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Abstract

The complement system is considered as a crucial mediator of the innate immune
mechanisms, its three major activation pathways contribute to cellular homeosta-
sis, and protect the host from exogenous pathogens and self-derived components.
The complement pathways are tightly regulated and monitored by surface bound
molecules and soluble proteins, and avoid over activation and pathological
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inflammatory responses. However, tumor cells have evolved several strategies to
escape from complement-dependent elimination and create a conducive tumor
microenvironment and promote metastasis. The excessive expression of comple-
ment proteins in malignant tumors and avoidance of membrane attack complex
formation on its surface have been observed in almost all types of cancers.
Complement cleavage products are found extensively deposited along the
tumor vasculature, influencing the immunosuppressive tumor microenvironment.
This chapter discusses the role of complement effectors and regulators in cancer
immunity.
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Introduction

The complement proteins are abundant throughout the body especially in blood and
are the central pillar of the innate immunity. The complement system is composed of
over 50 blood and lymph circulating, secreted, and membrane proteins which
interact with each other to provide an effective anti-microbial defense system,
clear immune complex, and control damage to self. The key complement compo-
nents also act as pattern recognition receptors (PRRs) that are capable of recognizing
a wide array of pathogen-associated molecular patterns (PAMPs) and damage-
associated molecular patterns (DAMPs). The complement activation generates
anaphylatoxins that recruit an array of immune cells which further secrete several
mediators such as cytokines and chemokines mounting anti-microbial response. In
cancer, such aggressive complement activation often leads to tumor-promoting
inflammation (Dunkelberger and Song 2010). This chapter elaborates the role of
complement system in tumor, its interaction with the tumor microenviron-
ment (TME), and the different regulatory mechanism that modulate the TME.

Complement System

The complement system is a tightly regulated cascade of serine proteases, present in
plasma, other biological fluids, and on cells as surface-bound regulators (Sjöberg
et al. 2009). There are three interlinked complement pathways. Classical pathway
lectin pathways.

Complement-fixing antibodies, IgM or IgG bound to its antigen either on a
pathogen or host cell membrane, can trigger classical pathway by binding to C1q
of the C1 complex with its Fc region. C1q has a multimeric structure and can also
recognize C-reactive protein (CRP), pentraxin 3 (PTX3), or apoptotic cells. C1r and
C1s are the proteolytic units of the C1 complex. Once C1q binds to the Fc region of
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the antibody, C1r is activated which cleaves C1s, generating the active C1s protease.
The active C1s cleaves C4 and C2 generating C4a and C4b and C2a and C2b,
respectively. Carbohydrate patterns such as N-acetyl glucosamine and mannose
which are abundant on the surface of viruses, bacteria, and fungi that can trigger
lectin pathway by binding to MBL and ficolins. MBL-associated serine proteases-2
(MASP-2) complexed with MBL or ficolin can capture C4 and C2 cleaves them,
similar to the classical pathway. C4b and C2a together then form the C3 convertase
(C4b2a). The alternative pathway functions in two interlinked ways: it gets triggered
either by bacterial surface components or by spontaneous fluid phase hydrolysis of
C3 thioester and carries on with the amplification loop to continue complement
activation. Factor B (FB) binds to form C3Bb. FB is cleaved by factor D, a plasma
serine protease, releasing fragment Bb. This C3Bb complex then cleaves C3,
forming C3a and C3b. C3b then binds with Bb forming the C3 convertase
(C3bBb). Activation of the C3 convertase results in amplification of the complement
cascade.

The classical, the lectin, and the alternative pathways all lead to the formation of
C3 convertases and the activation of C3, which is the central component of the
complement pathway. Propagation of complement activation by C3 convertase
results in the generation of the C5 convertase complex (C4b2a3b/C3bBb3b) on the
cell surface. C5 convertase then cleaves C5 to C5a and C5b, leading to the terminal
pathway which joins with four other plasma proteins, C6, C7, C8, and C9, forming
an amphipathic membrane-inserted complex, the membrane attack complex (MAC)
or C5b-9 complex.

There are complement regulators which control the activation cascade by
inhibiting the protease activities, decaying convertase, or inhibiting MAC formation
(Revel et al. 2020). These regulators are present both on host cell membranes and in
the fluid phase. Membrane-bound inhibitors are complement receptor 1 (CD35),
membrane cofactor protein (MCP or CD46), and decay accelerating factor (DAF or
CD55). CD55 accelerates decay of convertase by dissociating C4b2a/C3bBb and C5
convertase. CD46 binds with membrane-associated C4b and C3b inhibiting the
further complement activation. CD35 regulates C4b2a through decay and can bind
with C4b to catalyze its cleavage by factor I. The soluble factors such as factor H and
factor I can inactivate C3b fragment (Ricklin et al. 2010; Rutkowski et al. 2010)
(Fig. 1).

Role of Tumor Cell-Derived Complement Components Expressed
in TME

TME is a highly heterogeneous milieu which is continuously evolving to counteract
the immune surveillance mechanism of both innate and adaptive immunity. The
composition of the immune infiltrate and the nature of the inflammatory response
finally decide the future of the TME, i.e., whether the tumor cells will be eliminated
by the immune system, or it escapes immune surveillance and continues to grow.
Usually, at the onset of tumorigenesis, anti-tumor immunity predominates, where
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cytotoxic T (Tc) cells, Helper T (Th) cells, natural killer (NK) cells, neutrophils,
proinflammatory macrophages (M1), dendritic cells, and B cells play important
roles. However, as the tumor continues to develop, the TME gradually becomes
tumor-promoting with the predominant role of myeloid-derived suppressor cells
(MDSCs) and regulatory T cells (Tregs). Tumor cells create a niche by inducing
profound phenotypic changes in non-immune stromal components and by modulat-
ing secretion of various cytokines, chemokines, and soluble factors such as comple-
ment, which foster tumor growth and metastasis (Hinshaw and Shevde 2019; Fig. 2).
Recently, much interest has been generated towards understanding the role of

Fig. 1 Complement system comprises of three pathways: the classical, lectin, and alternative.
(A) The classical pathway is activated upon binding of C1 complex to the Fc portion of immuno-
globulins bound to antigen. In lectin pathway, MBL binds to surfaces bearing mannose groups or
other pathogen-associated molecular patterns (PAMPs). Both pathways subsequently cleave C2 and
C4 into C4a, C4b, and C2a, C2b, and generate C4b2a (C3 convertase of classical and lectin
pathways). (B) In alternative pathway, hydrolyzed C3 aided by factor B cleaves C3 into C3a and
C3b, where C3b is the highly active form generating C3bBb (C3 convertase of the alternative
pathway). Complement regulator CD46 acts as a cofactor for factor I-mediated cleavage of C3b and
C4b, whereas CD55 binds to C3b and C4b and accelerates the decay of C3 and C5 convertases; FH
and FHL-1 accelerate decay of C3bBb. (C) All complement pathways lead to a common end
pathway that cleaves C3 into C3a and C3b. Then, C3b joins with C4b2a/C3bBb and forms the C5
convertases (C4b2aC3b/C3bBbC3b). C5 convertase cleaves C5 into C5a and C5b, where C5b
assembles with C6, C7, C8, and multiple C9 molecules, generating the membrane attack complex
(C5b-9; MAC). CD59 binds to C8 and C9 and prevents MAC formation. (D) The split components
(C3a and C5a especially) can act as potent anaphylatoxins and mediate several functions such as
clearing of immune complexes, activating inflammatory response, and enhancing opsonization
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complement in regulating the immunosuppressive mechanisms in TME (Kolev and
Markiewski 2018). The complement system is an important component of the
inflammatory response, and its expression increases at various stages of tumorigen-
esis and cancer progression in almost all types of cancers (Zhang et al. 2019).

