IgA responses.
However, CSR-promoting co-stimulation can also be pro-
vided by other pathways, including TI pathways such as
Toll-like receptor (TLR) signalling. This is true not only
for IgA responses but also for CSR to other Ig isotypes.
Hence, CSR per se does not always require T cells.

Somatic hyper mutation (SHM) and affinity maturation
Affinity maturation allows B cells to modify their immuno-
globulin genes, potentially resulting in a BCR and antibodies
with higher affinity for their cognate/specific antigen. The
processes of affinity maturation and SHM are linked to TD
responses in the germinal centers (GC). GC provide the mi-
croenvironment within secondary lymphoid tissues for
antigen-specific B cells to proliferate and for SHM to intro-
duce random variations in their antibody-encoding genes. T
cells, specifically T follicular helper T cells in GC, provide
survival signals to B cells, and competition for TD survival
signals drives the selection of higher affinity B cell clones [25,
26]. GC are constitutively present in gut-associated lymphoid
tissues (GALT, to be discussed in the next section), indicating
ongoing stimulation and maturation of antigen-specific B cell
responses in the gut immune system. Consistently, plasma
cells in the human gut lamina propria are highly mutated
[27]. These observations suggest that IgA-secreting gut plas-
ma cells arise from B cells that underwent extensive affinity
maturation [28] and TD responses in GC. However, presence
of somatic mutations and GC does not formally exclude TI
responses. Importantly, GC formation in GALT does not re-
quire BCR signalling and somatic mutations can occur in T
cell-deficient settings [29]. Moreover, IgA coating intestinal
microbiota is present in T cell-deficient mice. We proposed
that TI IgA responses might be of particular importance in
young individuals and thereby prominently show in experi-
mental systems that frequently study young mice. In contrast
TD IgA responses might dominate IgA induction in adults, in
particular adult humans. However, this idea requires more in-
depth validation and the importance of TI versus TD re-
sponses for IgA induction remains controversial (see [30]).

Some of the controversy might be resolved when consid-
ering the different roles that T cells can play during IgA re-
sponses. During textbook TD B cell responses, the interaction
of T and B cells in GC relies on shared TCR and BCR spec-
ificity, respectively. I.e., T and B cells need to recognize anti-
gen derived from the antigenic structure (note that this not
only includes single molecules but also may comprise large
structures such as viruses or bacteria). Such conventional cog-
nate interactions drive B cell activation and maturation in GC.
A particularly well-studied system to show such responses is
the oral application of the strong mucosal adjuvant and anti-
gen cholera toxin. However, mucosal IgA responses do not
always rely on cognate T-B interaction. In mouse transgenic
systems, GC formation could be observed in GALT even
though T and B cell did not share antigen specificity [31].
This indicates that in GC of the GALT, T cells may deliver
CD40-CD40L-dependent non-cognate signals. Similarly,
mice lacking the SLAM-associated protein cannot form GC
in peripheral lymph nodes and spleen but have GC in GALT
[32]. Interestingly, such non-cognate and cognate T cell func-
tions might localize to different microenvironments in GALT,
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and different molecular and cellular pathways may therefore
govern T-B interactions in GC and pre-GC events that occur
before B cells seed the GC [33].Wewill discuss such differing
T cell functions in more depth in the following in the context
of the spatial-dynamic organization of IgA responses.

Immune anatomy of IgA responses—Peyer’s
patches

The gut immune system comprises effector and inductive sites
(Fig. 2A). Effector sites are firstly the gut epithelium that
mediates barrier functions and transepithelial IgA transport,
and secondly, the underlying lamina propria that, in addition
to other immune cell populations, also comprises the IgA-
secreting plasma cells. Inductive sites comprise GALT and
the gut-draining mesenteric lymph nodes. With respect to
the induction of IgA responses, the main GALT compart-
ments are Peyer’s patches (PP), the vermiform appendix,
and the isolated lymphoid follicles (ILF). Mesenteric lymph
nodes are thought to play a subordinate role in IgA responses.

In the human small intestine, PP and the vermiform appen-
dix can be seen as large multifollicular lymphoid compart-
ments. Both tissues develop during gestation and are bona fide
secondary lymphoid organs. The exact number, size, and dis-
tribution of PP vary between individuals and with age but PP
in human and mice are confined to the anti-mesenteric side of
the small intestine, i.e., the large intestine does not have PP
[34].

PP are considered important sites for IgA induction and
maturation of IgA responses [9, 35]. This notion largely rests
on experimental work in mice but is thought to be translatable
to humans because of the similar PP organization and cellular
composition in both species. By comparison to lymph nodes,
PP contain comparably smaller populations of naïve and
memory T cells. Instead, PP are dominated by numerous ag-
gregated B cell follicles that typically possess GC that are
situated close to the gut epithelium overlying the follicle.
The region between PP follicles and the overlying epithelium
is named the subepithelial dome (SED) and the epithelium
shielding the PP SED from the gut lumen is known as
follicle-associated epithelium (FAE) (Fig. 2B). The FAE is a
specialized epithelium enabling direct antigen sampling from
the gut lumen. PP lack afferent lymphatics and, instead, spe-
cialized epithelial cells, the microfold cells (M cells), in the
FAE transcytose luminal antigen including microorganisms,
prions, viruses, immune complexes, and inert particles [36,
37]. In mice lacking M cells, plasma cell development is de-
layed, and conversely, targeting antigen directly to M cells
increases the efficacy of antigen-specific IgA responses [38].
These examples indicate that antigen sampling thoughM cells
is a key step for the efficient induction of IgA responses
against various intestinal antigens.

The exact cellular and molecular interactions that enable
IgA induction in PP are not yet fully understood. PP enable
canonical TD IgA responses relying on cognate interactions,
CD40-CD40L interaction, and a GC cytokine environment
that favors antibody production (Fig. 2B). Additionally, high
concentrations of transforming growth factor-β, retinoic acid,
and IL-21 promote IgA CSR in PP. Highly expanded B cell
clones that show increased antigen affinity due to somatic
hypermutation populate PP GC [39]. Somewhat counterintu-
itively, the presence of such highly selected PP GC was more
prevalent in germ-free mice lacking a live microbiota as com-
pared to colonized mice [39]. This hints at the importance of
non-microbiota-derived antigens to select gut B cell re-
sponses. Irrespectively, there is a broad consent that GC in
PP are key sites for IgA production and affinity maturation
in both humans and mice [40].

