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Abstract: Angiogenesis, the process of formation of new
capillaries from existing blood vessels, is required formultiple
physiological andpathological processes. Complement factorH
(CFH) is a plasma protein that inhibits the alternative pathway
of the complement system. Loss of CFH enhances the alterna-
tive pathway and increases complement activation fragments
with pro-angiogenic capacity, including complement 3a,

complement 5a, and membrane attack complex. CFH protein
contains binding sites for C-reactive protein,malondialdehyde,
and endothelial heparan sulfates. Dysfunction of CFH pre-
vents its interaction with these molecules and initiates
pro-angiogenic events. Mutations in the CFH gene have
been found in patients with age-related macular degener-
ation characterized by choroidal neovascularization. The
Cfh-deficient mice show an increase in angiogenesis, which
is decreased by administration of recombinant CFH pro-
tein. In this review, we summarize the molecular mecha-
nisms of the anti-angiogenic effects of CFH and the
regulatory mechanisms of CFH expression. The therapeutic
potential of recombinant CFH protein in angiogenesis-
related diseases has also been discussed.
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properties; therapeutic target

Introduction

Angiogenesis refers to the growth of new blood vessels
sprouting from the pre-existing vasculature [1]. Following
endothelial cell (EC) activation, angiogenesis comprises a
series of events including basement membrane dissolution,
EC migration and proliferation, EC differentiation and sta-
bilization, and vessel maturation [2]. Physiologically, angio-
genesis is tightly controlled. Under pathological conditions,
an imbalance between stimulators and inhibitors leads
to pathological angiogenesis in rheumatoid arthritis (RA),
age-related macular degeneration (AMD) and malignant
tumors [3–7]. Inhibition of angiogenesis became an efficient
treatment for these diseases and thus, understanding the
underlying mechanisms of angiogenesis may lead to novel
strategies for the development of anti-angiogenesis therapy.

The complement system is involved in the regulation of
angiogenesis [8]. The complement system modulates immune
responses and related inflammatory responses [9]. It includes
the classical, alternative, and mannose-binding lectin path-
ways, which are controlled by regulatory proteins that impede
inappropriate complement components [9]. Complement
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factor H (CFH) acts as a plasma regulator of the alternative
complement pathway by interacting with the central C3b
component [10]. CFH also binds with heparan sulfate (HS),
C-reactive protein (CRP), malondialdehyde (MDA) and
oxidized phospholipid, and prevents their pro-angiogenic
functions [11–14]. Dysfunction of CFH may lead to excessive
inflammation-induced angiogenesis [14]. In addition, the re-
combinant CFH downregulates expression of proangiogenic
genes andupregulates expressionof antiangiogenic genes [15].
This review describes the molecular mechanisms underlying
the anti-angiogenic effects of CFH and its potential as a ther-
apeutic target in pathological angiogenesis.

CFH protein structure and its
functions in complement system

CFH is a single polypeptide plasma glycoprotein synthesized
constitutively by the liver. Identified as an inhibitor of the
alternative complement pathway, CFH and several other
complement regulators, including decay accelerating factor
and C4b-binding protein, are encoded by closely linked genes
within the regulator of complement activation (RCA) gene
cluster located on human chromosome 1 [16]. The structure of
the CFH protein was obtained using X-ray scattering and
sedimentation coefficient modeling (Figure 1A) [17]. CFH pro-
tein consists of 1,213 amino acids, which are primarily distrib-
uted within 20 short consensus repeats (SCRs), also known as
complement control protein modules (Figure 1B) [16, 18]. The
SCRs are highly conserved repeating units of around 60 resi-
dues, joined by 19 linking sequences of 3–8 residues situated

between the last cysteine of an SCR and thefirst cysteine of the
next SCR [16, 18]. Four invariant cysteine residues become
apparent upon alignment of all SCR sequences, and a near-
invariant tryptophan residue is located between the third and
fourth invariant cysteine [16, 18]. Other members of the RCA
family also containmultiple copies of this consensus sequence,
which regulates complement activation [19].