In TME, host and tumor cells are capable of synthesizing complement proteins
(Cho et al. 2014). Certain tumor cells also contain intracellular pools of C3 and C5
(Cho et al. 2014, 2016; Xi et al. 2016). Chao et al. showed that C3 gene knock-down
using siRNA inhibited proliferation and invasion of SKOV3ip1 ovarian cancer cells
in vitro. C3 knock-down also inhibited tumor growth in hC3 siRNA in tumor-
bearing mice, where 70% of tumor reduction was observed after 4 weeks compared
to control (scrambled siRNA) (Cho et al. 2014). Tumor cells were found to secrete
C3, and its cleavage products were found extensively deposited along the tumor
vasculature in a murine model of cervical cancer (Markiewski et al. 2008).

Complement proteins and their degradation products (C3d, C4d, C5a, C3a, and
C5b-9) are readily detectable in various types of cancer, such as ovarian cancer,
melanoma, cervical cancer, colorectal cancer, pancreatic ductal adenocarcinoma,
glioblastoma, cervical intraepithelial neoplasia III, and non-small cell lung cancer.
It is possible that different cancer types use distinct mechanisms to take advantage of
complement activation, promoting tumor growth (Afshar-Kharghan 2017; Zhang
et al. 2019; Vadrevu et al. 2014).

Fig. 2 Role of different non-malignant host cells in the tumor microenvironment (TME): Different
host cell types present in the TME produce complement proteins along with the tumor cells.
Macrophages, dendritic cells, neutrophils, myeloid-derived suppressor cells (MDSCs), T cells,
and B cells participate in the local production of complement proteins, membrane receptors, and
regulators creating a complement-rich TME. Both stromal and tumor cells express high levels of
complement receptors and regulators
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Several tumor intracellular signaling pathways were found to be activated with
binding of C3a and C5a to their receptors C3aR and C5aR (Rutkowski et al. 2010).
C3aR-dependent neutrophil extracellular traps (NETs) could also induce coagulation
in intestinal tumors (Guglietta et al. 2016) (Fig. 2).

Roumenina et al. showed that clear-cell renal cell carcinoma (ccRCC) expressed
high amount of complement components related to classical pathway such as C1q
and C4, suggesting classical pathway being the key inflammatory mechanism in this
type of cancer (Roumenina et al. 2019a, b). Caki-1, A498 and ccRCC cell lines
showed high expression of C1r, C1s, C4, and C3 mRNAs, as well as proteins.
Formation of C1q complex was observed with the addition of C1r- and
C1s-containing supernatants of these two ccRCC cell lines. IgG deposits bound
with C1q were found to be localized on ccRCC tumor cells. Activation of classical
pathway was also ascertained with C1q partially co-localized with C4d (Roumenina
et al. 2019a, at the same time C4 fragment deposition and C2 cleavage were detected
in the ccRCC cell line supernatant. Cytoplasm of the infiltrating cells in ccRCC
tissue was C1q+, some of these infiltrating cells were CD31+ vascular endothelial
cells, and majority (80%) were macrophages expressing both CD68 and CD163.
These C1q+ tumor-associated macrophages (TAMs) expressed high mRNA levels
for cell cycle negative regulators such as PD-1, Lag-3, PD-L1, and PD-L2; this is
possibly to dysregulate T-cell-mediated immune response by creating an immuno-
suppressive microenvironment (Roumenina et al. 2019a, b.

Another study showed that the C3 and CFB mRNAs expression levels were
significantly higher in cSCC cells, as compared to normal human epidermal
keratinocytes (NHEKs). When compared between the primary and metastatic
cSCC cell lines, C3 mRNA expression did not change, whereas FB mRNA expres-
sion was higher in primary cSCC cell lines than in metastatic ones. C3 was localised
within cytoplasm and on the cell surface in tissue samples at different stages of
epidermal carcinogenesis: premalignant precursor lesion, cutaneous squamous cell
carcinoma in situ (cSCCIS), cutaneous squamous cell carcinoma (cSCCs), and
recessive dystrophic epidermolysis bullosa squamous cell carcinoma (RDEBSCC).
Strong C3 staining was observed in tumor cells in RDEBSCC samples (Riihilä et al.
2017).

The migration and proliferation of cSCC cells and growth of human cSCC
xenograft tumors in vivo were inhibited with knockdown of C3 and FB expression.
This led to a strong inhibition of extracellular signal-regulated kinase 1/2 activation
(Riihilä et al. 2017). A study conducted by Bonavita et al. showed that C3-deficient
mice could reduce susceptibility to epithelial skin carcinogenesis (Bonavita et al.
2015). PTX3-deficient tumor mice are characterized by increased tumor-promoting
macrophage recruitment which was found to be completely abolished in
C3-deficient or C3/PTX3-double-knock-out mice. PTX3 acts as an extrinsic
tumour suppressor gene in mouse and human by regulating complement activation,
and thus its deficiency probably leads to complement-dependent tumor-promoting
inflammation in mesenchymal (3-MCA) and epithelial carcinogenesis (Bonavita
et al. 2015). C3 and FB were expressed in several tumor cells such as in rhabdo-
myosarcoma, cutaneous squamous cell carcinoma (cSCC), pancreatic ductal
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adenocarcinoma, and glioma (Brideau et al. 2007; Legoedec et al. 1995; Gasque
et al. 1992; Lee et al. 2014).

In gastric cancer tissue, C3 mRNA expression and protein levels (together with
C3a) were found higher compared to non-tumorous tissues. TCGA cohort analysis
also showed upregulation of the C3 mRNA levels compared to normal gastric tissues
or adjacent normal tissues (Yuan et al. 2020). Expression of C3 and C3a, but not of
C5, was also highly upregulated in SGC-7901 and MGC-803 gastric cancer cell lines
compared with gastric mucosa (GES-1) cell lines. Exogenous treatment of
SGC-7901 cells by C3 induced high expression of p-STAT3 and p-JAK2; however,
administration of CR1, which has the capability to block exogenous activation of
C3, downregulated the expression of p-STAT3 and IL-6 compared with AG490-
treated cancer cells. This suggests the important role of C3 in promoting tumor
growth and metastasis by activating JAK2/STAT3 signaling (Yuan et al. 2020). C3
and C5b-9 have been found in the cervical tumor cells and the surrounding stroma,
which was significantly associated with low expression of CD46 (Gelderman et al.
2002).

Tumor cell-derived C5a can induce the recruitment and differentiation of
myeloid-derived suppressor cells (MDSCs) within the TME, which in turn, suppress
effector T cells resulting in tumor progression (Markiewski et al. 2008). C5a
contributes to the accumulation of CD11b+Gr-1+ MDSCs in peripheral lymphoid
organs and migration into tumors. The deposition of C3 cleavage products, along the
tumor vasculature, also indicates generation of C5a in tumor tissue and nearby blood
vessels (Markiewski et al. 2008). Cancer cell membrane-bound serine proteases,
possibly belonging to the kexin subfamily, can cleave C5 and generate C5a without
complement activation.

Expression of complement regulators (CRP, CD55, CD59, CD46, factor H, and
factor H-like proteins) is increased in several cancer types that can limit the cytotoxic
effects of complement activation (Fishelson et al. 2003; Roumenina et al. 2019a, b;
Gancz and Fishelson 2009 (Fig. 3).

Several membrane regulators have been found to be released in the form
of tumor-derived vesicles. These extracellular vesicles are important constituents
of TME; they act as bioactive cargo carrying several proteins and deliver them to the
target cells, and thus, mediating effective signaling between tumor and non-tumor
cells within the TME (Yuan et al. 2020).

