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Abstract

Impaired apoptosis and dysfunction of the immune cells are considered to be the most important pathogenic
mechanisms of systemic lupus erythematosus. Pentraxins, which are natural opsonins, are directly involved in the
removal of cellular material by binding to different antigens and initiating and enhancing phagocytosis of damaged
cells. Therefore the deficiency of pentraxins is a crucial risk factor for the development and progression of systemic
lupus erythematosus.

Despite the presence of elevated levels of interleukin-6, which under physiological conditions increases the
expression of acute phase protein genes, in systemic lupus a deficiency of C reactive protein and other pentraxins is
observed. Several mechanisms responsible for pentraxin deficiency have been postulated, including the impairment
of pentraxin synthesis due to mutations in genes, gene inhibition by interferon-α, and removal of pentraxins by
autoantibodies.

In this review, we summarize the significance of antibodies directed against pentraxins in assessing the activity
and severity of systemic lupus erythematosus and lupus nephritis, as well as the usefulness of these antibodies as
an additional marker of the response to treatment. The role of antibodies directed against monomeric C reactive
protein in the pathogenesis of lupus nephritis is also discussed, as these antibodies are considered as a factor
causing damage to the glomerular cells.
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Introduction
Systemic lupus erythematosus (SLE) is an autoimmune disease with

complicated pathogenesis, significant clinical manifestations and
variable responses to treatment. The impaired apoptosis and
dysfunction of the immune cells, including T and B lymphocytes and
dendritic cells, lead to the accumulation of undegraded, strongly
immunogenic cellular material and a loss of immunological tolerance
to antigens [1]. These complex immune disorders may be induced by
genetic, environmental, as well as hormonal factors and are considered
as one of the most important pathogenic mechanisms of SLE
development and progression [2].

In physiological conditions the damaged cells are surrounded by
opsonins (including complement components, collectins and
pentraxins), which allow the recognition of antigens by Fcγ receptors
on the surface of phagocytes (FcγRI, FcγRII and FcγRIII) and
initiation of phagocytosis. The apoptotic cells are then combined with
lysosomes containing deoxyribonuclease (DNase), leading to the
degradation of the chromosomal deoxyribonucleic acid (DNA) to
nucleosomes and then to nucleotides [3].

In SLE patients the removal of apoptotic material by macrophages
is impaired, so that it becomes accessible to antigen-presenting cells.
The main sources of antigens in SLE are anionic phospholipids,
nucleosomes and ribonucleoproteins, which are transferred from
intracellular compartments and presented on the surface of dying cells.
Due to impaired apoptosis, autoantigens are not removed; they

stimulate secretion of interferon-α (IFN-α) and initiate the immune
response [4]. As a result of overstimulation by antigens, in the
presence of proinflammatory cytokines (such as IFN-α), the formation
of autoreactive T and B cells is started. Activated B lymphocytes
produce autoantibodies that bind to the antigens and complement
components to form immune complexes, which may be deposited in
tissues, stimulate the secretion of proinflammatory cytokines and
proteolytic enzymes, and cause inflammation and organ damage
[2,5,6].

Opsonin Deficiency and SLE Pathogenesis
Complement components, collectins and pentraxins are natural

opsonins, which have the greatest significance in the process of
apoptosis. They are directly involved in the removal of cellular
material by binding to different antigens and initiating and enhancing
phagocytosis of damaged cells [7]. A deficiency of serum opsonins is
now considered as a crucial risk factor for SLE development and
progression [8-10].

Complement components
Complement components, which increase the activity of phagocytes

and thereby enable the uptake and elimination of damaged cells, are
necessary during all stages of apoptosis. The cascade of enzymatic
reactions leading to the formation of C3 and C5 convertases and the
activation of the cell killing membrane attack complex (MAC) is a
result of complement activation by the classical, alternative or lectin
pathway. Binding C1q component to antibodies or other proteins (for
example pentraxins) is the first element of the classical complement
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activation pathway. By the direct activation of C3 component the
formation of crucial enzymes by an alternative pathway is started. The
lectin pathway is initiated with the participation of the collectins,
which are opsonins binding to microbial polysaccharide coatings [3].

It has been shown that in the case of components C1q, C2 and C4
deficiency the opsonization of antigens is less efficient, and the
accumulated cellular material is not removed, which stimulates
secretion of proinflammatory cytokines and activates dendritic cells,
monocytes, macrophages and effector lymphocytes [6]. Additionally,
IFN-α stimulates the activation of autoreactive T cells, which favors
the initiation of an inflammatory reaction within the tissue and the
development of chronic autoimmunity [11-13].

Collectins
Collectins by binding to oligosaccharide structures of cell

membranes, participate in pathogen recognition, activating the lectin
pathway of the complement system and initiating phagocytosis.
Mannan binding lectin (MBL), one of the acute phase proteins
synthesized in the liver, is the best known collectin. MBL is structurally
similar to complement component C1q. Serine proteases associated
with MBL (MASP 1, 2 and 3) are structurally similar to C1q, C1r and
C1s components and responsible for the activation of the complement
system [14].

The presence of polymorphisms and single mutations in genes
encoding MBL, found in patients with SLE, may be the cause of low
concentrations of MBL in serum [12,15].

Pentraxins
Pentraxins, which are acute phase proteins, have a special role in

apoptosis. By recognizing pathogens and damaged own cells,
enhancing phagocytosis and stimulating classical complement
pathway activation, pentraxins are involved in hiding antigens from
the immune system. Pentraxins are glycoproteins composed of five or
ten polypeptide subunits. C-reactive protein (CRP), which has a
molecular weight 21 kDa of each subunit [16], and serum amyloid P
(SAP), with a molecular weight 25.5 kDa of each subunit [17], are
classified as short pentraxins. Long pentraxin 3 (PTX3) differs from
short pentraxins by the higher molecular weight of a subunit (40.1
kDa) and the length of the N-terminal region. Pentraxin subunits are
connected by non-covalent bonds and arranged in a pentamer (CRP)
or decamer (SAP and PTX3) with radial symmetry [18].

Pentraxin secretion increases during infection, inflammation and
tissue injury and is stimulated by cytokines, including interleukin 6
(Il-6), interleukin 1β (Il-1β) and tumor necrosis factor alpha (TNF-α)
[19]. Secretion of CRP and SAP by hepatocytes is stimulated by Il 6,
which is one of the major inducers of the C reactive protein gene
during the acute phase response [20]. Following activation by Il 6 in
the liver the transcriptional factors regulating gene expression of acute
phase proteins–liver activating protein (LAP) and the signal
transducer and activator of transcription 3 (STAT 3)–enhance the
transcription of messenger RNA (mRNA) and the synthesis of CRP
[21].