Acting as a co-factor for factor I, CFH renders C3b
vulnerable to proteolytic inactivation andyields iC3b (Figure 2).
CFH causes the dissociation of Bb from C3b in C3bBb (the
alternative C3 convertase) and accelerates the decay of the
formed alternative C3 convertase, which is termed decay
accelerating activity (Figure 2). In the CFH molecule, SCRs 1–4
(the N-terminus), SCR 6–8, and SCRs 19–20 (the C-terminus) are
responsible for interaction with C3b [20]. The binding of C3b to
SCRs 1–4 mediates the cofactor activity and decay accelerating
activity of CFH. In addition, C3 andC5activation is preventedby
CFH competing with Bb for C3b binding and thus reducing the
formation of the alternative C3 convertase and C5 convertase
(C3bBb3b) (Figure 2). These characteristics provide CFH with
the ability to regulate the alternative pathway and to protect
the host cell from inappropriate complement activation

Figure 1: Structure of CFH protein. (A) The image of the best-fit model of
CFH in 137 mM NaCl was generated using Visual Molecular Dynamics
(VMD) (University of Illinois at Urbana-Champaign). The short consensus
repeats (SCRs) are numbered from 1 to 20 to indicate the positions of the
SCR domains. (B) Major binding sites for C3b, CRP, GAG and MDA were
highlighted in red. CFH, complement factor H; CRP, C-reactive protein;
GAG, glycosaminoglycan; MDA, malondialdehyde.

Figure 2: The function of CFH in alternative pathway of the complement
system. The alternative pathway C3 convertase (C3bBb) cleavage C3,
which leads to release bioactive fragments, C3a and C3b. The generation
of C3b form more C3bBb with Bb, resulting in positive feedback. C3bBb
binding C3b also form C5 convertase to cleavage C5, which leads to the
common terminal pathway, and finally produces the lytic membrane
attack complex (MAC). CFH inhibits the alternative pathway by
inactivating C3b, reducing the formation of C3 convertase and
accelerating decay of the formed C3 convertase and C5 convertase. C3a,
C5a and MAC contribute to endothelial cell migration and proliferation to
promote angiogenesis. Thus, CFH decreases the generation of three pro-
angiogenic effectors, C3a, C5a and MAC, to inhibit angiogenesis. CFH,
complement factor H; CFI, complement factor I.
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(Table 1). In addition, the binding sites of CFH also interact with
molecules unrelated to the complement system. The SCRs 7 and
19–20 carry two binding sites for glycosaminoglycans (GAGs)
and CRP [20, 21]. The SCRs 7 and 20 facilitate the binding of CFH
to MDA [13]. By interacting with these ligands, CFH modulates
inflammation and oxidative stress. In addition, CFH interacts
with avariety of cells and regulates cellular immune responses.
For example, CFH produced by dendritic cells (DCs) reduces
allogenic CD4+ T cell proliferation andpromotes the generation
of adaptive regulatory T cells (Tregs) from CD4+ T cells, there-
fore it decreases the number of CD4+ T cells which promotes
angiogenesis by stimulating endothelial sprouting [5, 22, 23].
CFH also induces a tolerogenic and anti-inflammatory pheno-
type inmonocyte-derivedDCs,whichappears todependonSCR
19–20 [5]. The C-terminal domains of CFH induce the differen-
tiation of CD14+ human monocytes into immunosuppressive
macrophages [24].

CFH in AMD

AMD is one of the leading causes of visual loss in the elder
population [30]. Advanced AMD is clinically classified into

two types: dry AMD and wet AMD. Dry AMD is known as
geographic atrophy, whereas wet AMD is characterized by
choroidal neovascularization (CNV). In patients of wet AMD,
blood vessels extend abnormally from the choroidal vascu-
lature, through the damaged Bruch’s membrane and the
retinal pigment epithelium (RPE), and grow into the sub-
retinal space beneath the photoreceptors (Figure 3B).
Fundus examination in wet AMD patients shows edema,
subretinalfluid, and subretinal hemorrhage. To date, at least
34 loci was found to a significant association with the risk of
AMD [31]. A significantly associated genetic risk factor is a
single nucleotide polymorphism (SNP) that histidine (H) is
substituted for the normally expressed tyrosine (Y) at codon
402 in SCR 7 of CFH (Figure 3A) [32–34]. This rs1061170
polymorphism significantly impairs the ability of CFH to
bind to coagulation factor XI, HS, CRP, MDA and oxidized
phospholipid [13, 14, 35–37]. In addition, rs800292, rs3753394
and rs1329428, rs3766405, rs412852 polymorphism of gene for
CFH is strongly associated with wet AMD [38–40].

To investigate wet AMD, the mouse models have been
established to clarify the effects of CFH on angiogenesis
(Table 2). Thesemicemanifest pathological angiogenesis in the
eye as a result of rupture of the RPE and Bruch’smembrane by

Table : Interactions of complement factors and CFH.

