
Minerva Access is the Institutional Repository of The University of Melbourne

Author/s:
Strugnell, RA

Title:
When secretion turns into excretion ‒ the different roles of IgA

Date:
--

Citation:
Strugnell, R. A. (). When secretion turns into excretion ‒ the different roles of IgA.
Frontiers in Immunology, , pp.-. https://doi.org/./fimmu...

Persistent Link:
https://hdl.handle.net//

License:
CC BY

CC%20BY


Frontiers in Immunology

OPEN ACCESS

EDITED BY

Christoph Mueller,
University of Bern, Switzerland

REVIEWED BY

Magdiel Pérez-Cruz,
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When secretion turns into
excretion – the different
roles of IgA

Richard A. Strugnell*

Department of Microbiology & Immunology, The University of Melbourne at the Peter Doherty
Institute of Infection and Immunity, Melbourne, VIC, Australia
IgA deficiency is the commonest immunodeficiency affecting up to 1 in 700

individuals. The effects of IgA deficiency are difficult to see in many individuals,

are mild in many fewer and severe in fewer still. While monovalent IgA is found

in serum, dimeric IgA is secreted through mucosal surfaces where it helps to

maintain epithelial homeostasis. Studies with knockout mice have taught us

that there are subtle inflammatory consequences of removing secretory IgA

(sIgA), and the best explanation for these changes can be related by the loss of

the ‘excretory’ immune system. The excretion of antigens is a logical process in

regulating the immune system, given the long half-life of complement fixing

antibodies. But the function of IgA as an immune or inflammation regulator

may go beyond antigen removal.
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Introduction

The mammalian immune system is comprised of effector mechanisms and

mechanisms that have evolved to dampen or truncate these fundamental and

important protective processes. In the T cell response to antigens, and depending on

the biochemical milieu, the activated T cells can adapt to become potent killers, or

cytokine secretors that reduce the pathogen or cancer cell burden, or instead function as

regulatory T cells, where the cytokines produced dampen inflammation.

Antibodies clearly play a central role in immunity, witnessed by recurrent infections

of individuals with genetic B cell deficiency often caused by pathogens of ‘intermediate

virulence’ such as Gram positive bacteria Streptococcus pneumoniae and Staphylococcus

aureus, and more opportunistic Gram-negative bacteria including Pseudomonas spp. and

Haemophilus influenzae (1). However, this enhanced level of infection sensitivity

typically falls short of that observed with T cell deficiency, including infections by

opportunistic pathogens such as Pneumocystis spp. in HIV/AIDS.

When specific antibody isotypes are absent, the effects can be even more subtle and

while evolution rarely yields fully redundant processes, it took an innovative hypothesis
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developed by Michael Lamm and colleagues (2–4) to fully

explain the role of secretory IgA (sIgA) in health and disease.

Lamm et al. demonstrated that sIgA was often ‘excreted’ as an

immune complex, not (as drawn in textbooks) as an antibody

with ‘empty’ antigen binding sites. This excretion leads to the

removal of the bound antigen from the systemic compartment

and sub-epithelial tissues, by the secretory process. Subsequently

it was shown that, when this ‘excretion’ was missing, chronic

peri-epithelial inflammation occurred (5).

In summary, IgA can act as a monomer in serum, and can be

secreted as a J-chain complexed dimer, with some potential to

block infections. It also appears to have a major a role in antigen

excretion and this review addresses the different roles of IgA and

sIgA, including the so-called ‘excretory’ functions of sIgA, from

a historical perspective.
IgA production and the
pIgR-/- mouse

IgA like all the immunoglobulins is synthesized as two heavy

chains and two light chains. In humans, there are two isotypes of

IgA – IgA1 and IgA2. Recent data suggests that two these

isotypes may not have identical functions (6). The alpha heavy

chains are expressed from the heavy chain locus and the light

chains from the common kappa and lambda loci. The

monomeric IgA antibody formed within B cells can access the

Fc receptor specific for alpha heavy chain (FcaR1) and these

receptors may have unique immunoregulatory roles (7). IgA can

adopt a different structure from other antibodies, a ‘T’ rather

than ‘Y’ shape (8) the biological consequences of which are

unknown; IgA also has the shortest serum half life of the major

immunoglobulins, at least in mice (9). IgA is produced by two

different types of B cells, so-called B-1 and B-2 B cells, and is the

most abundantly produced immunoglobulin (10, 11) albeit the

majority of IgA is excreted where the secretory antibody

pathway is intact, and accumulates when it is absent (12).

The B-1 B cells are held as more innate-like and T-

independent cells whereas the B-2 cells receive T cell help,

undergo more typical selection and produce higher affinity

antibody (13). At least some of the IgA antibody produced by

B-1 cells is seen as ‘polyreactive’ or ‘polyspecific’ insofar as

monoclonal antibodies derived from these B-1 cells have

unusual CDR features with respect to charge and length that

explain their binding to more than one antigen (14–17), albeit

often with much reduced affinity. In the absence of conventional

B-2 cells, IgA may still be present (18) suggesting there are quite

different developmental lineages for B-1 and B-2 cells. These

pathways have been recently reviewed (19). The antigenic

specificity of sIgA is strongly influenced by the microbiome

present, though the route through which the immune system
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engages with the microbiome influences the ‘spreading’ of

antibody class and specificity (20). In germ free systems,

mucosal challenge by a defined microbiome is met with a

restricted, oligoclonal sIgA repertoire compared with animals

provided the same organisms intravenously, where the

antibodies include IgG of an increased number of specificities.

In the absence of the joining or ‘J-chain’, antibody of the IgA

class is destined to remain in the circulation (21). Synthesis by

the IgA producing B cells of J-chain leads to a predominantly

divalent antibody carrying the J-chain that can be secreted across

the mucosal epithelia by the polyimmunoglobulin receptor

(pIgR). The pIgR, a member of the immunoglobulin

superfamily, is expressed on the basolateral surfaces of

mucosal epithelia meaning that plasma j-chain containing IgA

antibody can be secreted from any of the mucosal surfaces.