C reactive protein was discovered over 80 years ago in sera of
patients with pneumonia caused by Streptococcus pneumoniae. The
name of CRP was influenced by the reaction with the C polysaccharide
present in the coat of bacteria and providing resistance to phagocytosis
[20]. CRP subunits have a spherical shape and the ability to connect to

different ligands involving calcium ions. Within each subunit the
specific binding sites for complement component C1q and
macrophage Fcγ receptors are present [22]. Due to the structure of
CRP, and the size of C1q and FcγR, only one ligand can be bound to
each pentamer of CRP [23]. SAP and PTX3 also bind to Fcγ receptors,
which stimulate opsonization of pathogens and damaged own cells
and allow the proper course of phagocytosis [18,24]. There is evidence
that C reactive protein is also produced by renal tubular epithelium,
neurons, lymphocytes, smooth muscle cells and alveolar macrophages,
but the mechanisms for stimulating the synthesis of CRP in these
organs are not known [25]. Pentraxin 3 is produced in the tissues by
mononuclear cells in response to IL 1β and TNF α and upon
stimulation of lipopolysaccharide [26].

In SLE, autoantibodies are formed against nuclear and nucleolar
antigens. Binding of these antigens by pentraxins results in faster
antigen removal and prevents autoimmunity. C reactive protein binds
to the cell membranes of damaged cells by interaction with
complement complex, small nuclear ribonucleoprotein (snRNP) and
chromatin by the interactions with histones. The strongest interactions
were observed between CRP and histones H1 and H2A, weaker with
H2B, H3 and H4. There was no interaction between CRP and native
DNA [22]. It has been shown that CRP connects with an amino acid
domain of H2A and the carboxyl terminal domain of H1. SAP is
bound to chromatin and nucleolar antigens and PTX3 to the histones
and cell membranes of apoptotic cells [19,27].

It was also found that surrounding the apoptotic cells by pentraxins
accelerates their opsonization and phagocytosis by interaction with
Fcγ receptors of phagocytes and increases the release of inflammatory
and chemotactic cytokines by macrophages [28]. Short pentraxins
connect with all types of Fcγ receptors, but CRP shows the greatest
affinity for FcγRI and FcγRII of monocytes and macrophages and SAP
for FcγRIII of macrophages, neutrophils and NK cells [29]. Pentraxin
3 binds only to FcγRIII, which suggests its pivotal role in activating
neutrophils and NK cells [16].

Another mechanism which accelerates the removal of apoptotic
material by pentraxins is their participation in the activation of the
classical complement pathway. This is enabled by combining
pentraxins with specific sequences of C1q complement component
[19]. CRP and SAP, after the binding of ligands such as snRNP and
histones, undergo structural changes which involve exposure of
specific binding sites for C1q [30]. PTX3 binds to C1q in unchanged
form, but this interaction activates the complement cascade less
strongly [31].

The activation of the complement system with the involvement of C
reactive protein is different from the activation by antibodies. CRP is
involved in the activation of the classical complement pathway,
especially during the early phase of the process. However, CRP has an
inhibitory effect on the later stages, which causes a decrease in the
production of MAC. The opposing effect of CRP during different
stages of activation of complement is important, because CRP
stimulates the opsonization of apoptotic cells, but on the other hand
protects them from excessive damage, lysis and release of
proinflammatory cytokines [27,32].

Pentraxin deficiency in SLE
In SLE, despite the presence of elevated levels of IL 6, which under

physiological conditions increases the expression of the C reactive
protein gene, deficiency of CRP and other pentraxins is observed. It
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has been proved that, similar to deficiency of complement
components, pentraxin deficiency impairs the removal of cellular
material, leading to an increased immune response, secretion of
autoantibodies directed against different antigens, deposition of
immune complexes in organs, and consequently disease development
and progression [27].

Low concentrations of CRP, in contrast to the concentrations of
other acute phase proteins and with high levels of IL 6, are
characteristic mainly for exacerbations of SLE. In contrast to other
rheumatic diseases, such as rheumatoid arthritis, in SLE patients no
association between serum IL 6 and C reactive protein has been found
[33-35]. However, in a recently published study in patients with low
IFN α levels, a relationship between serum CRP levels and IL 6, as well
as disease activity, expressed by the SLE Disease Activity Index
(SLEDAI), was described [36].

Low CRP concentrations and a weak CRP response during
infections are also typical for SLE patients. However, during severe
bacterial infections, an increase in concentrations of acute phase
proteins, including CRP, may be present [37]. Moreover, high levels of
C-reactive protein can be constantly observed in patients with chronic
synovitis and the chronic deforming arthritis occurring in 10-35% of
patients with SLE (Jaccoud’s arthritis) [21]. The reason for this
phenomenon is not clear, but it is believed that chronic synovitis with
the presence of many inflammatory cells causes the production of high
concentrations of cytokines (IL 1, IL 6), which stimulate the synthesis
of acute phase proteins, including CRP [38].

Several possible mechanisms responsible for pentraxin deficiency in
SLE have been considered, including the impairment of CRP synthesis
due to mutations in genes [39,40], gene inhibition by IFN α [41], and
CRP removal by autoantibodies [34].

Firstly the pentraxin deficiency may result from a defect in their
synthesis. A genetic defect in the synthesis of CRP and SAP is
associated with the presence of the mutations in genes for these
proteins, located on the short arm of chromosome 1 (1q23.2). Various
genetic polymorphisms, which cause the presence of low
concentrations of serum CRP and SAP, with simultaneous formation
of antinuclear antibodies, leading to the development and progression
of SLE, have been described in the literature [39,40].

Impaired synthesis of CRP in patients with SLE can also result from
inhibition of the CRP gene by IFN-α, whose role in the pathogenesis of
SLE was confirmed in previous studies [42]. Besides the influence of
IFN-α on the impairment of apoptosis by the inhibition of pentraxin
synthesis, IFN-α plays an important role in the development and
progression of SLE by increasing the expression of cytokines and
chemokines and by stimulating the differentiation of monocytes into
active dendritic cells. IFN-α also stimulates the maturation of B
lymphocytes and the formation of plasma cells, producing
autoantibodies [43,44].