Hakulinen et al. showed that CD46 becomes proteolytically modified on cell
membranes. Functionally active forms of CD46 (60–65 kDa) are released from the
tumor cell membranes in extracellular vesicles (200 nm diameter) and also in soluble
forms (Hakulinen et al. 2004). Soluble CD46 (55–60 kDa) was generated via
proteolytic cleavage by metalloproteinase containing the glycosylated STP-region,
lacking the hydrophobic transmembrane and cytoplasmic domains (Hakulinen et al.
2004). The soluble as well as vesicule-contained CD46 were also found to act as
a cofactor for factor I-mediated C3b cleavage. Thus, the incorporation of CD46 in
the extracellular vesicles is meant to inhibit complement activation across TME
(Hakulinen et al. 2004). Shedding of CD46 and CD59 was also observed in several
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tumor cell lines, such as breast cancer (T47D), fibrosarcoma (HT-1080), glioma
(H2), urinary bladder carcinoma (CAK1), melanoma (G361), and ovarian adenocar-
cinoma (SW626) (Fig. 3). Thus, overexpression of complement regulators by cancer
cells limits immune surveillance by the complement system.

The following section of the chapter explains the role of complement protein in
tumorigenesis and its regulation.

Fig. 3 Tumor cell-derived complement components: In cancer, expression of complement proteins
and its receptors is heightened. C1q, C3, C3a, C4, C5, C5a, and the membrane attack complex
(MAC/C5b-9) play important roles in creating the inflammatory tumor microenvironment. Tumor
cells contain intracellular pools of C3 and C5 and other complement proteins such as C1q and
C5b-9; the complement cleaved products C3a, C3d, C4d, and C5a are easily detectable in various
types of cancer. Tumor cells can also synthesize C1r, C1s, C4, and C3, where C1r and C1s
reconstitute with C1q produced by TAMs. Several human malignant hematopoietic cell lines of
various lineages express C3aR and C5aR. Complement cleavage products are found extensively
deposited along the tumor vasculature influencing the immunosuppressive TME. Cancer cells
evade complement attack by expressing membrane-bound regulators (CD21, CD35, CD46,
CD55, CD59), or soluble regulators (FH, FHL-1, FHR). Tumor cells also shed complement
membrane receptors. CD46 and CD59 can be released via microvesicles (CD46v and CD59v), or
in soluble forms (CD46s and CD59s) that lack the transmembrane and cytoplasmic regions
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Role of Complement Proteins and Its Split Products

Complement components and split products such as C1q, C3, C3a, C4, C5, C5a, and
the membrane attack complex (MAC) play an important role in modulating the
TME. Expression of complement proteins and its receptors are heightened in cancer
cells. This section elaborates the role of these complement components and its split
products in tumorigenesis.

C1q

C1 is the first component of the classical pathway, containing one C1q and two
copies of C1r and C1s proteins. C1q is the recognition unit made up of six copies of
three polypeptide chains (A, B, and C), each with a collagenous stalk and C-terminal
globular head (gC1q) (Kishore et al. 2004). Fc regions presented within immune
complexes containing IgG or IgM antibodies are the primary targets for the six
globular heads of C1q (Reid 2018). C1r and C1s are homologous serine proteases
held together in a calcium-dependent manner. C1q is a charged pattern recognition
molecule of the innate immunity where the exposed head modules mediate the
ligand binding and is capable of functioning both in a complement-dependent and
complement-independent manner. C1q is a very efficient scavenging molecule,
mostly modulating pro-inflammatory responses, either promoting cancer or pro-
tecting it. It is expressed locally in TME that can influence cell adhesion, migration,
and proliferation.

Circulating immune complexes can modulate cell-mediated immune responses
against tumor. Thus, C1q binding to antigen-antibody complexes in the serum can
help predict the residual disease, its stages, and prognosis. Serum C1q binding
activity has been found to be higher in cancer patients than the healthy subjects.
This pattern was observed in over 80% of cancer patients with lung carcinoma,
malignant melanoma, breast cancer, colon carcinoma, leukemia, and lymphoma.
Cancer patients with progressively growing tumor and with residual tumor after
surgical therapy had high C1q binding activity, whereas Clq binding activity is less
in patients with no evidence of residual tumor (Rossen et al. 1977).

There are several immunomodulatory functions of C1q that are independent of
complement activation. The presence of C1q was examined in different invasive
malignant neoplasm tissues (colon adenocarcinoma, melanoma, lung adenocarci-
noma, breast adenocarcinoma, and pancreatic adenocarcinoma), in view of the fact
that C1q acts like an extracellular matrix protein, favoring tumor growth and
metastasis. C1q was strongly detected in all the tumor tissues; however, the presence
of other complement components such as C1s, C3, and C4 was not consistent,
suggesting that C1q deposition was independent of complement activation (Bulla
et al. 2016). C1q-deficient (C1qa�/�) mice with syngeneic B16 melanoma had
prolonged survival and reduced tumor growth with delay in C1q deposition com-
pared to the wild type and with lesser vascular density and lower number of lung
metastases. However, C3- or C4-deficient mice did not exhibit similar activities. The
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tumor-promoting activity of C1q was independent of circulating C1q levels (Bulla
et al. 2016).

In malignant pleural mesothelioma (MPM), which is an aggressive malignancy,
hyaluronic acid (HA) is produced in high levels. HA is a connective tissue glycos-
aminoglycan (GAG) that acts as an enhancer of tumor invasion. Heat-treated or
freeze-dried HA can selectively interact with C1q, C1r, and C1s, to exhibit comple-
ment inhibitory activity (Hong et al. 2007). C1q could be detected in epithelioid
tissue, where monocytoid cells were possibly its main source in MPMs. C1q
concentration was found to be two- or threefold lower in MPM subjects than the
control serum. C1q bound to HA via its globular domain and impacted cell adhesion
and proliferation of mesothelioma cells in a manner similar to IgG (Agostinis et al.
2010). C1q could also bind to high molecular weight HA via its gC1q domain
independent of complement activation (Agostinis et al. 2017). C1q bound to HA
was able to induce adhesion and proliferation of mesothelioma cells (MES) via
enhancement of ERK1/2, SAPK/JNK, and p38 phosphorylation; however, it did not
activate the complement cascade. C1q seemed to be locally produced by non-tumor
cells and could interact differentially to the extracellular matrix components present
in the TME (Agostinis et al. 2017).

Dembitzer et al. (2012) and Kaur et al. (2016) showed that C1q treatment could
induce apoptosis in an ovarian cancer cell line, SKOV3. Along with human C1q,
recombinant globular head modules (ghA, ghB, and ghC) could also induce apo-
ptosis. Exogenous treatment of C1q and its globular heads could significantly
upregulate TNF-α and NF-κB expression, compared to control. C1q also
upregulated mRNA expression of proapoptotic markers, such as Bax and Fas, and
downregulated mTOR, RICTOR, and RAPTOR, which are cell cycle and cell
division regulators (Kaur et al. 2016). Thus, serum complement activation can be
an important strategy to mount anti-tumor response. C1q showed antitumor response
by activating WOX1 to induce apoptosis and inhibited the growth of DU145 cells.
C1q treatment caused cell cycle arrest (Hong et al. 2009). The N-terminal WW
domain of WOX1 seemed responsible for mediating apoptosis of cancer cells. C1q
suppressed DNA fragmentation in the p53/WOX1-expressing cells, suggesting that
C1q treatment did not induce p53-mediated apoptosis. It was also observed that in
the absence of C1q, HA induced STAT3 activation in DU145 cells (Hong et al.
2009).