Where the antibody secreting B cells or plasma cells are mucosal

tissue resident, the levels of sIgA may be higher but, generally,

the distribution of the pIgR contributes to the phenomena

known as the Common Mucosal Immune System (22). The

Common Mucosal Immune system argues that the gut can be

protected by immune responses including secretory antibodies

raised in the respiratory tract because of the widespread mucosal

distribution of addressins that help traffic immune cells raised at

one mucosal site back to other mucosal sites that express the

addressin receptor; the pIgR is equally well distributed and

facilitates antibody secretion at multiple mucosal surfaces,

almost simultaneously. Local levels of pIgR expression can be

adjusted since the pIgR expression locus is under the control of

pro-inflammatory cytokines or their regulators (23, 24) and

hence inflammation of a specific mucosal surface might see

local elevated levels of IgA secretion through increased

expression of pIgR. There is some redundancy in the secretion

of antibody though as pentameric IgM carrying the J-chain is

also secreted through the pIgR. The secreted IgA is intrinsically

more resistant to mucosal proteases (25), most likely because

cleavage sites are masked by the present of ‘secretory

component’ (26, 27), part of the cleaved pIgR that is liberated

during apical trafficking of the immune complexes, which stays

attached to the antibody following passage through the

epithelium (28, 29). Secretory component may be important in

the gut where it interacts with gut mucins and may anchor

secretory antibody in the lumen (30).

Our group was particularly interested in the role of sIgA in

infection, especially bacterial infection, and developed a pIgR

knockout mouse (pIgR-/-) in the C57BL/6 (BL/6) background, in

collaboration with Per Brandtzaeg, a significant figure in the

discipline of mucosal immunology, and Finn-Eirik Johansen

from LIIPAT in Norway (12). Our research was led by a talented

graduate student, Tania Uren and it was felt that the

compensations seen in the IgA-deficient mouse, i.e. increased

secretion of IgM (31), would be absent from the pIgR-/-. Uren
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and her colleagues showed that this pIgR-/- mouse had neither

sIgA nor secretory IgM in its secretions but had compensatory

increases of IgA in the serum. Importantly, the inflammation

first noted by Johansen in his pIgR knockout mouse made on a

B129 genetic background (32), was recapitulated in the C57BL/5

mice. Uren also documented that deletion of the pIgR led to a 3-

fold increase in the number of sub-epithelial B cells in the pIgR-/-

mice (12).

Our BL/6 pIgR-/- mouse was developed to study the role of

sIgA in infection immunity, particularly to the Gram negative

enteric pathogen Salmonella enterica var Typhimurium, which is

subject to growth control in the B129 mouse by Nramp1.

Following the textbook logic, we anticipated that immune BL/6

pIgR-/- mice would show increased epithelial invasion by S.

Typhimurium compared with normal mice. Instead, we found

that, while immune mice produced high levels of secretory IgA

specific for S. Typhimurium, and that this antibody was present

in the gut, the bacteria invaded into the mouse epithelia at

similar rate to that observed in naïve mice. While there was

considerable variability, the levels of invasion into naïve C57BL6

mice were generally lower than for naïve or immune pIgR-/-

animals (33), arguing a role for protection of the epithelial

surface by ‘innate’ sIgA, possibly secreted by B-1 cells as

polyreactive antibody.

This phenomenon was further explored by Wijburg and

colleagues (34). She used naïve pIgR-/- and normal mice, that

were co-housed with a normal or pIgR-/- S. Typhimurium-

infected ‘shedder’ animals to determine whether innate sIgA

could afford any protection in a more natural challenge model.

In short, the studies showed that pIgR-/- naïve mice i.e. lacking

secretory antibodies were at significantly greater risk of infection

than naïve BL/6 naïve mice. More recent data suggests that if

mice are provided with a 10-40µg bolus oral doses of Salmonella-

specific IgA monoclonal antibody they may show reduced

infection into the epithelium infection (35), however the

protective window was measured in minutes, and sufficient

fully virulent bacteria typically translocate through the

epithelium to establish a lethal infection in this protection

model.
Is specific sIgA infection blocking?

The adaptive immune response produces antigen-specific

serum antibody detectable against the key outer membrane

antigen of S. Typhimurium, lipopolysaccharide (LPS), which is

detectable by one week (secretory IgM) or two weeks (sIgA) after

oral infection with attenuated S. Typhimurium (33). In this

model, this antibody level increases until 3-4 weeks post

infection with the attenuated strain BRD509, and persists for

more than 9 weeks. If the role of this antibody was to stop

infection by the pathogen, then the kinetics of production are too

slow to inhibit passage of the pathogen through the epithelium,
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which occurs within hours of arrival in the gut (33), and which is

very well established by 3 days (36). This will likely be the case

for most acute infections, i.e. that the appearance of high affinity

B-2 B-cell derived specific secretory antibody induced by

infection, which may be capable of blocking infection, occurs

well after the pathogen has arrived and entered the host, and

sometimes been cleared from the host. If the kinetics of the

specific sIgA antibody response are not aligned with naïve

infection immunity, might secreted antigen-specific antibodies

still serve another role in either limiting infection, infection-

related pathology, and/or transmission?

It is expected that, from a patency perspective, the mucosal

lumen is largely inaccessible to serum antibodies in the absence

of damaged epithelial integrity, i.e. where plasma might be

transudated. There is good evidence that specific sIgA is

important in resolving some distinct infection-related

pathologies that are driven from the luminal side of the

mucosae. For example, in a model of toxigenic lumen-

restricted bacterial infection (caused by Enterotoxigenic E. coli

or Vibrio cholerae), successful oral vaccination was only

observed where mice carried a functional secretory antibody

system, and effective immunization was not seen in animals

lacking pIgR (33). IgA antibodies have been shown to block

binding of bacterial adhesion to the enterocyte surface (37),

though some of this may result from changed physicochemical

properties of antibody binding to the fimbriae (38), rather by the

blocking of specific receptor-ligand interactions (39). Through

coating with sIgA, the antibodies may serve a role in inhibiting

transmission of egressing viruses such as HIV (40) and SARS-

CoV-2 (41).