Increased expression of transcriptional factors, regulated by IFN-α
and inhibiting the synthesis of CRP, plays an important role in the
pathogenesis of SLE [41]. Under normal conditions, as a result of
stimulation by IL 6, liver transcriptional factors LAP and STAT 3,
regulating the expression of acute phase protein genes, increase the
transcription of mRNA and synthesis of CRP. In an experimental
model it was confirmed that, in response to IFN-α, the inhibition of
these factors and the activation of proteins that act oppositely–liver
inhibitory protein (LIP) and the signal transducer and activator of

transcription 1 (STAT 1)–result in a decrease of the production of
CRP, despite the high level of IL-6 [21,27,41].

A third theory of low pentraxin concentrations in SLE concerns the
disposal of pentraxins by binding with the anti pentraxin antibodies
detected in the serum. However, in most studies, there was no
significant correlation between low levels of C-reactive protein and
concentrations of antibodies directed against CRP. Therefore the
presence of these antibodies cannot explain the low concentrations of
C-reactive protein in the serum and weak CRP increase in response to
infection [21]. However, the role of antibodies against CRP in the
pathogenesis of the disease has been recently postulated. The presence
of anti-CRP antibodies binding to the cell surface and forming
immune complexes, accumulated within the different organs, was
confirmed [45].

Antibodies against CRP and Lupus Nephritis
Antibodies against C-reactive protein, detected in the serum of

patients with SLE, are not directed against the native, pentameric CRP,
but against modified monomeric CRP, which has different
physicochemical, antigenic and electrophoretic properties [46].
Irreversible conversion from pCRP to mCRP takes place in certain
conditions such as lowered pH, high urea concentration or low
calcium levels, and depends on the loss of the secondary structure and
formation of an alpha-helix structure [47].

The presence of anti-mCRP antibodies (anti-mCRP Abs) was found
in the serum of 23-78% of patients with SLE, 30% of patients with
subacute cutaneous lupus erythematosus (SCLE) and in 7.5% of
patients with discoid lupus erythematosus (DLE) [34,46,48,49]. The
production of these antibodies was most common for patients with
active renal involvement [50].

In most of the studies the presence of antibodies against monomeric
CRP in patients with active lupus nephritis (LN) was confirmed
[45,50-52]. Significant correlations between the concentrations of anti-
mCRP Abs and clinical and immunological indicators of activity of LN
were found. This points to the possibility of their use as an indicator
for determining the activity and severity of the disease, as well as an
additional marker providing lupus nephritis flares and the response to
treatment [50].

The studies performed in our center confirmed the usefulness of
anti-mCRP Abs in the evaluation of clinical activity of lupus nephritis.
Both higher incidence and higher levels of these antibodies in patients
with lupus nephritis compared to patients without renal involvement
were described. Relationships between anti-mCRP Abs and classical,
as well as novel but well-documented indicators of SLE activity (serum
levels of cytokines Il-6 and TNF-α), were also found. A statistically
significant decrease in the concentration of anti mCRP Abs in the
course of treatment was observed, which confirmed that measuring
the levels of these antibodies allows one to monitor the disease activity
and can be used in evaluating the effectiveness of treatment [53].

Anti mCRP Abs are considered as a factor causing damage to the
glomerular cells, mainly by increasing the amount of circulating
pathogenic immune complexes [10]. The presence of monomeric CRP
within the glomerular structure was confirmed in recent studies [54]
and the presence of immune complexes was found in the biopsy
material within the mesangial cells and capillary wall [55].

Moreover, in one report it was suggested that higher concentrations
of antibodies against monomeric CRP in patients with lupus nephritis
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class III and IV compared to patients with membranous nephropathy
may indicate the role of anti-mCRP Abs as a biomarker characteristic
for proliferative LN [50]. In our study the levels of anti-mCRP Abs
were significantly higher in class V LN compared to the other LN types
[53]. Another study did not confirm the relationship between the type
of lupus nephritis and the anti-mCRP antibody levels [52]. Therefore
further investigations on the relationship between these antibodies and
the type of histopathological changes are needed.

Under normal conditions, the complexes consisting of mCRP and
antibodies should be eliminated by the liver by the influence of
complement components C1q, C3 and C4, after binding to the Fcγ
receptors of macrophages or receptors for complement of red blood
cells (CR1) [56]. The reduced complement hemolytic activity, as well
as Fcγ receptor gene mutations, causing the presence of low affinity
receptors for immunoglobulin G in SLE patients, inhibits the removal
of circulating immune complexes containing anti-mCRP antibodies.
This promotes the deposition of immune complexes within the
glomeruli, leading to the activation of cytotoxic lymphocytes and the
inflammatory process [39].

The complexes containing mCRP and antibodies initiate or
exacerbate inflammation synergistically with other antibodies
(including anti-C1q, anti-dsDNA and anti-α actinin) [57].

There is empirical evidence that anti-mCRP Abs also directly
damage the structure of the glomeruli by connecting with endogenous
glomerular antigens such as monomeric CRP, whose presence within
the glomerular structure was confirmed in recent studies [54]. It was
also found that the mCRP may be exposed on the cell surface and by
binding to immunoglobulins may form immune complexes in situ
[45,58].

Antibodies against CRP In Other Diseases
Despite the high prevalence of anti-mCRP Abs in LN, these

antibodies are not specific for SLE. The presence of anti-mCRP Abs
has also been demonstrated in approximately 7-22% of patients with
other autoimmune diseases, including systemic sclerosis, rheumatoid
arthritis, Sjögren's syndrome, primary biliary cirrhosis and
autoimmune hepatitis. However, the incidence of these antibodies in
other autoimmune diseases was significantly lower than in SLE
patients [46,48,49,59].

Positive anti-mCRP Abs were observed in all patients with the
tubulointerstitial nephritis and uveitis syndrome (TINU), which is
characterized by the presence of active nephritis with concomitant
uveitis. Monomeric CRP, which is expressed in both tubular epithelial
and uveal cells, is considered as a target antigen in this disease [60].
Tubular deposition of mCRP was confirmed by immunohistochemical
staining using a mouse monoclonal antibody against human mCRP in
a TINU patient treated in our center [unpublished data].

