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Introduction
The major discoveries that led to the modern era of work
on systemic lupus erythematosus (SLE) were those of
Hargraves et al. in 1947 of the lupus erythematosus (or
‘LE’) cell phenomenon [1], followed by the discovery of
autoreactivity to nuclei [2,3] and to nucleoprotein [4].
Contemporaneous with these findings came the discovery
that complement levels were abnormal in patients with
SLE [5,6] and the discovery a few years later that comple-
ment was deposited in inflammatory lesions in tissues [7].
These findings led to a model for the pathogenesis of SLE
in which autoantibodies formed immune complexes with
their autoantigens, the resulting immune complexes acti-
vated complement, and the products of complement acti-
vation caused tissue injury and disease.

Subsequent findings have shown that the associations of
complement with SLE are much more complex and it is
now clear that complement may be friend as well as foe.
The first finding was of a rare subgroup of patients with
SLE with inherited homozygous deficiencies of certain
complement proteins, particularly proteins of the early part
of the classical pathway of complement activation. Subse-
quently it was discovered that up to a third of patients with
SLE had high levels of autoantibodies to some comple-
ment proteins, especially to C1q, the very first protein in
the classical pathway of complement.

These data allowed three deductions to be made about
the association of complement with SLE. The first is that
SLE is associated with complement activation, which may
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cause tissue injury. The second is that hereditary comple-
ment deficiency may cause SLE. The third is that the
disease processes in SLE cause the development of
autoantibodies to certain complement proteins. At first
sight these statements appear to be mutually contradic-
tory and difficult to reconcile one with the other.

In this chapter I will illustrate the evidence in support of
these three deductions and develop some hypotheses
that may explain these complex abnormalities of the com-
plement system found in association with SLE.

The first section of this review will first describe the clinical
associations of complement abnormalities with SLE, fol-
lowed by the mechanisms of these associations. Finally a
hypothesis will be proposed to explain the associations
and consider the therapeutic implications.

Complement and SLE: the clinical
observations
Complement is activated in SLE
Complement activation is easy to demonstrate in the
plasma and tissues of patients with SLE. Indeed measures
of complement activation are part of the standard reper-
toire of laboratory tests to which most patients with SLE
are subjected on a regular basis. In this section I will
describe the evidence for complement activation in
plasma, on cells and in tissues. I will also discuss abnor-
malities that have been discovered in an important com-
plement receptor, complement receptor type 1 (CR1),
expressed on erythrocytes and cells of the immune
system. I will review the evidence that measurements of
complement activation correlate with disease activity, and
the value of such measurements in the assessment and
management of patients with SLE.

Complement activation in plasma
Assays of complement levels in serum are one of the stan-
dard assays used to assist the clinical management of
patients with SLE [8]. The majority of laboratories measure
antigenic concentrations of C3 and C4. A smaller number
of laboratories also routinely provide a functional measure-
ment of the activity of the whole complement pathway
from classical pathway activation through to formation of
the membrane attack complex, such as the CH50 (com-
plement haemolysis 50%) test.

The dominant pathway for complement activation in SLE is
the classical pathway, triggered by the interaction of C1q
with immune complexes. Classical pathway complement
protein levels are reduced in association with active
disease, especially C1, C4 and C2 levels. Levels of C3
are typically at the lower end of the normal range and only
occasionally severely depressed. Levels of C3 are main-
tained because of the regulatory mechanisms that control
classical pathway complement activation in vivo, espe-

cially the activity of C4 binding protein that inhibits classi-
cal pathway activation [9]. When C3 levels are reduced,
this is usually associated with reduced levels of factor B,
indicating amplification of C3 turnover in vivo by the ampli-
fication loop of the alternative pathway [10,11].

Complement levels, however, provide a rather poor surro-
gate of clinical disease activity [12–14] for four reasons.
Firstly, there is wide variation in normal complement
protein levels between different individuals, partly due to
genetic polymorphisms and partly for unknown reasons.
The second reason is that protein levels are controlled by
the balance of protein synthesis and catabolism, and the
increase in catabolism of complement proteins caused by
immune complexes in SLE is balanced by a variable
response in complement protein synthetic rates between
individuals [15–17]. As an additional factor that affects
protein synthetic rates, many complement proteins are
acute phase reactants, including C3 and C4. Such pro-
teins display an increase in synthetic rate in response to
inflammatory stimuli, which may compensate for the hyper-
catabolism of complement secondary to complement acti-
vation [18]. Thirdly, measurement of complement levels in
serum may not reflect accurately what is occurring in
tissues. This can be illustrated by diseases such as myas-
thenia gravis in which complement activation occurs at the
motor neurone end plate [19,20], or membranous nephri-
tis in which complement activation occurs at the suben-
dothelial surface of the glomerular basement membrane
[21,22]. Experimental models show that, in these dis-
eases, complement activation is a key part of the inflam-
matory injury, but complement activation is virtually
undetectable in peripheral blood. By contrast, when com-
plement activation occurs in peripheral blood, for example
in autoimmune haemolytic anaemia, then serum levels of
C4 and C3 may be severely reduced. The fourth reason
why complement levels are a poor surrogate of disease
activity is that autoantibodies to complement proteins,
especially to C1q, may be associated with profound acti-
vation of the complement pathway in vivo, and the level of
complement activation may be associated with the levels
of these autoantibodies rather than by disease per se.
Autoantibodies to C1q are reviewed later in this chapter.

In patients with established disease, regular measurement
of complement activity is a helpful guide to disease activity
[23], though only as one of a series of assessments, of
which the most important relate to clinical symptoms and
signs of disease. In an attempt to improve the value of com-
plement measurements in the assessment of disease activ-
ity, investigators have measured the levels of serum markers
of complement activation, such as anaphylatoxin levels [24],
C1r-C1s-C1 inhibitor complexes [18], C4d levels [25],
iC3b or C3dg levels [26,27] and membrane attack complex
levels [28,29]. Although there is evidence that measure-
ment of these complement activation products correlates
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somewhat better with disease activity than measurement of
total C4 and C3 levels [30–32], none of these assays has
been widely adopted in clinical practice. There are two
reasons for this: each of these complement activation prod-
ucts is highly unstable in vivo and therefore difficult to
measure with any useful reliability outside a research
setting; and the plethora of different causes of complement
activation in lupus, which were discussed earlier.

In spite of all of these caveats it is worthwhile to measure
complement activity in patients with SLE. At the onset of
disease, complement measurements may have diagnostic
value. Evidence of complement activation is a marker of
the family of diseases in which immune-complex-mediated
pathology is prominent. Although a rare finding, it is also
important to consider whether a patient might have an
inherited complement deficiency underlying the disease.
Assay of C4 and C3 levels alone may not alert the practi-
tioner to the presence of complement deficiency. Indeed
in the case of C1 deficiency, C4 and C3 levels may be
high because of reduced consumption of classical
pathway proteins [33]. For this reason, a functional assay
of the pathway, such as a CH50, should be considered in
all patients with suspected SLE.

The second diagnostic value of complement measurement
in SLE is that evidence of marked complement activation
should alert the clinician to one of three possibilities. The
first is the presence of anti-C1q antibodies, which I will
discuss below. The second is the presence of haemolytic
anaemia; a Coombs’ test should be performed in patients
in whom this possibility is suspected. The third is the pres-
ence of active disease with the presence of glomeru-
lonephritis. Finally, regular measurements of complement
may disclose changes in complement levels that, when
considered with the clinical findings and the results of
other serological assays, may point towards changes in
disease activity. There is a series of studies (reviewed in
[34]) that show that changes in complement, anti-double-
stranded (ds) DNA and anti-C1q antibody levels may
predict the onset of disease flares [23,35–39].

Complement activation on cells and in tissues
Many tissues from patients with SLE show deposits of
antibodies and complement proteins [7,40]. The demon-
stration of these in biopsies can be of diagnostic value,
for example as part of the characterization of the histology
of renal biopsies, or at the dermo-epidermal junction in
the skin.

There is usually a correlation between the presence of
antibody deposits and the presence of complement pro-
teins. However, there is no simple correlation between the
presence of antibody or complement deposits and the
presence of tissue inflammation. For example, biopsies of
clinically normal skin typically show deposits of antibody

and complement at the basement membrane at the
dermo-epidermal junction, and this has some diagnostic
value for SLE, known as the ‘lupus band’ test. Attempts
have been made to identify markers of complement activa-
tion in tissues that correlate better with the presence of
inflammation. One such marker is the presence of the
membrane attack complex, which is more prominent in
inflamed tissues compared with clinically normal tissues
from patients with SLE [41–44]. Complement may also be
detected on the cellular elements in blood and this is
especially prominent in patients with autoimmune
haemolytic anaemia or thrombocytopenia as part of the
spectrum of disease.

Red cells and CR1
Erythrocytes in primates bear a complement receptor
known as complement receptor type 1, usually abbrevi-
ated as CR1 (reviewed by [45]). Alternative names for this
protein include the immune adherence receptor and
CD35. The receptor has specificity for C3b, C4b and
iC3b, in order of binding strength (C3b highest). On ery-
throcytes CR1 is present at low copy number (between
70 and 700 molecules per cell) but is organized in clus-
ters that allow high avidity binding. Erythrocyte CR1 levels
in patients with SLE are reduced, and before discussing
the explanation and possible significance of this finding, a
brief preamble will be given describing the biology of this
interesting molecule.

Complement receptor type 1 has several biological activi-
ties. It acts as a binding and transport molecule for parti-
cles in the circulation bearing C3b clusters, for example
parasites and bacteria. Red cells are thought to act as
particulate carriers of pathogens bearing C3b and C4b in
the circulation, transporting them to the fixed mononuclear
phagocytic system in the liver, spleen and bone marrow.

Complement also has a biochemical activity as a cofac-
tor to the serine esterase factor I in the cleavage of C3b
to inactive products. Factor I cleaves C3 sequentially to
iC3b, then to C3dg plus C3c. Factor I may use one of
several cofactors for the first cleavage reaction, includ-
ing the plasma protein, factor H, and the cell membrane
proteins CR1 or membrane cofactor protein (also known
as CD46). However, CR1 is the sole known cofactor for
the second cleavage reaction by factor I of iC3b to
C3dg and C3c.

Complement receptor type 1 is also present on other cell
types, including B cells (on which ligation of complement
receptors modulates the threshold for B cell activation),
neutrophils and other phagocytic cells on which CR1 con-
tributes to the recognition, uptake and destruction of parti-
cles such as pathogens or immune complexes carrying C3
and C4 split products. Finally CR1 is present on antigen-
presenting cells and reservoirs of antigen such as follicular
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dendritic cells that act as a long-lived ‘sump’ of foreign
antigens, preserving immunological memory.

It had been known since the 1930s that there was varia-
tion between normal humans in the expression of CR1
levels on erythrocytes [46], and a study in the 1960s pro-
vided evidence that this variation was inherited [47].
These studies were lost in the pre-Medline mists but inter-
est in CR1 in SLE was aroused when it was discovered
that erythrocyte CR1 levels were reduced on the erythro-
cytes of patients with SLE [48] and evidence emerged
that inherited factors might contribute to this reduction
[49,50]. However, there is now a large body of evidence
(reviewed in [51]) that shows that CR1 levels on erythro-
cytes from patients with SLE are reduced as a conse-
quence of disease activity [52]. In addition, although there
is a genetic polymorphism that determines CR1 levels on
normal erythrocytes [53], the distribution of the allele of
CR1 associated with reduced CR1 expression shows no
increase in frequency amongst patients with SLE [54,55].