There are many studies that demonstrate that specific

secretory IgA is induced by infection, especially mucosal

infection, and some studies using monoclonal antibodies that

demonstrate both pathogen adhesion resistance, and

intracellular neutralization of viral pathogens including

rotavirus and influenza virus A (42, 43). In intracellular

neutralization, the pIgR carrying sIgA is trafficked towards the

apical surface of the epithelial cells and these trafficking

endosomes fuse with endosomes carrying inbound virus, i.e.

coming from the apical surface of the infected mucosal

epithelium. Studies by Greenberg and colleagues demonstrated

that this neutralization could occur even when the specificities of

the IgA antibodies were non-neutralizing in vitro, arguing that

conserved viral replication intermediates were available as

intracellular neutralizing sIgA targets. How important

intracellular neutralization is versus serum antibody-based

neutralization is, as yet, unclear, but humans with IgA

deficiency are at increased risk of rhinosinusitis (44) though,

more often, IgA deficiency is associated with autoimmune

disease and allergy, including coeliac disease (45–47), though

again the effects can be subtle. There are some other even more

cryptic infection-related effects seen when the secretary antibody

system is disabled by loss of the pIgR or exploited for other
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reasons. For example, mice lacking the pIgR are more susceptible

toMycobacterium bovis strain BCG than normal mice (48) in an

infection model considered to be largely CD4+ T cell-dependent

(49). Streptococcus pneumoniae, which selectively binds to the

pIgR through the bacterial surface protein CpbA, is trafficked

across epithelial cells in culture by the pIgR (50, 51). Given that

the pIgR is predominantly expressed on the basolateral surface

of epithelial cells, is this a means by which the pathogen is

transported to the mucosal surface?

Overall though, there is a clear argument that, unless the

infection is chronic, there is little opportunity for specific sIgA to

block epithelial invaision by pathogens because of delayed

kinetics, though sIgA may interrupt subsequent transmission

through coating of viruses and bacteria. Studies in naive mice

lacking the pIgR suggest that polyspecific sIgA may afford some

protection against infection, but the efficiency of many pathogenic

viral and bacterial ‘invasion’ systems would suggest that this

polyspecific antibody is insufficient to stop overt pathogen entry.
IgA in antigen excretion

If we reconsider sIgA’s role to be predominantly antigen

excretion, rather than infection blocking, we can explore its

potential for removing pathological antigens from the systemic

compartment, and the potential specific sIgA may have in

treating chronic inflammatory diseases of the mucosae. For

example, can specific sIgA be used to alleviate allergy or

autoimmunity, through reducing the antigen burden in the

epithelium via active antigen excretion? Such targeting might

include providing low oral or intranasal doses of allergen(s) in a

formulation that will induce IgA. Allergy is reportedly common

in those with natural IgA deficiency; as recently reviewed by

Cinicola et al. (52) and control over diseases including asthma,

rhinitis and dermatitis might be achieved through targeted

antigenic excretion. It is therefore helpful to look at the

pathologies present in the pIgR mouse and where the

inflammatory triggers may come from.

Our studies have shown that the IgG antibodies specific to

individual members of the autologous microbiome are elevated

in pIgR-/- mice suggesting the failure to ‘excrete’ antigen drives a

heightened humoral response against antigens from the

microbiome (53). The same studies showed that untreated

sIgA-deficient animals harbored 10-fold more culturable

bacteria in their mesenteric lymph nodes, than wild type

C57BL/6 mice. If these bacteria or their antigens are

responsible for mucosal inflammatory conditions, then

generating a specific sIgA response, or providing therapeutic

antibodies with the same function, might reduce inflammatory

conditions such as inflammatory bowel disease.
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The observation that fecal microbiota is coated with IgA (54,

55) suggests that the gut microbes at least are in contact with

polyreactive or specific antibodies and that, in the absence of

sIgA, there could be a dysbiosis. In attempting to show this, we

examined the ileal microbiomes of normal and pIgR-/- animals.

This study was done before there was general access to whole

genome sequencing, and focused on the ileum where there is

large natural variation in the microbiota, but the methods used

suggested that the inherent variability between individual co-

housed genetically identical mice precluded the definition of any

specific changes due to the lack of sIgA (56). Others have found

that humans with selective IgA deficiency had a clear dysbiosis

(57) that might cause changes to antigen or microbial entry into

the epithelium. Though less likely, the loss of IgA may result in a

dysbiosis where less inflammatory microbiota are replaced by

more inflammatory organisms.

More recent studies in mice had added some interesting

details to the potential roles sIgA may have on the members of

the interacting microbiome. Studies by Rollenske et al.

demonstrated that coating with secreted IgA may protect the

microbiome from environmental toxicity e.g. from bile, and

from killing by bacteriophage (58), which would help shape the

community. Notwithstanding our findings that immune mice

lacking specific sIgA antibodies were generally as resistant to

Salmonella Typhimurium as animals with intact secretion of IgA

(33), except under ‘natural’ challenge (34), studies have revealed

that, at very high bacterial cell densities, the presence of specific

IgA can aid in the ‘clumping’ of S. Typhimurium, slowing

bacterial division and enhancing clearance from the GI tract

(59). The same studies showed that where bacterial taxa were

unrelated, the presence of sIgA and consequent clumping could

reduce conjugal transfer of drug resistance to sensitive

populations. Of course, where sensitive members of the same

(antigenic) species are ‘clumped’ with resistant members,

conjugal transfer might equally be enhanced.

We have shown that congenital sIgA deficiency triggers a

‘failure to thrive’ syndrome in mice (60); we then further

investigated the inflammation that was originally observed by

Finn-Eirik Johansen and colleagues in their pIgR-/- mouse that

was produced in a B109 background (32). The gross

inflammation we observed was slow to develop and, in older

mice, was seen in about 1/2 to 1/3 of the animals by simple

histology (60). Flow cytometric characterization showed that the

lymphocytosis was much more frequent than it appeared in

histological sections, and that elevated numbers of CD4+ and

CD8+ intraepithelial lymphocytes (IELs) were present in the

mice lacking secretory antibodies. These lymphocytes express a/
b TCRs, not g/d TCRs, are CD69+ and, increasingly with age,

express CD103 suggesting the cells are tissue resident. CD103 is

a tissue homing integrin (aEb7) (61) for the epithelial counter
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receptor E-cadherin and is a marker of active immune responses,

at least in cancers PMID (62). What drives this lymphocytosis?