Based on Oncomine database and survival analysis platform Kaplan-Meier
plotter, Mangogna et al. (2019a) showed that C1q can be a prognostic biomarker
for various carcinoma, such as breast, renal, and lung adenocarcinoma. C1q
seemed to have a negative prognostic value in lung adenocarcinoma (Mangogna
et al. 2019a). In another study involving in silico parameters along with immuno-
histochemistry and fluorescence microscopy, the expression of the genes encoding
C1qA, C1qB, and C1qC was assessed as a potential prognostic marker for gliomas
(Mangogna et al. 2019b). Single-cell sequencing (scRNA-seq) revealed C1q+ tumor-
associated macrophages as an important component in the TME. The study also
suggested that C1q was co-expressed in healthy and tumor macrophages with
HLA-DR, apolipoprotein E, and mannose receptor C-type 1 (Margot et al. 2022).
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Involvement of C2, C3, C3b, C4, C5, C5a, and MAC

As mentioned earlier, C3 is the central molecule for complement activation cascades.
In response to TNF-α, the internal synthesis and secretion of C3 were observed in
various gastric cancer cell lines (MKN28, MKN45, and MKN74) (Kitano and
Kitamura 1993).

Human malignant hematopoietic cell lines of various lineages, including myeloid
(HEL, THP-1, U937, K-562, KG-1a, HL-60, DAMI) and lymphoid (DAUDI, Jurkat,
RAJI, NALM-6, MOLT4) cell lines, expressed mRNA for both C3aR and C5aR
receptors; however, K-562 did not express C3aR, and DAMI and Jurkat cells did not
express C5aR. All the cell lines examined also expressed a second non-signaling
receptor, C5a-like receptor 2 (C5L2) (Abdelbaset-Ismail et al. 2017). When U937
and KG-1a cells were activated with C3a and C5a, the expression of heme
oxygenase 1 (HO-1) was downregulated, both at protein and mRNA level in
leukemic cells. HO-1 is a negative regulator of complement cascade-mediated
trafficking (Abdelbaset-Ismail et al. 2017).

In case of human lung cancer, silencing of C5aR1 caused reduction in skeletal
metastatic burden and osteolysis, dampening their tumor-associated
osteoclastogenic activity (Ajona et al. 2018).

Human ovarian carcinoma SKOV-3 cells, transfected for secreting murine C5a,
were grown in SCID mice. C5a tumors induced infiltration of DX5+CD11b+ NK
cells and F4/80+CD11b+ subsets of macrophages. C5a tumors showed significantly
lower mRNA levels for VEGF, arginase, and TNF-α. VEGF expression was low in
tumor cells, whereas iNOS mRNA level was considerably lower in C5a-expressing
CD11b+-infiltrating leukocytes. Non-adherent leukocytes from naïve SCID mice
were capable of mounting cytotoxic response against SKOV-3 tumor cells, whereas
Gr-1+CD11b+ cells from C5a tumor inhibited cytotoxic response toward tumor cells
and were less suppressive than SKOV-3 tumors (Gunn et al. 2012). Blocking C5aR
in a murine syngeneic lung cancer model significantly reduced MDSCs and other
factors as arginase-1, CTLA-4, IL-6, IL-10, LAG3, and PD-L1 (Corrales et al.
2012). Non-small cell lung cancer (NSCLC) patients showed high level of C5a in
plasma, which further enhanced invasion of C5aR-expressing cancer cells (Nitta
et al. 2014).

Role of Complement Regulators

To protect the host cells from complement-mediated damage and to regulate the
complement activation, most cells express complement regulatory proteins on their
cell surface. Cancer cells have the capability to evade complement attack by
expressing membrane-bound regulators (CD21, CD35, CD46, CD55, CD59) or
secreting soluble regulators (FH, FHL-1, FHR) that hinder complement-mediated
cytotoxicity and anti-tumor response.
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Membrane-Bound Complement Regulatory Proteins

Several studies have shown that tumor cells overexpress CD46, CD55, and CD59
(Gelderman et al. 2002). Both CD55 and CD46 expressions are found at higher levels
in gastric carcinoma (Li et al. 2001; Kiso et al. 2002), ovarian cancer (Bjorge et al.
1997), and cervical cancer (Gao et al. 2009). In colorectal cancer, soluble CD55
(sCD55) is found in stool, released by protease activity (Kohno et al. 2005; Kawada
et al. 2003). CD59 has been detected in ascitic fluid of ovarian cancer and also in
erythroleukemic cells (Hakulinen et al. 2004; Jorge et al. 2005; Jurianz et al. 2001).

Anti-sense-based inhibition of CD46 and CD55 expression enhanced
complement-dependent cytolysis of T47D (breast), A549 (lung), and PC3 (prostate
carcinoma) cells. C3 opsonization of CD55/CD46-deficient tumor cells was also
enhanced (Zell et al. 2007). In human cervical cancer, the expression of CD55 as
well as CD46 increased significantly which correlated well with the decrease in C3b
deposition on human cervical cancer tissues (Gao et al. 2009). Geis et al. (2010) used
small interfering RNAs (siRNAs) for post-transcriptional gene knock down of
CD46, CD55, and CD59 in prostate (DU145), breast (BT474), and erythroleukemia
(K562) cells to sensitize them to complement attack (Geis et al. 2010).

CR1 (CD35) is rarely expressed on tumor cells. CR1 A(3650)G RsaI polymor-
phism was found to be linked with genetic susceptibility to gallbladder cancer in
north Indian population (Srivastava and Mittal 2009).

Gene expression of CD46, CD55, and CD59 in 15 primary USC cell lines
(USPC-ARK-1 to USPC-ARK-15) was found severalfold higher compared to nor-
mal control endometrial cells. Sensitivity of USPC-ARK-2 and USPC-ARK-3 cell
lines to NK cell cytotoxicity and trastuzumab was evaluated after knockdown of
CD46, CD55, and CD59 by siRNA. Downregulation of CD55- and CD59-induced
NK-mediated killing was observed in both the cell lines, but not with CD46 (Bellone
et al. 2012).

Soluble Complement Regulators

Human FH is the most prominent fluid-phase complement inhibitor that regulates
alternative pathway activation in plasma and on host surfaces. Recent studies on
several cancers (lung, colon, ovarian, bladder, and glioblastoma) showed that FH
and factor H-like protein 1 (FHL-1) help them bypass complement-mediated cyto-
toxicity (Wilczek et al. 2008; Junnikkala et al. 2002; Cheng et al. 2005).

The mRNA expression of factor H and FHL-1 was found to be at high levels in
many non-small cell lung cancer cell (NSCLC) lines; hese proteins were found to be
secreted extracellularly. Blocking of FH/FHL-1 increased C3 deposition on a lung
adenocarcinoma cell line (H1264), and enhanced the release of C5a (Ajona et al.
2004). NSCLC lines, H2228 and H226, were capable of binding to endogenous FH
on their surface (Cui et al. 2011).

In colon adenocarcinoma, both primary and metastatic tumors and the presence of
FH/FHL-IR were predominant, with a strong increase in extracellular FH/FHL-IR at
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the invasion site toward normal liver, whereas the signal was weak for normal colon.
The level of FH/FHL-IR in metastasis was two-fold higher than at the primary sites.
FH mRNA expression was higher in SW620 cells, and its functional blocking
inhibited C3b inactivation at the cell membrane (Wilczek et al. 2008).

