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Abstract
The complement system plays a key role in the pathogenesis of autoimmune
diseases, which usually injures the kidney. More and more studies have
shown the pathogenic role and indicated that abnormal activation of
the complement system was highly involved in the outbreak of autoimmune
diseases. This review mainly introduced recent studies of complement
system activation contributing to the pathogenesis of autoimmune diseases,
including systemic lupus erythematosus, antiphospholipid syndrome, anti-
neutrophil cytoplasmic antibody‐associated vasculitides, and so on. Under-
standing the pathogenic roles of complement activation in various
autoimmune diseases will identify potential novel therapeutic targets on
complement systems.
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ANCA‐associated vasculitides, antiphospholipid syndrome, autoimmune disease, complement,
systemic lupus erythematosus

Highlights

• The complement system is important in the pathogenesis of a group of
autoimmune diseases.

• Targeting the complement system might provide us with novel target
therapies in autoimmune diseases.

1 | INTRODUCTION

The complement system is an important component of
innate immunity and mainly participates in antibody‐
mediated immunity. The physiological functions of the
complement system include defending against patho-
gens invasion, clearance of immune complex and
apoptotic debris, and maintaining hemostatic balance.
Autoimmune diseases, however, refer to body damage
caused by immune responses to autoantigens. Either
deficiency of early components or overactivation of
complement system will induce severe autoimmune
response and develop autoimmune diseases eventually.1

Studies showed clues of the correlations between the
complement system and autoimmune diseases, such as
deposition of large amounts of complements in affected

tissues and elevated or reduced levels of serum
complements due to abnormal complement activation.

Traditional therapies, such as glucocorticoids and
immunosuppressants, may achieve partial or full
response in autoimmune diseases. However, the low
response rate and adverse effects continue to plague
rheumatologists and nephrologists. The important
biologic function of the complement system makes it
an important therapeutic target. Therapies targeting
complement activation can reduce tissue inflammation
and attenuate the adaptive immune response to
exogenous and tissue antigens rapidly. This article
reviews recent advances in complement activation in
the pathogenesis of some autoimmune diseases and the
potential therapies targeting complement components
in various diseases.
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2 | COMPLEMENT SYSTEM

The complement system has been initially discovered in
heat‐labile anti‐cholera plasma and is composed of over
30 kinds of plasma proteins and cell membrane‐bound
proteins.2 There are three pathways, including classical
pathway, lectin pathway, and alternative pathway, which
could be activated by immune complex, microbes,
mannose, or spontaneous activated. The alternative
pathway serves as an amplification loop for the lectin
and classical pathways, accounting for roughly 80% of
complement activation products.3 It is noteworthy that all
three pathways are merged in common pathways at the
C3 level, culminating in the formation of products C5b‐9
(membranous attack complex [MAC]) (Figure 1).

2.1 | Initiation and activation

Activation of classical pathway initiated from antibody‐
antigen complexes recognized by C1q. In the activation
of the classical pathway, C2 and C4 are cleaved by C1s
protease, which is activated by antigen‐bind C1q and
C1r. Activation of the lectin pathway is initiated from

mannose‐binding lectin (MBL) binding to the carbohy-
drate structure on microbes. In addition, ficolins
(ficolin1, 2, 3) and collectin‐11 shared a similar structure
with MBL. Then C4, C2 could be further cleaved by
MBL‐associated serine proteases (MASPs) after binding
to MBL, ficolins or collectin‐11 and form C4bC2a. AP
activation initiates from C3 spontaneous hydrolysis, C3
(H2O), which is also called “tick‐over.” C3(H2O) binds to
complement factor B (CFB) and is then cleaved by
factor D.

2.2 | Amplification

For the classical pathway and lectin pathway, comple-
ment fragments from enzyme reactions constitute the
same C3 convertase (C4bC2a). In the alternative path-
way, the C3 convertase is C3bBb, which can bind
properdin to stabilize itself. Both C3 convertases rapidly
generate many activated C3bs, which form C5 con-
vertases (C3bBbC3b or C2aC4bC3b) that cleave C5 to
initiate the terminal pathway.