It is very tempting to speculate that the chronic peri-mucosal

inflammation in the pIgR knockout mouse arises because

microbiome-related PAMPs such as LPS and CpG DNA are

increased in the sub-epithelium and that B cells accumulate in

the pIgR-/- mouse epithelium because of microbiome-associated

antigens (33). In a ‘chicken-egg’ scenario, the inflammation may

in turn drive an elevated epithelial permeability (60), leading to

further entry by the microbiome, microbiome antigens and/or

microbiome PAMPs. The enhanced permeability was first

documented by Johansen (32) who saw increased albumin in

the saliva and faeces; it follows that if albumin can leak through

the epithelial barrier than microbiome-associated antigens can

likely also cross the basement membrane into the tissues.
A wider role for IgA in immune
regulation

Unlike the short-lived effector T cell response, which can be

quickly reduced by apoptosis (63–65), and very local T cell

cytokine effects, the relatively long half lives of effector serum

antibodies like IgG requires a countermeasure that can reduce
Frontiers in Immunology 05
their potency against residual antigen, and it is possible IgA fills

this role. IgA has a shorter half life meaning that plasma levels

reflect production levels and the moderation of activity can be

brought through regulating B-cell numbers. Specific IgA will

compete with other antibody isotypes for antigen in plasma. If

specific IgA is able to outcompete IgG for antigen binding then

the pro-inflammatory effects of complement activation are

reduced, as demonstrated in studies of Neisseria meningitidis,

where binding of IgA blocked access by complement-binding

isotypes (66). Complement-activation brings inflammation

through the generation of cleavage components like C5a and

C3a (67). This competition by IgA with more inflammatory

antibodies may not be the only mechanism through which

monomeric IgA mediates an immunoregulatory effect.

Monomeric i.e. plasma IgA can bind to the FcaR1 expressed on
myeloid cells including neutrophils and expression of FcaR1 is

subject to inflammatory cytokines such as IL-8, TNF-a, and N-

FMPL (N-formyl-methionyl-leucyl-phenylalanine) a chemotactic

mimic of the formylated n-terminus of many bacterial proteins

(PMID (68). Human FcaR1, also known as CD89, has multiple

splice variants, some of which will likely have different functional

features because they lack key domains (69). The FcaR1 is

incapable of signalling unless it complexes with the FcRy (70)

and Jacob et al. referred to FcaR1 as the ‘silent housekeeper’ (71).
A B DC

FIGURE 1

Model for antigen excretion. (A) The pIgR serves to excrete antigen bound to dimeric IgA, reducing the sub-epithelial antigen burden. Antigen
excretion can occur through polyspecific antibody from B-1 B-cells, but the efficiency of the excretion process is improved by the induction of
specific IgA that occurs during e.g. infection. (B) In the absence of pIgR (or the secretable antibodies dIgA and pIgM), antigen accumulates in the
sub-epithelial tissues. (C) The accumulation of infection- and microbiome-related PAMPs and antigen drives the infiltration of immune cells,
increasing inflammation. (D) The cytokines produced by the inflammatory cells weakens the integrity of the epithelial barrier allowing ingress of
bacteria from the lumen into the tissues, increasing inflammation further. The loss of epithelial patency also results in leakage of serum proteins
including albumin into the lumen.
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The engagement of monomeric IgA with FcaR1 has some

unexpected consequences. Firstly, there is partial phosphorylation

of the ITAM region of FcRg-associated FcaRI, an

immunoregulatory phenomenon mediated through SHP-1

tyrosine phosphatase, the recruitment of which leads to

deactivation of other immunoreceptors, preventing inflammatory

processes. The inhibition of especially neutrophil function by

engagement by antigen specific, monomeric IgA could be an

important step in reducing inflammation.
Conclusion

The immune system is characterized by complementary

features that extend from cell biology with pro- and anti-

apoptotic pathways, to cellular functions where e.g. regulatory T

cells attempt to restore homeostasis after aggressive activity by

effector T cells. It should be expected that the humoral immune

system has similar regulatory features. The potency of the long half-

life antibodies like IgG which is mediated through high affinity

binding and Fc-mediated effector functions will need to be

moderated to maintain a balance and even the deletion of IgG

producing B cells, though potentially important, will not impact

circulating levels of antibodies for days to weeks. IgA has been seen

as the antibody generated to protect mucosal surfaces. It could be

posited that it does so, by using the secretory system based on pIgR

to export antigen from areas where engagement with T cells and

complement-fixing antibodies can lead to dangerous pathologies,

rather than by preventing pathogens from binding and entering the

epithelium (Figure 1). The IgA that is not excreted may also have

important regulatory functions by competing with more

inflammatory effector antibodies and through binding FcaR1,
which can serve to limit myeloid cell activation. The full

exploitation of IgA in chronic inflammatory and allergic diseases

will require further investigation but the lessons learned from

attempts to develop mucosal vaccines will be invaluable.
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Author contributions

RAS wrote and edited this manuscript and approved it

for publication.
Acknowledgments

The author acknowledges the many graduate students and

post-docs that contributed to the laboratory’s work in this area

and to the key funding agencies, The National Health and

Medical Research Council of Australia and the Australian

Research Council who funded the author’s research over

multiple decades. The paper is dedicated to Odilia Wijburg

and Nancy Wang who very capably led my group through my

long absences, and Jim Pittard, Gordon Dougan and Roy Curtiss

III, three eminent scientists who were instrumental in the

development of my career. Figure 1 was provided by Dr. Leila

Jebeli. Dr. Nancy Wang kindly read and edited this manuscript.
Conflict of interest