In addition to conventional TD responses localized in GC,
the SED has been suggested as a niche to foster interactions
between B cells, T cells, and dendritic cells (DC). Positioning
of B cells in the SED requires expression of the chemokine
receptor CCR6 that binds its ligand CCL20 expressed by the
FAE. In the SED, B cells interacted with DC that supported
IgA CSR by integrin αvβ8-mediated activation of
transforming growth factor-β (TGF-β) [41]. Moreover, DC
in the SED can produce “a proliferation-inducing ligand”
(APRIL), B cell-activating factor of the TNF family
(BAFF), and TGF-β [42], cytokines that can promote IgA
CSR [43]. Additionally, T cells resembling T follicular helper
cells are localized in the SED and promote B cell expansion at
a pre-GC stage (Fig. 2B). Interestingly, expansion of B cells in
the SED did not entail clonal selection [33]. Thus, distinct
steps of the IgA response might be organized in SED and
GC of PP. In the SED, interaction with antigen, DC, and T
cells can drive expansion of antigen-specific B cells and IgA
CSR but does not imply B cell selection. High-affinity B cell
clones that responded to antigen in the SED may enter into
pre-existing GC to undergo TD B cell selection and affinity
maturation. Consideration of various T cell functions, includ-
ing cognate and non-cognate interactions, as well as a fine-
grained characterization of the relevant microenvironments
within PP are critical for an in-depth understanding of IgA
responses that goes beyond the mere description as TD versus
TI and GC-dependent versus GC-independent responses.

Immune anatomy of IgA responses—isolated
lymphoid follicles

Besides PP, isolated lymphoid follicles (ILF) are sites of IgA
induction. Contrary to large multifollicular PP, ILF contain a
single follicle and are typically less than 1 mm in diameter.
Consequently, ILF cannot be seen when inspecting the human
gut by naked eye but are numerous, present in both the small
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and large intestines and estimated to comprise about 30,000
structures [40, 44]. Therefore, the total number of B cells
organized in ILF exceeds the number of B cells in PP. ILF
come in different flavors. In humans, ILF have different ana-
tomical locations and may either reside in mucosal lamina
propria or localize mainly in the submucosa [24]. Like PP,
ILF are characterized by B cells and GC, have a region that
resembles the SED in PP, and possess an FAE that containsM
cells and has an antigen sampling function. Thus, ILF show

the anatomical hallmarks of PP and their cellular composition
indicates that they function as adaptive immune-inductive
sites for GC-based IgA induction [24].

ILF cells are typically co-isolated when cells are obtained
from gut lamina propria. Such ILF-derived contaminants of
lamina propria isolates prompted misleading interpretations of
experimental data. For example, naïve B cells isolated from
murine gut lamina propria are likely to derive from ILF and
not from bona fide lamina propria. Similarly, the somewhat

Fig. 2 Immune anatomy of IgA responses. A Gut-associated lymphoid
tissues (GALT) constitute the inductive sites of the gut immune system.
In GALT, antigens are sampled and adaptive immune responses develop.
Activated effector cells, including plasma blasts, egress from GALT,
transit through the gut-draining mesenteric lymph nodes, and home to
the gut mucosa via blood. In the mucosa, plasma cells produce dimeric
IgA that is secreted by the gut epithelium as SIgA. B In Peyer’s patches,
distinct regions enable key steps in IgA induction. Antigens (depicted as
dark blue circles) are sampled from the gut lumen by M cells in FAE or
myeloid cells that extend cellular protrusion to the gut lumen. The SED
contains various myeloid cell populations including DC. B cells are
attracted to the SED by the chemokine CCL20. B cells can interact with
antigen-presenting cells in the SED directly inducing T cell-independent
B cell proliferation. In parallel, B cells can differentiate into plasma blasts
in a T cell-dependent response that does not rely on cognate interaction.

Classical T cell-dependent IgA responses require T cell activation and
differentiation into follicular T helper cells (Th) in the interfollicular
region. Key factors in this interaction include TCR:MHCII and
CD40:CD40L interaction besides various interleukins. Subsequently, B
cells that receive T cell help differentiate into plasma blasts, memory B
cells, or GC B cells. In GC, B cells undergo further maturation including
somatic hypermutation in a T cell-dependent process that relies on
cognate interaction and affinity-based selection. Various cytokines and
other factors promote IgA induction, such as interleukins, TGF-β,
APRIL, BAFF, and retinoic acid. Depiction of cytokines and other IgA
switch promoting factors is by yellow squares. However, the exact
cellular sources have not been established for all of these factors and
the illustration shall not provide a complete summary of all available
information
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controversial suggestion that IgA CSR may occur locally in
the lamina propria [45] might have come, at least in part, from
ILF-derived B cells contaminating lamina propria isolates.
While this problem has been tackled in mice, approaches to
obtain human ILF for cell isolation and in-depth characteriza-
tion were only recently developed [46].

While ILF and PP might both support the induction of IgA
responses, in some settings, they may serve non-overlapping
functions, e.g., a widespread availability of GALT in small
and large intestines might enable the induction of regional
IgA responses. Nascent plasma cells, also referred to as plas-
ma blasts, egress from PP and ILF via efferent lymphatics,
pass through mesenteric lymph nodes, and enter the blood
circulation. From blood, GALT-derived plasma blasts specif-
ically home back to the intestinal lamina propria by interaction
of gut homing molecules, including the interaction of α4β7-
integrin and its ligand mucosal addressin cell adhesion
molecule-1 (MadCAM-1) in the gut. Interestingly, the homing
of plasma blasts to the intestine shows regional specificity. In
mice, IgA-expressing plasma blasts induced in small intestinal
PP preferentially seed the small intestine, whereas blasts gen-
erated in the cecal patch, a structure in the murine cecum that
resembles the small intestinal PP in its organization, show a
comparably higher tendency to home to the colon [47]. Such
selective homing of IgA-positive cells to small and large in-
testine is at least in part conferred by differential expression of
the chemokine receptors CCR9 and CCR10 [47, 48] and of
the colon homing receptor GPR15, which, along with α4β7-
integrin, are key factors to guide immune cell migration into
the gut. Indeed, B cells isolated from PPs and colonic ILF
showed greater clonal overlap with plasma cells from the
small or large intestinal LP, respectively [24]. This indicates
that B cell responses in small intestinal PPmight preferentially
generate small intestinal plasma cells, whereas colonic ILF
might preferentially yield plasma blasts with large intestinal
homing properties. Yet, we are still lacking an in-depth under-
standing of how IgA responses in PP and different types of
ILF are integrated and regulated to generate the intestinal
plasma cell populations.