The mRNA expressions of FH, FHL-1, and FI were markedly increased in
cutaneous squamous cell carcinoma (cSCC) along with the expression of other
complement components such as C1r, C1s, C3, and FB. The levels of FH and
FHL-1 mRNA were low in immortalized nontumorigenic keratinocyte-derived cell
line (HaCaT) lacking functional p53, whereas they were abundantly expressed in
Ha-ras-transformed HaCaT cell lines. This seems to suggesting that inactivation of
p53 is not sufficient for FH and FHL-1 expression, rather activation of ras signaling
is also required. At the same time, FH/FHL-1 expression in cSCC cells was
downregulated by inhibition of ERK1/2 signaling and p38 MAPK signaling, when
cSCC cells were treated with inhibitor of MEK1/2 (PD98059), p38a and p38b
mitogen-activated protein kinases (SB203580 and BIRB796). This confirms that
FH and FHL-1 are targets for ERK1/2 and p38 MAPK signaling cascades in cSCC
cells (Riihilä et al. 2014). In vivo study showed higher expression of FI in invasive
sporadic cSCCs and recessive dystrophic epidermolysis bullosa-associated cSCCs
compared to cSCC in situ (Bowen’s disease), premalignant epidermal lesions
(actinic keratoses), benign epidermal papillomas (seborrheic keratoses), and normal
skin. Aggressive Ha-ras-transformed cell line (RT3) showed higher FI expression
than less tumorigenic HaCaT cell lines (HaCaT, A5, and II-4). Knockdown of FI
expression also inhibited proliferation and migration of cSCC and also down-
regulated ERK 1/2 activation (Riihilä et al. 2015).

Glioblastoma (GBM) is the most aggressive primary brain tumor in adults, with a
poor prognosis. Human H2 glioblastoma cell line was found exceptionally resistant
to complement-mediated lysis; it secretes FH and FHL-1, which bind to the cell
membrane, promoting the cleavage of C3b to iC3b more efficiently in U251 and EA.
hy 926 cells (Junnikkala et al. 2000). DeCordova et al. showed that the primary
GBM cells (B30, B31 and B33), obtained from GBM patients post-surgery, secreted
complement factor H-related protein 5 (FHR5), but not FH (DeCordova et al.
2020). The primary GBM cells produced FHR5 constitutively without cytokine
stimulation. The culture supernatant of the primary GBM cells did not show the
presence of FH, FHL-1, and complement factor H-related 1–4 (CFHR1–4) proteins,
whereas H2 cells secreted FH and FHL-1. FHR5, purified from primary GBM cells,
inhibited complement lysis, acting as a co-factor for factor I-mediated cleavage of
C3b, and accelerated the decay of C3 convertase (DeCordova et al. 2019).

FH can bind to anionic molecules, including glycosaminoglycans (GAGs), which
are highly expressed on basement membranes, ECM, and sialic acid in cell mem-
branes to control alternative pathway activation at these locations. Robust comple-
ment activation was observed in the liver sinusoids of fH–/– mice, where alternative
pathway activation in male fH–/– mice was associated with hepatocellular inflamma-
tion, chronic liver damage, and gradual development to liver tumors. Deposition of
C3b and iC3b/C3d was also detected in the liver sinusoids of fH–/– mice (Laskowski
et al. 2020).
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Properdin is a 50 kDa glycoprotein fluid-phase positive regulator of complement
pathway. Properdin can also function as a PRR, binding to microbial targets; it can
also modulate phagocytosis by macrophages and influence pro-inflammatory cyto-
kine production (Al-Mozaini et al. 2018; Kouser et al. 2018). Properdin was found to
suppress breast cancer cell growth in vitro and in vivo. Properdin induced
upregulation of intracellular pro-apoptotic transcription factor DDIT3 (DNA
damage-inducible transcript 3) in MCF7 cell lines (Block et al. 2019). A recent
bioinformatics study was undertaken utilizing Oncomine and UALCAN to investi-
gate whether properdin can serve as a potential prognostic marker for human lung
adenocarcinoma (LUAD), liver hepatocellular carcinoma (LIHC), cervical squa-
mous cell carcinoma (CESC), and pancreatic adenocarcinoma (PAAD/PDAC).
Lower expression of properdin was observed in both LUAD and LIHC tissues
compared to their corresponding healthy l tissues. A significant negative correlation
was observed between the expression of properdin and tumor purity in both LIHC
and LUAD patients. However, partial positive correlation was observed with levels
of infiltrating CD8+T cells, B cells, and dendritic cells, but not with CD4+T cells,
macrophages, and neutrophils. However, LUAD samples showed partial correlation
with infiltrating B cells, CD4+T cells, CD8+T cells, macrophages, neutrophils, and
dendritic cells (Mangogna et al. 2021).

Conclusion

Complement appears to have a key role in tumorigenesis. There is definitely a local
synthesis of complement proteins in the TME. However, many tumor cells have
evolved strategies to counter complement attack by expressing on their surface
complement inhibitors, or by secreting soluble complement inhibiting factors.
Much focus has recently shifted to infiltrating immune cells in the TME. Thus,
their ability to secrete complement components to modulate the immunosuppressive
TME by polarizing macrophages and neutrophils is of considerable interest. It is well
known that several key complement proteins have immunomodulatory properties
independent of their roles in the complement activation pathways. There is a great
need to investigate immune cell-complement nexus in the TME.

Acknowledgments Illustrations were created using the Biorender tool.

References

Abdelbaset-Ismail A, Borkowska-Rzeszotek S, Kubis E, Bujko K, Brzeźniakiewicz-Janus K,
Bolkun L, Kloczko J, Moniuszko M, Basak GW, Wiktor-Jedrzejczak W, Ratajczak MZ
(2017) Activation of the complement cascade enhances motility of leukemic cells by down-
regulating expression of HO-1. Leukemia 31(2):446–458. https://doi.org/10.1038/leu.2016.198

Afshar-Kharghan V (2017) The role of the complement system in cancer. J Clin Invest 127(3):780–
789. https://doi.org/10.1172/JCI90962

14

https://doi.org/10.1038/leu.2016.198
https://doi.org/10.1172/JCI90962
tarun
Cross-Out

tarun
Sticky Note
on their surface

healthy tissues



Agostinis C, Bulla R, Tripodo C, Gismondi A, Stabile H, Bossi F, Guarnotta C, Garlanda C, De
Seta F, Spessotto P, Santoni A, Ghebrehiwet B, Girardi G, Tedesco F (2010) An alternative role
of C1q in cell migration and tissue remodeling: contribution to trophoblast invasion and
placental development. J Immunol 185(7):4420–4429

Agostinis C, Romana V, Beatrice B et al (2017) Complement protein C1q binds to hyaluronic acid
in the malignant pleural mesothelioma microenvironment and promotes tumor growth. Front
Immunol 8:1559

Ajona D, Castaño Z, Garayoa M, Zudaire E, Pajares MJ, Martinez A, Cuttitta F, Montuenga LM,
Pio R (2004) Expression of complement factor H by lung cancer cells: effects on the activation
of the alternative pathway of complement. Cancer Res 64(17):6310–6318. https://doi.org/10.
1158/0008-5472.CAN-03-2328

Ajona D, Zandueta C, Corrales L, Moreno H, Pajares MJ, Ortiz-Espinosa S, Martínez-Terroba E,
Perurena N, de Miguel FJ, Jantus-Lewintre E, Camps C, Vicent S, Agorreta J, Montuenga LM,
Pio R, Lecanda F (2018) Blockade of the complement C5a/C5aR1 axis impairs lung cancer
bone metastasis by CXCL16-mediated effects. Am J Respir Crit Care Med 197(9):1164–1176.
https://doi.org/10.1164/rccm.201703-0660OC

Al-Mozaini MA, Tsolaki AG, Abdul-Aziz M, Abozaid SM, Al-Ahdal MN, Pathan AA et al (2018)
Human properdin modulates macrophage: mycobacterium bovis BCG interaction via
thrombospondin repeats 4 and 5. Front Immunol 9:533. https://doi.org/10.3389/fimmu.2018.00533