Some of the complement regulatory proteins focus
on the amplification of complement activation to

F IGURE 1 Complement pathways and certain targets of complement inhibitors. The names of the products of monoclonal antibodies are
shown in blue, while the names of peptides or small molecules are shown in red, recombinant protein in yellow, and gene therapies in green. Blue
lines indicate certain targets of the complement system. From left to right: ABP959, tesidolumab, REGN3918, mubodina, coversin, RA101495,
cemdisiran, and zimura inhibit C5; narsoplimab inhibits mannose‐binding protein‐associated serine protease 2 (MASP‐2) of the lectin pathway;
MicroCept, TP10/CDX‐1135 inhibits C3 and C5 convertases; IFX‐1 inhibits C5a; avacopan, IPH5401 inhibits C5a receptor; pegcetacoplan (formerly
APL‐2), AMY‐101, and mini‐FH/AMY‐201 inhibit C3 and C3 convertase activity; lampalizumab and danicopan inhibit factor D; CLG561 inhibits
properdin; iptacopan and IONIS‐FB‐LRx inhibit factor B.
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protect host cells from being damaged as innocent
bystanders. They can be either plasma proteins, such as
complement factor H (CFH) or cell membrane‐bound
proteins (such as decay‐accelerating factor, CD55;
membrane cofactor protein [MCP] or CD46; comple-
ment receptor 1 [CR1]; C4‐binding protein [C4BP]).
CFH, composed of 20 short consensus repeats (SCR), is
the major regulator of complement activation in both
circulation and cell surface. It could impede the
formation of the alternative pathway C3 convertase
(C3bBb) by competing with CFB for binding to
C3b, thereby accelerating the decay of C3bBb. Mean-
while, CFH acts as a cofactor for factor I‐mediated
proteolytic inactivation of C3b.

2.3 | Effector function

In the downstream cascades, C5b binds to C6 and then
combines with C7, which can stick to the cell surface.
After that, the C5b‐8 complex will be formed with some
lytic activity. When multiple molecules of C9 comes to
C5b‐8, MAC will be expressed with a more efficient lysis.

Many C3bs and C4bs deposit on foreign surfaces
and serve as ligands for receptors for the opsonic
function. Complement fragments C3a, C4a, and C5a are
anaphylatoxins.

2.4 | Additional proteases

Besides the traditional C3 convertase, there was a group
of intrinsic or extrinsic proteases that could cleave C3.
The intrinsic proteases include renin, kallikrein, coagu-
lation factor IXa, Xa, and XIa. The extrinsic include
proteases from Streptococcus, Neisseria meningitidis,
Staphylococcus aureus, and Enterococcus faecalis.4–6

Most of the intrinsic convertases could produce the
same C3a, while the extrinsic proteases always resulted
in the longer or shorter C3a to inactivate C3 by cleavage
into nonfunctional fragments.

Recent studies have provided us with a new way of
complement activation. The conformational activation
of C5 adopts a C5b‐like conformation when bound to
densely C3b‐opsonized surfaces and culminating in the
formation of MAC in absence of C5‐activating enzymes.7

3 | COMPLEMENT AND
AUTOIMMUNE DISEASES

The complement system plays a role in various
rheumatic diseases, which is often unknown but always
considered to contribute to tissue damage by
autoantibody‐mediated immune complex formation
and deposition. Here we focus on three complement
activation driven autoimmune diseases systemic lupus

erythematosus (SLE), antineutrophil cytoplasmic anti-
body (ANCA)‐associated vasculitides (AAVs), and anti-
phospholipid syndrome (APS). We describe the recent
advances of complement activation in the pathogenesis
of these diseases and the available or potential
therapeutics targeting complement components in
various diseases.

3.1 | SLE and complement

SLE is a systemic autoimmune disease characterized by
the production of multiple autoantibodies.

The role of complement in the pathogenesis of SLE is
a “double‐edged sword” deficiency of early components
like C1q, C1r, C1s, C4, and C2 could result in severe SLE
with early onset. In addition to complete deficiency,
copy number variation of the C4A and C4B is also
associated with the risk of SLE.

Deficiency of C1q strongly predisposes to the
development of SLE due to the dysfunction of removal
of apoptotic cells and debris, few patients showed C1q
gene mutation. However, anti‐C1q autoantibodies could
be found in more than 50% of lupus nephritis. Several
studies, including ours, have found an association
between anti‐C1q autoantibodies and disease activity
in lupus nephritis. The combination of anti‐C1q auto-
antibodies and anti‐dsDNA autoantibodies could pre-
dict the renal prognosis of lupus nephritis.8 Vanhecke
et al.9 used anti‐C1q antibodies derived from SLE
patients in a microarray‐based scan to identify the B‐
cell epitope of C1q. They found that C1q A08 (C1q A15‐
27: GRPGRRGRPGLKG) was the most important epitope
of C1q. Our study further confirmed that C1q A08
antibodies were better than antibodies against intact
C1q in correlation with lupus nephritis activity as well as
predicting renal prognosis based on a large Chinese
cohort.10 C1q A08 was a half cryptic epitope of anti‐
C1qA08 antibodies in lupus nephritis and important for
the activation of classical pathways according to our in
vitro study.11 More importantly, anti‐C1qA08 antibodies
accelerated the development of lupus nephritis in MRL/
lpr mice, which indicated the pathogenic role of
anti‐C1qA08 antibodies in lupus nephritis (unpublished
data).