The author declares that the research was conducted in the

absence of any commercial or financial relationships that could

be construed as a potential conflict of interest.
Publisher’s note

All claims expressed in this article are solely those of the

authors and do not necessarily represent those of their affiliated

organizations, or those of the publisher, the editors and the

reviewers. Any product that may be evaluated in this article, or

claim that may be made by its manufacturer, is not guaranteed

or endorsed by the publisher.
References
1. Cunningham-Rundles C, Ponda PP. Molecular defects in T- and b-cell
primary immunodeficiency diseases. Nat Rev Immunol (2005) 5(11):880–92. doi:
10.1038/nri1713

2. Kaetzel CS, Robinson JK, Chintalacharuvu KR, Vaerman JP, Lamm ME. The
polymeric immunoglobulin receptor (secretory component) mediates transport of
immune complexes across epithelial cells: a local defense function for IgA. Proc
Natl Acad Sci U S A (1991) 88(19):8796–800. doi: 10.1073/pnas.88.19.8796

3. Lamm ME, Robinson JK, Rao CK, Vaerman JP, Kaetzel CS. Epithelial
transport of IgA immune complexes. Adv Exp Med Biol (1991) 310:187–91. doi:
10.1007/978-1-4615-3838-7_24

4. Robinson JK, Blanchard TG, Levine AD, Emancipator SN, Lamm ME. A
mucosal IgA-mediated excretory immune system in vivo. J Immunol (2001) 166
(6):3688–92. doi: 10.4049/jimmunol.166.6.3688

5. Strugnell RA, Wijburg OL. The role of secretory antibodies in infection
immunity. Nat Rev Microbiol (2010) 8(9):656–67. doi: 10.1038/nrmicro2384
6. Steffen U, Koeleman CA, Sokolova MV, Bang H, Kleyer A, Rech J, et al. IgA
subclasses have different effector functions associated with distinct glycosylation
profiles. Nat Commun (2020) 11(1):120. doi: 10.1038/s41467-019-13992-8

7. Mkaddem SB, Christou I, Rossato E, Berthelot L, Lehuen A, Monteiro RC.
IgA, IgA receptors, and their anti-inflammatory properties. Curr Top Microbiol
Immunol (2014) 382:221–35. doi: 10.1007/978-3-319-07911-0_10

8. BoehmMK,Woof JM, Kerr MA, Perkins SJ. The fab and fc fragments of IgA1
exhibit a different arrangement from that in IgG: a study by X-ray and neutron
solution scattering and homology modelling. J Mol Biol (1999) 286(5):1421–47.
doi: 10.1006/jmbi.1998.2556

9. Vieira P, Rajewsky K. The half-lives of serum immunoglobulins in adult mice.
Eur J Immunol (1988) 18(2):313–6. doi: 10.1002/eji.1830180221

10. Mestecky J, Russell MW, Jackson S, Brown TA. The human IgA system: a
reassessment. Clin Immunol Immunopathol (1986) 40(1):105–14. doi: 10.1016/
0090-1229(86)90073-5
frontiersin.org

https://doi.org/10.1038/nri1713
https://doi.org/10.1073/pnas.88.19.8796
https://doi.org/10.1007/978-1-4615-3838-7_24
https://doi.org/10.4049/jimmunol.166.6.3688
https://doi.org/10.1038/nrmicro2384
https://doi.org/10.1038/s41467-019-13992-8
https://doi.org/10.1007/978-3-319-07911-0_10
https://doi.org/10.1006/jmbi.1998.2556
https://doi.org/10.1002/eji.1830180221
https://doi.org/10.1016/0090-1229(86)90073-5
https://doi.org/10.1016/0090-1229(86)90073-5
https://doi.org/10.3389/fimmu.2022.1076312
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org


Strugnell 10.3389/fimmu.2022.1076312
11. Conley ME, Delacroix DL. Intravascular and mucosal immunoglobulin a:
two separate but related systems of immune defense? Ann Intern Med (1987) 106
(6):892–9. doi: 10.7326/0003-4819-106-6-892

12. Uren TK, Johansen FE, Wijburg OL, Koentgen F, Brandtzaeg P, Strugnell
RA. Role of the polymeric ig receptor in mucosal b cell homeostasis. J Immunol
(2003) 170(5):2531–9. doi: 10.4049/jimmunol.170.5.2531

13. Bunker JJ, Bendelac A. IgA responses to microbiota. Immunity (2018) 49
(2):211–24. doi: 10.1016/j.immuni.2018.08.011

14. Prabhakar BS, Saegusa J, Onodera T, Notkins AL. Lymphocytes capable of
making monoclonal autoantibodies that react with multiple organs are a common
feature of the normal b cell repertoire. J Immunol (1984) 133(6):2815–7.

15. Casali P, Notkins AL. Probing the human b-cell repertoire with EBV:
polyreactive antibodies and CD5+ b lymphocytes. Annu Rev Immunol (1989)
7:513–35. doi: 10.1146/annurev.iy.07.040189.002501

16. Bohn J, Niemann B, Roggenbuck D, Docke W, Jahn S. Tumour cell binding
by a human monoclonal IgM antibody from the spleen of a non-tumour-associated
patient is due to somatic mutations in the VH gene. Clin Exp Immunol (1995) 99
(3):376–83. doi: 10.1111/j.1365-2249.1995.tb05561.x

17. Wing MG. The molecular basis for a polyspecific antibody. Clin Exp
Immunol (1995) 99(3):313–5. doi: 10.1111/j.1365-2249.1995.tb05551.x

18. Macpherson AJ, Lamarre A, McCoy K, Harriman GR, Odermatt B, Dougan
G, et al. IgA production without mu or delta chain expression in developing b cells.
Nat Immunol (2001) 2(7):625–31. doi: 10.1038/89775

19. Rollenske T, Macpherson AJ. "'ELO, world!"-early-life origins of b cells.
Immunity (2022) 55(10):1753–5. doi: 10.1016/j.immuni.2022.09.012

20. Li H, Limenitakis JP, Greiff V, Yilmaz B, Scharen O, Urbaniak C, et al.
Mucosal or systemic microbiota exposures shape the b cell repertoire. Nature
(2020) 584(7820):274–8. doi: 10.1038/s41586-020-2564-6

21. Hendrickson BA, Conner DA, Ladd DJ, Kendall D, Casanova JE, Corthesy
B, et al. Altered hepatic transport of immunoglobulin a in mice lacking the J chain. J
Exp Med (1995) 182(6):1905–11. doi: 10.1084/jem.182.6.1905

22. Mestecky J. The common mucosal immune system and current strategies
for induction of immune responses in external secretions. J Clin Immunol (1987) 7
(4):265–76. doi: 10.1007/BF00915547

23. Sollid LM, Kvale D, Brandtzaeg P, Markussen G, Thorsby E. Interferon-
gamma enhances expression of secretory component, the epithelial receptor for
polymeric immunoglobulins. J Immunol (1987) 138(12):4303–6.