Antibodies against Other Pentraxins
Low concentrations or inactivity of other pentraxins (SAP and

PTX3) are characteristic for SLE. Some reports suggest that this may
result from the presence of autoantibodies [61].

The presence of antibodies against serum amyloid P (anti-SAP Abs)
was found in 20-44% of patients with SLE. A relationship between the
concentrations of these antibodies and clinical and immunological
activity of SLE, determined by the titers of SLEDAI index, antinuclear
and anti-dsDNA antibodies, was detected. Similarly to anti mCRP

Abs, the decrease in the concentrations of anti SAP Abs preceded the
remission and the increase appeared before clinical exacerbation of
SLE, which suggests the possibility of using anti-SAP as an additional
prognostic marker. In contrast to anti-mCRP Abs there was no
association between the presence of anti-SAP Abs and the clinical
manifestations of SLE [34,62].

The presence of antibodies against long pentraxin 3 (anti-PTX3
Abs) in 50% of patients with SLE was also described. It was found that
the concentrations of these antibodies correlated with classical
indicators of disease activity–positively with antinuclear and anti-
dsDNA Abs and negatively with the concentrations of complement
components and the number of leukocytes [63]. In another study the
presence of anti-PTX3 Abs and against peptides isolated from PTX3
with strong immunogenic properties was determined, showing the
presence of these antibodies in 46% and 37%-61% of patients with
SLE, respectively. In this study, the relationship between antibody
titers and disease activity was not confirmed. The highest
concentrations of anti-PTX3 Abs were found in patients without lupus
nephritis, which might suggest the protective role of these antibodies.
The protective role of anti-PTX3 Abs could be the result of the
competitive effect on, among others, anti-C1q, whose association with
lupus nephritis development and progression was documented [64].
However, the problem of antibodies against other pentraxins still
remains unresolved [63].

Conclusion
In summary, the association of opsonin deficiency and

development or progression of systemic lupus erythematosus indicates
the crucial role of complement components, collectins and pentraxins
in protection from autoimmunity. Although antibodies against
pentraxins may not be a cause of their low concentrations, the
presence of these antibodies and the role of antibodies against
monomeric CRP in the pathogenesis of lupus nephritis was confirmed
in recently published studies. Moreover, the usefulness of anti-mCRP
antibodies in assessing the disease activity and severity, especially the
relationship with active lupus nephritis, may be used in clinical
practice.

References
1. Rahman A, Isenberg DA (2008) Systemic lupus erythematosus. N Engl J

Med 358: 929-939.
2. Perl A (2010) Pathogenic mechanisms in systemic lupus erythematosus.

Autoimmunity 43: 1-6.
3. Mevorach D (2010) Clearance of dying cells and systemic lupus

erythematosus: the role of C1q and the complement system. Apoptosis
15: 1114-1123.

4. Casciola-Rosen LA, Anhalt G, Rosen A (1994) Autoantigens targeted in
systemic lupus erythematosus are clustered in two populations of surface
structures on apoptotic keratinocytes. J Exp Med 179: 1317-1330.

5. Choi J, Kim ST, Craft J (2012) The pathogenesis of systemic lupus
erythematosus-an update. Curr Opin Immunol 24: 651-657.

6. Gaipl US, Munoz LE, Grossmayer G, Lauber K, Franz S, et al. (2007)
Clearance deficiency and systemic lupus erythematosus (SLE). J
Autoimmun 28: 114-121.

7. Munoz LE, Gaipl US, Franz S, Sheriff A, Voll RE, et al. (2005) SLE--a
disease of clearance deficiency? Rheumatology (Oxford) 44: 1101-1107.

8. Licht R, Dieker JW, Jacobs CW, Tax WJ, Berden JH (2004) Decreased
phagocytosis of apoptotic cells in diseased SLE mice. J Autoimmun 22:
139-145.

Citation: Jakuszko K, Krajewska M, Klinger M (2014) Antibodies against Pentraxins and Lupus Nephritis Activity. J Clin Cell Immunol 5: 246. doi:
10.4172/2155-9899.1000246

Page 4 of 6

J Clin Cell Immunol Systemic Lupus Erythematosus ISSN:2155-9899 JCCI, an open access journal

http://www.ncbi.nlm.nih.gov/pubmed/18305268
http://www.ncbi.nlm.nih.gov/pubmed/18305268
http://www.ncbi.nlm.nih.gov/pubmed/20014960
http://www.ncbi.nlm.nih.gov/pubmed/20014960
http://www.ncbi.nlm.nih.gov/pubmed/20683667
http://www.ncbi.nlm.nih.gov/pubmed/20683667
http://www.ncbi.nlm.nih.gov/pubmed/20683667
http://www.ncbi.nlm.nih.gov/pubmed/7511686
http://www.ncbi.nlm.nih.gov/pubmed/7511686
http://www.ncbi.nlm.nih.gov/pubmed/7511686
http://www.ncbi.nlm.nih.gov/pubmed/23131610
http://www.ncbi.nlm.nih.gov/pubmed/23131610
http://www.ncbi.nlm.nih.gov/pubmed/17368845
http://www.ncbi.nlm.nih.gov/pubmed/17368845
http://www.ncbi.nlm.nih.gov/pubmed/17368845
http://www.ncbi.nlm.nih.gov/pubmed/15928001
http://www.ncbi.nlm.nih.gov/pubmed/15928001
http://www.ncbi.nlm.nih.gov/pubmed/14987742
http://www.ncbi.nlm.nih.gov/pubmed/14987742
http://www.ncbi.nlm.nih.gov/pubmed/14987742


9. Elkon KB, Santer DM (2012) Complement, interferon and lupus. Curr
Opin Immunol 24: 665-670.

10. Meyer O (2010) Anti-CRP antibodies in systemic lupus erythematosus.
Joint Bone Spine 77: 384-389.

11. Tackey E, Lipsky PE, Illei GG (2004) Rationale for interleukin-6 blockade
in systemic lupus erythematosus. Lupus 13: 339-343.

12. Lu J, Teh C, Kishore U, Reid KB (2002) Collectins and ficolins: sugar
pattern recognition molecules of the mammalian innate immune system.
Biochim Biophys Acta 1572: 387-400.

13. Richmond BW, Cole MB, Dash A, Eyler A, Boomershine CS (2011) A
tale of two rashes. Am J Med 124: 414-417.

14. Bohlson SS, Fraser DA, Tenner AJ (2007) Complement proteins C1q and
MBL are pattern recognition molecules that signal immediate and long-
term protective immune functions. Mol Immunol 44: 33-43.