Antigen specificity of SIgA

SIgA has different ways of binding antigens. The obvious
binding modality is by canonical antigen binding conferred
by the complementarity determining regions (CDR) and adja-
cent motifs in the Fab arms of the SIgA complex. Antigen
specificity and affinity of Fab-dependent canonical binding
can be modified by somatic hypermutation and affinity matu-
ration. Additionally, non-canonical interactions between SIgA
and antigen have been reported. Non-canonical binding relies
on glycans decorating the hinge region, the J chain and the
secretory component of SIgA (Fig. 1).

Canonical antigen binding Compared to systemic Ig re-
sponses, intestinal IgA responses are difficult to study. Oral
antigen application results in tolerance induction rather than
protective immunity [49] and repeated antigen encounters are
required to stimulate detectable Ig responses. Thus, much of
our understanding of intestinal IgA responses relies on com-
parably few experimental approaches. A particularly well-
studied approach uses cholera toxin (CT). CT is an adenosine
diphosphate (ADP)-ribosylating bacterial enterotoxin. Along
with related toxins, such as Escherichia coli heat-labile toxins,
it is the most potent mucosal adjuvant [50]. Oral exposure to
CT induces TD responses in GC that generate CT-specific
IgA responses that potently neutralize toxin effects in vivo.

Another informative approach to study IgA responses
in vivo relied on the adoptive transfer of nitrophenol (NP)-
specific transgenic B cells. In mice repeatedly challenged with
NP-conjugated CT, NP-specific B cells acquired distinct high-
affinity mutations [51]. Interestingly, different PP of an indi-
vidual mouse contained clonally related B cells, indicating
that the evolution of the B cell response seemed synchronized
across different PP [51]. Consistently, we observed that, after
depletion with a proteasome inhibitor, the intestinal IgA plas-
ma cell population was rapidly reconstituted without major
changes in the intestinal BCR repertoire [48]. Again, this ob-
servation hints at a recirculating B cell pool that re-enters GC
in PP and potentially ILF and fuels the intestinal plasma cell
pool. We speculated that re-entry of activated B cells might be
a characteristic of intestinal B cell responses and that IgA
responses might arise from the progressive maturation of B
cell clones as the cells re-enter existing GC to undergo affinity
maturation [19, 30].

Non-canonical antigen bindingNon-canonical binding can be
conferred by glycans and might in particular allow for SIgA
binding to bacteria including the gut microbiota.
Glycobiology of SIgA-microbiota interaction is only emerg-
ing as a field, arguably because of the technical challenges that
comewith the study of IgA glycosylation and glycan function.
Glycobiology of IgA is a topic of major importance in IgAN,
but also in this context, few original studies reported in-depth
information on IgA glycosylation in the kidney of IgA
patients.

Glycosylation of SIgA confers resistance to proteolytic
cleavage but also confers antigen-binding capacity. A partic-
ularly instructive example of such non-canonical interaction
between IgA and the microbiota is provided by the intestinal
bacterium Bacteroides thetaiotaomicron. B. thetaiotaomicron
expresses genes that allow binding to glycosylated SIgA of
irrelevant Fab-dependent antigen specificity [52]. Thus, in this
setting, the bacterium-IgA interaction is driven by the partic-
ular properties of B. thetaiotaomicron, rather than IgA speci-
ficity. Moreover, glycosylation of the secretory component in
SIgA allowed binding to distinct intestinal bacteria [53, 54].
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SIgA binding to the microbiota Thus, in particular, in the
context of IgA-microbiota interactions, a careful study of both
canonical and non-canonical interactions seems important.
Fab-dependent canonical recognition of surface antigens
may confer highly specific binding to distinct microorganisms
but also efficient binding to diverse bacteria. Notably this may
also include Fab-dependent binding to glycans. IgA responses
to isolated glycans can arise from TI responses. However, in
the gut immune system, glycans are not encountered as free
molecules but in the context of whole bacteria. Thus, glycan-
directed SIgA responses may arise from both TI and TD re-
sponses. In fact, in a collection of monoclonal antibodies gen-
erated from single human intestinal plasma blasts, we ob-
served several highly mutated antibodies binding to a range
of different members of the microbiota [55]. The very same
antibodies showed highly specific binding to glycans (unpub-
lished observation. J. Kabbert and O. Pabst). This observation
is compatible with TD responses that would select for glycan-
specific SIgA that can confer cross-species reactivity, i.e., IgA
that can bind to different bacteria species.

IgA in IgA nephropathy

IgAN is characterized by mesangial deposition of IgA-
containing immune complexes. IgA deposits consistently re-
occur in kidney-transplanted IgAN patients [56], whereas they
often resolve after kidney transplantation from IgAN donors
(with kidney IgA-immune complexes) to non-IgAN recipients
[57]. This suggests that the primary defect in IgAN might not
be in the kidney itself but rather in the IgA system.

There is an association of disturbance of the intestinal im-
mune balance with IgAN episodes: Mucosal infections can
trigger IgAN episode with macrohematuria [58, 59]. IgAN
patients also show increased frequencies of Helicobacter
pylori-specific IgA [60, 61], and there are hints that a gluten-
free diet might potentially have an favorable effect [62] (yet
randomized trials to confirm the role of gluten are missing).
Finally, a recent randomized phase II trial using a targeted
formulation of budesonide, designed to deliver the drug in
the distal ileum, reduced proteinuria in IgAN patients [63].
Given these data and the key role of the gut immune system
in the generation and regulation of IgA responses, an interest
exists to explore whether perturbed gut IgA responses contrib-
ute to IgAN pathogenesis.

In many IgAN patients, IgA1 but not IgA2 serum levels are
increased and elevated serum IgA1 in patients lacks the J
chain and is mostly monomeric [64, 65]. However, elevated
IgA levels per se do not trigger IgA deposition as seen in
myeloma patients that show high IgA serum concentration
but rarely develop IgAN [66].

IgA in IgAN patients shows an aberrant glycosylation, i.e.,
a reduced decoration of IgA-linked glycans with galactose. A

lower proportion of β1,3 galactose linkages and sialylations
are present and more terminal N-acetylgalactosamine
(GAlNac) in the hinge of IgA becomes exposed and can be
detected by binding of GalNac-specific lectins (Fig. 1 and
[67]).