Most data now point to low levels of CR1 in SLE being
caused by the removal of the receptor from the cell. This is
associated with evidence of complement activation in the
vicinity of red cells with low CR1 numbers (i.e. a correla-
tion has been found between raised levels of C3dg
deposited on erythrocytes and reduced CR1 numbers
[56]). Erythrocytes that were transfused into patients with
SLE rapidly lost CR1 expression from the cell surface
[57]. Similarly, when the formation of immune complexes
in vivo was monitored in humans, clearance of immune
complexes was accompanied by deposition of C4 and C3
on erythrocytes and loss of CR1 from these cells [58].
Proteolysis of the receptor, which is highly susceptible to
cleavage by trypsin-like enzymes [59], is the most likely
mechanism for loss of the receptor from erythrocytes
[60,61]. Studies in nonhuman primates have shown that
when erythrocytes are infused bearing immune complexes
ligated to CR1 there is concerted removal of immune
complexes from erythrocytes together with a reduction in
CR1 levels [62–64]. This reaction, including the loss of
CR1, has been modeled in vitro by studying the transfer of
immune complexes from erythrocytes to macrophages
[65]. Indeed, loss of erythrocyte CR1 may be a physiologi-
cal release mechanism that facilitates the transfer of
opsonised immune complexes and pathogens from red
cells to tissue macrophages.

CR1 levels are also low on certain other cell types in SLE,
most notably on glomerular epithelial cells [66,67].
Soluble CR1 was detected in the urine of patients with
SLE on microvesicles that were derived from kidney
tissue, most probably from glomerular podocytes [68].
Both enhanced microvesiculation and proteolytic cleavage
are candidates for the mechanism of removal of CR1 from
podocytes in SLE [69,70].

Autoantibodies to complement proteins in patients with
SLE
A series of autoantibodies have been described that bind
with high affinity to complement proteins. The majority of
these are directed to ‘neoepitopes’. These are defined as
epitopes that are not expressed in the native protein and
are only exposed in protein that has been modified by a
change in structure. Such a change in structure to reveal a
neoepitope may follow proteolytic cleavage, a conforma-
tional change following activation or following binding of
the protein to another protein. Amongst the earliest
autoantibodies to complement proteins to be identified
were immunoconglutinins and these have been found in
the sera of patients with SLE [71,72]. These autoantibod-
ies bind to an activation product of C3 known as iC3b and
are something of an esoteric curiosity since, although
quite common, they have never been shown to play any
direct role in disease.

In contrast, subsequently identified autoantibodies to com-
plement proteins are more malign. They include C3
nephritic factor, associated with partial lipodystrophy, and
a form of mesangiocapillary glomerulonephritis with elec-
tron dense deposits in glomerular basement membranes.
A small number of patients with C3 nephritic factor and
SLE have been identified [73]. Another important, albeit
rare, autoantibody to a complement protein is anti-C1
inhibitor autoantibody [74,75], occurring particularly in
some patients with lymphoma [76–78].

In SLE, the most important autoantibody to a complement
protein is anti-C1q, which is found in approximately a third
of patients with SLE. In the next few paragraphs I will
review the nature and significance of anti-C1q autoantibod-
ies. Before doing so I should note that other autoantibodies
to complement proteins that have been described in a
small number of patients with SLE are against CR1 [79,80]
and against the C4b2a C3 classical pathway convertase
enzyme [81]. These antibodies are similar to immunocong-
lutinins in being of doubtful pathological significance.

Autoantibodies to C1q in hypocomplementaemic urticarial
vasculitis
The major clinical features of the clinical syndrome
hypocomplementaemic urticarial vasculitis (HUVS) are
well encompassed by its cumbersome name. This syn-
drome is associated with evidence of intense activation of
the classical pathway, with very low levels of C1q, C4 and
C2, and moderately reduced levels of C3, in serum
samples from patients. This syndrome is defined serologi-
cally by the presence of very high titres of autoantibodies
to C1q [82], which were identified originally as C1q pre-
cipitins [83]. These autoantibodies react with a neoepi-
tope in the collagenous region of C1q that is not exposed
in the C1 complex, comprising one molecule of C1q com-
bined with two C1r and two C1s molecules. The epitope
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is only exposed when the C1 complex is activated with the
removal of the C1r and C1s molecules in combination
with C1 inhibitor.

In addition to chronic urticaria, with its accompanying
cutaneous leukocytoclastic vasculitis, other clinical fea-
tures of the disease can include angioedema, glomeru-
lonephritis, neuropathy and airways obstruction [84]. No
other autoantibodies have been identified in HUVS but
some of the features of this syndrome may be found in
patients with ‘full-blown’ SLE who also have anti-C1q
autoantibodies. The relationship between HUVS and SLE
is analogous to that between the primary antiphospholipid
syndrome and SLE. In the case of the latter association,
patients with the primary antiphospholipid syndrome have
a clinical syndrome of recurrent thromboses and abortions
in the presence of autoantibodies to cardiolipin and to β2-
glycoprotein-I. Approximately a third of patients with SLE
also have these autoantibodies as part of their autoanti-
body spectrum and may also have some of the clinical fea-
tures of the antiphospholipid syndrome.

Anti-C1q autoantibodies in SLE
During the 1970s and 1980s there was a great deal of
interest in trying to measure pathogenic immune com-
plexes in those diseases that were thought to be mediated
by immune complexes (reviewed in [85]). Very many
assays were devised, including two based on the capacity
of immune complexes to activate complement by the
binding of C1q. These assays were the fluid phase and
solid phase C1q-binding assays. The fluid phase assay
was conducted by adding radiolabelled C1q to serum;
some of this bound to immune complexes and the bound
material could be measured as a coprecipitate with the
immune complexes by addition of polyethylene glycol
[86,87]. The solid phase C1q-binding assay was con-
ducted by incubating serum samples in microtitre plates
coated with C1q [88]. Immune complexes were thought to
bind to the C1q and could be detected using labelled
antiglobulins that bound to the antibodies within the
immune complexes. Positive results for ‘immune com-
plexes’ using both of these assays were found in patients
with SLE and correlated with the presence of active
disease, the presence of hypocomplementemia and ele-
vated titres of anti-DNA antibodies [86,87,89,90]. There
was a poor correlation, however, between results obtained
using the fluid phase and solid phase C1q-binding assays
[91]. It was subsequently discovered that the explanation
for this discrepancy was that the solid phase C1q-binding
assay is mainly a measure of autoantibodies to C1q rather
than of immune complexes. This was discovered in the fol-
lowing way.

Agnello and colleagues [83] had observed that C1q pre-
cipitins could be characterized in a small number of
patients with SLE and some of these sedimented at 7S,

the sedimentation constant of monomeric IgG. These
observations were confirmed in two further studies of the
size of ‘immune complexes’ in the sera of patients with
SLE [92,93]. These results raised the possibility that the
C1q binding activity was attributable to an autoantibody
rather than to circulating immune complexes that could
bind C1q. This was found to be the case [94–96] and it
was shown that the majority of IgG binding to C1q in solid
phase assays was attributable to autoantibodies reacting
with a neoepitope in the collagenous portion of C1q [97].

The assay has now been adapted to provide a specific
measurement of anti-C1q autoantibodies. The adaptation
to give this specificity is simply the addition of sodium
chloride (1M) during the incubation step of serum with the
C1q-coated plates. This high ionic strength prevents the
binding of immune complexes to C1q but is insufficient to
prevent high affinity binding of antibody to antigen [98].

The ready availability of simple quantitative assays for
autoantibodies to C1q has allowed many studies of the
prevalence and clinical association of C1q autoantibodies
in patients with SLE (reviewed in [99]). The main conclu-
sions of these are as follows. Approximately a third of
patients with SLE have elevated levels of anti-C1q anti-
bodies and these patients often have severe disease
[100]. Several studies have shown an association
between the presence of anti-C1q autoantibodies and
glomerulonephritis [39,101–105]. There is usually evi-
dence of intense activation of the classical pathway of
complement, with very low C1q and C4 levels. A small
number of patients with high titres of anti-C1q autoanti-
bodies have been described with angioedema, resembling
that of hereditary angioedema. These patients have low
levels of C1 inhibitor and of classical pathway comple-
ment proteins [106]. Levels of C3, which tend to be well
maintained in patients with SLE, probably because of
effective regulation of classical pathway activation by C4
binding protein, may be substantially below the normal
range in patients with anti-C1q autoantibodies [107].
Autoantibodies to C1q have been described in mice with
lupus-like disease as well as in humans [108,109].

The association between the presence of anti-C1q
autoantibodies and classical pathway, both in HUVS and
SLE, leads to the obvious question, which is whether the
C1q autoantibodies cause or amplify the classical
pathway activation. There is not a certain answer to this.
Simply adding anti-C1q antibodies to normal serum does
not cause complement activation [110], which may reflect
the fact that these autoantibodies are to a neoepitope of
C1q not expressed in the intact C1q complex. A more
likely explanation is that anti-C1q antibodies fix to C1q
that is bound to immune complexes on cells and within
tissues and that this causes the amplification of the com-
plement activation by immune complexes. There is some
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experimental evidence in support of this hypothesis [111].
An alternative theory is that anti-C1q antibodies arise in
response to intense activation of the classical pathway
with large-scale exposure of an autoantigenic neoepitope
in C1q, and that the anti-C1q antibodies are a conse-
quence and not a cause of the complement activation. As I
will discuss below, the correct answer may be a combina-
tion of these hypotheses.

Complement deficiency is associated with the
development of SLE
Homozygous hereditary deficiency of each of the early
proteins of the classical pathway of complement activation
is very strongly associated with the development of SLE
[112]. Indeed such deficiencies are the strongest disease
susceptibility genes for the development of this disease
that have been characterised in humans. The association
shows a hierarchy of prevalence and disease severity
according to the position of the protein in the activation
pathway. The most prevalent and most severe disease is
associated with deficiency of the proteins of the C1
complex and with total C4 deficiency. More than 75% of
all individuals with deficiency of one of these proteins have
SLE, which is commonly severe. By contrast, C2 defi-
ciency is associated with a much lower prevalence of
disease, estimated at approximately 10%. Deficiency of
C3 is only very uncommonly associated with the develop-
ment of SLE, but because of the rarity of homozygous C3
deficiency, only limited data exist [113].

These clinical data suggest that there is an activity of the
early part of the classical pathway of complement that is
protective in normal individuals against the development of
SLE. Deficiency of this activity predisposes very strongly
to the development of disease, as shown by the observa-
tion that almost every human, so far identified, who lacks
C1q has developed SLE.

It is always a concern that a reported disease association
is due to an ascertainment artefact rather than due to a
true causal association. In the case of complement and
SLE, it could be argued that because complement is fre-
quently measured in patients with SLE, it is not surprising
that complement deficiency turns up in these patients.

There is a group of arguments that militate against this
artefactual explanation for the association. Complement
deficiency has been sought in large normal populations,
but no classical pathway deficiencies have been identified.
The clearest example is the enormous study of Japanese
blood donors, amongst whom no hereditary classical
pathway deficiency states were found [114,115]. There is
a reported Japanese patient, however, with C1q defi-
ciency and SLE [116]. Another argument is that the
observed intrafamilial disease concordance for SLE in
combination with complement deficiency is extremely high.