Bellone S, Roque D, Cocco E, Gasparrini S, Bortolomai I, Buza N, Abu-Khalaf M, Silasi DA,
Ratner E, Azodi M, Schwartz PE, Rutherford TJ, Pecorelli S, Santin AD (2012) Downregulation
of membrane complement inhibitors CD55 and CD59 by siRNA sensitises uterine serous
carcinoma overexpressing Her2/neu to complement and antibody-dependent cell cytotoxicity
in vitro: implications for trastuzumab-based immunotherapy. Br J Cancer 106(9):1543–1550.
https://doi.org/10.1038/bjc.2012.132

Bjorge L, Hakulinen J, Wahlstrom T (1997) Complement-regulatory proteins in ovarian malignan-
cies. Int J Cancer 70:14–25. https://doi.org/10.1002/(SICI)1097-0215(19970106)70:1<14::
AID-IJC3>3.0.CO;2-9

Block I, Müller C, Sdogati D, Pedersen H, List M, Jaskot AM, Syse SD, Lund Hansen P, Schmidt S,
Christiansen H, Casella C, Bering Olsen S, Blomstrøm MM, Riedel A, Thomassen M, Kruse
TA, Karlskov Hansen SW, Kioschis P, Mollenhauer J (2019) CFP suppresses breast cancer cell
growth by TES-mediated upregulation of the transcription factor DDIT3. Oncogene 38(23):
4560–4573. https://doi.org/10.1038/s41388-019-0739-0

Bonavita E, Gentile S, Rubino M, Maina V, Papait R, Kunderfranco P, Greco C, Feruglio F,
Molgora M, Laface I et al (2015) PTX3 is an extrinsic oncosuppressor regulating
complement-dependent inflammation in cancer. Cell 160(4):700–714. https://doi.org/10.1016/
j.cell.2015.01.004

Brideau G, Mäkinen MJ, Elamaa H, Tu H, Nilsson G, Alitalo K, Pihlajaniemi T, Heljasvaara R
(2007) Endostatin overexpression inhibits lymphangiogenesis and lymph node metastasis in
mice. Cancer Res 67:11528–11535

Bulla R, Tripodo C, Rami D, Ling GS, Agostinis C, Guarnotta C et al (2016) C1q acts in the tumour
microenvironment as a cancer-promoting factor independently of complement activation. Nat
Commun 7:10346. https://doi.org/10.1038/ncomms10346

Cheng ZZ, Corey MJ, Parepalo M et al (2005) Complement factor H as a marker for detection of
bladder cancer. Clin Chem 51:856–863

Cho MS, Vasquez HG, Rupaimoole R et al (2014) Autocrine effects of tumor-derived complement.
Cell Rep 6(6):1085–1095

Cho MS et al (2016) Complement component 3 is regulated by TWIST1 and mediates epithelial–
mesenchymal transition. J Immunol 196:1412–1418

Corrales L, Ajona D, Rafail S, Lasarte JJ, Riezu-Boj JI, Lambris JD et al (2012) Anaphylatoxin C5a
creates a favorable microenvironment for lung cancer progression. J Immunol 189:4674–4683

15

https://doi.org/10.1158/0008-5472.CAN-03-2328
https://doi.org/10.1158/0008-5472.CAN-03-2328
https://doi.org/10.1164/rccm.201703-0660OC
https://doi.org/10.3389/fimmu.2018.00533
https://doi.org/10.1038/bjc.2012.132
https://doi.org/10.1002/(SICI)1097-0215(19970106)70:1<14::AID-IJC3>3.0.CO;2-9
https://doi.org/10.1002/(SICI)1097-0215(19970106)70:1<14::AID-IJC3>3.0.CO;2-9
https://doi.org/10.1002/(SICI)1097-0215(19970106)70:1<14::AID-IJC3>3.0.CO;2-9
https://doi.org/10.1002/(SICI)1097-0215(19970106)70:1<14::AID-IJC3>3.0.CO;2-9
https://doi.org/10.1038/s41388-019-0739-0
https://doi.org/10.1016/j.cell.2015.01.004
https://doi.org/10.1016/j.cell.2015.01.004
https://doi.org/10.1038/ncomms10346


Cui T, Chen Y, Knösel T, Yang L, Zöller K, Galler K, Berndt A, Mihlan M, Zipfel PF, Petersen I
(2011) Human complement factor H is a novel diagnostic marker for lung adenocarcinoma. Int J
Oncol 39(1):161–168. https://doi.org/10.3892/ijo.2011.1010

DeCordova S, Abdelgany A, Murugaiah V, Pathan AA et al (2019) Secretion of functionally active
complement factor H related protein 5 (FHR5) by primary tumour cells derived from Glioblas-
toma Multiforme patients. Immunobiology. S0171298519300919–. https://doi.org/10.1016/j.
imbio.2019.07.006

DeCordova S, Shastri A, Tsolaki AG, Yasmin H, Klein L, Singh SK, Kishore U (2020) Molecular
heterogeneity and immunosuppressive microenvironment in glioblastoma. Front Immunol 11:
1402. https://doi.org/10.3389/fimmu.2020.01402

Dembitzer FR, Kinoshita Y, Burstein D et al (2012) gC1qR expression in normal and pathologic
human tissues: differential expression in tissues of epithelial and mesenchymal origin. J
Histochem Cytochem 60(6):467–474. https://doi.org/10.1369/0022155412440882

Dunkelberger JR, Song WC (2010) Complement and its role in innate and adaptive immune
responses. Cell Res 20(1):34–50

Fishelson Z, Donin N, Zell S, Schultz S, Kirschfink M (2003) Obstacles to cancer immunotherapy:
expression of membrane complement regulatory proteins (mCRPs) in tumors. Mol Immunol
40(2–4):109–123

Gancz D, Fishelson Z (2009) Cancer resistance to complement-dependent cytotoxicity (CDC):
Problem-oriented research and development. Mol Immunol 46(14):2794–2800

Gao LJ, Guo SY, Cai YQ, Gu PQ, Su YJ, Gong H, Liu Y, Chen C (2009) Cooperation of decay-
accelerating factor and membrane cofactor protein in regulating survival of human cervical
cancer cells. BMC Cancer 30(9):384. https://doi.org/10.1186/1471-2407-9-384

Gasque P, Julen N, Ischenko AM, Picot C, Mauger C, Chauzy C, Ripoche J, Fontaine M (1992)
Expression of complement components of the alternative pathway by glioma cell lines. J
Immunol 149:1381–1387

Geis N, Zell S, Rutz R, Li W, Giese T, Mamidi S, Schultz S, Kirschfink M (2010) Inhibition of
membrane complement inhibitor expression (CD46, CD55, CD59) by siRNA sensitizes tumor
cells to complement attack in vitro. Curr Cancer Drug Targets 10(8):922–931. https://doi.org/10.
2174/156800910793357952

Gelderman KA, Blok VT, Fleuren GJ, Gorter A (2002) The inhibitory effect of CD46, CD55, and
CD59 on complement activation after immunotherapeutic treatment of cervical carcinoma cells
with monoclonal antibodies or bispecific monoclonal antibodies. Lab Invest 82(4):483–493.
https://doi.org/10.1038/labinvest.3780441

Guglietta S, Chiavelli A, Zagato E et al (2016) Coagulation induced by C3aR-dependent NETosis
drives protumorigenic neutrophils during small intestinal tumorigenesis. Nat Commun 7:11037

Gunn L, Ding C, Liu M, Ma Y, Qi C, Cai Y, Hu X, Aggarwal D, Zhang HG, Yan J (2012) Opposing
roles for complement component C5a in tumor progression and the tumor microenvironment. J
Immunol 189(6):2985–2994. https://doi.org/10.4049/jimmunol.1200846