In vitro deglycosylation of IgA1 resulted in noncovalent
self-aggregation and increased binding to components of the
extracellular matrix [68]. Additionally, truncated glycans
might act as neoantigens and become recognized by IgG and
IgA antibodies, thus enhancing the formation of circulating
immune complexes in the patients. Indeed, besides a higher
proportion of undergalactosylated IgA (Gd-IgA), the blood of
patients with IgAN contains increased numbers of mostly Gd-
IgA1 and IgG-containing immune complexes in different con-
stellations, e.g., IgA1-IgG or IgA1-IgA1, although the rare
presence of IgA2 has also been reported [69–71]. Consistent
with the properties of IgA in serum of IgAN patients, dedicat-
ed mass spectrometric studies confirmed the presence of
undergalactosylated IgA in the glomerular deposits of IgAN
patients [7, 72]. The today broadly accepted “multi-hit theory”
emerged from these data, stating that (1) first Gd-IgA occurs
in the circulation of patients, which (2) might lead to the for-
mation of autoantibodies (IgG) against Gd-IgA1.
Subsequently, (3) circulating immune complexes are formed,
containing among others complexes of Gd-IgA1 and IgG.
Finally, those become (4) deposited in the glomerular
mesangium where they lead to complement activation, dam-
age to mesangial cells and podocytes, and support renal fibro-
sis [73]. Besides, there are also reports of SIgA deposition in
glomeruli of IgAN patients which showed a correlation with
simultaneous mannose-binding lectin deposition, one of the
recognition molecules of the lectin pathway of complement
activation [74]. Although this theory is widely considered,
many questions remain unanswered.

Concluding remarks

The intestinal IgA system still holds many unknowns—as
does the pathogenesis of IgAN. The basic defect underlying
IgAN seems to be linked to changes in the IgA system (and
not in the kidney). However, increased levels of IgA are not
pathogenic per se and the nature of serum IgA and IgA-
containing immune complexes in IgAN patients differs from
the general intestinal IgA responses.

We recently named glycobiology as the potential “elephant
in the room” in SIgA biology [30]. In the field of IgAN re-
search, aberrant glycosylation has long been recognized and
might drive alterations in the physicochemical and immuno-
logical properties of IgA. Aberrant glycosylation might also
support the formation of IgA-containing immune complexes
and IgA deposits in the kidney. In the future, mucosal immu-
nologists may contribute to the understanding of IgAN by
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helping to identify the anatomical, cellular, and molecular
pathways driving the generation of aberrant IgA responses
in IgAN.

Acknowledgements The authors thank Ana Izcue, Johanna Kabbert,
Vuk Cerovic, and Ema Slack for discussion and helping editing of the
manuscript.

Author contribution C.S. and O.P conceived the content and wrote the
manuscript.

Funding Open Access funding enabled and organized by Projekt DEAL.
O.P. was supported by the German Research Foundation (DFG) Project-
ID 403224013 – SFB 1382 (B06).

Availability of data and material Not applicable.

Code availability Not applicable.

Declarations

Conflict of interest The authors do declare no competing interests.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing, adap-
tation, distribution and reproduction in any medium or format, as long as
you give appropriate credit to the original author(s) and the source, pro-
vide a link to the Creative Commons licence, and indicate if changes were
made. The images or other third party material in this article are included
in the article's Creative Commons licence, unless indicated otherwise in a
credit line to the material. If material is not included in the article's
Creative Commons licence and your intended use is not permitted by
statutory regulation or exceeds the permitted use, you will need to obtain
permission directly from the copyright holder. To view a copy of this
licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Tomasi TB (1992) The discovery of secretory IgA and the mucosal
immune system. Immunol Today 13(10):416–418. https://doi.org/
10.1016/0167-5699(92)90093-m

2. Chodirker WB, Tomasi TB Jr (1963) Gamma-globulins: quantita-
tive relationships in human serum and nonvascular fluids. Science
(New York, NY) 142(3595):1080–1081. https://doi.org/10.1126/
science.142.3595.1080

3. Brandtzaeg P, Prydz H (1984) Direct evidence for an integrated
function of J chain and secretory component in epithelial transport
of immunoglobulins. Nature 311(5981):71–73. https://doi.org/10.
1038/311071a0

4. Berger J, Hinglais N (1968) Intercapillary deposits of IgA-IgG.
Journal d’urologie et de nephrologie 74(9):694–695

5. Mattu TS, Pleass RJ, Willis AC, Kilian M,Wormald MR, Lellouch
AC, Rudd PM, Woof JM, Dwek RA (1998) The glycosylation and
structure of human serum IgA1, Fab, and Fc regions and the role of
N-glycosylation on Fcα receptor interactions. J Biol Chem 273(4):
2260–2272. https://doi.org/10.1074/jbc.273.4.2260

6. Woof JM, Russell MW (2011) Structure and function relationships
in IgA. Mucosal Immunol 4(6):590–597. https://doi.org/10.1038/
mi.2011.39

7. Ohyama Y, Yamaguchi H, Nakajima K, Mizuno T, Fukamachi Y,
Yokoi Y, Tsuboi N, Inaguma D, Hasegawa M, Renfrow MB,
Novak J, Yuzawa Y, Takahashi K (2020) Analysis of O-
glycoforms of the IgA1 hinge region by sequential deglycosylation.
Sci Rep 10(1):671. https://doi.org/10.1038/s41598-020-57510-z

8. Leusen JH (2015) IgA as therapeutic antibody. Mol Immunol
68(1):35–39. https://doi.org/10.1016/j.molimm.2015.09.005

9. Brandtzaeg P, Johansen FE (2005) Mucosal B cells: phenotypic
characteristics, transcriptional regulation, and homing properties.
Immunol Rev 206:32–63. https://doi.org/10.1111/j.0105-2896.
2005.00283.x

10. van Egmond M, Damen CA, van Spriel AB, Vidarsson G, van
Garderen E, van deWinkel JG (2001) IgA and the IgA Fc receptor.
Trends Immunol 22(4):205–211. https://doi.org/10.1016/s1471-
4906(01)01873-7

11. Bakema JE, van EgmondM (2011) The human immunoglobulin A
Fc receptor FcαRI: a multifaceted regulator of mucosal immunity.
Mucosal Immunol 4(6):612–624. https://doi.org/10.1038/mi.2011.
36

12. Lemke A, Kraft M, Roth K, Riedel R, Lammerding D, Hauser AE
(2016) Long-lived plasma cells are generated in mucosal immune
responses and contribute to the bone marrow plasma cell pool in
mice. Mucosal Immunol 9(1):83–97. https://doi.org/10.1038/mi.
2015.38