Recent studies raised a discussion about the role of
MBL in the pathogenesis of SLE. The MBL gene
polymorphism influenced susceptibility to SLE. The
presence of the promotors with diverse polymorphisms
and coding regions of the MBL‐2 gene led to the
fluctuation of plasma levels of MBL.12,13 MBL levels were
variable in different clinical manifestations of SLE.
Patients with musculoskeletal and cutaneous manifes-
tations showed lower levels of MBL, while higher and
intermediate MBL levels were significantly associated
with lupus nephritis with other systemic manifesta-
tions.14 Moreover, serum anti‐MBL autoantibodies can
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influence the functional activity of MBL and bind to
MBL depositions in tissues.15 However, the role of anti‐
MBL autoantibodies in the pathogenesis of lupus is
currently unclear.

Previous studies have demonstrated that activation
of the alternative complement pathway could reflect
disease activity and flares in patients with SLE.16

Deficiency of complement components of the alterna-
tive pathway increased the susceptibility to SLE, such as
genetic variants of CFH and CFH‐related proteins. Our
previous studies showed that serum CFH levels were
associated with the disease activity of lupus nephritis.
Glomerular expression of CFH was stronger than in
normal controls.17 However, anti‐CFH autoantibodies
were detected in 10% lupus nephritis with polyepitopes
and IgG2 subclass predominance, who presented with
milder renal damage. The in vitro studies showed that
the purified autoantibodies could enhance the C3b
binding and CFI cofactor activity of CFH, which
suggested a protective role of anti‐CFH autoantibodies
in the lupus nephritis.18

Thrombotic microangiopathy (TMA) is the most
severe renal vascular change with high mortality in
lupus nephritis.19 The pathogenesis of TMA in lupus
nephritis is complicated and unclear. Our study found
that patients with both C4d deposition and decreased
serum CFH had the worse renal outcome, which
indicated that complement overactivation via both
classical and alternative pathways might play an
important role in the pathogenesis of renal TMA in
lupus nephritis.20 Moreover, purified CFH from lupus
nephritis combined TMA presented with dysfunction in
binding with C3b and modified C reactive protein
(mCRP), protecting abilities from the lysis of sheep
erythrocytes and inducing the phagocytosis of late
apoptotic cells, who had the known SNP
rs1061147(SCR5, A307A), rs1061170 (SCR7, Y402H),
CM050194 (SCR20, S1191W), and CM010322 (SCR20,
V1197A).21 Thus, CFH might play a role in the
pathogenesis of lupus nephritis combined TMA.

3.2 | APS and complement

APS is characterized by vascular thrombosis, pathogenic
pregnancies, and antiphospholipid antibodies (aPL).

Increasing data indicate that the complement path-
way is activated in patients with APS and acted as a
cofactor in the pathogenesis of aPL‐associated clinical
events. Complement activation by aPL generates C5a,
which recruits neutrophils and leads to the expression of
tissue factor on neutrophils, monocytes, and endothelial
cells and induces activation of the extrinsic coagulation
pathway.22 Moreover, the C5a induced neutrophil
activation and the respiratory burst leading to tropho-
blastic injury and fetal loss.23,24 Beta‐2‐glycoprotein
(β2GPI) belongs to a super‐family of proteins

characterized by short consensus repeats (SCRs), which
are frequently found in complement regulatory proteins.
Studies from Gropp et al.25 have reported that β2‐GPI
acted as a complement regulator. β2‐GPI apparently
changed the conformation of C3 after binding to a
surface, so that the CFH attached and induced subse-
quent degradation by the CFI. β2‐GPI also mediated
further cleavage of C3/C3b. Furthermore, aPL could
induce fetal loss, fetal weight reduction, and thrombosis
in wild‐type mice, but not in mice deficient in specific
complement components (C3, C4, C5, and C6) or in the
presence of a C5 inhibitor.26–28 In addition, CFB
inhibition could ameliorate aPL‐induced growth retar-
dation and fetal resorption.29 The above evidence
indicated that the classical and alternative pathways
were involved in the pathogenesis of aPL‐induced
pregnancy morbidity, not only contributing to the
thrombosis formation but also the complement‐
mediated inflammatory process.