15. Kilpatrick DC (2002) Mannan-binding lectin and its role in innate
immunity. Transfus Med 12: 335-352.

16. Lu J, Marjon KD, Mold C, Du Clos TW, Sun PD (2012) Pentraxins and
Fc receptors. Immunol Rev 250: 230-238.

17. Hohenester E, Hutchinson WL, Pepys MB, Wood SP (1997) Crystal
structure of a decameric complex of human serum amyloid P component
with bound dAMP. J Mol Biol 269: 570-578.

18. Ortega-Hernandez OD, Bassi N, Shoenfeld Y, Anaya JM (2009) The long
pentraxin 3 and its role in autoimmunity. Semin Arthritis Rheum 39:
38-54.

19. Gewurz H, Zhang XH, Lint TF (1995) Structure and function of the
pentraxins. Curr Opin Immunol 7: 54-64.

20. Volanakis JE (2001) Human C-reactive protein: expression, structure,
and function. Mol Immunol 38: 189-197.

21. Gaitonde S, Samols D, Kushner I (2008) C-reactive protein and systemic
lupus erythematosus. Arthritis Rheum 59: 1814-1820.

22. Marnell L, Mold C, Du Clos TW (2005) C-reactive protein: ligands,
receptors and role in inflammation. Clin Immunol 117: 104-111.

23. Agrawal A, Shrive AK, Greenhough TJ, Volanakis JE (2001) Topology
and structure of the C1q-binding site on C-reactive protein. J Immunol
166: 3998-4004.

24. Bharadwaj D, Mold C, Markham E, Du Clos TW (2001) Serum amyloid
P component binds to Fc gamma receptors and opsonizes particles for
phagocytosis. J Immunol 166: 6735-6741.

25. Jabs WJ, Lögering BA, Gerke P, Kreft B, Wolber EM, et al. (2003) The
kidney as a second site of human C-reactive protein formation in vivo.
Eur J Immunol 33: 152-161.

26. Manfredi AA, Rovere-Querini P, Bottazzi B, Garlanda C, Mantovani A
(2008) Pentraxins, humoral innate immunity and tissue injury. Curr
Opin Immunol 20: 538-544.

27. Jakuszko K, Krajewska M, Weyde W, Grzegorczyk K, Klinger M (2011)
[Pentraxins - their importance in pathogenesis of systemic lupus
erythematosus]. Postepy Hig Med Dosw (Online) 65: 597-605.

28. Familian A, Zwart B, Huisman HG, Rensink I, Roem D, et al. (2001)
Chromatin-independent binding of serum amyloid P component to
apoptotic cells. J Immunol 167: 647-654.

29. Mold C, Baca R, Du Clos TW (2002) Serum amyloid P component and
C-reactive protein opsonize apoptotic cells for phagocytosis through
Fcgamma receptors. J Autoimmun 19: 147-154.

30. Sjöberg AP, Trouw LA, McGrath FD, Hack CE, Blom AM (2006)
Regulation of complement activation by C-reactive protein: targeting of
the inhibitory activity of C4b-binding protein. J Immunol 176:
7612-7620.

31. Baruah P, Dumitriu IE, Peri G, Russo V, Mantovani A, et al. (2006) The
tissue pentraxin PTX3 limits C1q-mediated complement activation and
phagocytosis of apoptotic cells by dendritic cells. J Leukoc Biol 80: 87-95.

32. Gershov D, Kim S, Brot N, Elkon KB (2000) C-Reactive protein binds to
apoptotic cells, protects the cells from assembly of the terminal
complement components, and sustains an antiinflammatory innate
immune response: implications for systemic autoimmunity. J Exp Med
192: 1353-1364.

33. Gabay C, Roux-Lombard P, de Moerloose P, Dayer JM, Vischer T, et al.
(1993) Absence of correlation between interleukin 6 and C-reactive
protein blood levels in systemic lupus erythematosus compared with
rheumatoid arthritis. J Rheumatol 20: 815-821.

34. Shoenfeld Y, Szyper-Kravitz M, Witte T, Doria A, Tsutsumi A, et al.
(2007) Autoantibodies against protective molecules--C1q, C-reactive
protein, serum amyloid P, mannose-binding lectin, and apolipoprotein
A1: prevalence in systemic lupus erythematosus. Ann N Y Acad Sci 1108:
227-239.

35. Sturfelt G, Sjöholm AG (1984) Complement components, complement
activation, and acute phase response in systemic lupus erythematosus. Int
Arch Allergy Appl Immunol 75: 75-83.

36. Enocsson H, Sjöwall C, Kastbom A, Skogh T, Eloranta ML, et al. (2014)
Association of serum C-reactive protein levels with lupus disease activity
in the absence of measurable interferon-γ and a C-reactive protein gene
variant. Arthritis Rheumatol 66: 1568-1573.

37. Liu CC, Ahearn JM (2009) The search for lupus biomarkers. Best Pract
Res Clin Rheumatol 23: 507-523.

38. Spronk PE, ter Borg EJ, Kallenberg CG (1992) Patients with systemic
lupus erythematosus and Jaccoud's arthropathy: a clinical subset with an
increased C reactive protein response? Ann Rheum Dis 51: 358-361.

39. Jönsen A, Gunnarsson I, Gullstrand B, Svenungsson E, Bengtsson AA, et
al. (2007) Association between SLE nephritis and polymorphic variants
of the CRP and FcgammaRIIIa genes. Rheumatology (Oxford) 46:
1417-1421.

40. Russell AI, Cunninghame Graham DS, Shepherd C, Roberton CA,
Whittaker J, et al. (2004) Polymorphism at the C-reactive protein locus
influences gene expression and predisposes to systemic lupus
erythematosus. Hum Mol Genet 13: 137-147.

41. Enocsson H, Sjöwall C, Skogh T, Eloranta ML, Rönnblom L, et al. (2009)
Interferon-alpha mediates suppression of C-reactive protein: explanation
for muted C-reactive protein response in lupus flares? Arthritis Rheum
60: 3755-3760.

42. Niewold TB (2011) Interferon alpha as a primary pathogenic factor in
human lupus. J Interferon Cytokine Res 31: 887-892.

43. Bennett L, Palucka AK, Arce E, Cantrell V, Borvak J, et al. (2003)
Interferon and granulopoiesis signatures in systemic lupus erythematosus
blood. J Exp Med 197: 711-723.