13. Mei HE, Yoshida T, Sime W, Hiepe F, Thiele K, Manz RA,
Radbruch A, Dorner T (2009) Blood-borne human plasma cells
in steady state are derived from mucosal immune responses.
Blood 113(11):2461–2469. https://doi.org/10.1182/blood-2008-
04-153544

14. Iversen R, Snir O, Stensland M, Kroll JE, Steinsbø Ø, Korponay-
Szabó IR, Lundin KEA, de Souza GA, Sollid LM (2017) Strong
clonal relatedness between serum and gut IgA despite different
plasma cell origins. Cell Rep 20(10):2357–2367. https://doi.org/
10.1016/j.celrep.2017.08.036

15. Keppler SJ, Goess MC, Heinze JM (2021) The wanderings of gut-
derived IgA plasma cells: impact on systemic immune responses.
Front Immunol 12:670290. https://doi.org/10.3389/fimmu.2021.
670290

16. Hamburger AE, Bjorkman PJ, Herr AB (2006) Structural insights
into antibody-mediated mucosal immunity. Curr Top Microbiol
Immunol 308:173–204. https://doi.org/10.1007/3-540-30657-9_8

17. Mostov KE (1994) Transepithelial transport of immunoglobulins.
Annu Rev Immunol 12:63–84. https://doi.org/10.1146/annurev.iy.
12.040194.000431

18. Yanagihara T, Kumagai Y, Norose Y, Moro I, Nanno M,
Murakami M, Takahashi H (2004) Age-dependent decrease of
polymeric Ig receptor expression and IgA elevation in ddY mice:
a possible cause of IgA nephropathy. Laboratory investigation; a
journal of technical methods and pathology 84(1):63–70. https://
doi.org/10.1038/sj.labinvest.3700012

19. Pabst O (2012) New concepts in the generation and functions of
IgA. Nat Rev Immunol 12(12):821–832. https://doi.org/10.1038/
nri3322

20. KrawczykKM, Nilsson H, Nyström J, Lindgren D, Leandersson K,
Swärd K, Johansson ME (2019) Localization and regulation of
polymeric Ig receptor in healthy and diseased human kidney. Am
J Pathol 189(10):1933–1944. https://doi.org/10.1016/j.ajpath.2019.
06.015

21. Macpherson AJ, Gatto D, Sainsbury E, Harriman GR, Hengartner
H, Zinkernagel RM (2000) A primitive T cell-independent mecha-
nism of intestinal mucosal IgA responses to commensal bacteria.
Science (New York, NY) 288(5474):2222–2226. https://doi.org/
10.1126/science.288.5474.2222

635Semin Immunopathol (2021) 43:627–637

http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1016/0167-5699(92)90093-m
https://doi.org/10.1016/0167-5699(92)90093-m
https://doi.org/10.1126/science.142.3595.1080
https://doi.org/10.1126/science.142.3595.1080
https://doi.org/10.1038/311071a0
https://doi.org/10.1038/311071a0
https://doi.org/10.1074/jbc.273.4.2260
https://doi.org/10.1038/mi.2011.39
https://doi.org/10.1038/mi.2011.39
https://doi.org/10.1038/s41598-020-57510-z
https://doi.org/10.1016/j.molimm.2015.09.005
https://doi.org/10.1111/j.0105-2896.2005.00283.x
https://doi.org/10.1111/j.0105-2896.2005.00283.x
https://doi.org/10.1016/s1471-4906(01)01873-7
https://doi.org/10.1016/s1471-4906(01)01873-7
https://doi.org/10.1038/mi.2011.36
https://doi.org/10.1038/mi.2011.36
https://doi.org/10.1038/mi.2015.38
https://doi.org/10.1038/mi.2015.38
https://doi.org/10.1182/blood-2008-04-153544
https://doi.org/10.1182/blood-2008-04-153544
https://doi.org/10.1016/j.celrep.2017.08.036
https://doi.org/10.1016/j.celrep.2017.08.036
https://doi.org/10.3389/fimmu.2021.670290
https://doi.org/10.3389/fimmu.2021.670290
https://doi.org/10.1007/3-540-30657-9_8
https://doi.org/10.1146/annurev.iy.12.040194.000431
https://doi.org/10.1146/annurev.iy.12.040194.000431
https://doi.org/10.1038/sj.labinvest.3700012
https://doi.org/10.1038/sj.labinvest.3700012
https://doi.org/10.1038/nri3322
https://doi.org/10.1038/nri3322
https://doi.org/10.1016/j.ajpath.2019.06.015
https://doi.org/10.1016/j.ajpath.2019.06.015
https://doi.org/10.1126/science.288.5474.2222
https://doi.org/10.1126/science.288.5474.2222


22. Yu K, Lieber MR (2019) Current insights into the mechanism of
mammalian immunoglobulin class switch recombination. Crit Rev
Biochem Mol Biol 54(4):333–351. https://doi.org/10.1080/
10409238.2019.1659227

23. Grasset EK, Chorny A, Casas-Recasens S, Gutzeit C, Bongers G,
Thomsen I, Chen L, He Z, Matthews DB, Oropallo MA,
Veeramreddy P, Uzzan M, Mortha A, Carrillo J, Reis BS,
Ramanujam M, Sintes J, Magri G, Maglione PJ, Cunningham-
Rundles C, Bram RJ, Faith J, Mehandru S, Pabst O, Cerutti A
(2020) Gut T cell-independent IgA responses to commensal bacte-
ria require engagement of the TACI receptor on B cells. Science
immunology 5(49):eaat7117. https://doi.org/10.1126/sciimmunol.
aat7117

24. Fenton TM, Jørgensen PB, Niss K, Rubin SJS, Mörbe UM, Riis
LB, Da Silva C, Plumb A, Vandamme J, Jakobsen HL, Brunak S,
Habtezion A, Nielsen OH, Johansson-Lindbom B, Agace WW
(2020) Immune profiling of human gut-associated lymphoid tissue
identifies a role for isolated lymphoid follicles in priming of region-
specific immunity. Immunity 52(3):557–570.e556. https://doi.org/
10.1016/j.immuni.2020.02.001

25. Biram A, Shulman Z (2020) T cell help to B cells: cognate and
atypical interactions in peripheral and intestinal lymphoid tissues.
Immunol Rev 296(1):36–47. https://doi.org/10.1111/imr.12890

26. Cyster JG, Allen CDC (2019) B cell responses: cell interaction
dynamics and decisions. Cell 177(3):524–540. https://doi.org/10.
1016/j.cell.2019.03.016