Hakulinen J, Junnikkala S, Sorsa T, Meri S (2004) Complement inhibitor membrane cofactor
protein (MCP; CD46) is constitutively shed from cancer cell membranes in vesicles and
converted by a metalloproteinase to a functionally active soluble form. Eur J Immunol 34(9):
2620–2629. https://doi.org/10.1002/eji.200424969

Hinshaw DC, Shevde LA (2019) The tumor microenvironment innately modulates cancer progres-
sion. Cancer Res 79(18):4557–4566. https://doi.org/10.1158/0008-5472.CAN-18-3962

Hong Q, Kuo E, Schultz L, Boackle RJ, Chang NS (2007) Conformationally altered hyaluronan
restricts complement classical pathway activation by binding to C1q, C1r, C1s, C2, C5 and C9,
and suppresses WOX1 expression in prostate DU145 cells. Int J Mol Med 19(1):173–
179. PMID: 17143562

Hong Q, Sze CI, Lin SR et al (2009) Complement C1q activates tumor suppressor WWOX to
induce apoptosis in prostate cancer cells. PLoS One 4(6):e5755. Published 2009 Jun 1. https://
doi.org/10.1371/journal.pone.0005755

16

https://doi.org/10.3892/ijo.2011.1010
https://doi.org/10.1016/j.imbio.2019.07.006
https://doi.org/10.1016/j.imbio.2019.07.006
https://doi.org/10.3389/fimmu.2020.01402
https://doi.org/10.1369/0022155412440882
https://doi.org/10.1186/1471-2407-9-384
https://doi.org/10.2174/156800910793357952
https://doi.org/10.2174/156800910793357952
https://doi.org/10.1038/labinvest.3780441
https://doi.org/10.4049/jimmunol.1200846
https://doi.org/10.1002/eji.200424969
https://doi.org/10.1158/0008-5472.CAN-18-3962
https://doi.org/10.1371/journal.pone.0005755
https://doi.org/10.1371/journal.pone.0005755


Jorge L, Hakulinen J, Vintermyr OK, Jarva H, Jensen TS, Iversen OE, Meri S (2005) Ascitic
complement system in ovarian cancer. Br J Cancer 92:895–905

Junnikkala S, Jokiranta TS, Friese MA et al (2000) Exceptional resistance of human H2 glioblas-
toma cells to complement-mediated killing by expression and utilization of factor H and factor
H-like protein 1. J Immunol 164:6075–6081

Junnikkala S, Hakulinen J, Jarva H et al (2002) Secretion of soluble complement inhibitors factor H
and factor H-like protein (FHL-1) by ovarian tumour cells. Br J Cancer 87:1119–1127

Jurianz K, Ziegler S, Donin N, Reiter Y, Fishelson Z, Kirschfink M (2001) K562 erythroleukemic
cells are equipped with multiple mechanisms of resistance to lysis by complement. Int J Cancer
93:848–854

Kaur A, Sultan SHA, Valarmathy M et al (2016) Human C1q induces apoptosis in an ovarian cancer
cell line via tumor necrosis factor pathway. Front Immunol 7:599. https://doi.org/10.3389/
fimmu.2016.00599

Kawada M, Mizuno M, Nasu J, Uesu T, Okazaki H, Okada H, Shimomura H, Yamamoto K, Tsuji T,
Fujita T, Shiratori Y (2003) Release of decay-accelerating factor into stools of patients with
colorectal cancer by means of cleavage at the site of glycosylphosphatidylinositol anchor. J Lab
Clin Med 142:306–312

Kishore U, Ghai R, Greenhough TJ, Shrive AK, Bonifati DM, Gadjeva MG, Waters P, Kojouharova
MS, Chakraborty T, Agrawal A (2004) Structural and functional anatomy of the globular domain
of complement protein. C1q 95(2):113–128. https://doi.org/10.1016/j.imlet.2004.06.015

Kiso T, Mizuno M, Nasu J (2002) Enhanced expression of decay-accelerating factor and CD59/
homologous restriction factor 20 in intestinal metaplasia, gastric adenomas and intestinal-type
gastric carcinomas but not in diffuse-type carcinomas. Histopathology 40:339–347. https://doi.
org/10.1046/j.1365-2559.2002.01350.x

Kitano E, Kitamura H (1993) Synthesis of the third component of complement (C3) by human
gastric cancer-derived cell lines. Clin Exp Immunol 94(2):273–278. https://doi.org/10.1111/j.
1365-2249.1993.tb03443.x

Kohno H, Mizuno M, Nasu J, Makidono C, Hiraoka S, Inaba T, Yamamoto K, Okada H, Fujita T,
Shiratori Y (2005) Stool decay-accelerating factor as a marker for monitoring the disease
activity during leukocyte apheresis therapy in patients with refractory ulcerative colitis. J
Gastroenterol Hepatol 20:73–78

Kolev M, Markiewski MM (2018) Targeting complement-mediated immunoregulation for cancer
immunotherapy. Semin Immunol 37:85–97. https://doi.org/10.1016/j.smim.2018.02.003. Epub
2018 Feb 15. PMID: 29454575; PMCID: PMC5984681

Kouser L, Paudyal B, Kaur A, Stenbeck G, Jones LA, Abozaid SM et al (2018) Human properdin
opsonizes nanoparticles and triggers a potent proinflammatory response by macrophages with-
out involving complement activation. Front Immunol 9:131. https://doi.org/10.3389/fimmu.
2018.00131

Laskowski J, Renner B, Pickering MC, Serkova NJ, Smith-Jones PM, Clambey ET et al (2020)
Complement factor H–deficient mice develop spontaneous hepatic tumors. J Clin Invest 130(8):
4039–4054. https://doi.org/10.1172/JCI135105

Lee JK, Na SK, Jeong JS, Lim SA, Kim M, Lee J, Song SY, Kim H, Hancock WS, Paik YK (2014)
Identification of human complement factor B as a novel biomarker candidate for pancreatic
ductal adenocarcinoma. J Proteome Res 13:4878–4888

Legoedec J, Gasque P, Jeanne JF, Fontaine M (1995) Expression of the complement alternative
pathway by human myoblasts in vitro: biosynthesis of C3, factor B, factor H and factor I. Eur J
Immunol 25:3460–3466

Li L, Spendlove I, Morgan J (2001) CD55 is over-expressed in the tumour environment. Br J
Cancer 84:80–86. https://doi.org/10.1054/bjoc.2000.1570

Mangogna A, Agostinis C, Bonazza D, Belmonte B, Zacchi P, Zito G, Romano A, Zanconati F,
Ricci G, Kishore U, Bulla R (2019a) Is the complement protein C1q a Pro- or anti-tumorigenic
factor? Bioinformatics analysis involving human carcinomas. Front Immunol 10:865. https://
doi.org/10.3389/fimmu.2019.00865

17

https://doi.org/10.3389/fimmu.2016.00599
https://doi.org/10.3389/fimmu.2016.00599
https://doi.org/10.1016/j.imlet.2004.06.015
https://doi.org/10.1046/j.1365-2559.2002.01350.x
https://doi.org/10.1046/j.1365-2559.2002.01350.x
https://doi.org/10.1111/j.1365-2249.1993.tb03443.x
https://doi.org/10.1111/j.1365-2249.1993.tb03443.x
https://doi.org/10.1016/j.smim.2018.02.003
https://doi.org/10.3389/fimmu.2018.00131
https://doi.org/10.3389/fimmu.2018.00131
https://doi.org/10.1172/JCI135105
https://doi.org/10.1054/bjoc.2000.1570
https://doi.org/10.3389/fimmu.2019.00865
https://doi.org/10.3389/fimmu.2019.00865