In the case of C1q deficiency it is more than 90%, a figure
that far exceeds the observed concordance of SLE
between siblings in monozygotic twin pairs (24%) [117].
The third argument is that disease associated with heredi-
tary complement deficiency tends to be of early onset and
the male to female ratio approximates to unity, unlike the
high female preponderance amongst the majority of SLE
patients without complement deficiency.

Each of these observations illustrates the strength of the
disease association and provides evidence that the associ-
ation between complement deficiency and SLE is not likely
to be explained by ascertainment artefact. A further argu-
ment for a causal link is the finding that acquired comple-
ment deficiency states also predispose to the development
of SLE. There is an increased prevalence of SLE amongst
patients with hereditary angioedema who, because of
inherited partial deficiency of C1 inhibitor, fail to regulate
classical pathway complement activation [118–120] and
amongst patients with C3 nephritic factor [73].

This evidence leaves no doubt that homozygous classical
pathway protein deficiencies are causally associated with
the development of SLE. There is less certainty in the case
of partial inherited complement deficiencies. There has
been particular interest in the associations between partial
deficiencies of C4 and SLE. In humans, C4 is encoded by
two tandemly duplicated genes within the major histocom-
patibility complex (MHC), encoding respectively isotypes
known as C4A and C4B [121]. In common with other
MHC genes, each of the C4 genes is highly polymorphic
and, included in the polymorphisms, are null alleles from
which no protein is produced. These null alleles are very
common and approximately 6% of most populations have
homozygous deficiency of either C4A or C4B. It should be
noted that total C4 deficiency is exceptionally rare
because haplotypes encoding null alleles at both the C4A
and C4B loci are very rare. The functions of the two C4
isotypes differ slightly. The internal thioester bond of C4A
shows preferential binding to amino groups with the for-
mation of covalent amide bonds between C4A and pro-
teins. Preferential binding to hydroxyl groups is shown by
C4B, typically in carbohydrates, forming ester linkages
[122].

There are disease susceptibility genes for SLE in the MHC
(reviewed in [123,124]). Following the discovery of the
two isotypes of C4 and the existence of null alleles at both
loci there have been many studies to attempt to determine
whether null alleles of C4 might play a role in determining
disease susceptibility. Initial studies showed an increased
prevalence of C4A null alleles in Caucasoid patients with
SLE [125,126]. However, null alleles for C4A are found
commonly in a particular MHC haplotype, HLA-A1, B8,
C4AQ0, C4B1, DR3, and it is exceptionally difficult to
determine which is the real susceptibility gene or genes
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for SLE and which are the ‘passengers’. The literature
abounds with case-control and family studies either con-
firming or refuting associations between C4 null alleles
and SLE. A definitive answer is likely to emerge in the next
few years as large scale genotyping methods are applied
to the very large family collections of patients with SLE
that are being formed around the world.

What is the explanation for these clinical
findings?
The role of complement in the pathogenesis of
inflammatory lesions in SLE
The traditional view of the pathogenesis of SLE is that
immune complexes containing autoantigens and autoanti-
bodies activate complement, and that this causes inflam-
matory injury to tissues. Although this model is biologically
plausible, it cannot account for all of the clinical observa-
tions that link the complement system and SLE. In particu-
lar, the observation that complement deficiency causes
lupus is hard to reconcile with the concept that comple-
ment activation products are the major cause of inflamma-
tory injury in the disease.

The development of gene-targeted strains of mice that
lack individual protein constituents of inflammatory path-
ways has led to a plethora of apparently inconsistent find-
ings on mechanisms of immune-complex-mediated
inflammation. There is a large array of mice lacking com-
plement proteins and Fc receptors, and an equally large
array of studies of these mice. In this section the mecha-
nisms of complement activation in SLE will be reviewed
briefly and the pathogenesis of inflammation caused by
immune complexes will be considered.

How is complement activated in SLE?
The cause of complement activation in SLE is the forma-
tion of immune complexes, which in turn activate comple-
ment, predominantly by means of the classical pathway.
Complement activation is normally measured in clinical
practice by estimation of antigenic levels of both C3 and
C4, and measured functionally using the CH50 assay. In
the majority of patients with moderate or active SLE,
reduced levels of C4 are detected, with the level of C3
varying between normal to slightly reduced. The CH50 is
typically below normal.

Up to 25% of patients with SLE, however, may have much
more dramatic reductions in C4 levels, typically associ-
ated with significantly subnormal C3 levels and CH50.
Three subsets of patients make up the majority of these
individuals. There are those subjects who have evidence
of autoimmunity to red blood cells. This may manifest as
overt autoimmune haemolytic anaemia, but it may be more
subtle and be detectable only by means of direct antiglob-
ulin test (Coombs’ test) positivity for IgG, C3 and C4
deposition on red cells. Some of these patients also have

antiphospholipid (also known as anticardiolipin) autoanti-
bodies. A study in a murine model of the antiphospholipid
syndrome has recently shown that antiphospholipid anti-
bodies cause foetal resorption by means of complement
activation in the decidua in the pregnant uterus [127]. The
complement activation at this site was shown to cause
inflammatory injury, which appeared to be responsible for
the foetal death and resorption.

Another subset comprises patients with very systemic
disease, typically associated with high levels of anti-
dsDNA autoantibodies and, sometimes, with the presence
of type III cryoglobulins [128] in serum containing poly-
clonal IgG and C3.

The third group of patients comprises those individuals
who have anti-C1q autoantibodies. These subjects often
have the most severe evidence of classical pathway com-
plement activation, with profoundly reduced C4 levels and
moderate to substantial reductions in C3 levels. It is
thought that anti-C1q autoantibodies are the cause and not
the consequence of the complement activation measured
in serum, and possible mechanisms were reviewed above.

Mechanisms of immune-complex-mediated injury
Until very recently it was believed that tissue injury in SLE
was caused by the formation of immune complexes that
caused complement activation, which in turn caused
inflammatory injury. Tissue injury was thought to be medi-
ated by the direct effects of activation of the triggered
enzyme cascades of complement, coagulation and kinin
pathways, coupled with an influx of inflammatory cells,
including polymorphonuclear leukocytes and monocytes.
The activities of complement in the mediation of inflamma-
tion include the ligation of complement receptors for the
opsonic components of complement subcomponents C3b
and C4b, the effects of the anaphylatoxins C5a and C3a,
and the effects of insertion of sublethal amounts of the
membrane attack complex into cell membranes.

The development of mice with null mutations in selected
proteins of inflammatory pathways has enabled the
precise dissection of their role in both host defence and
the causation of inflammatory injury. There are many exper-
imental models of injury caused by immune complexes and
the use of these in gene-targeted mice has led to a reap-
praisal of the role of complement and Fc receptors in
inflammatory responses to immune complexes. The major
conclusions from these experiments are as follows. Firstly,
it is clear that all immune complexes are not equal in the
manner in which they cause tissue injury. The site of
immune complex formation [129], the species [130] and
strain [131] of animal, and the nature of the antigen [132],
as well as the antibody, may affect the inflammatory
response. Secondly, in many models it has been found
that the ligation of Fc receptors by immune complexes is
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the dominant cause of tissue injury, and complement plays
no important role in the induction of tissue injury [133].
Indeed, in experimental models of complement deficiency,
it has been shown that immune-complex-mediated
glomerulonephritis can develop spontaneously in the pres-
ence of genetic deficiency of the complement activation
pathways [134,135]. In other experimental models,
however, complement activation, and in particular C5a
production, have been found to be essential for the full
expression of tissue injury [136]; inhibition of C5a activity
is therapeutic [137]. Thirdly, it has been found that com-
plement may provide some degree of protection against
inflammatory injury induced by immune complexes in some
models of experimental glomerulonephritis [138]. We will
consider possible mechanisms for this in a subsequent
section of this chapter. Finally, it is clear that in mice and
humans, inflammatory pathways that operate downstream
from the activation of complement, and the ligation of Fc
and complement receptors play crucial roles in the expres-
sion of inflammation that is mediated by immune com-
plexes [139].

Complement deficiency and SLE
The associations of complement deficiency with SLE have
been reviewed in the Introduction. Here we shall consider
three hypotheses that have been advanced to explain the
mechanism of the association. The first two of these are
closely related, proposing mechanisms that could operate
in tandem. These hypotheses are that complement pre-
vents the development of SLE through a role in the pro-
cessing and clearance from the body of immune
complexes, and dying and dead cells. In the absence of
these activities, autoantigens may be presented to the
immune system in the context of inflammatory injury and
this may drive the development of autoimmunity. The third
hypothesis invokes a role for complement in the develop-
ment of self-tolerance to the autoantigens of SLE, and pro-
poses that B cells with specificity for lupus autoantigens
are not effectively silenced or eliminated in the absence of
complement. Each of these hypotheses will be explored
briefly in this section.

Complement and immune complex processing
Michael Heidelberger in the 1940s demonstrated a role
for complement in the modification of immune complex
lattices [140]. Since then there have been many studies
that showed that complement promotes the inactivation
and clearance of immune complexes by two main mech-
anisms. One of these is the reduction in the size of
immune complex lattices (reviewed in [141,142]). This
is achieved by the interaction of C1q with immune com-
plexes, which interferes with Fc–Fc interactions that
stabilize immune complexes, and by the covalent
binding of C4b and C3b to antigens within the immune
complexes. This binding interferes with the binding of
antigen to antibody by effectively reducing the valency

of antigen for antibody. As well as reducing the size of
immune complexes, complement provides additional
ligands within the immune complex, promoting the clear-
ance of immune complexes by complement as well as
Fc receptors. As discussed in earlier in this chapter,
immune complexes that have bound C4b and C3b can
bind to CR1 on erythrocytes in the circulation that
promote the clearance of immune complexes to the
fixed mononuclear phagocytic system.

These observations led to the hypothesis that complement
deficiency may promote the development of SLE by
impairment of the normal mechanisms for clearance and
processing of immune complexes. These could cause
inflammatory injury in tissues, resulting in the release of
autoantigens in an inflammatory context, promoting the
development of an autoimmune response [143]. There is
abundant evidence that immune complex processing in
SLE is abnormal and related to abnormal complement
function [144–146]. Both the discovery that complement
deficiency is compatible with the normal spontaneous
development of glomerulonephritis in murine models of
SLE [134,135] and the surprising finding that induced
glomerulonephritis may be exacerbated in the presence of
complement deficiency [147] are compatible with this pro-
posed role for complement in protection against immune-
complex-mediated injury.

This hypothesis is complementary to and was the precur-
sor of the ‘waste disposal’ hypothesis, developed in the
next section, which advances the hypothesis that comple-
ment provides protection against the development of SLE
by impairment of the physiological waste disposal of
autoantigens released by dying and dead cells.