27. Lindner C, Thomsen I, Wahl B, Ugur M, Sethi MK, Friedrichsen
M, Smoczek A, Ott S, Baumann U, Suerbaum S (2015)
Diversification of memory. B cells drives the continuous adaptation
of secretory antibodies to gut microbiota 16(8):880–888. https://
doi.org/10.1038/ni.3213

28. Barone F, Vossenkamper A, Boursier L, Su W, Watson A, John S,
Dunn-Walters DK, Fields P, Wijetilleka S, Edgeworth JD, Spencer
J (2011) IgA-producing plasma cells originate from germinal cen-
ters that are induced by B-cell receptor engagement in humans.
Gastroenterology 140(3):947–956. https://doi.org/10.1053/j.
gastro.2010.12.005

29. Scheeren FA, Nagasawa M, Weijer K, Cupedo T, Kirberg J,
Legrand N, Spits H (2008) T cell-independent development and
induction of somatic hypermutation in human IgM+ IgD+
CD27+ B cells. J Exp Med 205(9):2033–2042. https://doi.org/10.
1084/jem.20070447

30. Pabst O, Slack E (2020) IgA and the intestinal microbiota: the
importance of being specific. Mucosal Immunol 13(1):12–21.
https://doi.org/10.1038/s41385-019-0227-4

31. Bemark M, Sale JE, Kim HJ, Berek C, Cosgrove RA, Neuberger
MS (2000) Somatic hypermutation in the absence of DNA-
dependent protein kinase catalytic subunit (DNA-PK(cs)) or
recombination-activating gene (RAG)1 activity. J Exp Med
192(10):1509–1514. https://doi.org/10.1084/jem.192.10.1509

32. Biram A, Winter E, Denton AE, Zaretsky I, Dassa B, Bemark M,
LintermanMA, Yaari G, Shulman Z (2020) B cell diversification is
uncoupled from SAP-mediated selection forces in chronic germinal
centers within Peyer’s patches. Cell Rep 30(6):1910–1922.e1915.
https://doi.org/10.1016/j.celrep.2020.01.032

33. Biram A, Strömberg A, Winter E, Stoler-Barak L, Salomon R,
Addadi Y, Dahan R, Yaari G, Bemark M, Shulman Z (2019)
BCR affinity differentially regulates colonization of the
subepithelial dome and infiltration into germinal centers within
Peyer’s patches. Nat Immunol 20(4):482–492. https://doi.org/10.
1038/s41590-019-0325-1

34. Number, size, and distribution of Peyer’s patches in the human
small intestine (1965) Part II the effect of age on Peyer’s patches.
Gut 6(3):230–233. https://doi.org/10.1136/gut.6.3.230

35. Spencer J, Sollid LM (2016) The human intestinal B-cell response.
Mucosal Immunol 9(5):1113–1124. https://doi.org/10.1038/mi.
2016.59

36. Neutra MR, Mantis NJ, Kraehenbuhl JP (2001) Collaboration of
epithelial cells with organized mucosal lymphoid tissues. Nat
Immunol 2(11):1004–1009. https://doi.org/10.1038/ni1101-1004

37. Mabbott NA, Donaldson DS, Ohno H, Williams IR, Mahajan A
(2013) Microfold (M) cells: important immunosurveillance posts in
the intestinal epithelium. Mucosal Immunol 6(4):666–677. https://
doi.org/10.1038/mi.2013.30

38. Rios D, Wood MB, Li J, Chassaing B, Gewirtz AT, Williams IR
(2016) Antigen sampling by intestinal M cells is the principal path-
way initiating mucosal IgA production to commensal enteric bac-
teria. Mucosal Immunol 9(4):907–916. https://doi.org/10.1038/mi.
2015.121

39. Nowosad CR, Mesin L, Castro TBR,Wichmann C, Donaldson GP,
Araki T, Schiepers A, Lockhart AAK, Bilate AM, Mucida D,
Victora GD (2020) Tunable dynamics of B cell selection in gut
germinal centres. Nature 588(7837):321–326. https://doi.org/10.
1038/s41586-020-2865-9

40. Mörbe UM, Jørgensen PB, Fenton TM, von Burg N, Riis LB,
Spencer J, Agace WW (2021) Human gut-associated lymphoid
tissues (GALT); diversity, structure, and function. Mucosal
Immunol. https://doi.org/10.1038/s41385-021-00389-4

41. Reboldi A, Arnon TI, Rodda LB,Atakilit A, Sheppard D, Cyster JG
(2016) IgA production requires B cell interaction with subepithelial
dendritic cells in Peyer’s patches. Science (New York, NY) 352.
6287:aaf4822. https://doi.org/10.1126/science.aaf4822

42. Tezuka H, Ohteki T (2019) Regulation of IgA production by intes-
tinal dendritic cells and related cells. Front Immunol 10:1891.
https://doi.org/10.3389/fimmu.2019.01891

43. Litinskiy MB, Nardelli B, Hilbert DM, He B, Schaffer A, Casali P,
Cerutti A (2002) DCs induce CD40-independent immunoglobulin
class switching through BLyS and APRIL. Nat Immunol 3(9):822–
829. https://doi.org/10.1038/ni829

44. Langman JM, Rowland R (1986) The number and distribution of
lymphoid follicles in the human large intestine. J Anat 149:189–194

45. Fagarasan S, Kinoshita K, Muramatsu M, Ikuta K, Honjo T (2001)
In situ class switching and differentiation to IgA-producing cells in
the gut lamina propria. Nature 413(6856):639–643. https://doi.org/
10.1038/35098100

46. Jørgensen PB, Fenton TM, Mörbe UM, Riis LB, Jakobsen HL,
Nielsen OH, Agace WW (2021) Identification, isolation and anal-
ysis of human gut-associated lymphoid tissues. Nat Protoc 16(4):
2051–2067. https://doi.org/10.1038/s41596-020-00482-1

47. Masahata K, Umemoto E, Kayama H, Kotani M, Nakamura S,
Kurakawa T, Kikuta J, Gotoh K, Motooka D, Sato S, Higuchi T,
Baba Y, Kurosaki T, Kinoshita M, Shimada Y, Kimura T,
Okumura R, Takeda A, Tajima M, Yoshie O, Fukuzawa M,
Kiyono H, Fagarasan S, Iida T, Ishii M, Takeda K (2014)
Generation of colonic IgA-secreting cells in the caecal patch. Nat
Commun 5:3704. https://doi.org/10.1038/ncomms4704