Complement
factors

Roles in complement system Interaction with CFH Effects on angiogenesis

Ca A cleavage product of C that
binds to CaR and promotes
leukocyte-induced pro-inflammatory
activities []

Accelerates decay of C convertase
to inhibit the formation of Ca

Increases vascular permeability and
promotes EC migration [, ]

Cb Acts as opsonin and forms C
convertase to amplify the
activation of complement

Assists complement factor I (CFI) to
inactivate Cb and accelerates decay
of C convertase to inhibit the
formation of Cb

Promotes HUVEC migration and tube
formation induced by complement activation []

Ca A cleavage product of C that binds
to CaR and attracts leukocytes []

Accelerates decay of C convertase
to inhibit the formation of Ca

Enhances vascular permeability and promotes
EC proliferation and migration [, ]

Cb Forms MAC Accelerates decay of C convertase
to inhibit the formation of Cb

Forms MAC

Factor B Forms C convertase Competes with Bb binding to Cb
to inhibit the information of
C convertase

Amplifies the activation of angiogenic complement

Factor P Stabilizes C convertase and
C convertase []

Reduces CD+ T cell proliferation
but Factor P enhances CD+ T cell
proliferation []

Promotes proliferation of CD+ T cell with the
ability to regulate EC migration and
proliferation [, ]

CFI Inactivates Cb Assists CFI to inactivate Cb Inhibits angiogenesis by blocking
complement activation

MAC Lyses cell Inactivates Cb and accelerates
decay of C convertase and
C convertase to inhibit the
formation of MAC

Induces EC proliferation and migration and
upregulates proangiogenic factors,
including VEGF [, ]

CFH, complement factor H; EC, endothelial cell; HUVEC, human umbilical vein endothelial cell; MAC, membrane attack complex; CFI, complement factor I;
VEGF, vascular endothelial growth factor.
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laser treatment [41]. During the course of experimentally-
induced CNV progression, the Cfh expression is down-
regulated [41]. Local knock-down of Cfh gene expression in the
mouse eye accelerated the formation of CNV and caused more
severe CNV compared to that in the control [42]. In addition,
CFH-deficient mice showed larger CNV lesions compared with
the control mice [43]. Administration of human CFH into the
vitreum suppresses CNV formation and induces regression of
established CNV in a CNV rat model [44]. Huang et al. investi-
gated the role of CFH using complement receptor 2 (CR2)-fH,
a recombinant complement inhibitor that contains the
N-terminus (SCR 1–5) of mouse CFH (mCFH) linked to CR2 [45].

This recombinant protein possesses greater complement
inhibitory activity than the endogenous serum mCFH [45].
Intravenous injection of CR2-fH reduces laser-induced CNV size
in C57BL/6 mice [46]. In another report, intraocular human
plasma and recombinant CFH were as effective at reducing
CNV on a murine model as a currently used therapy for wet
AMD, anti-vascular endothelial growth factor (VEGF) anti-
body [15]. In addition, GEM103, a recombinant full CFH protein,
shows similar complement regulation function of native CFH
and protects erythrocytes from hemolysis [47]. Hence, delivery
of recombinant CFH by intravitreal injection may be consid-
ered as a potential therapy for AMD patients with CFH gene

Figure 3: Schematic cartoon of wet AMD in the presence of CFH variants. (A) CFH variants related to AMD were highlighted. The protein structure was
predicted by AlphaFold (DeepMind). (B) CFH variants promote proangiogenic events. The left panel is the physiological condition in the presence of CFH. The
right panel is wet AMD under dysfunction of CFH. Blood vessels extend from the choroidal vessel into the subretinal space beneath the photoreceptors
through the damaged Bruch’s membrane and retinal pigment epithelium. CFH, complement factor H; AMD, age-related macular degeneration.
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Table : Rodent models for functional studies of CFH.

Genotype Genetic background Treatment Phenotype Mechanism

Cfh−/− CBL/ mice Increased laser-induced neovascularized area
in aged Cfh−/− mice

Complement deposition VEGF
production and angiopoetin-
release []

Cfhflox/flox mice crossed
with Rosa-Cre mice

CBL/ mice Vessel growth in Cfh−/− mice is similar to WT
mice in the aorta ring assay; Increased capil-
laries penetrated into matrigel plugs in Cfh−/−

mice than in the WT mice

Inhibition of EC migration via
interaction of Cfh in blood
plasma with EC []

WT CBL/ mice CFH gene locally
knocked down by
injection of siRNA

Increased MAC deposition and laser-induced
CNV size

Alternative pathway activation
and MAC-induced angiogenic
factor []

WT CBL/ mice Administration of
recombinant CFH

Reduced laser-induced CNV size Inhibition of VEGF expression
and C deposition []

WT Brown Norway rats Administration of
purified human
CFH

Decreased MAC deposition and laser-induced
CNV size

Inhibition the formation of
MAC []

WT Long Evans rats Administration of
recombinant CFH

Reduced laser-induced CNV size and
choroidal neovascular leakage

Restriction of complement
activation and upregulation of
proangiogenic factors []

CFH, complement factor H; VEGF, vascular endothelial growth factor; WT, wild-type; EC, endothelial cell; MAC, membrane attack complex; CNV, choroidal
neovascularization.