Complement and the clearance of apoptotic cells
A central question about the aetiology of SLE is to under-
stand how an autoimmune response develops to autoanti-
gens that are found ubiquitously in cells of the body. There
is abundant evidence that the established autoantibody
response in SLE is driven by the actual autoantigens (as
opposed to being part of a polyclonal antibody response
or driven by cross-reacting antigens). What is the source
of these autoantigens? Cell death is an obvious potential
source of autoantigens that are otherwise hidden from
immune receptors in the heart of living cells. However, cell
death is a highly regulated process and the normal mecha-
nisms of apoptosis ensure that dying cells are cleared
without the induction of tissue inflammatory responses
[148]. One possible source is dead or dying cells from
sites of inflammation and tissue injury. A possible connec-
tion between apoptotic cells and the autoantibody
response of SLE was established by Rosen and his col-
leagues, who showed that a number of lupus autoantigens
were located at the surface of apoptotic bodies and on
apoptotic blebs [149].
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These observations have been followed by a series of
studies of the mechanisms of apoptotic cell clearance in
SLE. It was shown that macrophages derived from
peripheral blood of patients with SLE showed defective
uptake of apoptotic cells [150]. The idea that comple-
ment might play a role in the clearance of apoptotic
cells came from the observation that C1q bound to
apoptotic keratinocytes [151]. An excess of apoptotic
cells was observed in kidneys from C1q-deficient mice
[152]. It was later shown that elicited peritoneal
macrophages from C1q-deficient mice showed defec-
tive clearance of injected apoptotic thymocytes and the
human lymphocyte cell lines known as Jurkat cells
[153]. Similarly, monocyte-derived macrophages from a
small number of C1q-deficient humans showed defec-
tive clearance of apoptotic cells, a defect that could be
reversed by the addition of purified C1q. It was also
found that the clearance of apoptotic cells could be
mediated by bound C3 [154], although there may be an
additional role for earlier proteins of the classical
pathway in mediating and/or augmenting apoptotic cell
clearance. This work has led to the hypothesis that com-
plement plays a role in the prevention of autoimmunity
through a role in the disposal of dying and dead cells.
Absence of this activity, possibly occurring in the
context of an inflammatory environment, may promote
the development of an autoantigen-driven autoimmune
response [155,156]. It has also been shown that C4-
deficient mice are prone to the development of lupus-
like autoimmunity [157,158], which provides further
evidence that complement-deficient mice are a useful
model to study the association between complement
deficiency and SLE, first described in humans.

The steps from defective clearance of apoptotic cells to
the development of an autoimmune response remain
unknown. At least in mice, there is evidence that other
genes contribute to the autoimmune phenotype in the
context of C1q deficiency, which is associated with lupus
in mice on a hybrid (129 strain × C57/BL6 strain) back-
ground. It also causes disease acceleration in the lupus
prone MRL.mp mouse. However, no autoimmunity is seen
in C1q-deficient mice on 129 and C57/BL6 inbred
strains [152,159]. These data show the necessity for the
presence of other disease-modifying genes that enable
the potential autoimmune consequences of C1q defi-
ciency to be expressed in mice. In humans, the strength
of the contribution of C1q deficiency to disease appears
higher than in mice, as the majority of humans with C1q
deficiency express some manifestations of SLE [112].
However, only approximately a third of patients develop
glomerulonephritis, again indicating that C1q deficiency
is not sufficient for the development of glomerular inflam-
mation. Lupus in humans and mice is subject to the
influence of multiple genetic and, probably also environ-
mental, factors.

Complement and the induction of tolerance
An alternative hypothesis to explain the link between com-
plement deficiency and SLE is that complement plays a
role in the induction of tolerance to autoantigens [160].
Deficiency of this activity disturbs the normal tolerance
mechanisms of lymphocytes leading to the induction of
SLE. This hypothesis is difficult to reconcile with the
observations that the complement system plays a physio-
logical role in the augmentation of antibody responses.
Pepys showed many years ago that depletion of comple-
ment C3 was associated with reduced primary and sec-
ondary antibody responses to T-cell-dependent antigens
[161], a finding that has subsequently been reproduced in
complement genetically-deficient mice and guinea pigs
[162,163]. The corollary of these observations was the
engineering of complement as an adjuvant by the covalent
attachment of oligomers of C3d to an experimental
antigen [164].

Using a transgenic model to study tolerance to hen egg
lysozyme, expressed as an autoantigen, it was found that
tolerance was disturbed in C4-deficient, but not C3-defi-
cient, mice [165]. In similar experiments with C1q-defi-
cient mice, however, tolerance induction to hen egg
lysozyme as an autoantigen was normal [166]. This model
of tolerance induction has important limitations as a model
for exploring SLE, as in this disease, the majority of the
autoantigens are cell-associated, as will be reviewed in
the next section. Experimental studies are underway
exploring the role of complement deficiency in tolerance
induction in experimental animals expressing transgenic
lupus autoantibodies, which may provide a clearer test of
the hypothesis that complement is involved in the induc-
tion of tolerance.

A unifying hypothesis that links C1q deficiency, C1q
autoantibodies and SLE
A prominent feature of the autoantibody response in SLE
is that it is directed not against isolated proteins but typi-
cally against whole complexes of proteins and nucleic
acids [167–169]. Autoantibodies are found in clusters
reactive against the different protein, nucleic acid and
phospholipid components of these complexes. For
example anti-dsDNA autoantibodies are usually associ-
ated with antihistone autoantibodies and antibodies react-
ing with conformational determinants of chromatin. The
autoantigens in this case are thought to be nucleosomes.
Anti-Sm and antiribonucleoprotein specificities are
directed against different proteins in the spliceosome
complex. Anti-Ro and anti-La are directed against the
major protein component of a small cytoplasmic ribonucleo-
protein complex. These clinical findings point to actual
autoantigenic particles in lupus being these large com-
plexes and there is evidence that B cells play a key role as
antigen-presenting cells in lupus [170–172]. A B cell
bearing an antigen receptor for a component of one of
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these complexes can internalize the complex and then act
as antigen-presenting cell for other peptides within the
complex. In this way it is likely that the autoantibody
response in SLE is diversified and amplified.

How do these data explain how on the one hand C1q defi-
ciency causes SLE and on the other that SLE causes an
autoantibody response to C1q? The hypothesis has been
reviewed above that C1q and other complement proteins
prevent lupus by binding to apoptotic and necrotic cells
and promoting their clearance. The absence of C1q pro-
motes autoimmunity by allowing these autoantigens to
drive an autoimmune response.

This hypothesis implies that C1q binds to the autoanti-
gens of SLE. In doing so, it may itself become part of the
autoantigenic complexes that characterize the disease.
Although it is unusual for plasma proteins to be targets for
the autoimmune response in SLE, there is an important
and informative analogy. Approximately a third of patients
with SLE develop antiphospholipid autoantibodies. These
are directed against negatively charged phospholipids,
especially phosphatidylserine, which normally reside on
the inner lamella of cell membranes. However, they are
translocated to the outer lamella of apoptotic cells, which
reinforces the possible role of these cells as the source of
the autoantigens that drive SLE [173,174]. Antiphospho-
lipid autoantibodies in SLE are typically associated with an
autoantibody response to the plasma proteins β2-glyco-
protein-I and annexin V, that binds to negatively-charged
phospholipids [175,176].

Thus, the observation that C1q is itself an autoantigen in
many patients with SLE reinforces the hypothesis that
C1q and the complement system may prevent disease by
binding to and promoting the clearance of autoantigens.

Complement and the treatment of disease
It is not straightforward to treat SLE by the manipulation of
the complement system. On the one hand complement
deficiency, as we have seen, is a powerful cause of SLE
and this provides arguments for increasing complement
activity by repletion of classical pathway proteins, at least
in the case of the rare hereditary deficiencies. On the
other hand, there is evidence that complement, especially
the anaphylatoxins and the membrane attack complex,
may be a cause of tissue injury and this raises the possibil-
ity of the treatment of SLE by therapeutic inhibition of the
complement system. Both approaches to therapy have
been attempted in different contexts in SLE and will be
reviewed in the next few paragraphs.

Complement is a potent cause of tissue injury in
ischaemia-reperfusion injury and therefore is a therapeutic
target in patients with myocardial infarction and stroke.
Because these are highly prevalent and disabling diseases

there have been many studies that have validated the
potential importance of complement inhibition as a treat-
ment for them. There are several reviews that illustrate the
range of diseases that are under investigation and the
many approaches to treatment by inhibition of the comple-
ment system [177–182].

Anti-C5 therapy
There is increasing evidence that the key mediators of
injury induced by the complement system are the anaphy-
latoxins, especially C5a, and the membrane attack
complex. An anti-C5 monoclonal antibody reduced the
expression of glomerulonephritis and increased the lifes-
pan of NZB/W F1 hybrid mice [183]. Similar anti-C5 anti-
bodies have also been found to be therapeutically
effective in other disease models where complement is
thought to play an important role, such as ischaemia-
reperfusion injury in the heart [184] and hyperacute
xenograft rejection [185]. There have been preliminary
studies of this approach to treatment in humans undergo-
ing coronary artery bypass surgery on cardiopulmonary
bypass, which is known to be a potent means of activating
the complement system [186].

These studies, however, have to be balanced against the
findings that lupus nephritis may develop in humans
lacking classical pathway proteins and in mice which are
either unable to activate C3 [134] or genetically deficient
in this protein [135]. Trials have been proposed of anti-C5
therapy in patients with SLE and nephritis.

Complement repletion therapy
Given that deficiency of classical pathway complement
proteins is a potent cause for the development of SLE,
one obvious approach to therapy is replacement of the
missing protein. However, there are potential pitfalls to this
approach. Purified or engineered complement proteins are
not available for treatment purposes. Therefore, whole
plasma preparations have to be used, which entail all of
the complications of plasma treatment, including hyper-
sensitivity reactions and the potential for transmitted viral
infections. Another pitfall is the possibility that replace-
ment of a missing complement protein in a patient with
months or years of accumulated immune complexes in
tissues may be followed by complement activation in
tissues causing inflammatory injury. A further issue is that,
following exposure to a protein that is genetically deficient
and therefore ‘foreign’, antibodies may develop, preventing
treatment by replenishment.

There are several anecdotal reports of the treatment of
complement-deficient patients with plasma; benefit has
been reported in two patients with C2 deficiency
[187,188]. There was no significant clinical response in a
patient with C1q deficiency who had received briefly fresh-
frozen plasma, but antibodies developed to C1q [189].
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Treatment with plasma of two dogs with hereditary C3 defi-
ciency and mesangiocapillary glomerulonephritis was not
successful and led to a worsening of disease [190].

Many tissues synthesize complement proteins. The bone
marrow is the major source of C1q [191] and this raises
the possibility that C1q replenishment in patients with
C1q deficiency and severe SLE might be achieved by
bone marrow transplantation.

C1q absorption
Another approach that is undergoing experimental evalua-
tion in small numbers of patients with SLE is immunoab-
sorption by perfusion of plasma over columns coupled
with C1q [192,193]. These columns can remove anti-C1q
autoantibodies from serum and may also be capable of
extracting immune complexes from the circulation. This is
an interesting approach, particularly in the light of the evi-
dence discussed above that anti-C1q antibodies may play
a pathogenic role in disease. It is too early to know
whether this approach will have any important role to play
in the management of SLE.

Glossary of terms
C = complement component; CH50 = complement haemo-
lysis 50% test; CR = complement receptor; HUVS =
hypocomplementaemic urticarial vasculitis.