44. Bronson PG, Chaivorapol C, Ortmann W, Behrens TW, Graham RR
(2012) The genetics of type I interferon in systemic lupus erythematosus.
Curr Opin Immunol 24: 530-537.

45. Sjöwall C, Wetterö J (2007) Pathogenic implications for autoantibodies
against C-reactive protein and other acute phase proteins. Clin Chim
Acta 378: 13-23.

46. Bell SA, Faust H, Schmid A, Meurer M (1998) Autoantibodies to C-
reactive protein (CRP) and other acute-phase proteins in systemic
autoimmune diseases. Clin Exp Immunol 113: 327-332.

47. Kresl JJ, Potempa LA, Anderson BE (1998) Conversion of native
oligomeric to a modified monomeric form of human C-reactive protein.
Int J Biochem Cell Biol 30: 1415-1426.

48. Sjöwall C, Eriksson P, Almer S, Skogh T (2002) Autoantibodies to C-
reactive protein is a common finding in SLE, but not in primary Sjögren's
syndrome, rheumatoid arthritis or inflammatory bowel disease. J
Autoimmun 19: 155-160.

49. Rosenau BJ, Schur PH (2006) Antibodies to C reactive protein. Ann
Rheum Dis 65: 674-676.

50. Sjöwall C, Zickert A, Skogh T, Wetterö J, Gunnarsson I (2009) Serum
levels of autoantibodies against C-reactive protein correlate with renal
disease activity and response to therapy in lupus nephritis. Arthritis Res
Ther 11: R188.

51. Sjöwall C, Bengtsson AA, Sturfelt G, Skogh T (2004) Serum levels of
autoantibodies against monomeric C-reactive protein are correlated with
disease activity in systemic lupus erythematosus. Arthritis Res Ther 6:
R87-94.

Citation: Jakuszko K, Krajewska M, Klinger M (2014) Antibodies against Pentraxins and Lupus Nephritis Activity. J Clin Cell Immunol 5: 246. doi:
10.4172/2155-9899.1000246

Page 5 of 6

J Clin Cell Immunol Systemic Lupus Erythematosus ISSN:2155-9899 JCCI, an open access journal