Table : Diseases or disorders associated with CFH deficiency.

Diseases or disorders Pathogenic mechanisms related to CFH deficiency

AMD CFH deficiency induces activation of AP of complement in choroid and C accumulation in the RPE []
Activation of the AP increases CNV lesion size []
Ca and Ca recruit monocytes and increases VEGF expression to promote CNV []

Neisseria meningitidis infection Increases C convertase activity leads to consumption of C in the circulation and subsequent low C
plasma levels []

MPGN II Uncontrolled activation of the AP of complement and deposition of complement product in the GBM [, ]
Haemolytic uremic syndrome Uncontrolled complement activation induces the release of complement cleavage products including Ca

and Ca []
C deposits in glomeruli and serum C is remarkably reduced []

aHUS Inappropriate activation or insufficient inhibition of the AP of complement []
Production of autoantibodies against CFH [, ]

MGRS Production of autoantibodies against CFH []
Chronic hypocomplementemic renal disease Blockage of CFH secretion and intracellular catabolism []
Primary IgA nephropathy CFH deficiency increases C deposition with IgA in the glomerular mesangium [, ]
Collagen type III glomerulopathy CFH deficiency facilitates glomerular deposition of type III collagen []
C glomerulonephritis Mesangial C deposits []

Production of autoantibodies against CFH []
Endocapillary glomerulonephritis C, C, Cq, IgG and IgM deposit in the capillary wall in a coarse granular pattern []
SLE Production of autoantibodies against CFH []

ADAMTS directly interacts with and degrades CFH []
RA Production of autoantibodies against CFH []
Asthma The circulating level of pro-inflammatory Ca increases []

CFH, complement factor H; AMD, age-related macular degeneration; RPE, retinal pigment epithelium; VEGF, vascular endothelial growth factor; CNV,
choroidal neovascularization; MPGN II, membranoproliferative glomerulonephritis type II; AP, alternative pathway; GBM, glomerular basement
membrane; aHUS, atypical hemolytic uremic syndrome; MGRS, monoclonal gammopathy of renal significance; SLE, systemic lupus erythematosus; RA,
rheumatoid arthritis.

456 Li et al.: CFH in molecular regulation of angiogenesis



polymorphisms [47]. In addition, we summarized diseases
associated with CFH deficiency and the underlying mecha-
nisms (Table 3). Among these diseases, AMD is directly caused
by abnormal angiogenesis.

CFH and angiogenesis

Accumulated evidence suggests that plasma CFH inhibits
angiogenesis. Conditioned medium from RPEs with reduced
levels of CFH promotes migration and matrigel tube
formation of human umbilical vein endothelial cell
(HUVEC) [67]. Cfh−/−mice display a proangiogenic phenotype
in a matrigel assay, in which the number of capillaries that
penetrated into the matrigel plugs injected subcutaneously
was significantly higher in Cfh−/− mice than in those in wild-
type (WT) mice [48]. Subsequently, the plasma from Cfh−/−

mice does not affect the proliferation of ECs, but significantly
increases EC migration [48]. Recent study indicated that
isolated kidney ECs from Cfh−/− mice demonstrated an
increased angiogenic potential suggesting that EC-intrinsic
CFH may also have an inhibitory effect on angiogenesis [68].

Effects of CFH on endothelial cell properties

As a plasma protein, CFH directly interacts with endothelial
glycocalyx enriched with proteoglycans and glycopro-
teins [69]. Heparan sulfate proteoglycans (HSPGs), the major
constituent of endothelial glycocalyx, are anchored to the EC
surface by transmembrane or membrane-bound proteogly-
can protein core attached with multiple HS chains [70, 71].
Cyclosporine, calcineurin inhibitor, decreases endothelium
glycocalyx through shedding of HS side chains [69]. Reduction
of glycocalyx by cyclosporine prevents CFH surface binding,
leading to complement-induced endothelial injury [69]. Inside
ECs, syndecan-4 proteoglycan, a transmembrane HSPG, is
linked to cytoskeletal elements including actin and vincu-
lin [72]. Loss of syndecan-4 proteoglycan disrupts the
arrangement of the cytoskeleton network in ECs and in-
creases cell migration and proliferation [72]. CFH interacts
with HS chains of HSPGs to protect them from complement
attack [69]. CFH deficiency results in a disorder of actin
cytoskeleton arrangement, possibly due to the loss of HSPGs.
CFH contains HS binding sites at SCR 6–8 and SCR 19–
20 [68, 73]. HS has a high affinity for full-length CFH but the
relatively lower affinity for fragments of SCR 6–8 or SCR 16–
20, suggesting the co-operativity of the two sites [74]. Notably,
the SCR 7 and 20 in CFH showed themost net charge densities,
which may promote optimal interactions of CFHwith anionic
HS [17]. The HS chains are composed of three types of regions