48. Lindner C, Wahl B, Föhse L, Suerbaum S, Macpherson AJ, Prinz I,
Pabst O (2012) Age, microbiota, and T cells shape diverse individ-
ual IgA repertoires in the intestine. J Exp Med 209(2):365–377.
https://doi.org/10.1084/jem.20111980

49. Pabst O, Mowat AM (2012) Oral tolerance to food protein.
Mucosal Immunol 5(3):232–239. https://doi.org/10.1038/mi.2012.
4

50. Lycke N, Lebrero-Fernández C (2018) ADP-ribosylating entero-
toxins as vaccine adjuvants. Curr Opin Pharmacol 41:42–51.
https://doi.org/10.1016/j.coph.2018.03.015

51. Bergqvist P, Stensson A, Hazanov L, Holmberg A, Mattsson J,
Mehr R, Bemark M, Lycke NY (2013) Re-utilization of germinal
centers in multiple Peyer’s patches results in highly synchronized,

636 Semin Immunopathol (2021) 43:627–637

https://doi.org/10.1080/10409238.2019.1659227
https://doi.org/10.1080/10409238.2019.1659227
https://doi.org/10.1126/sciimmunol.aat7117
https://doi.org/10.1126/sciimmunol.aat7117
https://doi.org/10.1016/j.immuni.2020.02.001
https://doi.org/10.1016/j.immuni.2020.02.001
https://doi.org/10.1111/imr.12890
https://doi.org/10.1016/j.cell.2019.03.016
https://doi.org/10.1016/j.cell.2019.03.016
https://doi.org/10.1038/ni.3213
https://doi.org/10.1038/ni.3213
https://doi.org/10.1053/j.gastro.2010.12.005
https://doi.org/10.1053/j.gastro.2010.12.005
https://doi.org/10.1084/jem.20070447
https://doi.org/10.1084/jem.20070447
https://doi.org/10.1038/s41385-019-0227-4
https://doi.org/10.1084/jem.192.10.1509
https://doi.org/10.1016/j.celrep.2020.01.032
https://doi.org/10.1038/s41590-019-0325-1
https://doi.org/10.1038/s41590-019-0325-1
https://doi.org/10.1136/gut.6.3.230
https://doi.org/10.1038/mi.2016.59
https://doi.org/10.1038/mi.2016.59
https://doi.org/10.1038/ni1101-1004
https://doi.org/10.1038/mi.2013.30
https://doi.org/10.1038/mi.2013.30
https://doi.org/10.1038/mi.2015.121
https://doi.org/10.1038/mi.2015.121
https://doi.org/10.1038/s41586-020-2865-9
https://doi.org/10.1038/s41586-020-2865-9
https://doi.org/10.1038/s41385-021-00389-4
https://doi.org/10.1126/science.aaf4822
https://doi.org/10.3389/fimmu.2019.01891
https://doi.org/10.1038/ni829
https://doi.org/10.1038/35098100
https://doi.org/10.1038/35098100
https://doi.org/10.1038/s41596-020-00482-1
https://doi.org/10.1038/ncomms4704
https://doi.org/10.1084/jem.20111980
https://doi.org/10.1038/mi.2012.4
https://doi.org/10.1038/mi.2012.4
https://doi.org/10.1016/j.coph.2018.03.015


oligoclonal, and affinity-matured gut IgA responses. Mucosal
Immunol 6(1):122–135. https://doi.org/10.1038/mi.2012.56

52. Nakajima A, Vogelzang A, Maruya M, Miyajima M, Murata M,
Son A, Kuwahara T, Tsuruyama T, Yamada S, Matsuura M,
Nakase H, Peterson DA, Fagarasan S, Suzuki K (2018) IgA regu-
lates the composition and metabolic function of gut microbiota by
promoting symbiosis between bacteria. J Exp Med 215(8):2019–
2034. https://doi.org/10.1084/jem.20180427

53. Perrier C, Sprenger N, Corthésy B (2006) Glycans on secretory
component participate in innate protection against mucosal patho-
gens. J Biol Chem 281(20):14280–14287. https://doi.org/10.1074/
jbc.M512958200

54. Mathias A, Corthésy B (2011) N-Glycans on secretory component:
mediators of the interaction between secretory IgA and gram-
positive commensals sustaining intestinal homeostasis. Gut
Microbes 2(5):287–293. https://doi.org/10.4161/gmic.2.5.18269

55. Kabbert J, Benckert J, Rollenske T, Hitch TCA, Clavel T, Cerovic
V, Wardemann H, Pabst O (2020) High microbiota reactivity of
adult human intestinal IgA requires somatic mutations. J Exp Med
217(11). https://doi.org/10.1084/jem.20200275

56. van der Boog PJ, de Fijter JW, Bruijn JA, van Es LA (1999)
Recurrence of IgA nephropathy after renal transplantation. Ann
Med Interne 150(2):137–142

57. Sofue T, Inui M, Hara T, Moritoki M, Nishioka S, Nishijima Y,
Moriwaki K, Hayashida Y, Ueda N, Kushida Y, Haba R,
Nishiyama A, Kakehi Y, Kohno M (2013) Latent IgA deposition
from donor kidneys does not affect transplant prognosis, irrespec-
tive of mesangial expansion. Clin Transpl 27(Suppl 26):14–21.
https://doi.org/10.1111/ctr.12158

58. Floege J, Feehally J (2016) The mucosa-kidney axis in IgA ne-
phropathy. Nat Rev Nephrol 12(3):147–156. https://doi.org/10.
1038/nrneph.2015.208

59. D’Amico G (2004) Natural history of idiopathic IgA nephropathy
and factors predictive of disease outcome. Semin Nephrol 24(3):
179–196. https://doi.org/10.1016/j.semnephrol.2004.01.001

60. Smith AC, Molyneux K, Feehally J, Barratt J (2006) O-
glycosylation of serum IgA1 antibodies against mucosal and sys-
temic antigens in IgA nephropathy. Journal of the American
Society of Nephrology : JASN 17(12):3520–3528. https://doi.org/
10.1681/ASN.2006060658

61. Barratt J, Bailey EM, Buck KS, Mailley J, Moayyedi P, Feehally J,
Turney JH, Crabtree JE, Allen AC (1999) Exaggerated systemic
antibody response to mucosal Helicobacter pylori infection in IgA
nephropathy. American journal of kidney diseases : the official
journal of the National Kidney Foundation 33(6):1049–1057.
https://doi.org/10.1016/s0272-6386(99)70141-1