Acknowledgments
I would like to acknowledge the support of my colleagues, Drs Marina
Botto, Kevin Davies, Bernard Morley and Tim Vyse, and of my teacher
and mentor Prof Peter Lachmann. The work of the Rheumatology
Section at Imperial College has been supported for many years by pro-
gramme grants from the Arthritis Research Campaign and the Well-
come Trust.

References
1. Hargraves MM, Richmond H, Morton R: Presentation of two

bone marrow elements: the “tart” cell and the “L.E.” cell. Proc
Staff Meetings Mayo Clinic 1948, 23:25-28.

2. Miescher P, Fauconnet M, Beraud TH: L’absorption du facteur
(L.E.) par des noyaux cellulaires isolés. Experientia 1954, 10:
252-254.

3. Friou GJ: Identification of the nuclear component of the inter-
action of lupus erythematosus globulin and nuclei. J Immunol
1958, 80:476-480.

4. Holman HR, Kunkel HG: Affinity between the lupus erythe-
matosus serum factor and cell nuclei and nucleoprotein.
Science 1957, 126:162-163.

5. Wedgwood RJP, Janeway CA: Serum complement in children
with “collagen diseases”. Pediatrics 1953, 11:569-581.

6. Elliott JA, Mathieson DR: Complement in disseminated (sys-
temic) lupus erythematosus. AMA Arch Dermat Syphilol 1953,
68:119-128.

7. Lachmann PJ, Muller-Eberhard HJ, Kunkel HG, Paronetto F: The
localization of in vivo bound complement in tissue sections. J
Exp Med 1962, 115:63-115.

8. Schur PH, Sandson J: Immunologic factors and clinical activity
in systemic lupus erythematosus. N Engl J Med 1968, 278:
533-538.

9. Daha MR, Hazevoet HM, Hermans J, van Es LA, Cats A: Relative
importance of C4 binding protein in the modulation of the
classical pathway C3 convertase in patients with systemic
lupus erythematosus. Clin Exp Immunol 1983, 54:248-252.

10. Perrin LH, Lambert PH, Nydegger UE, Miescher PA: Quantitation
of C3PA (properdin factor B) and other complement compo-

nents in diseases associated with a low C3 level. N Engl J
Med 1973, 2:16-27.

11. Mayes JT, Schreiber RD, Cooper NR: Development and applica-
tion of an enzyme-linked immunosorbent assay for the quan-
titation of alternative complement pathway activation in
human serum. J Clin Invest 1984, 73:160-170.

12. Valentijn RM, van Overhagen H, Hazevoet HM, Hermans J, Cats
A, Daha MR, van Es LA: The value of complement and immune
complex determinations in monitoring disease activity in
patients with systemic lupus erythematosus. Arthritis Rheum
1985, 28:904-913.

13. Smeenk RJ, Aarden LA, Swaak TJ: Laboratory tests as predic-
tors of disease exacerbations in systemic lupus erythemato-
sus: comment on the article by Esdaile et al. Arthritis Rheum
1996, 39:2083-2085.

14. Esdaile JM, Joseph L, Abrahamowicz M, Li Y, Danoff D, Clarke AE:
Routine immunologic tests in systemic lupus erythematosus:
is there a need for more studies? J Rheumatol 1996, 23:1891-
1896.

15. Alper CA, Rosen FS: Studies of the in vivo behavior of human
C′′3 in normal subjects and patients. J Clin Invest 1967, 46:
2021-2034.

16. Hunsicker LG, Ruddy S, Carpenter CB, Schur PH, Merrill JP,
Muller-Eberhard HJ, Austen KF: Metabolism of third comple-
ment component (C3) in nephritis. Involvement of the classic
and alternate (properdin) pathways for complement activa-
tion. N Engl J Med 1972, 287:835-840.

17. Sliwinski AJ, Zvaifler NJ: Decreased synthesis of the third com-
ponent of complement (C3) in hypocomplementemic sys-
temic lupus erythematosus. Clin Exp Immunol 1972, 11:
21-29.

18. Sturfelt G, Sjoholm AG: Complement components, comple-
ment activation, and acute phase response in systemic lupus
erythematosus. Int Arch Allergy Appl Immunol 1984, 75:75-83.

19. Mendell JR, Garcha TS, Kissel JT: The immunopathogenic role
of complement in human muscle disease. Curr Opin Neurol
1996, 9:226-234. [key review]

20. Ashizawa T, Appel SH: Immunopathologic events at the end-
plate in myasthenia gravis. Springer Semin Immunopathol
1985, 8:177-196. [key review]

21. Couser WG: Glomerulonephritis. Lancet 1999, 353:1509-
1515. [key review]

22. Cavallo T: Membranous nephropathy. Insights from Heymann
nephritis. Am J Pathol 1994, 144:651-658. [key review]

23. Lloyd W, Schur PH: Immune complexes, complement, and
anti-DNA in exacerbations of systemic lupus erythematosus
(SLE). Medicine (Baltimore) 1981, 60:208-217.

24. Hopkins P, Belmont HM, Buyon J, Philips M, Weissmann G,
Abramson SB: Increased levels of plasma anaphylatoxins in
systemic lupus erythematosus predict flares of the disease
and may elicit vascular injury in lupus cerebritis. Arthritis
Rheum 1988, 31:632-641.

25. Senaldi G, Makinde VA, Vergani D, Isenberg DA: Correlation of
the activation of the fourth component of complement (C4)
with disease activity in systemic lupus erythematosus. Ann
Rheum Dis 1988, 47:913-917.

26. Perrin LH, Lambert PH, Miescher PA: Complement breakdown
products in plasma from patients with systemic lupus erythe-
matosus and patients with membranoproliferative or other
glomerulonephritis. J Clin Invest 1975, 56:165-176.

27. Negoro N, Okamura M, Takeda T, Koda S, Amatsu K, Inoue T,
Curd JG, Kanayama Y: The clinical significance of iC3b
neoantigen expression in plasma from patients with systemic
lupus erythematosus. Arthritis Rheum 1989, 32:1233-1242.

28. Falk RJ, Dalmasso AP, Kim Y, Lam S, Michael A: Radioim-
munoassay of the attack complex of complement in serum
from patients with systemic lupus erythematosus. N Engl J
Med 1985, 312:1594-1599.

29. Gawryl MS, Chudwin DS, Langlois PF, Lint TF: The terminal
complement complex, C5b-9, a marker of disease activity in
patients with systemic lupus erythematosus. Arthritis Rheum
1988, 31:188-195.

30. Buyon JP, Tamerius J, Belmont HM, Abramson SB: Assessment
of disease activity and impending flare in patients with sys-
temic lupus erythematosus. Comparison of the use of com-
plement split products and conventional measurements of
complement. Arthritis Rheum 1992, 35:1028-1037.

Available online http://arthritis-research.com/content/4/S3/S279



S290

31. Manzi S, Rairie JE, Carpenter AB, Kelly RH, Jagarlapudi SP,
Sereika SM, Medsger TA Jr, Ramsey-Goldman R: Sensitivity and
specificity of plasma and urine complement split products as
indicators of lupus disease activity. Arthritis Rheum 1996, 39:
1178-1188.

32. Porcel JM, Ordi J, Castro-Salomo A, Vilardell M, Rodrigo MJ,
Gene T, Warburton F, Kraus M, Vergani D: The value of comple-
ment activation products in the assessment of systemic lupus
erythematosus flares. N Engl J Med 1995, 74:283-288.

33. Manderson AP, Pickering MC, Botto M, Walport MJ, Parish CR:
Continual low-level activation of the classical complement
pathway. J Exp Med 2001, 194:747-756.

34. Swaak AJ, Smeenk RJ: Following the disease course in sys-
temic lupus erythematosus: are serologic variables of any
use? J Rheumatol 1996, 23:1842-1844.

35. Sjoholm AG, Martensson U, Sturfelt G: Serial analysis of
autoantibody responses to the collagen-like region of Clq,
collagen type II, and double stranded DNA in patients with
systemic lupus erythematosus. J Rheumatol 1997, 24:871-
878.

36. Jonsson H, Sturfelt G, Martensson U, Truedsson L, Sjoholm AG:
Prospective analysis of C1 dissociation and complement acti-
vation in patients with systemic lupus erythematosus. Clin
Exp Rheumatol 1995, 13:573-580.

37. Swaak AJ, Groenwold J, Bronsveld W: Predictive value of com-
plement profiles and anti-dsDNA in systemic lupus erythe-
matosus. Ann Rheum Dis 1986, 45:359-366.

38. Swaak AJ, Aarden LA, Statius van Eps LW, Feltkamp TE: Anti-
dsDNA and complement profiles as prognostic guides in sys-
temic lupus erythematosus. Arthritis Rheum 1979, 22:226-235.

39. Coremans IE, Spronk PE, Bootsma H, Daha MR, van der Voort
EA, Kater L, Breedveld FC, Kallenberg CG: Changes in antibod-
ies to C1q predict renal relapses in systemic lupus erythe-
matosus. Am J Kidney Dis 1995, 26:595-601.

40. Paronetto F, Koffler D: Immunofluorescent localization of
immunoglobulins, complement, and fibrinogen in human dis-
eases. I. Systemic lupus erythematosus. J Clin Invest 1965,
44:1657-1664.

41. Biesecker G, Katz S, Koffler D: Renal localization of the mem-
brane attack complex in systemic lupus erythematosus
nephritis. J Exp Med 1981, 154:1779-1794.

42. Biesecker G, Lavin L, Ziskind M, Koffler D: Cutaneous localiza-
tion of the membrane attack complex in discoid and systemic
lupus erythematosus. N Engl J Med 1982, 306:264-270.

43. Helm KF, Peters MS: Deposition of membrane attack complex
in cutaneous lesions of lupus erythematosus. J Am Acad Der-
matol 1993, 28:687-691.

44. French LE, Tschopp J, Schifferli JA: Clusterin in renal tissue:
preferential localization with the terminal complement
complex and immunoglobulin deposits in glomeruli [see
comments]. Clin Exp Immunol 1992, 88:389-393.

45. Ahearn JM, Fearon DT: Structure and function of the comple-
ment receptors, CR1 (CD35) and CR2 (CD21). Adv Immunol
1989, 46:183-219. [key review]

46. Brown HC, Broom JC: Studies in trypanosomiasis. II Observa-
tions on the red cell adhesion test. Trans R Soc Trop Med Hyg
1938, 32:209-222.

47. Klopstock A, Schartz J, Bleiberg Y, Adam A, Szeinberg A,
Schlomo J: Hereditary nature of the behavious of erythrocytes
in immune adherence - haemagglutination phenomenon. Vox
Sang 1965, 10:177-187.

48. Miyakawa Y, Yamada A, Kosaka K, Tsuda F, Kosugi E, Mayumi M:
Defective immune-adherence (C3b) receptor on erythrocytes
from patients with systemic lupus erythematosus. Lancet
1981, 2:493-497.

49. Iida K, Mornaghi R, Nussenzweig V: Complement receptor
(CR1) deficiency in erythrocytes from patients with systemic
lupus erythematosus. J Exp Med 1982, 155:1427-1438.

50. Wilson JG, Wong WW, Schur PH, Fearon DT: Mode of inheri-
tance of decreased C3b receptors on erythrocytes of patients
with systemic lupus erythematosus. N Engl J Med 1982, 307:
981-986.