24. Blanch VJ, Piskurich JF, Kaetzel CS. Cutting edge: coordinate regulation of
IFN regulatory factor-1 and the polymeric ig receptor by proinflammatory
cytokines. J Immunol (1999) 162(3):1232–5.

25. Lindh E. Increased risistance of immunoglobulin a dimers to proteolytic
degradation after binding of secretory component. J Immunol (1975) 114(1 Pt
2):284–6.

26. Underdown BJ, Dorrington KJ. Studies on the structural and
conformational basis for the relative resistance of serum and secretory
immunoglobulin a to proteolysis. J Immunol (1974) 112(3):949–59.

27. Kobayashi K, Fujiyama Y, Hagiwara K, Kondoh H. Resistance of normal
serum IgA and secretory IgA to bacterial IgA proteases: evidence for the presence
of enzyme-neutralizing antibodies in both serum and secretory IgA, and also in
serum IgG. Microbiol Immunol (1987) 31(11):1097–106. doi: 10.1111/j.1348-
0421.1987.tb01341.x

28. Brandtzaeg P. Mucosal immunity in the female genital tract. J Reprod
Immunol (1997) 36(1-2):23–50. doi: 10.1016/S0165-0378(97)00061-2

29. Solari R, Schaerer E, Tallichet C, Racine L, Kraehenbuhl JP. Processing of
the polymeric immunoglobulin receptor. Biochem Soc Symp (1989) 55:125–8.

30. Phalipon A, Cardona A, Kraehenbuhl JP, Edelman L, Sansonetti PJ,
Corthesy B. Secretory component: a new role in secretory IgA-mediated immune
exclusion in vivo. Immunity (2002) 17(1):107–15. doi: 10.1016/S1074-7613(02)
00341-2

31. Harriman GR, Bogue M, Rogers P, Finegold M, Pacheco S, Bradley A, et al.
Targeted deletion of the IgA constant region in mice leads to IgA deficiency with
alterations in expression of other ig isotypes. J Immunol (1999) 162(5):2521–9.

32. Johansen FE, Pekna M, Norderhaug IN, Haneberg B, Hietala MA, Krajci P,
et al. Absence of epithelial immunoglobulin a transport, with increased mucosal
leakiness, in polymeric immunoglobulin receptor/secretory component-deficient
mice. J Exp Med (1999) 190(7):915–22. doi: 10.1084/jem.190.7.915

33. Uren TK, Wijburg OL, Simmons C, Johansen FE, Brandtzaeg P, Strugnell
RA. Vaccine-induced protection against gastrointestinal bacterial infections in the
absence of secretory antibodies. Eur J Immunol (2005) 35(1):180–8. doi: 10.1002/
eji.200425492

34. Wijburg OL, Uren TK, Simpfendorfer K, Johansen FE, Brandtzaeg P,
Strugnell RA. Innate secretory antibodies protect against natural salmonella
typhimurium infection. J Exp Med (2006) 203(1):21–6. doi: 10.1084/jem.20052093
Frontiers in Immunology 07
35. Richards AF, Doering JE, Lozito SA, Varrone JJ, Willsey GG, Pauly M, et al.
Inhibition of invasive salmonella by orally administered IgA and IgG monoclonal
antibodies. PloS Negl Trop Dis (2020) 14(3):e0007803. doi: 10.1371/
journal.pntd.0007803

36. Galan JE, Curtiss R3rd. Cloning and molecular characterization of genes
whose products allow salmonella typhimurium to penetrate tissue culture cells.
Proc Natl Acad Sci U S A (1989) 86(16):6383–7. doi: 10.1073/pnas.86.16.6383

37. Kurono Y, Fujiyoshi T, Mogi G. Secretory IgA and bacterial adherence to
nasal mucosal cells. Ann Otol Rhinol Laryngol (1989) 98(4 Pt 1):273–7. doi:
10.1177/000348948909800407

38. Singh B, Mortezaei N, Savarino SJ, Uhlin BE, Bullitt E, Andersson M.
Antibodies damage the resilience of fimbriae, causing them to be stiff and tangled. J
Bacteriol (2017) 199(1):1–10. doi: 10.1128/JB.00665-16

39. Mantis NJ, Forbes SJ. Secretory IgA: arresting microbial pathogens at
epithelial borders. Immunol Invest (2010) 39(4–5);383–406. doi: 10.3109/
08820131003622635

40. Kozlowski PA, Neutra MR. The role of mucosal immunity in prevention of
HIV transmission. Curr Mol Med (2003) 3(3):217–28. doi: 10.2174/
1566524033479852

41. Selva KJ, Davis SK, Haycroft ER, Lee WS, Lopez E, Reynaldi A, et al. Tear
antibodies to SARS-CoV-2: implications for transmission. Clin Transl Immunol
(2021) 10(11):e1354. doi: 10.1002/cti2.1354

42. Armstrong SJ, Dimmock NJ. Neutralization of influenza virus by low
concentrations of hemagglutinin-specific polymeric immunoglobulin a inhibits
viral fusion activity, but activation of the ribonucleoprotein is also inhibited. J Virol
(1992) 66(6):3823–32. doi: 10.1128/jvi.66.6.3823-3832.1992

43. Burns JW, Siadat-Pajouh M, Krishnaney AA, Greenberg HB. Protective
effect of rotavirus VP6-specific IgA monoclonal antibodies that lack neutralizing
activity. Science (1996) 272(5258):104–7. doi: 10.1126/science.272.5258.104