characterized by high sulfation (NS-domain), low sulfation
(NA domain), or intermediate sulfation (NA/NS domain) [75].
CFH interacts strongly with the NS-domains of HS but less so
with the NA domains, indicating the importance of the
maximally sulfated regions of HS in CFH binding [74]. HS also
binds to fibroblast growth factors (FGFs) and VEGFs, both of
which potently promote proliferation, migration, and differ-
entiation of ECs [76, 77]. HS forms a ternary structure with
VEGF165/VEGFR2 or bFGF/FGFR1 to enhance growth factor-
receptor binding in a high-affinity complex (Figure 4) [76, 77].
The binding of growth factors to HS requires sulfated re-
gions [75]. Asmentioned above, CFHbinds towithNSdomains

Figure 4: The potential effects of CFH on HS and the stiffness of ECs. CFH
may bind HS structures and CFH-HS complexes reduce the binding of VEGF
and bFGF to their receptors. Loss of CFH may increase of stiffness of cyto-
skeleton and shear stress induced NO, which increase EC migration and
permeability. CFH, complement factor H; OxLDL, oxidized low-density lipo-
protein; VEGF, vascular endothelial growth factor; bFGF, basic fibroblast
growth factor; HSPG, heparan sulfate proteoglycan; VEGFR2, vascular endo-
thelial growth factor receptor 2; FGFR1, fibroblast growth factor receptor 1;
NO, nitric oxide; HS, heparan sulfate; EC, endothelial cell.

Li et al.: CFH in molecular regulation of angiogenesis 457



of HS with a strong affinity, thus it may compete for HS
binding sites with growth factors to prevent the formation of
the HS-growth factor complexes and the activation of pro-
angiogenic signal (Figure 4) [74]. However, the Y402H variant
of CFH requires highly sulfated structures for binding and
recognizes fewer HS regions compared to the normal form,
which interacts with a wider range of HS structures [78].
Fewer CFH Y402H interactions with HS may lead to an in-
crease of formation of HS-growth factor complexes which
promote angiogenesis. In addition, through the extracellular
HS chain for shear sensing and the cytoplasmic domain linked
with signaling elements, HSPGs mediate blood flow-induced
mechanotransduction to produce nitric oxide (NO), an endo-
thelial survival factor [79, 80]. Endothelium-derived NO is a
mediator of angiogenesis. Inhibition of NO production re-
duces endothelial migration and tube formation [81]. The
binding of CFH to HSPGs may prevent the transmission of the
stress-induced signals (Figure 4) and NO production, which
subsequently inhibits angiogenesis.

CFH-inhibited pro-angiogenic factors

The complement system regulates angiogenesis [8, 27]. Bora
et al. demonstrated that the complement activation con-
tributes to the development of laser-induced CNV in C57BL/6
mice via the generation of anaphylatoxins and membrane
attack complex (MAC) [28]. Complement anaphylatoxin
peptides C3a and C5a promote angiogenesis through leuko-
cyte recruitment and VEGF production [50]. In addition, C3a
and C5a enhances vascular permeability [25]. C3a increases
VEGF mRNA levels in human RPEs, and knock-down of C3a
significantly reduces VEGF transcription [82]. The deficiency
of C3 in mice reduces the expression of the mouse VEGF-A164

isoform [83]. In addition, C3a and C5a increase C3aR and
C5aR1 expression on HUVECs [26]. The C3−/− mice fail to
develop laser-induced CNV [28]. Anti-C5 antibody effectively
inhibits laser-induced CNV in mice and decrease C5a-
induced monocyte chemoattractant protein-1 (MCP-1) and
VEGF secretion [84]. Decreased MCP-1 prevents infiltration
of pro-angiogenic M2 macrophages [84]. Mice treated with
C5aR1 inhibitor PMX53 or C5aR1−/−mice display reduced lung
vascular density, suggesting that C5a promotes angiogenesis
through its receptor C5aR1 [85]. C5a increases the prolifera-
tion and migration of cultured human microvascular ECs
and promotes the formation of microvascular-like struc-
tures in amatrigel plug assay [86]. MAC, also known as C5b-9,
is the end-product of the complement terminal pathway that
assembles on the plasmamembrane of target cells and forms
lytic pores [9]. Suppression of CFH in mice causes higher
MAC deposition [42]. Individuals with the CFH Y402H variant