51. Walport MJ, Lachmann PJ: Erythrocyte complement receptor
type 1, immune complexes, and the rheumatic diseases.
Arthritis Rheum 1988, 31:153-158. [key review]

52. Ross GD, Yount WJ, Walport MJ, Winfield JB, Parker CJ, Fuller
CR, Taylor RP, Myones BL, Lachmann PJ: Disease-associated

loss of erythrocyte complement receptors (CR1, C3b recep-
tors) in patients with systemic lupus erythematosus and other
diseases involving autoantibodies and/or complement activa-
tion. J Immunol 1985, 135:2005-2014.

53. Wilson JG, Wong WW, Murphy EE, III, Schur PH, Fearon DT:
Deficiency of the C3b/C4b receptor (CR1) of erythrocytes in
systemic lupus erythematosus: analysis of the stability of the
defect and of a restriction fragment length polymorphism of
the CR1 gene. J Immunol 1987, 138:2708-2710.

54. Moldenhauer F, David J, Fielder AH, Lachmann PJ, Walport MJ:
Inherited deficiency of erythrocyte complement receptor type
1 does not cause susceptibility to systemic lupus erythemato-
sus. Arthritis Rheum 1987, 30:961-966.

55. Cohen JH, Caudwell V, Levi-Strauss M, Bourgeois P, Kazatchkine
MD: Genetic analysis of CR1 expression on erythrocytes of
patients with systemic lupus erythematosus. Arthritis Rheum
1989, 32:393-397.

56. Hammond A, Rudge AC, Loizou S, Bowcock SJ, Walport MJ:
Reduced numbers of complement receptor type 1 on erythro-
cytes are associated with increased levels of anticardiolipin
antibodies. Findings in patients with systemic lupus erythe-
matosus and the antiphospholipid syndrome. Arthritis Rheum
1989, 32:259-264.

57. Walport M, Ng YC, Lachmann PJ: Erythrocytes transfused into
patients with SLE and haemolytic anaemia lose complement
receptor type 1 from their cell surface. Clin Exp Immunol 1987,
69:501-507.

58. Davies KA, Hird V, Stewart S, Sivolapenko GB, Jose P, Epenetos
AA, Walport MJ: A study of in vivo immune complex formation
and clearance in man. J Immunol 1990, 144:4613-4620.

59. Ripoche J, Sim RB: Loss of complement receptor type 1 (CR1)
on ageing of erythrocytes. Studies of proteolytic release of
the receptor. Biochem J 1986, 235:815-821.

60. Pascual M, Danielsson C, Steiger G, Schifferli JA: Proteolytic
cleavage of CR1 on human erythrocytes in vivo: evidence for
enhanced cleavage in AIDS. Eur J Immunol 1994, 24:702-708.

61. Moldenhauer F, Botto M, Walport MJ: The rate of loss of CR1
from ageing erythrocytes in vivo in normal subjects and SLE
patients: no correlation with structural or numerical polymor-
phisms. Clin Exp Immunol 1988, 72:74-78.

62. Taylor RP, Ferguson PJ, Martin EN, Cooke J, Greene KL, Grinspun
K, Guttman M, Kuhn S: Immune complexes bound to the
primate erythrocyte complement receptor (CR1) via anti-CR1
mAbs are cleared simultaneously with loss of CR1 in a con-
certed reaction in a rhesus monkey model. N Engl J Med
1997, 82:49-59.

63. Cosio FG, Shen XP, Birmingham DJ, Van Aman M, Hebert LA:
Evaluation of the mechanisms responsible for the reduction in
erythrocyte complement receptors when immune complexes
form in vivo in primates. J Immunol 1990, 145:4198-4206.

64. Birmingham DJ, Hebert LA, Cosio FG, VanAman ME: Immune
complex erythrocyte complement receptor interactions in vivo
during induction of glomerulonephritis in nonhuman pri-
mates. J Lab Clin Med 1990, 116:242-252.

65. Reinagel ML, Taylor RP: Transfer of immune complexes from
erythrocyte CR1 to mouse macrophages. J Immunol 2000, 164:
1977-1985.

66. Emancipator SN, Iida K, Nussenzweig V, Gallo GR: Monoclonal
antibodies to human complement receptor (CR1) detect defects
in glomerular diseases. N Engl J Med 1983, 27:170-175.

67. Kazatchkine MD, Fearon DT, Appay MD, Mandet C, Bariety J:
Immunohistochemical study of the human glomerular C3b
receptor in normal kidney and in seventy-five cases of renal
diseases: loss of C3b receptor antigen in focal hyalinosis and
in proliferative nephritis of systemic lupus erythematosus. J
Clin Invest 1982, 69:900-912.

68. Pascual M, Steiger G, Sadallah S, Paccaud JP, Carpentier JL,
James R, Schifferli JA: Identification of membrane-bound CR1
(CD35) in human urine: evidence for its release by glomerular
podocytes. J Exp Med 1994, 179:889-899.

69. Teixeira JE, Costa RS, Lachmann PJ, Wurzner R, Barbosa JE: CR1
stump peptide and terminal complement complexes are
found in the glomeruli of lupus nephritis patients. Clin Exp
Immunol 1996, 105:497-503.

70. Moll S, Miot S, Sadallah S, Gudat F, Mihatsch MJ, Schifferli JA:
No complement receptor 1 stumps on podocytes in human
glomerulopathies. Kidney Int 2001, 59:160-168.

Arthritis Research    Vol 4 Suppl 3 Walport



S291

71. Bienenstock J, Bloch KJ: Immunoconglutinin in various
rheumatic diseases and certain diseases suspected of an
autoimmune pathogenesis. Arthritis Rheum 1967, 10:187-198.

72. Nilsson B, Ekdahl KN, Svarvare M, Bjelle A, Nilsson UR: Purifica-
tion and characterization of IgG immunoconglutinins from
patients with systemic lupus erythematosus: implications for
a regulatory function. Clin Exp Immunol 1990, 82:262-267.

73. Walport MJ, Davies KA, Botto M, Naughton MA, Isenberg DA,
Biasi D, Powell RJ, Cheung NT, Struthers GR: C3 nephritic
factor and SLE: report of four cases and review of the litera-
ture. QJM 1994, 87:609-615.

74. Jackson J, Sim RB, Whelan A, Feighery C: An IgG autoantibody
which inactivates C1-inhibitor. Nature 1986, 323:722-724.

75. Alsenz J, Bork K, Loos M: Autoantibody-mediated acquired
deficiency of C1 inhibitor. N Engl J Med 1987, 316:1360-1366.

76. Cicardi M, Beretta A, Colombo M, Gioffre D, Cugno M, Agostoni
A: Relevance of lymphoproliferative disorders and of anti-C1
inhibitor autoantibodies in acquired angio-oedema. Clin Exp
Immunol 1996, 106:475-480.

77. Cicardi M, Bisiani G, Cugno M, Spath P, Agostoni A: Autoim-
mune C1 inhibitor deficiency: report of eight patients. Am J
Med 1993, 95:169-175.

78. Gelfand JA, Boss GR, Conley CL, Reinhart R, Frank MM:
Acquired C1 esterase inhibitor deficiency and angioedema: a
review. Medicine (Baltimore) 1979, 58:321-328. [key review]

79. Wilson JG, Jack RM, Wong WW, Schur PH, Fearon DT: Autoan-
tibody to the C3b/C4b receptor and absence of this receptor
from erythrocytes of a patient with systemic lupus erythe-
matosus. J Clin Invest 1985, 76:182-190.

80. Cook JM, Kazatchkine MD, Bourgeois P, Mignon F, Mery JP, Kahn
MF: Anti-C3b-receptor (CR1) antibodies in patients with sys-
temic lupus erythematosus. N Engl J Med 1986, 38:135-138.

81. Daha MR, Hazevoet HM, Vanes LA: Regulation of immune
complex-mediated complement activation by autoantibodies
(F-42) isolated from sera of patients with systemic lupus ery-
thematosus. Clin Exp Immunol 1983, 53:541-546.

82. Wisnieski JJ, Naff GB: Serum IgG antibodies to C1q in
hypocomplementemic urticarial vasculitis syndrome. Arthritis
Rheum 1989, 32:1119-1127.

83. Agnello V, Koffler D, Eisenberg JW, Winchester RJ, Kunkel HG:
C1q precipitins in the sera of patients with systemic lupus
erythematosus and other hypocomplementemic states: char-
acterization of high and low molecular weight types. J Exp
Med 1971, 134 (Suppl): 228-241.

84. Wisnieski JJ, Baer AN, Christensen J, Cupps TR, Flagg DN, Jones
JV, Katzenstein PL, McFadden ER, McMillen JJ, Pick MA:
Hypocomplementemic urticarial vasculitis syndrome. Clinical
and serologic findings in 18 patients. Medicine (Baltimore)
1995, 74:24-41.

85. Theofilopoulos AN, Dixon FJ: The biology and detection of
immune complexes. Adv Immunol 1979, 28:89-220. [key
review]

86. Nydegger UE, Lambert PH, Gerber H, Miescher PA: Circulating
immune complexes in the serum in systemic lupus erythe-
matosus and in carriers of hepatitis B antigen. Quantitation by
binding to radiolabeled C1q. J Clin Invest 1974, 54:297-309.

87. Zubler RH, Lange G, Lambert PH, Miescher PA: Detection of
immune complexes in unheated sera by modified 125I-Clq
binding test. Effect of heating on the binding of Clq by
immune complexes and application of the test to systemic
lupus erythematosus. J Immunol 1976, 116:232-235.

88. Hay FC, Nineham LJ, Roitt IM: Routine assay for the detection
of immune complexes of known immunoglobulin class using
solid phase C1q. Clin Exp Immunol 1976, 24:396-400.

89. Hay FC, Nineham LJ, Roitt IM: Routine assay for the detection
of immune complexes of known immunoglobulin class using
solid phase C1q. Clin Exp Immunol 1976, 24:396-400.

90. Tung KS, DeHoratius RJ, Williams RC: Study of circulating
immune complex size in systemic lupus erythematosus. Clin
Exp Immunol 1981, 43:615-625.

91. Abrass CK, Nies KM, Louie JS, Border WA, Glassock RJ: Corre-
lation and predictive accuracy of circulating immune com-
plexes with disease activity in patients with systemic lupus
erythematosus. Arthritis Rheum 1980, 23:273-282.

92. Robinson MF, Roberts JL, Jones JV, Lewis EJ: Circulating
immune complex assays in patients with lupus and membra-
nous glomerulonephritis. N Engl J Med 1979, 14:348-360.

93. Tung KS, DeHoratius RJ, Williams RC: Study of circulating
immune complex size in systemic lupus erythematosus. Clin
Exp Immunol 1981, 43:615-625.

94. Uwatoko S, Aotsuka S, Okawa M, Egusa Y, Yokohari R, Aizawa C,
Suzuki K: C1q solid-phase radioimmunoassay: evidence for
detection of antibody directed against the collagen-like region
of C1q in sera from patients with systemic lupus erythemato-
sus. Clin Exp Immunol 1987, 69:98-106.

95. Antes U, Heinz HP, Loos M: Evidence for the presence of
autoantibodies to the collagen-like portion of C1q in systemic
lupus erythematosus. Arthritis Rheum 1988, 31 :457-464.

96. Uwatoko S, Mannik M: Low-molecular weight C1q-binding
immunoglobulin G in patients with systemic lupus erythe-
matosus consists of autoantibodies to the collagen-like
region of C1q. J Clin Invest 1988, 82:816-824.