Catastrophic APS refers to rapidly progressing APS
with the development of thrombotic events in at least
three different organs within a week. This occurs in 1%
of patients with APS but has a high mortality rate of 50%.
A recent study suggests that 60% of patients with CAPS
have underlying mutations in complement regulatory
genes,30 which share almost the same frequency in
aHUS. The C5b‐9 deposition could be inhibited by anti‐
C5 antibody induced by APS sera. However, factor D
inhibitor did not prevent the C5b‐9 deposition induced
by APS sera, suggesting that complement activation in
APS sera primarily occurs through the classical pathway.
While C5b‐9 deposition was partially blocked by factor
D inhibitor and was completely blocked by anti‐C5
monoclonal antibody‐induced by CAPS sera, which
suggested complement activation in CAPS sera through
classical and alternative pathways. Thus, mutations in
complement regulatory genes serve as a “second hit,”
leading to uncontrolled complement activation and
more severe thrombotic events in CAPS.

Eculizumab has successfully been used to treat
catastrophic APS refractory to standard therapies in
case studies.31–33 Müller‐Calleja et al.34 reported three
patients undergoing a renal transplant. They failed in
prednisone, rituximab, and anticoagulation. They were
treated with eculizumab and were under successful
engraftment for up to 4 years without any relapse of
APS, which suggests eculizumab prevents relapse of
CAPS even in the setting of renal transplant. However,
the potential of complement inhibitors as a therapeutic
target in APS require further study.

3.3 | AAV and complement

AAV comprises a group of autoimmune disorders,
including granulomatosis with polyangiitis (GPA),
microscopic polyangiitis (MPA), and eosinophilic
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granulomatosis with polyangiitis (EGPA).35 Various
evidence implicates the complement system as a key
player in the pathogenesis of this disease.

Animal studies from Xiao et al.36 first discovered the
role of complement activation in the pathogenesis of
AAV by the mouse model of MPO‐ANCA vasculitis. C5‐
deficient mice, factor‐B‐deficient, C5aR‐deficient (also
known as CD88) mice or wild‐type mice pretreated with
cobra venom factor to deplete complement, failed to
develop AAV. AAV development was comparable in
wild‐type and C4‐deficient or C6‐deficient mice, which
indicated that the classical pathway and terminal
pathway were not as important as C5a in the develop-
ment of AAV. Knockout of C5a‐like receptor 2 (C5L2)
resulted in more severe disease, which suggested a
different role of C5L2 compared with C5aR.37 Moreover,
pretreatment with anti‐C5 antibodies before passive
transfer of anti‐MPO IgG could also prevent the
development of AAV in mice.38 Oral administration
CCX168 (avacopan, a small molecule antagonist of
human C5aR) could ameliorate anti‐MPO‐induced AAV
in the human C5a receptor knocked‐in mice. These data
suggest that complement activation via the alternative
pathway and C5a/C5aR are critical in the pathogenesis
of AAV.

Our study investigated various components of
complement deposited in renal specimens of patients
with pauci‐immune MPO‐AAV. C5b‐9, C3d, and CFB
could be detected in the specimens but not C4d.
Moreover, C3d and CFB colocalized with C5b‐9 in
active glomerular lesions.39 Expression of C5aR and
C5L2 was mainly on infiltrating neutrophils and macro-
phages. The downregulation of C5aR was observed in
these renal specimens. It might be a result of C5a‐
mediated internalization to alleviate C5a‐mediated
inflammation.40 These data further proved the comple-
ment activation of AAV from animal studies.

Platelets counts always elevated correlate with
disease activity in active AAV. Platelets express receptors
for C3a and C5a and could be induced by sC5b−9 to
release α‑granules and microparticles.41 In AAV, acti-
vated platelets triggered the alternative complement
pathway activation, which is partially attributed to the
thrombin‐PARs pathway.42 The role of platelet and
complement interactions in the pathogenesis of AAV
requires further investigation to determine the novel
therapies targeting the interactions between the platelet
and complements.

ADVOCATE was a Phase III randomized trial that
compared avacopan with a tapering schedule of
prednisone in patients with AAV concurrently treated
with immunosuppressive drugs.43 The results turned out
that avacopan was superior to prednisone tapered in
terms of sustained remission at Week 52, which
suggested that avcopan might have a better therapeutic
effect for prednisone.