have nearly 70 % more MAC in the choroid compared to
individuals that have a low-risk genotype [87]. The formation
of MAC at the site of injury is required for the development
of laser-induced CNV [28]. The choroidal ECs exposed toMAC
showed an increase in expression of angiogenic genes
including matrix metalloproteinase-3 (MMP-3) and MMP-9,
and VEGF-A [88]. MAC directly induces EC proliferation and
migration, and this effect is dependent on the inactivation of
forkhead box transcription factor O1 (FOXO1) via the PI3K/Akt
pathway [29]. FOXO1, as a suppressor of angiogenesis, reduces
the proliferative and metabolic activity of ECs [89]. For non-
ECs, MAC increases the release of proangiogenic growth fac-
tors such as VEGF and b-FGF [28]. As a negative regulator of
the alternative pathway, CFH has an inhibitory effect on
angiogenesis by decreasing C3a, C5a, and MAC formation.

CRP, one of the acute-phase reaction proteins, triggers
the classical pathway [90]. In addition, CRP promotes pro-
liferation, migration, and tube-like structure formation of
ECs via phosphorylation of extracellular signal-regulated
kinases 1 and 2 (ERK1/2) [91, 92]. CRP treatment results in a
rapid increase in EC monolayer permeability [92]. Human
choroid organ treated with CRP exhibits an increased
expression of pro-inflammatory genes, including intercel-
lular cell adhesion molecule-1 (ICAM-1) that promotes
leukocyte recruitment [93]. In RPES, CRP induces the
expression of interleukin-8 (IL-8) and MCP-1, both of which
promote the proliferation of ECs and the formation of
CNV [94–97]. CFH binds strongly to CRP [37]. The high-risk
CFH genotype binds CRP less efficiently and CRP is elevated
in individuals with the high-risk CFH genotype, which may
induce pathological angiogenesis [37, 92, 98].

MDA is a lipid peroxidation product [99]. MDA increases
VEGF expression in RPEs, and intravitreal MDA injection in
mice enlarges laser-induced CNV sizes [100]. CFH has been
recognized as a major MDA-binding protein [13]. The binding
of CFH toMDAat SCR 7 and 20 inhibits complement activation
and the MDA-induced expression of IL-8 in leukocytes [13].
The CFH Y402H variant impairs the ability of CFH to bind
MDA [13]. Mice expressing a chimeric human CFH transgene
with a variant SCR 6–8 show higher amounts of MDA adduct
and an increased expression of NOD-like receptor thermal
protein domainassociatedprotein 3 (NLRP3),which facilitates
the tube formation of retinal microvascular ECs [101, 102].
Impaired binding of CFH to MDA may increase complement
activation and production of proangiogenic cytokines in RPEs.

Oxidized low-density lipoproteins (OxLDLs) in blood
plasma induce the reorganization of the EC cytoskeleton
through disruption of the integration of lipid rafts, the
cholesterol-rich membrane domains directly link to cytoskel-
etal proteins [103]. OxLDL-induced cytoskeleton remodeling
leads to an increase in EC stiffness and EC mechanical force
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generation, facilitating the ability of ECs to form the vascular
network [103, 104]. OxLDL induces EC stiffening through the
CD36/RhoA/ROCK/MLCP/MLC2 pathway and promotes capil-
lary formation [105]. Dyslipidemia, with high OxLDLs levels in
plasma, alters elastic properties of EC and induces EC stiff-
ness [106]. CFH interactswithOxLDLsandprevents the binding
of OxLDLs to cell surface, thereby inhibiting angiogenesis [14].
The Y402H polymorphism impairs the ability of CFH to interact
with OxLDLs, thus contributes to endothelial stiffness [14].

In addition, the extracellular matrix (ECM) and the
mechanical properties of ECM regulate cell migration, in-
vasion, proliferation, and survival [107]. The increased ECM
stiffness upregulates VEGFR2 expression and promotes
angiogenic sprouting in ECs [108, 109]. ECM stiffness is
enhanced by the increased composition of collagen and
fibronectin [110]. CFH deficiency increases the expression of
collagen and fibronectin in ECs [111]. Thus, CFH deficiency
may increase composition of collagen and fibronectin
induced-ECM stiffness to promote angiogenesis. CFH also
binds directly to ECM component fibromodulin, which fa-
cilitates angiogenic processes by enhancing EC adhesion,
spreading, and tube formation [112, 113]. The binding of CFH
to fibromodulin may also prevent its pro-angiogenic effects.