97. Wener MH, Uwatoko S, Mannik M: Antibodies to the collagen-
like region of C1q in sera of patients with autoimmune
rheumatic diseases. Arthritis Rheum 1989, 32:544-551.

98. Kohro-Kawata J, Wener MH, Mannik M: The effect of high salt
concentration on detection of serum immune complexes and
autoantibodies to C1q in patients with systemic lupus erythe-
matosus. J Rheumatol 2002, 29:84-89.

99. Siegert CE, Kazatchkine MD, Sjoholm A, Wurzner R, Loos M, Daha
MR: Autoantibodies against C1q: view on clinical relevance and
pathogenic role. Clin Exp Immunol 1999, 116:4-8. [key review]

100. Siegert CE, Breedveld FC, Daha MR: Autoantibodies against
C1q in systemic lupus erythematosus. Behring Inst Mitt 1993,
279-286. [key review]

101. Trendelenburg M, Marfurt J, Gerber I, Tyndall A, Schifferli JA: Lack of
occurrence of severe lupus nephritis among anti-C1q autoanti-
body-negative patients. Arthritis Rheum 1999, 42:187-188.

102. Gunnarsson I, Ronnelid J, Huang YH, Rogberg S, Nilsson B,
Lundberg I, Klareskog L: Association between ongoing anti-
C1q antibody production in peripheral blood and proliferative
nephritis in patients with active systemic lupus erythemato-
sus. Br J Rheumatol 1997, 36:32-37.

103. Siegert CE, Daha MR, Tseng CM, Coremans IE, van Es LA,
Breedveld FC: Predictive value of IgG autoantibodies against
C1q for nephritis in systemic lupus erythematosus. Ann
Rheum Dis 1993, 52:851-856.

104. Norsworthy P, Theodoridis E, Botto M, Athanassiou P, Beynon H,
Gordon C, Isenberg D, Walport MJ, Davies KA: Overrepresenta-
tion of the Fcgamma receptor type IIA R131/R131 genotype
in caucasoid systemic lupus erythematosus patients with
autoantibodies to C1q and glomerulonephritis. Arthritis Rheum
1999, 42:1828-1832.

105. Moroni G, Trendelenburg M, Del Papa N, Quaglini S, Raschi E,
Panzeri P, Testoni C, Tincani A, Banfi G, Balestrieri G, Schifferli
JA, Meroni PL, Ponticelli C: Anti-C1q antibodies may help in
diagnosing a renal flare in lupus nephritis. Am J Kidney Dis
2001, 37:490-498.

106. Cacoub P, Fremeaux-Bacchi V, De L, I, Guillien F, Kahn MF,
Kazatchkine MD, Godeau P, Piette JC: A new type of acquired
C1 inhibitor deficiency associated with systemic lupus erythe-
matosus. Arthritis Rheum 2001, 44:1836-1840.

107. Fremeaux-Bacchi V, Weiss L, Demouchy C, Blouin J, Kazatchkine
MD: Autoantibodies to the collagen-like region of C1q are
strongly associated with classical pathway-mediated
hypocomplementemia in systemic lupus erythematosus.
Lupus 1996, 5:216-220.

108. Hogarth MB, Norsworthy PJ, Allen PJ, Trinder PK, Loos M, Morley
BJ, Walport MJ, Davies KA: Autoantibodies to the collagenous
region of C1q occur in three strains of lupus-prone mice. Clin
Exp Immunol 1996, 104:241-246.

109. Trinder PK, Maeurer MJ, Schorlemmer HU, Loos M: Autoreactiv-
ity to mouse C1q in a murine model of SLE. Rheumatol Int
1995, 15:117-120.

110. Siegert CE, Daha MR, Lobatto S, van der Voort EA, Breedveld
FC: IgG autoantibodies to C1q do not detectably influence
complement activation in vivo and in vitro in systemic lupus
erythematosus. Immunol Res 1992, 11:91-97.

111. Uwatoko S, Gauthier VJ, Mannik M: Autoantibodies to the colla-
gen-like region of C1Q deposit in glomeruli via C1Q in
immune deposits. N Engl J Med 1991, 61:268-273.

112. Pickering MC, Botto M, Taylor PR, Lachmann PJ, Walport MJ:
Systemic lupus erythematosus, complement deficiency, and
apoptosis. Adv Immunol 2000, 76:227-324. [key review]

Available online http://arthritis-research.com/content/4/S3/S279



S292

113. Botto M, Walport MJ: Hereditary deficiency of C3 in animals
and humans. Int Rev Immunol 1993, 10:37-50. [key review]

114. Inai S, Akagaki Y, Moriyama T, Fukumori Y, Yoshimura K, Ohnoki
S, Yamaguchi H: Inherited deficiencies of the late-acting com-
plement components other than C9 found among healthy
blood donors. Int Arch Allergy Appl Immunol 1989, 90:274-279.

115. Fukumori Y, Yoshimura K, Ohnoki S, Yamaguchi H, Akagaki Y, Inai
S: A high incidence of C9 deficiency among healthy blood
donors in Osaka, Japan. Int Immunol 1989, 1:85-89.

116. Nishino H, Shibuya K, Nishida Y, Mushimoto M: Lupus erythe-
matosus-like syndrome with selective complete deficiency of
C1q. Ann Intern Med 1981, 95:322-324.

117. Deapen D, Escalante A, Weinrib L, Horwitz D, Bachman B, Roy-
Burman P, Walker A, Mack TM: A revised estimate of twin con-
cordance in systemic lupus erythematosus [see comments].
Arthritis Rheum 1992, 35:311-318.

118. Brickman CM, Tsokos GC, Balow JE, Lawley TJ, Santaella M,
Hammer CH, Frank MM: Immunoregulatory disorders associ-
ated with hereditary angioedema. I. Clinical manifestations of
autoimmune disease. J.Allergy Clin.Immunol. 1986, 77:749-
757.

119. Donaldson VH, Hess EV, McAdams AJ: Lupus-erythematosus-
like disease in three unrelated women with hereditary
angioneurotic edema [letter]. Ann Intern Med 1977, 86:312-
313.

120. Kohler PF, Percy J, Campion WM, Smyth CJ: Hereditary
angioedema and “familial” lupus erythematosus in identical
twin boys. Am J Med 1974, 56:406-411.

121. Yu CY, Belt KT, Giles CM, Campbell RD, Porter RR: Structural
basis of the polymorphism of human complement compo-
nents C4A and C4B: gene size, reactivity and antigenicity.
EMBO J 1986, 5:2873-2881.

122. Law SK, Dodds AW, Porter RR: A comparison of the properties
of two classes, C4A and C4B, of the human complement com-
ponent C4. EMBO J 1984, 3:1819-1823.

123. Wakeland EK, Liu K, Graham RR, Behrens TW: Delineating the
genetic basis of systemic lupus erythematosus. Immunity.
2001, 15:397-408. [key review]

124. Gaffney PM, Moser KL, Graham RR, Behrens TW: Recent
advances in the genetics of systemic lupus erythematosus.
Rheum Dis Clin North Am 2002, 28:111-126. [key review]

125. Christiansen FT, Dawkins RL, Uko G, McCluskey J, Kay PH, Zilko
PJ: Complement allotyping in SLE: association with C4A null.
Aust N Z J Med 1983, 13:483-488.

126. Fielder AH, Walport MJ, Batchelor JR, Rynes RI, Black CM, Dodi
IA, Hughes GR: Family study of the major histocompatibility
complex in patients with systemic lupus erythematosus:
importance of null alleles of C4A and C4B in determining
disease susceptibility. Br Med J (Clin Res Ed) 1983, 286:425-
428.

127. Holers VM, Girardi G, Mo L, Guthridge JM, Molina H, Pierangeli
SS, Espinola R, Xiaowei LE, Mao D, Vialpando CG, Salmon JE:
Complement C3 activation is required for antiphospholipid
antibody-induced fetal loss. J Exp Med 2002, 195:211-220.

128. Brouet JC, Clauvel JP, Danon F, Klein M, Seligmann M: Biologic
and clinical significance of cryoglobulins. A report of 86 cases.
Am J Med 1974, 57:775-788.

129. Kohl J, Gessner JE: On the role of complement and Fc gamma-
receptors in the Arthus reaction. Mol Immunol 1999, 36:893-
903. [key review]

130. Szalai AJ, Digerness SB, Agrawal A, Kearney JF, Bucy RP, Niwas
S, Kilpatrick JM, Babu YS, Volanakis JE: The Arthus reaction in
rodents: species-specific requirement of complement. J
Immunol 2000, 164:463-468.

131. Heller T, Gessner JE, Schmidt RE, Klos A, Bautsch W, Kohl J:
Cutting edge: Fc receptor type I for IgG on macrophages and
complement mediate the inflammatory response in immune
complex peritonitis. J Immunol 1999, 162:5657-5661.

132. Rifai A, Finbloom DS, Magilavy DB, Plotz PH: Modulation of the
circulation and hepatic uptake of immune complexes by car-
bohydrate recognition systems. J Immunol 1982, 128:2269-
2275.

133. Ravetch JV, Clynes RA: Divergent roles for Fc receptors and
complement in vivo. Annu Rev Immunol. 1998, 16:421-432.
[key review]

134. Mitchell DA, Taylor PR, Cook HT, Moss J, Bygrave AE, Walport
MJ, Botto M: Cutting edge: C1q protects against the develop-

ment of glomerulonephritis independently of C3 activation. J
Immunol 1999, 162:5676-5679.

135. Sekine H, Reilly CM, Molano ID, Garnier G, Circolo A, Ruiz P,
Holers VM, Boackle SA, Gilkeson GS: Complement component
C3 is not required for full expression of immune complex
glomerulonephritis in MRL/lpr mice. J Immunol 2001,
166:6444-6451.

136. Hopken UE, Lu B, Gerard NP, Gerard C: Impaired inflammatory
responses in the reverse arthus reaction through genetic
deletion of the C5a receptor. J Exp Med 1997, 186:749-756.

137. Strachan AJ, Woodruff TM, Haaima G, Fairlie DP, Taylor SM: A
new small molecule C5a receptor antagonist inhibits the
reverse-passive Arthus reaction and endotoxic shock in rats. J
Immunol 2000, 164:6560-6565.

138. Robson MG, Cook HT, Botto M, Taylor PR, Busso N, Salvi R,
Pusey CD, Walport MJ, Davies KA: Accelerated nephrotoxic
nephritis is exacerbated in C1q-deficient mice. J Immunol
2001, 166:6820-6828.

139. Bozic CR, Lu B, Hopken UE, Gerard C, Gerard NP: Neurogenic
amplification of immune complex inflammation. Science 1996,
273:1722-1725.