http://www.ncbi.nlm.nih.gov/pubmed/22999705
http://www.ncbi.nlm.nih.gov/pubmed/22999705
http://www.ncbi.nlm.nih.gov/pubmed/20627790
http://www.ncbi.nlm.nih.gov/pubmed/20627790
http://www.ncbi.nlm.nih.gov/pubmed/15230289
http://www.ncbi.nlm.nih.gov/pubmed/15230289
http://www.ncbi.nlm.nih.gov/pubmed/12223281
http://www.ncbi.nlm.nih.gov/pubmed/12223281
http://www.ncbi.nlm.nih.gov/pubmed/12223281
http://www.ncbi.nlm.nih.gov/pubmed/21531230
http://www.ncbi.nlm.nih.gov/pubmed/21531230
http://www.ncbi.nlm.nih.gov/pubmed/16908067
http://www.ncbi.nlm.nih.gov/pubmed/16908067
http://www.ncbi.nlm.nih.gov/pubmed/16908067
http://www.ncbi.nlm.nih.gov/pubmed/12473150
http://www.ncbi.nlm.nih.gov/pubmed/12473150
http://www.ncbi.nlm.nih.gov/pubmed/23046133
http://www.ncbi.nlm.nih.gov/pubmed/23046133
http://www.ncbi.nlm.nih.gov/pubmed/9217261
http://www.ncbi.nlm.nih.gov/pubmed/9217261
http://www.ncbi.nlm.nih.gov/pubmed/9217261
http://www.ncbi.nlm.nih.gov/pubmed/18614204
http://www.ncbi.nlm.nih.gov/pubmed/18614204
http://www.ncbi.nlm.nih.gov/pubmed/18614204
http://www.ncbi.nlm.nih.gov/pubmed/7772283
http://www.ncbi.nlm.nih.gov/pubmed/7772283
http://www.ncbi.nlm.nih.gov/pubmed/11532280
http://www.ncbi.nlm.nih.gov/pubmed/11532280
http://www.ncbi.nlm.nih.gov/pubmed/19035410
http://www.ncbi.nlm.nih.gov/pubmed/19035410
http://www.ncbi.nlm.nih.gov/pubmed/16214080
http://www.ncbi.nlm.nih.gov/pubmed/16214080
http://www.ncbi.nlm.nih.gov/pubmed/11238646
http://www.ncbi.nlm.nih.gov/pubmed/11238646
http://www.ncbi.nlm.nih.gov/pubmed/11238646
http://www.ncbi.nlm.nih.gov/pubmed/11359830
http://www.ncbi.nlm.nih.gov/pubmed/11359830
http://www.ncbi.nlm.nih.gov/pubmed/11359830
http://www.ncbi.nlm.nih.gov/pubmed/12594844
http://www.ncbi.nlm.nih.gov/pubmed/12594844
http://www.ncbi.nlm.nih.gov/pubmed/12594844
http://www.ncbi.nlm.nih.gov/pubmed/18579363
http://www.ncbi.nlm.nih.gov/pubmed/18579363
http://www.ncbi.nlm.nih.gov/pubmed/18579363
http://www.ncbi.nlm.nih.gov/pubmed/21918264
http://www.ncbi.nlm.nih.gov/pubmed/21918264
http://www.ncbi.nlm.nih.gov/pubmed/21918264
http://www.ncbi.nlm.nih.gov/pubmed/11441067
http://www.ncbi.nlm.nih.gov/pubmed/11441067
http://www.ncbi.nlm.nih.gov/pubmed/11441067
http://www.ncbi.nlm.nih.gov/pubmed/12419285
http://www.ncbi.nlm.nih.gov/pubmed/12419285
http://www.ncbi.nlm.nih.gov/pubmed/12419285
http://www.ncbi.nlm.nih.gov/pubmed/16751408
http://www.ncbi.nlm.nih.gov/pubmed/16751408
http://www.ncbi.nlm.nih.gov/pubmed/16751408
http://www.ncbi.nlm.nih.gov/pubmed/16751408
http://www.ncbi.nlm.nih.gov/pubmed/16617159
http://www.ncbi.nlm.nih.gov/pubmed/16617159
http://www.ncbi.nlm.nih.gov/pubmed/16617159
http://www.ncbi.nlm.nih.gov/pubmed/11067883
http://www.ncbi.nlm.nih.gov/pubmed/11067883
http://www.ncbi.nlm.nih.gov/pubmed/11067883
http://www.ncbi.nlm.nih.gov/pubmed/11067883
http://www.ncbi.nlm.nih.gov/pubmed/11067883
http://www.ncbi.nlm.nih.gov/pubmed/8336307
http://www.ncbi.nlm.nih.gov/pubmed/8336307
http://www.ncbi.nlm.nih.gov/pubmed/8336307
http://www.ncbi.nlm.nih.gov/pubmed/8336307
http://www.ncbi.nlm.nih.gov/pubmed/17899624
http://www.ncbi.nlm.nih.gov/pubmed/17899624
http://www.ncbi.nlm.nih.gov/pubmed/17899624
http://www.ncbi.nlm.nih.gov/pubmed/17899624
http://www.ncbi.nlm.nih.gov/pubmed/17899624
http://www.ncbi.nlm.nih.gov/pubmed/6086533
http://www.ncbi.nlm.nih.gov/pubmed/6086533
http://www.ncbi.nlm.nih.gov/pubmed/6086533
http://www.ncbi.nlm.nih.gov/pubmed/24574329
http://www.ncbi.nlm.nih.gov/pubmed/24574329
http://www.ncbi.nlm.nih.gov/pubmed/24574329
http://www.ncbi.nlm.nih.gov/pubmed/24574329
http://www.ncbi.nlm.nih.gov/pubmed/19591781
http://www.ncbi.nlm.nih.gov/pubmed/19591781
http://www.ncbi.nlm.nih.gov/pubmed/1575582
http://www.ncbi.nlm.nih.gov/pubmed/1575582
http://www.ncbi.nlm.nih.gov/pubmed/1575582
http://www.ncbi.nlm.nih.gov/pubmed/17596285
http://www.ncbi.nlm.nih.gov/pubmed/17596285
http://www.ncbi.nlm.nih.gov/pubmed/17596285
http://www.ncbi.nlm.nih.gov/pubmed/17596285
http://www.ncbi.nlm.nih.gov/pubmed/14645206
http://www.ncbi.nlm.nih.gov/pubmed/14645206
http://www.ncbi.nlm.nih.gov/pubmed/14645206
http://www.ncbi.nlm.nih.gov/pubmed/14645206
http://www.ncbi.nlm.nih.gov/pubmed/19950271
http://www.ncbi.nlm.nih.gov/pubmed/19950271
http://www.ncbi.nlm.nih.gov/pubmed/19950271
http://www.ncbi.nlm.nih.gov/pubmed/19950271
http://www.ncbi.nlm.nih.gov/pubmed/21923413
http://www.ncbi.nlm.nih.gov/pubmed/21923413
http://www.ncbi.nlm.nih.gov/pubmed/12642603
http://www.ncbi.nlm.nih.gov/pubmed/12642603
http://www.ncbi.nlm.nih.gov/pubmed/12642603
http://www.ncbi.nlm.nih.gov/pubmed/22889593
http://www.ncbi.nlm.nih.gov/pubmed/22889593
http://www.ncbi.nlm.nih.gov/pubmed/22889593
http://www.ncbi.nlm.nih.gov/pubmed/17239838
http://www.ncbi.nlm.nih.gov/pubmed/17239838
http://www.ncbi.nlm.nih.gov/pubmed/17239838
http://www.ncbi.nlm.nih.gov/pubmed/9737658
http://www.ncbi.nlm.nih.gov/pubmed/9737658
http://www.ncbi.nlm.nih.gov/pubmed/9737658
http://www.ncbi.nlm.nih.gov/pubmed/9924810
http://www.ncbi.nlm.nih.gov/pubmed/9924810
http://www.ncbi.nlm.nih.gov/pubmed/9924810
http://www.ncbi.nlm.nih.gov/pubmed/12419286
http://www.ncbi.nlm.nih.gov/pubmed/12419286
http://www.ncbi.nlm.nih.gov/pubmed/12419286
http://www.ncbi.nlm.nih.gov/pubmed/12419286
http://www.ncbi.nlm.nih.gov/pubmed/16176996
http://www.ncbi.nlm.nih.gov/pubmed/16176996
http://www.ncbi.nlm.nih.gov/pubmed/20003354
http://www.ncbi.nlm.nih.gov/pubmed/20003354
http://www.ncbi.nlm.nih.gov/pubmed/20003354
http://www.ncbi.nlm.nih.gov/pubmed/20003354
http://www.ncbi.nlm.nih.gov/pubmed/15059271
http://www.ncbi.nlm.nih.gov/pubmed/15059271
http://www.ncbi.nlm.nih.gov/pubmed/15059271
http://www.ncbi.nlm.nih.gov/pubmed/15059271


52. Tan Y, Yu F, Yang H, Chen M, Fang Q, et al. (2008) Autoantibodies
against monomeric C-reactive protein in sera from patients with lupus
nephritis are associated with disease activity and renal tubulointerstitial
lesions. Hum Immunol 69: 840-844.

53. Jakuszko K, Krajewska M, Koscielska-Kasprzak K, Myszka M, Sebastian
A, et al. (2013) Antibodies against monomeric CRP – a promising
biomarker of lupus nephritis? Nephrol Dial Transplant 28: s.i42-i43.

54. Sjöwall C, Olin AI, Skogh T, Wetterö J, Mörgelin M, et al. (2013) C-
reactive protein, immunoglobulin G and complement co-localize in renal
immune deposits of proliferative lupus nephritis. Autoimmunity 46:
205-214.

55. Zuniga R, Markowitz GS, Arkachaisri T, Imperatore EA, D'Agati VD, et
al. (2003) Identification of IgG subclasses and C-reactive protein in lupus
nephritis: the relationship between the composition of immune deposits
and FCgamma receptor type IIA alleles. Arthritis Rheum 48: 460-470.

56. Klint C, Gullstrand B, Sturfelt G, Truedsson L (2000) Binding of immune
complexes to erythrocyte CR1 (CD35): difference in requirement of
classical pathway components and indication of alternative pathway-
mediated binding in C2-deficiency. Scand J Immunol 52: 103-108.