62. Coppo R, Roccatello D, Amore A, Quattrocchio G, Molino A,
Gianoglio B, Amoroso A, Bajardi P, Piccoli G (1990) Effects of a
gluten-free diet in primary IgA nephropathy. Clin Nephrol 33(2):
72–86

63. FellstromBC, Barratt J, Cook H, Coppo R, Feehally J, de Fijter JW,
Floege J, Hetzel G, Jardine AG, Locatelli F, Maes BD, Mercer A,
Ortiz F, Praga M, Sorensen SS, Tesar V, Del Vecchio L (2017)
Targeted-release budesonide versus placebo in patients with IgA
nephropathy (NEFIGAN): a double-blind, randomised, placebo-
controlled phase 2b trial. Lancet (London, England) 389(10084):
2117–2127. https://doi.org/10.1016/s0140-6736(17)30550-0

64. Peterman JH, Julian BA, Kirk KA, Jackson S (1991) Selective
elevation of monomeric IgA1 in IgA nephropathy patients with
normal renal function. American journal of kidney diseases : the
official journal of the National Kidney Foundation 18(3):313–319.
https://doi.org/10.1016/s0272-6386(12)80089-8

65. van den Wall Bake AW, Daha MR, van der Ark A, Hiemstra PS,
Radl J, van Es LA (1988) Serum levels and in vitro production of
IgA subclasses in patients with primary IgA nephropathy. Clin Exp
Immunol 74(1):115–120

66. Harper SJ, Feehally J (1993) The pathogenic role of immunoglob-
ulin A polymers in immunoglobulin A nephropathy. Nephron
65(3):337–345. https://doi.org/10.1159/000187509

67. Tomana M, Matousovic K, Julian BA, Radl J, Konecny K,
Mestecky J (1997) Galactose-deficient IgA1 in sera of IgA ne-
phropathy patients is present in complexes with IgG. Kidney Int
52(2):509–516. https://doi.org/10.1038/ki.1997.361

68. Kokubo T, Hiki Y, Iwase H, Tanaka A, Toma K, Hotta K,
Kobayashi Y (1998) Protective role of IgA1 glycans against IgA1
self-aggregation and adhesion to extracellular matrix proteins.
Journal of the American Society of Nephrology : JASN 9(11):
2048–2054

69. Czerkinsky C, Koopman WJ, Jackson S, Collins JE, Crago SS,
Schrohenloher RE, Julian BA, Galla JH, Mestecky J (1986)
Circulating immune complexes and immunoglobulin A rheumatoid
factor in patients with mesangial immunoglobulin A nephropathies.
J Clin Invest 77(6):1931–1938. https://doi.org/10.1172/jci112522

70. Tomana M, Novak J, Julian BA, Matousovic K, Konecny K,
Mestecky J (1999) Circulating immune complexes in IgA nephrop-
athy consist of IgA1 with galactose-deficient hinge region and
antiglycan antibodies. J Clin Invest 104(1):73–81. https://doi.org/
10.1172/jci5535

71. van der Boog PJ, van Kooten C, van Seggelen A, Mallat M, Klar-
Mohamad N, de Fijter JW, Daha MR (2004) An increased poly-
meric IgA level is not a prognostic marker for progressive IgA
nephropathy. Nephrology, dialysis, transplantation : official publi-
cation of the European Dialysis and Transplant Association -
European Renal Association 19(10):2487–2493. https://doi.org/
10.1093/ndt/gfh394

72. Hiki Y, Odani H, Takahashi M, Yasuda Y, Nishimoto A, Iwase H,
Shinzato T, Kobayashi Y, Maeda K (2001) Mass spectrometry
proves under-O-glycosylation of glomerular IgA1 in IgA nephrop-
athy. Kidney Int 59(3):1077–1085. https://doi.org/10.1046/j.1523-
1755.2001.0590031077.x

73. Suzuki H, Kiryluk K, Novak J, Moldoveanu Z, Herr AB, Renfrow
MB, Wyatt RJ, Scolari F, Mestecky J, Gharavi AG, Julian BA
(2011) The pathophysiology of IgA nephropathy. Journal of the
American Society of Nephrology : JASN 22(10):1795–1803.
https://doi.org/10.1681/asn.2011050464

74. Oortwijn BD, Rastaldi MP, Roos A, Mattinzoli D, Daha MR, van
Kooten C (2007) Demonstration of secretory IgA in kidneys of
patients with IgA nephropathy. Nephrology, dialysis, transplanta-
tion : official publication of the European Dialysis and Transplant
Association - European Renal Association 22(11):3191–3195.
https://doi.org/10.1093/ndt/gfm346

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

637Semin Immunopathol (2021) 43:627–637

https://doi.org/10.1038/mi.2012.56
https://doi.org/10.1084/jem.20180427
https://doi.org/10.1074/jbc.M512958200
https://doi.org/10.1074/jbc.M512958200
https://doi.org/10.4161/gmic.2.5.18269
https://doi.org/10.1084/jem.20200275
https://doi.org/10.1111/ctr.12158
https://doi.org/10.1038/nrneph.2015.208
https://doi.org/10.1038/nrneph.2015.208
https://doi.org/10.1016/j.semnephrol.2004.01.001
https://doi.org/10.1681/ASN.2006060658
https://doi.org/10.1681/ASN.2006060658
https://doi.org/10.1016/s0272-6386(99)70141-1
https://doi.org/10.1016/s0140-6736(17)30550-0
https://doi.org/10.1016/s0272-6386(12)80089-8
https://doi.org/10.1159/000187509
https://doi.org/10.1038/ki.1997.361
https://doi.org/10.1172/jci112522
https://doi.org/10.1172/jci5535
https://doi.org/10.1172/jci5535
https://doi.org/10.1093/ndt/gfh394
https://doi.org/10.1093/ndt/gfh394
https://doi.org/10.1046/j.1523-1755.2001.0590031077.x
https://doi.org/10.1046/j.1523-1755.2001.0590031077.x
https://doi.org/10.1681/asn.2011050464
https://doi.org/10.1093/ndt/gfm346

	The immune landscape of IgA induction in the gut
	Abstract
	The many lives of IgA
	The structure of the IgA molecule
	Secretory IgA in mucosal tissues
	The origin of SIgA and pathways of IgA induction
	Immune anatomy of IgA responses—Peyer’s patches
	Immune anatomy of IgA responses—isolated lymphoid follicles
	Antigen specificity of SIgA
	IgA in IgA nephropathy
	Concluding remarks
	References