Regulation of CFH expression

In addition to hepatocytes, CFH is expressed in DCs, RPEs,
ECs, fibroblasts, platelets, podocyte. The expression of
CFH is regulated by a variety of stimulators and
inhibitors [22, 67, 114–117].

Upregulation of CFH expression

VEGF, a robust angiogenic growth factor, increases produc-
tion of CFH in human RPEs. Genetic ablation and or phar-
macological inhibition of the VEGFA gene in mice results in a
reduction of CFH in plasma along with complement activa-
tion [118]. VEGFR2/PKC-α/cAMP response element binding
protein (CREB) signaling was observed to increase local CFH
expression [118]. The putative binding site for the transcrip-
tion factor CREB was found in the human CFH promoter, and
activation of VEGF/VEGFR2 signaling increases CFH expres-
sion through phosphorylation of CREB (Figure 5A) [119].
HUVECs treated with placental growth factor (PlGF) secretes
more CFH protein than that of the control or HUVECs treated
with both PlGF and soluble fms-like tyrosine kinase receptor 1
(sFlt1), suggesting that angiogenic imbalance may upregulate
CFH expression [120].

Interferon response elements are located on the CFH
promoter [121]. Interferon-gamma (IFN-γ) upregulates the
expression of CFH in ECs and podocytes (Figure 5A) [114, 117].
Activation of the IFN-γ pathway increases phosphorylation of
signal transducer and activator of transcription 1 (STAT1),
which increases CFH transcription through upregulation of
interferon regulatory factor-1 (IRF-1) and IRF-8 [122].
Interleukin-27 (IL-27) also increases the expression of CFH in
RPEs [122, 123]. Similar to the IFN-γ, IL-27 increases IRF-1 and
IRF-8 through STAT1 activation. However, a recent study
demonstrated that CFH expression is more significantly
upregulated by STAT4 than by STAT1 in lung adenocarcinoma
cells [124]. As a result of suppressors of cytokine signaling-1
(SOCS-1) and SOCS-3 silencing in these cells, STAT4 is activated
and subsequently increases CFH expression.

Cadmium (Cd) is a toxic metal that induces CFH
expression in human renal glomerular ECs via activation of
the c-Jun N-terminal kinase (JNK) pathway [125]. c-Jun and
c-Fos, known as activator protein-1 (AP-1) transcriptional
factor, are downstream targets of JNK. These transcription
factors bind to themurine Cfh promoter inmouse astrocytes,
and a mutation at −295 AP-1 motif reduces the promoter
activity by 90 % [126]. The −1635 AP-1 motif on human CFH
promoter was determined to be the corresponding site to
regulate CFH gene transcription (Figure 5A) [125].

Inhibition of CFH expression

Oxidative stress downregulates CFH expression in RPE
cells [127]. In RPE cells pretreated with blue light-induced
photo-oxidative stress, IFN-γ-induced CFH expression is
decreased but restored by vitamin C, a reducing agent [128].
The observations suggest that IFN-γ-mediated increase in CFH
expression are reduced by oxidative stress in RPE cells [129].
Since STAT1 mediates IFN-γ-induced CFH expression, oxida-
tive stress-acetylated FOXO3 enhances the binding of the CFH
promoter and reduces the binding of STAT1 that is displaced
from its site in the CFH promoter, leading to the decrease of
CFH transcription (Figure 5B) [129, 130].

Nuclear transcription factor-κB (NF-κB) -sensitive micro-
RNA (miRNAs) including miRNA-9, miRNA-125b, miRNA-146a
and miRNA-155 recognize complementary sequences in CFH
mRNA in the 3′-untranslated regions (3′-UTRs), leading to inhi-
bition of CFH expression in glial cells (Figure 5B) [131, 132].
miRNA-146a and miRNA-155 have partial overlapping binding
sites in theCFHmRNA3′-UTR [132]. UpregulationofmiRNA-146a
coupled to downregulation of CFH was observed in IL-1β and
amyloidβ-42-treated primary human neural cells [133]. In
addition, TNF-α inhibits CFH expression by upregulation of
miRNA-155, and incubation of antisense oligonucleotides to
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miRNA-146a and miRNA-155 restores CFH expression in neu-
rons and glial cells [133, 134].

Therapeutic potential for
angiogenesis-related diseases by
CFH

In addition to wet AMD, targeting CFHmay have therapeutic
potential for other angiogenesis-related diseases like cancer.
As the immunosuppressive role of CFH, it is particularly

useful for autoimmune diseases accompanied by angiogen-
esis like RA [5, 24].