140. Heidelberger M: Quantitative chemical studies on complement
or alexin. I A method. J Exp Med 1941, 73:691-694.

141. Schifferli JA, Ng YC, Peters DK: The role of complement and its
receptor in the elimination of immune complexes. N Engl J
Med 1986, 315:488-495. [key review]

142. Schifferli JA: Complement and immune complexes. Res
Immunol 1996, 147:109-110. [key review]

143. Lachmann PJ, Walport MJ: Deficiency of the effector mecha-
nisms of the immune response and autoimmunity. Ciba
Found Symp 1987, 129:149-171. [key review]

144. Walport MJ, Davies KA: Complement and immune complexes.
Res Immunol 1996, 147:103-109. [key review]

145. Hebert LA, Cosio G: The erythrocyte-immune complex-
glomerulonephritis connection in man. Kidney Int 1987,
31:877-885. [key review]

146. Walport MJ, Davies KA: Immune complexes. In Samter’s
Immunologic Diseases. Edited by Austen KF, Frank MM, Atkinson
JP, Cantor H. Philadelphia: Lippincott Williams and Wilkins;
2001:270-281. [key review]

147. Robson MG, Cook HT, Botto M, Taylor PR, Busso N, Salvi R,
Pusey CD, Walport MJ, Davies KA: Accelerated nephrotoxic
nephritis is exacerbated in C1q-deficient mice. J Immunol
2001, 166:6820-6828.

148. Savill J, Fadok V: Corpse clearance defines the meaning of cell
death. Nature 2000, 407:784-788. [key review]

149. Casciola-Rosen LA, Anhalt G, Rosen A: Autoantigens targeted
in systemic lupus erythematosus are clustered in two popula-
tions of surface structures on apoptotic keratinocytes [see
comments]. J Exp Med 1994, 179:1317-1330.

150. Herrmann M, Voll RE, Zoller OM, Hagenhofer M, Ponner BB,
Kalden JR: Impaired phagocytosis of apoptotic cell material by
monocyte-derived macrophages from patients with systemic
lupus erythematosus. Arthritis Rheum 1998, 41:1241-1250.

151. Korb LC, Ahearn JM: C1q binds directly and specifically to
surface blebs of apoptotic human keratinocytes: complement
deficiency and systemic lupus erythematosus revisited. J
Immunol 1997, 158:4525-4528.

152. Botto M, Dell’Agnola C, Bygrave AE, Thompson EM, Cook HT,
Petry F, Loos M, Pandolfi PP, Walport MJ: Homozygous C1q
deficiency causes glomerulonephritis associated with multi-
ple apoptotic bodies [see comments]. Nat Genet 1998, 19:56-
59.

153. Taylor PR, Carugati A, Fadok VA, Cook HT, Andrews M, Carroll
MC, Savill JS, Henson PM, Botto M, Walport MJ: A hierarchical
role for classical pathway complement proteins in the clear-
ance of apoptotic cells in vivo. J Exp Med 2000, 192:359-366.

154. Mevorach D, Mascarenhas JO, Gershov D, Elkon KB: Comple-
ment-dependent clearance of apoptotic cells by human
macrophages. J Exp Med 1998, 188:2313-2320.

155. Walport MJ: Complement. First of two parts. N Engl J Med
2001, 344:1058-1066. [key review]

156. Walport MJ: Complement. Second of two parts. N Engl J Med
2001, 344:1140-1144. [key review]

157. Einav S, Pozdnyakova OO, Ma M, Carroll MC: Complement C4
is protective for lupus disease independent of C3. J Immunol
2002, 168:1036-1041.

Arthritis Research    Vol 4 Suppl 3 Walport



S293

158. Chen Z, Koralov SB, Kelsoe G: Complement C4 inhibits sys-
temic autoimmunity through a mechanism independent of
complement receptors CR1 and CR2. J Exp Med 2000, 192
:1339-1352.

159. Mitchell DA, Pickering MC, Warren J, Fossati-Jimack L, Cortes-
Hernandez J, Cook HT, Botto M, Walport MJ: C1q deficiency and
autoimmunity: the effects of genetic background on disease
expression. J Immunol 2002, 168:2538-2543.

160. Carroll MC: The role of complement in B cell activation and
tolerance. Adv Immunol 2000, 74:61-88. [key review]

161. Pepys MB: Role of complement in induction of the allergic
response. Nat New Biol 1972, 237:157-159.

162. Carroll MC: The role of complement and complement recep-
tors in induction and regulation of immunity.
Annu.Rev.Immunol. 1998, 16:545-568. [key review]

163. Pickering MC, Botto M, Taylor PR, Lachmann P, Walport MJ: Sys-
temic lupus, complement deficiency and apoptosis. Adv
Immunol 2000, 76:227-324. [key review]

164. Dempsey PW, Allison ME, Akkaraju S, Goodnow CC, Fearon DT:
C3d of complement as a molecular adjuvant: bridging innate
and acquired immunity. Science 1996, 271:348-350.

165. Prodeus AP, Goerg S, Shen LM, Pozdnyakova OO, Chu L, Alicot
EM, Goodnow CC, Carroll MC: A critical role for complement in
maintenance of self-tolerance. Immunity. 1998, 9:721-731.

166. Cutler AJ, Cornall RJ, Ferry H, Manderson AP, Botto M, Walport
MJ: Intact B cell tolerance in the absence of the first compo-
nent of the classical complement pathway. Eur J Immunol
2001, 31:2087-2093.

167. Tan EM: Autoantibodies and autoimmunity: a three-decade
perspective. A tribute to Henry G. Kunkel. Ann N Y Acad Sci
1997, 815:1-14. [key review]

168. Hardin JA, Craft JE: Patterns of autoimmunity to nucleopro-
teins in patients with systemic lupus erythematosus. Rheum
Dis Clin North Am 1987, 13:37-46. [key review]

169. Doyle HA, Yan J, Liang B, Mamula MJ: Lupus autoantigens: their
origins, forms, and presentation. Immunol Res 2001, 24:131-
147. [key review]

170. Chan OT, Madaio MP, Shlomchik MJ: The central and multiple
roles of B cells in lupus pathogenesis. Immonol Rev 1999,
169:107-121. [key review]

171. Mamula MJ: Epitope spreading: the role of self peptides and
autoantigen processing by B lymphocytes. Immonol Rev 1998,
164:231-239. [key review]

172. Lin RH, Mamula MJ, Hardin JA, Janeway CA Jr: Induction of
autoreactive B cells allows priming of autoreactive T cells. J
Exp Med 1991, 173:1433-1439.

173. Casciola-Rosen L, Rosen A, Petri M, Schlissel M: Surface blebs
on apoptotic cells are sites of enhanced procoagulant activity:
implications for coagulation events and antigenic spread in
systemic lupus erythematosus. Proc Natl Acad Sci U S A
1996, 93:1624-1629.

174. Levine JS, Koh JS, Subang R, Rauch J: Apoptotic cells as
immunogen and antigen in the antiphospholipid syndrome.
Exp Mol Pathol 1999, 66:82-98.

175. Matsuda J, Saitoh N, Gohchi K, Gotoh M, Tsukamoto M: Anti-
annexin V antibody in systemic lupus erythematosus patients
with lupus anticoagulant and/or anticardiolipin antibody. Am J
Hematol 1994, 47:56-58.

176. Rauch J: Lupus anticoagulant antibodies: recognition of phos-
pholipid-binding protein complexes. Lupus 1998, 7 (Suppl 2):
S29-S31.

177. Kirschfink M: Targeting complement in therapy. Immonol Rev
2001, 180:177-189. [key review]

178. Smith GP, Smith RA: Membrane-targeted complement
inhibitors. Mol Immunol 2001, 38:249-255. [key review]

179. D’Ambrosio AL, Pinsky DJ, Connolly ES: The role of the comple-
ment cascade in ischemia/reperfusion injury: implications for
neuroprotection. Mol Med 2001, 7:367-382. [key review]

180. Makrides SC: Therapeutic inhibition of the complement
system. Pharmacol Rev 1998, 50:59-87. [key review]

181. Sheerin NS, Sacks SH. Complement and complement
inhibitors: their role in autoimmune and inflammatory dis-
eases. Curr Opin Nephrol Hypertens 1998;7:305-310. [key
review]

182. Caliezi C, Wuillemin WA, Zeerleder S, Redondo M, Eisele B,
Hack CE: C1-esterase inhibitor: an anti-inflammatory agent
and its potential use in the treatment of diseases other than

hereditary angioedema. Pharmacol Rev 2000, 52:91-112. [key
review]

183. Wang Y, Hu Q, Madri JA, Rollins SA, Chodera A, Matis LA: Ame-
lioration of lupus-like autoimmune disease in NZB/WF1 mice
after treatment with a blocking monoclonal antibody specific
for complement component C5. Proc Natl Acad Sci U S A
1996, 93:8563-8568.

184. Vakeva AP, Agah A, Rollins SA, Matis LA, Li L, Stahl GL: Myocar-
dial infarction and apoptosis after myocardial ischemia and
reperfusion: role of the terminal complement components
and inhibition by anti-C5 therapy. Circulation 1998, 97:2259-
2267.

185. Wang H, Rollins SA, Gao Z, Garcia B, Zhang Z, Xing J, Li L,
Kellersmann R, Matis LA, Zhong R: Complement inhibition with
an anti-C5 monoclonal antibody prevents hyperacute rejec-
tion in a xenograft heart transplantation model. Transplantation
1999, 68:1643-1651.

186. Fitch JC, Rollins S, Matis L, Alford B, Aranki S, Collard CD, Dewar
M, Elefteriades J, Hines R, Kopf G, Kraker P, Li L, O’Hara R,
Rinder C, Rinder H, Shaw R, Smith B, Stahl G, Shernan SK:
Pharmacology and biological efficacy of a recombinant,
humanized, single-chain antibody C5 complement inhibitor in
patients undergoing coronary artery bypass graft surgery with
cardiopulmonary bypass. Circulation 1999, 100:2499-2506.

187. Steinsson K, Erlendsson K, Valdimarsson H: Successful plasma
infusion treatment of a patient with C2 deficiency and sys-
temic lupus erythematosus: clinical experience over forty-five
months. Arthritis Rheum 1989, 32:906-913.

188. Hudson-Peacock MJ, Joseph SA, Cox J, Munro CS, Simpson NB:
Systemic lupus erythematosus complicating complement
type 2 deficiency: successful treatment with fresh frozen
plasma. Br J Dermatol 1997, 136:388-392.

189. Bowness P, Davies KA, Norsworthy PJ, Athanassiou P, Taylor-
Wiedeman J, Borysiewicz LK, Meyer PA, Walport MJ: Hereditary
C1q deficiency and systemic lupus erythematosus. QJM
1994, 87:455-464.

190. Cork LC, Morris JM, Olson JL, Krakowka S, Swift AJ, Winkelstein
JA: Membranoproliferative glomerulonephritis in dogs with a
genetically determined deficiency of the third component of
complement. N Engl J Med 1991, 60:455-470.

191. Petry F, Botto M, Holtappels R, Walport MJ, Loos M: Reconstitu-
tion of the complement function in c1q-deficient (c1qa(-/-))
mice with wild-type bone marrow cells. J Immunol 2001, 167:
4033-4037.

192. Berner B, Scheel AK, Schettler V, Hummel KM, Reuss-Borst MA,
Muller GA, Oestmann E, Leinenbach HP, Hepper M: Rapid
improvement of SLE-specific cutaneous lesions by C1q
immunoadsorption. Ann Rheum Dis 2001, 60:898-899.

193. Pfueller B, Wolbart K, Bruns A, Burmester GR, Hiepe F: Suc-
cessful treatment of patients with systemic lupus erythemato-
sus by immunoadsorption with a C1q column: a pilot study.
Arthritis Rheum 2001, 44:1962-1963.

Available online http://arthritis-research.com/content/4/S3/S279