44. Makary CA, Purnell PR, O'Brien D, Chaiban R, Demirdag YY, Ramadan H.
Antibody deficiencies are more common in adult versus pediatric recurrent acute
rhinosinusitis. Am J Otolaryngol (2021) 42(5):103004. doi: 10.1016/
j.amjoto.2021.103004

45. Pallav K, Xu H, Leffler DA, Kabbani T, Kelly CP. Immunoglobulin a
deficiency in celiac disease in the united states. J Gastroenterol Hepatol (2016) 31
(1):133–7. doi: 10.1111/jgh.13176

46. Odineal DD, Gershwin ME. The epidemiology and clinical manifestations
of autoimmunity in selective IgA deficiency. Clin Rev Allergy Immunol (2020) 58
(1):107–33. doi: 10.1007/s12016-019-08756-7

47. Torres-Fernandez D, Perez-Heras I, Fernandez-Manso B, Galan Del Rio P,
Gonzalez-Granado LI, de Inocencio J. IgA deficiency and autoimmune
comorbidities in juvenile idiopathic arthritis. Pediatr (Engl Ed) (2022) 97(3):172–
8. doi: 10.1016/j.anpede.2022.03.004

48. Tjarnlund A, Rodriguez A, Cardona PJ, Guirado E, Ivanyi J, Singh M, et al.
Polymeric IgR knockout mice are more susceptible to mycobacterial infections in
the respiratory tract than wild-type mice. Int Immunol (2006) 18(5):807–16. doi:
10.1093/intimm/dxl017

49. Perdomo C, Zedler U, Kuhl AA, Lozza L, Saikali P, Sander LE, et al. Mucosal
BCG vaccination induces protective lung-resident memory T cell populations
against tuberculosis. mBio (2016) 7(6):1–11. doi: 10.1128/mBio.01686-16

50. Zhang JR, Mostov KE, Lamm ME, Nanno M, Shimida S, Ohwaki M, et al.
The polymeric immunoglobulin receptor translocates pneumococci across human
nasopharyngeal epithelial cells. Cell (2000) 102(6):827–37. doi: 10.1016/S0092-
8674(00)00071-4

51. Lu L, Lamm ME, Li H, Corthesy B, Zhang JR. The human polymeric
immunoglobulin receptor binds to streptococcus pneumoniae via domains 3 and 4.
J Biol Chem (2003) 278(48):48178–87. doi: 10.1074/jbc.M306906200

52. Cinicola BL, Pulvirenti F, Capponi M, Bonetti M, Brindisi G, Gori A, et al.
Selective IgA deficiency and allergy: A fresh look to an old story. Medicina
(Kaunas) (2022) 58(1):1–15. doi: 10.3390/medicina58010129

53. Sait LC, Galic M, Price JD, Simpfendorfer KR, Diavatopoulos DA, Uren TK,
et al. Secretory antibodies reduce systemic antibody responses against the
gastrointestinal commensal flora. Int Immunol (2007) 19(3):257–65.
doi: 10.1093/intimm/dxl142

54. van der Waaij LA, Limburg PC, Mesander G, van der Waaij D. In vivo IgA
coating of anaerobic bacteria in human faeces. Gut (1996) 38(3):348–54.
doi: 10.1136/gut.38.3.348

55. Janzon A, Goodrich JK, Koren O, Group TS, Waters JL, Ley RE. Interactions
between the gut microbiome and mucosal immunoglobulins a, m, and g in the
developing infant gut. mSystems (2019) 4(6). doi: 10.1128/mSystems.00612-19

56. Sait L, Galic M, Strugnell RA, Janssen PH. Secretory antibodies do not affect
the composition of the bacterial microbiota in the terminal ileum of 10-week-old
mice. Appl Environ Microbiol (2003) 69(4):2100–9. doi: 10.1128/AEM.69.4.2100-
2109.2003
frontiersin.org

https://doi.org/10.7326/0003-4819-106-6-892
https://doi.org/10.4049/jimmunol.170.5.2531
https://doi.org/10.1016/j.immuni.2018.08.011
https://doi.org/10.1146/annurev.iy.07.040189.002501
https://doi.org/10.1111/j.1365-2249.1995.tb05561.x
https://doi.org/10.1111/j.1365-2249.1995.tb05551.x
https://doi.org/10.1038/89775
https://doi.org/10.1016/j.immuni.2022.09.012
https://doi.org/10.1038/s41586-020-2564-6
https://doi.org/10.1084/jem.182.6.1905
https://doi.org/10.1007/BF00915547
https://doi.org/10.1111/j.1348-0421.1987.tb01341.x
https://doi.org/10.1111/j.1348-0421.1987.tb01341.x
https://doi.org/10.1016/S0165-0378(97)00061-2
https://doi.org/10.1016/S1074-7613(02)00341-2
https://doi.org/10.1016/S1074-7613(02)00341-2
https://doi.org/10.1084/jem.190.7.915
https://doi.org/10.1002/eji.200425492
https://doi.org/10.1002/eji.200425492
https://doi.org/10.1084/jem.20052093
https://doi.org/10.1371/journal.pntd.0007803
https://doi.org/10.1371/journal.pntd.0007803
https://doi.org/10.1073/pnas.86.16.6383
https://doi.org/10.1177/000348948909800407
https://doi.org/10.1128/JB.00665-16
https://doi.org/10.3109/08820131003622635
https://doi.org/10.3109/08820131003622635
https://doi.org/10.2174/1566524033479852
https://doi.org/10.2174/1566524033479852
https://doi.org/10.1002/cti2.1354
https://doi.org/10.1128/jvi.66.6.3823-3832.1992
https://doi.org/10.1126/science.272.5258.104
https://doi.org/10.1016/j.amjoto.2021.103004
https://doi.org/10.1016/j.amjoto.2021.103004
https://doi.org/10.1111/jgh.13176
https://doi.org/10.1007/s12016-019-08756-7
https://doi.org/10.1016/j.anpede.2022.03.004
https://doi.org/10.1093/intimm/dxl017
https://doi.org/10.1128/mBio.01686-16
https://doi.org/10.1016/S0092-8674(00)00071-4
https://doi.org/10.1016/S0092-8674(00)00071-4
https://doi.org/10.1074/jbc.M306906200
https://doi.org/10.3390/medicina58010129
https://doi.org/10.1093/intimm/dxl142
https://doi.org/10.1136/gut.38.3.348
https://doi.org/10.1128/mSystems.00612-19
https://doi.org/10.1128/AEM.69.4.2100-2109.2003
https://doi.org/10.1128/AEM.69.4.2100-2109.2003
https://doi.org/10.3389/fimmu.2022.1076312
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org