4 | TARGET THERAPIES OF
COMPLEMENT SYSTEM

The complement‐mediated disorders or so‐called “com-
plementopathies” consist of complement‐mediated and
complement‐associated diseases. The former include
paroxysmal nocturnal hemoglobinuria, atypical hemo-
lytic uremic syndrome, C3 nephropathy, and so on,
among which the complement system plays a critical
role in the pathogenesis. The complement‐associated
diseases refer to a group of diseases that complement
system dysfunction combined with other known causes
resulted in the onset of the diseases, like AAV, SLE, and
APS, even COVID‐19, and so on. As the increasing
recognition of complement‐mediated disorders is wide-
spread, precision medicine has been expanded in
complement therapeutics (Figure 1).

Eculizumab is a recombinant fully humanized IgG2/
IgG4 monoclonal antibody that binds to C5 and
consequently, prevents the formation of the terminal
complement complex. Eculizumab is the first approved
complement inhibitor for PNH associated with sus-
tained improvements in intravascular hemolysis, ane-
mia, thrombotic events, transfusion independence,
survival, and quality of life.44 Now, it has been used to
explore the application feasibility on other types of
glomerulonephritis induced by complement dys-
function, including IgA nephropathy, Shigatoxin‐
producing Escherichia coli and even for lupus nephritis.
Eculizumab could sustain the suppression of comple-
ment protein C5 for approximately 2 weeks. Recently,
four amino acid substitutions in the Fc regions of
eculizumab resulted in ravulizumab. It showed en-
hanced endosomal dissociation of C5 and could be
recycled to the circulation through the neonatal Fc
receptor pathway.45 Ravulizumab could completely
inhibit C5 for approximately 8 weeks with side effects
similar to eculizumab. So, it was approved by FDA in
2018 for PNH treatment.

Except for the monoclonal antibodies already in the
market, many more were undergoing clinical trials.
Crovalimab shows a long half‐life and can be injected
subcutaneously, which is also effective in patients with
C5 polymorphism. The Phase I/II COMPOSER trial
demonstrated superior efficacy and safety data, enabling
crovalimab to proceed to Phase III clinical trials.46

Besides, ABP 959 is a proposed biosimilar monoclonal
antibody to eculizumab. Tesidolumab, an all‐human
antibody targeting C5, had also been studied in dry age‐
related macular degeneration (AMD).

Lampalizumab is an antigen‐binding fragment of a
humanized monoclonal antibody against complement
factor D. Another monoclonal antibody targeted MASP‐
2 termed Narsoplimab, is a humanized IgG4 monoclo-
nal antibody that was explored in IgAN in Phase III
study.47
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Compared with monoclonal antibodies, small molecu-
lar was easier to be recognized and absorbed by the lining
of the intestine. Zilucoplan, a small (3.5 kDa), 15‐amino acid
macrocyclic peptide, was a representative small molecular
drug binding to C5 with high affinity and specificity.48

Avacopan (CCX168), an orally administered, selective C5a
receptor inhibitor, could replace oral glucocorticoids used
in AAV.49 Besides, zilucopan could bind to C5. Pegcetaco-
plan, AMY‐101, a peptidic inhibitor of C3 based on the
third‐generation compstatin analog Cp40.

Some prodrugs or drugs could achieve gene therapy
by binding to nucleic acid. Cemdisiran, an N‐
acetylgalactosamine (GalNAc) conjugated RNA interfer-
ence (RNAi) therapeutic, was currently under develop-
ment for the treatment of complement‐mediated dis-
eases by suppressing liver production of C5.50 IONIS‐FB‐
LRx was developed by ligand conjugate antisense
technology. It could decrease the production of CFB
with clinical trials ongoing in geographic atrophy. More
and more complement targeted therapies are being
discovered and evaluated for efficacy and safety in
clinical trials (Figure 1).

5 | CONCLUSION

Deficiency or overactivation of the complement system
will induce severe autoimmune response and develop
autoimmune diseases. It is of vital importance to
elucidate the role of complement in the pathogenesis
and progress of autoimmune diseases. As the under-
standing of complement‐mediated autoimmune dis-
eases becomes more widespread, complement targeted
therapies will shed a light on precision and personalized
medicine. More clinical trials with complement inhibi-
tors/modulators in complement‐mediated autoimmune
diseases still need further investigation.
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