Mangogna A, Beatrice B, Chiara A, Paola Z, Gerardo ID, Anna M, Vito R, Deborah B, Fabrizio Z,
Uday K, Roberta B (2019b) Prognostic implications of the complement protein C1q in gliomas.
Front Immunol 10:2366. https://doi.org/10.3389/fimmu.2019.02366

Mangogna A, Varghese PM, Agostinis C, Alrokayan SH, Khan HA, Stover CM, Belmonte B,
Martorana A, Ricci G, Bulla R, Kishore U (2021) Prognostic value of complement properdin in
cancer. Frontiers in immunology 11:614980. https://doi.org/10.3389/fimmu.2020.614980

Margot R, Sautès-Fridman C, FridmanW-H, Roumenina LT (2022) C1q+ macrophages: passengers
or drivers of cancer progression. Trends in Cancer 8(7):517–526. https://doi.org/10.1016/j.
trecan.2022.02.006. ISSN 2405-8033

Markiewski MM, DeAngelis RA, Benencia F et al (2008) Modulation of the antitumor immune
response by complement. Nat Immunol 9(11):1225–1235

Nitta H, Murakami Y, Wada Y, Eto M, Baba H, Imamura T (2014) Cancer cells release
anaphylatoxin C5a from C5 by serine protease to enhance invasiveness. Oncol Rep 32(4):
1715–1719. https://doi.org/10.3892/or.2014.3341

Reid KBM (2018) Complement component C1q: historical perspective of a functionally versatile,
and structurally unusual, serum protein. Front Immunol 9:764. Published 2018 Apr 10. https://
doi.org/10.3389/fimmu.2018.00764

Revel M, Daugan MV, Sautés-Fridman C, Fridman WH, Roumenina LT (2020) Complement
system: promoter or suppressor of cancer progression? Antibodies (Basel) 9(4):57. https://doi.
org/10.3390/antib9040057

Ricklin D, Hajishengallis G, Yang K, Lambris JD (2010) Complement: a key system for immune
surveillance and homeostasis. Nat Immunol 11:785–797

Riihilä PM, Nissinen LM, Alaaho R, Kallajoki M et al (2014) Complement factor H: a biomarker
for progression of cutaneous squamous cell carcinoma. J Invest Dermatol 134:498–506

Riihilä P, Nissinen L, Farshchian M, Kivisaari A, Alaaho R et al (2015) Complement factor I
promotes progression of cutaneous squamous cell carcinoma. J Invest Dermatol 135:579–588

Riihilä P, Nissinen L, Farshchian M, Kallajoki M, Kivisaari A, Meri S, Grénman R, Peltonen S,
Peltonen J, Pihlajaniemi T, Heljasvaara R, Kähäri VM (2017) Complement Component C3 and
complement factor B promote growth of cutaneous squamous cell carcinoma. Am J Pathol
187(5):1186–1197. https://doi.org/10.1016/j.ajpath.2017.01.006

Rossen RD, Reisberg MA, Hersh EM, Gutterman JU (1977) The C1q binding test for soluble
immune complexes: clinical correlations obtained in patients with cancer. J Natl Cancer Inst
58(5):1205–1215. https://doi.org/10.1093/jnci/58.5.1205. PMID: 323505

Roumenina LT, Daugan MV, Noé R, Petitprez F, Vano YA et al (2019a) Tumor cells Hijack
macrophage-produced complement C1q to promote tumor growth. Cancer Immunol Res 7(7):
1091–1105. https://doi.org/10.1158/2326-6066.CIR-18-0891

Roumenina LT, Daugan MV, Petitprez F, Sautès-Fridman C, Fridman WH (2019b) Context-
dependent roles of complement in cancer. Nat Rev Cancer 19(12):698–715. https://doi.org/10.
1038/s41568-019-0210-0. Epub 2019 Oct 30. PMID: 31666715

Rutkowski MJ, Sughrue ME, Kane AJ, Mills SA, Parsa AT (2010) Cancer and the complement
cascade. Mol Cancer Res 8:1453–1465. https://doi.org/10.1158/1541-7786.MCR-10-0225

Sjöberg AP, Trouw LA, Blom AM (2009) Complement activation and inhibition: a delicate balance.
Trends Immunol 30(2):83–90. https://doi.org/10.1016/j.it.2008.11.003

Srivastava A, Mittal B (2009) Complement receptor 1 (A3650G RsaI and intron 27 HindIII)
polymorphisms and risk of gallbladder cancer in north Indian population. Scand J Immunol
70(6):614–620. https://doi.org/10.1111/j.1365-3083.2009.02329.x

Vadrevu SK, Chintala NK, Sharma SK et al (2014) Complement c5a receptor facilitates cancer
metastasis by altering T-cell responses in the metastatic niche. Cancer Res 74(13):3454–3465

Wilczek E, Rzepko R, Nowis D, Legat M, Golab J, Glab M, Gorlewicz A, Konopacki F,
Mazurkiewicz M, Sladowski D, Gornicka B, Wasiutynski A, Wilczynski GM (2008) The
possible role of factor H in colon cancer resistance to complement attack. Int J Cancer 122(9):
2030–2037. https://doi.org/10.1002/ijc.23238

18

https://doi.org/10.3389/fimmu.2019.02366
https://doi.org/10.3389/fimmu.2020.614980
https://doi.org/10.1016/j.trecan.2022.02.006
https://doi.org/10.1016/j.trecan.2022.02.006
https://doi.org/10.3892/or.2014.3341
https://doi.org/10.3389/fimmu.2018.00764
https://doi.org/10.3389/fimmu.2018.00764
https://doi.org/10.3390/antib9040057
https://doi.org/10.3390/antib9040057
https://doi.org/10.1016/j.ajpath.2017.01.006
https://doi.org/10.1093/jnci/58.5.1205
https://doi.org/10.1158/2326-6066.CIR-18-0891
https://doi.org/10.1038/s41568-019-0210-0
https://doi.org/10.1038/s41568-019-0210-0
https://doi.org/10.1158/1541-7786.MCR-10-0225
https://doi.org/10.1016/j.it.2008.11.003
https://doi.org/10.1111/j.1365-3083.2009.02329.x
https://doi.org/10.1002/ijc.23238


Xi W et al (2016) High level of anaphylatoxin C5a predicts poor clinical outcome in patients with
clear cell renal cell carcinoma. Sci Rep 6:29177

Yuan K, Ye J, Liu Z et al (2020) Complement C3 overexpression activates JAK2/STAT3 pathway
and correlates with gastric cancer progression. J Exp Clin Cancer Res 39:9. https://doi.org/10.
1186/s13046-019-1514-3

Zell S, Geis N, Rutz R, Schultz S, Giese T, Kirschfink M (2007) Down-regulation of CD55 and
CD46 expression by anti-sense phosphorothioate oligonucleotides (S-ODNs) sensitizes tumour
cells to complement attack. Clin Exp Immunol 150(3):576–584. https://doi.org/10.1111/j.
1365-2249.2007

Zhang R, Liu Q, Li T et al (2019) Role of the complement system in the tumor microenvironment.
Cancer Cell Int 19:300. https://doi.org/10.1186/s12935-019-1027-3

19

https://doi.org/10.1186/s13046-019-1514-3
https://doi.org/10.1186/s13046-019-1514-3
https://doi.org/10.1111/j.1365-2249.2007
https://doi.org/10.1111/j.1365-2249.2007
https://doi.org/10.1186/s12935-019-1027-3

	Complement and Cancer Immunity
	Introduction
	Complement System
	Role of Tumor Cell-Derived Complement Components Expressed in TME
	Role of Complement Proteins and Its Split Products
	C1q
	Involvement of C2, C3, C3b, C4, C5, C5a, and MAC

	Role of Complement Regulators
	Membrane-Bound Complement Regulatory Proteins
	Soluble Complement Regulators

	Conclusion
	References