Strugnell 10.3389/fimmu.2022.1076312
57. Catanzaro JR, Strauss JD, Bielecka A, Porto AF, Lobo FM, Urban A, et al.
IgA-deficient humans exhibit gut microbiota dysbiosis despite secretion of
compensatory IgM. Sci Rep (2019) 9(1):13574. doi: 10.1038/s41598-019-49923-2

58. Rollenske T, Burkhalter S, Muerner L, von Gunten S, Lukasiewicz J,
Wardemann H, et al. Parallelism of intestinal secretory IgA shapes functional
microbial fitness. Nature (2021) 598(7882):657–61. doi: 10.1038/s41586-021-
03973-7

59. Moor K, Diard M, Sellin ME, Felmy B, Wotzka SY, Toska A, et al. High-
avidity IgA protects the intestine by enchaining growing bacteria. Nature (2017)
544(7651):498–502. doi: 10.1038/nature22058

60. Simpfendorfer KR, Wang N, Tull DL, De Souza DP, Nahid A, Mu A, et al.
Mus musculus deficient for secretory antibodies show delayed growth with an
altered urinary metabolome. Mol Med (2019) 25(1):12. doi: 10.1186/s10020-019-
0077-2

61. Xu W, Bergsbaken T, Edelblum KL. The multifunctional nature of CD103
(alphaEbeta7 integrin) signaling in tissue-resident lymphocytes. Am J Physiol Cell
Physiol (2022) 323(4):C1161–C7. doi: 10.1152/ajpcell.00338.2022

62. Kim Y, Shin Y, Kang GH. Prognostic significance of CD103+ immune cells
in solid tumor: a systemic review and meta-analysis. Sci Rep (2019) 9(1):3808. doi:
10.1038/s41598-019-40527-4

63. Murali AK, Mehrotra S. Apoptosis - an ubiquitous T cel l
immunomodulator. J Clin Cell Immunol (2011) S3:2. doi: 10.4172/2155-9899.S3-
002
Frontiers in Immunology 08
64. Comi C, Fleetwood T, Dianzani U. The role of T cell apoptosis in nervous system
autoimmunity. Autoimmun Rev (2012) 12(2):150–6. doi: 10.1016/j.autrev.2011.08.011

65. Arango Duque G, Descoteaux A. Macrophage cytokines: involvement in
immunity and infectious diseases. Front Immunol (2014) 5:491. doi: 10.3389/
fimmu.2014.00491

66. Hamadeh RM, Estabrook MM, Zhou P, Jarvis GA, Griffiss JM. Anti-gal
binds to pili of neisseria meningitidis: the immunoglobulin a isotype blocks
complement-mediated killing. Infect Immun (1995) 63(12):4900–6. doi: 10.1128/
iai.63.12.4900-4906.1995

67. Markiewski MM, Lambris JD. The role of complement in inflammatory
diseases from behind the scenes into the spotlight. Am J Pathol (2007) 171(3):715–
27. doi: 10.2353/ajpath.2007.070166

68. Morton HC, van Egmond M, van de Winkel JG. Structure and function of
human IgA fc receptors (Fc alpha r). Crit Rev Immunol (1996) 16(4):423–40.

69. Morton HC, Schiel AE, Janssen SW, van de Winkel JG. Alternatively spliced
forms of the human myeloid fc alpha receptor (CD89) in neutrophils.
Immunogenetics (1996) 43(4):246–7. doi: 10.1007/s002510050057

70. Otten MA, van Egmond M. The fc receptor for IgA (FcalphaRI, CD89).
Immunol Lett (2004) 92(1-2):23–31. doi: 10.1016/j.imlet.2003.11.018

71. Jacob CM, Pastorino AC, Fahl K, Carneiro-Sampaio M, Monteiro RC.
Autoimmunity in IgA deficiency: revisiting the role of IgA as a silent housekeeper. J
Clin Immunol (2008) 28 Suppl 1:S56–61. doi: 10.1007/s10875-007-9163-2
frontiersin.org

https://doi.org/10.1038/s41598-019-49923-2
https://doi.org/10.1038/s41586-021-03973-7
https://doi.org/10.1038/s41586-021-03973-7
https://doi.org/10.1038/nature22058
https://doi.org/10.1186/s10020-019-0077-2
https://doi.org/10.1186/s10020-019-0077-2
https://doi.org/10.1152/ajpcell.00338.2022
https://doi.org/10.1038/s41598-019-40527-4
https://doi.org/10.4172/2155-9899.S3-002
https://doi.org/10.4172/2155-9899.S3-002
https://doi.org/10.1016/j.autrev.2011.08.011
https://doi.org/10.3389/fimmu.2014.00491
https://doi.org/10.3389/fimmu.2014.00491
https://doi.org/10.1128/iai.63.12.4900-4906.1995
https://doi.org/10.1128/iai.63.12.4900-4906.1995
https://doi.org/10.2353/ajpath.2007.070166
https://doi.org/10.1007/s002510050057
https://doi.org/10.1016/j.imlet.2003.11.018
https://doi.org/10.1007/s10875-007-9163-2
https://doi.org/10.3389/fimmu.2022.1076312
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org

	When secretion turns into excretion – the different roles of IgA
	Introduction
	IgA production and the pIgR-/- mouse
	Is specific sIgA infection blocking?
	IgA in antigen excretion
	A wider role for IgA in immune regulation
	Conclusion
	Author contributions
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