57. Trouw LA, Groeneveld TW, Seelen MA, Duijs JM, Bajema IM, et al.
(2004) Anti-C1q autoantibodies deposit in glomeruli but are only
pathogenic in combination with glomerular C1q-containing immune
complexes. J Clin Invest 114: 679-688.

58. Motie M, Brockmeier S, Potempa LA (1996) Binding of model soluble
immune complexes to modified C-reactive protein. J Immunol 156:
4435-4441.

59. Sjöwall C, Cardell K, Boström EA, Bokarewa MI, Enocsson H, et al.
(2012) High prevalence of autoantibodies to C-reactive protein in
patients with chronic hepatitis C infection: association with liver fibrosis
and portal inflammation. Hum Immunol 73: 382-388.

60. Tan Y, Yu F, Qu Z, Su T, Xing GQ, et al. (2011) Modified C-reactive
protein might be a target autoantigen of TINU syndrome. Clin J Am Soc
Nephrol 6: 93-100.

61. Kravitz MS, Pitashny M, Shoenfeld Y (2005) Protective molecules--C-
reactive protein (CRP), serum amyloid P (SAP), pentraxin3 (PTX3),
mannose-binding lectin (MBL), and apolipoprotein A1 (Apo A1), and
their autoantibodies: prevalence and clinical significance in
autoimmunity. J Clin Immunol 25: 582-591.

62. Zandman-Goddard G, Blank M, Langevitz P, Slutsky L, Pras M, et al.
(2005) Anti-serum amyloid component P antibodies in patients with
systemic lupus erythematosus correlate with disease activity. Ann Rheum
Dis 64: 1698-1702.

63. Augusto JF, Onno C, Blanchard S, Dubuquoi S, Mantovani A, et al.
(2009) Detection of anti-PTX3 autoantibodies in systemic lupus
erythematosus. Rheumatology (Oxford) 48: 442-444.

64. Bassi N, Ghirardello A, Blank M, Zampieri S, Sarzi-Puttini P, et al. (2010)
IgG anti-pentraxin 3 antibodies in systemic lupus erythematosus. Ann
Rheum Dis 69: 1704-1710.

 

This article was originally published in a special issue, entitled: "Systemic
Lupus Erythematosus", Edited by Dr. Kaihong Su, University of Nebraska
Medical Center, USA

Citation: Jakuszko K, Krajewska M, Klinger M (2014) Antibodies against Pentraxins and Lupus Nephritis Activity. J Clin Cell Immunol 5: 246. doi:
10.4172/2155-9899.1000246

Page 6 of 6

J Clin Cell Immunol Systemic Lupus Erythematosus ISSN:2155-9899 JCCI, an open access journal

http://www.ncbi.nlm.nih.gov/pubmed/18852001
http://www.ncbi.nlm.nih.gov/pubmed/18852001
http://www.ncbi.nlm.nih.gov/pubmed/18852001
http://www.ncbi.nlm.nih.gov/pubmed/18852001
http://www.abstracts2view.com/era/view.php?nu=ERA13L_450951
http://www.abstracts2view.com/era/view.php?nu=ERA13L_450951
http://www.abstracts2view.com/era/view.php?nu=ERA13L_450951
http://www.ncbi.nlm.nih.gov/pubmed/23331132
http://www.ncbi.nlm.nih.gov/pubmed/23331132
http://www.ncbi.nlm.nih.gov/pubmed/23331132
http://www.ncbi.nlm.nih.gov/pubmed/23331132
http://www.ncbi.nlm.nih.gov/pubmed/12571856
http://www.ncbi.nlm.nih.gov/pubmed/12571856
http://www.ncbi.nlm.nih.gov/pubmed/12571856
http://www.ncbi.nlm.nih.gov/pubmed/12571856
http://www.ncbi.nlm.nih.gov/pubmed/10886790
http://www.ncbi.nlm.nih.gov/pubmed/10886790
http://www.ncbi.nlm.nih.gov/pubmed/10886790
http://www.ncbi.nlm.nih.gov/pubmed/10886790
http://www.ncbi.nlm.nih.gov/pubmed/15343386
http://www.ncbi.nlm.nih.gov/pubmed/15343386
http://www.ncbi.nlm.nih.gov/pubmed/15343386
http://www.ncbi.nlm.nih.gov/pubmed/15343386
http://www.ncbi.nlm.nih.gov/pubmed/8666818
http://www.ncbi.nlm.nih.gov/pubmed/8666818
http://www.ncbi.nlm.nih.gov/pubmed/8666818
http://www.ncbi.nlm.nih.gov/pubmed/22333691
http://www.ncbi.nlm.nih.gov/pubmed/22333691
http://www.ncbi.nlm.nih.gov/pubmed/22333691
http://www.ncbi.nlm.nih.gov/pubmed/22333691
http://www.ncbi.nlm.nih.gov/pubmed/20813859
http://www.ncbi.nlm.nih.gov/pubmed/20813859
http://www.ncbi.nlm.nih.gov/pubmed/20813859
http://www.ncbi.nlm.nih.gov/pubmed/16380821
http://www.ncbi.nlm.nih.gov/pubmed/16380821
http://www.ncbi.nlm.nih.gov/pubmed/16380821
http://www.ncbi.nlm.nih.gov/pubmed/16380821
http://www.ncbi.nlm.nih.gov/pubmed/16380821
http://www.ncbi.nlm.nih.gov/pubmed/16014675
http://www.ncbi.nlm.nih.gov/pubmed/16014675
http://www.ncbi.nlm.nih.gov/pubmed/16014675
http://www.ncbi.nlm.nih.gov/pubmed/16014675
http://www.ncbi.nlm.nih.gov/pubmed/19213851
http://www.ncbi.nlm.nih.gov/pubmed/19213851
http://www.ncbi.nlm.nih.gov/pubmed/19213851
http://www.ncbi.nlm.nih.gov/pubmed/20439287
http://www.ncbi.nlm.nih.gov/pubmed/20439287
http://www.ncbi.nlm.nih.gov/pubmed/20439287

	Contents
	Antibodies against Pentraxins and Lupus Nephritis Activity
	Abstract
	Keywords:
	Introduction
	Opsonin Deficiency and SLE Pathogenesis
	Complement components
	Collectins
	Pentraxins
	Pentraxin deficiency in SLE

	Antibodies against CRP and Lupus Nephritis
	Antibodies against CRP In Other Diseases
	Antibodies against Other Pentraxins
	Conclusion
	References