Rheumatoid arthritis

RA is an autoimmune disease in which leukocytes migrate
through the vessel wall into the synovium and eventually
induce joint destruction [3]. Angiogenesis facilitates trans-
endothelial migration of leukocytes, and promotes the for-
mation of the highly vascularized pannus, which directly
destroys cartilage and bone [3]. Blockade of angiogenesis

Figure 5: Regulatory mechanism of CFH
expression. (A) Upregulation of CFH
expression. VEGF stimulates phosphorylation
of CREB by PKC-α to increase CFH expression.
Cadmium activates the −1635 AP-1 binding
element on the CFH promoter. IFN-γ stimulates
the nuclear translocation of STAT1, leading to
up-regulation of CFH expression mediated by
IRF-1 and IRF-8. (B) Downregulation of CFH
expression. Oxidative stress induces acetyla-
tion of FOXO3which binds competitively to the
CFH promoter, to suppress CFH expression.
The miRNAs (miRNA-9, miRNA-125b,
miRNA-146a, and miRNA-155) bind to CFH
mRNA and induce its degradation. IFN-γ,
interferon-gamma; VEGF, vascular endothelial
growth factor; JAK1, Janus kinase 1; JAK2, Janus
kinase 2; STAT1, signal transducer and acti-
vator of transcription 1; JNK, c-Jun N-terminal
kinase; PKC-α, protein kinase C alpha; CREB,
cAMP response element binding protein; IRF-1,
interferon regulatory factor-1; IRF-8, inter-
feron regulatory factor-8; FOXO3, forkhead
box transcription factor O3; AP-1, activator
protein-1; miRNA, microRNA.
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reduces synovial inflammation and joint destruction in
murine antigen-induced arthritis [135]. CFH inhibits the
recruitment of macrophages that contribute to synovial
angiogenesis [3, 15]. In response to inflammatory stimuli,
fibroblasts in synovial tissue produce pro-inflammatory cy-
tokines which modulate expression of adhesion molecules
andMMPs to promote angiogenesis [136]. Thus, CFH protects
synovial fibroblasts from inflammatory damage to prevent
angiogenesis [115].

Complement activation fragments are elevated in the
synovial fluid and synovial tissue in RA patients [137].
Established animal models of RA, such as collagen antibody-
induced arthritis, show a dependency on the alternative
pathway for induction and progression of joint injury [138].
CFH inhibits the alternative pathway and may reduce
synovial inflammation. In mice, administration of the
recombinant mouse CR2-fH protein inhibits the alternative
pathway, and decreases pannus formation, and cartilage
damage in knee joints [139]. CFH may have advantages over
other complement inhibitors in reduction of the risk of
infection as it specifically inhibits the alternative pathway.

Induction of self-tolerance would be an ideal therapeutic
strategy for RA with loss of tolerance to self-antigens. Several
potentially tolerogenic cellular therapies in patients with
arthritis, including tolerogenic DCs and Tregs, have been
developed [140, 141]. Direct targeting of CFH on tolerogenic
cell types in vivo is an alternative. As mentioned above, CFH
creates an immunosuppressive state via induction of immu-
nosuppressive macrophages and tolerogenic monocyte-
derived DCs [5, 24]. The administration of recombinant CFH
into joints may provide a powerful tolerance for RA. The anti-
angiogenic, anti-inflammatory and tolerogenic effects of CFH
make it a potential therapeutic target in RA.

Tumors

It has been reported that the Cfh−/− mice develop sponta-
neous hepatic tumors with leukocyte infiltration and com-
plement deposition [142]. Leukocyte-induced chronic
inflammatory and complement-mediated injury increases
risk of liver carcinogenesis [142]. CFH inhibits complement
activation and decreases complement fragments to recruit
leukocytes. Therefore, it may prevent tumor growth and
metastasis. However, tumor cells are able to exploit CFH as a
complement evasion strategy for protection against
complement-mediated lysis, like B cell chronic lymphocytic
leukemia cells [6]. In breast cancer, CFH induces an immu-
nosuppressive microenvironment, which also promotes
immune evasion [5]. In these tumors, the development of
anti-CFH antibodies may be considered as an anti-tumor

strategy [7]. The role of CFH in tumor growthmay depend on
the type of cancer and the stage of tumor progression.

Conclusions

CFH acts as an inhibitor for the alternative complement
pathway. Dysfunction of CFH causes complement disorders,
leading to C3a, C5a and MAC-induced angiogenesis. In
addition, the binding of CFH to CRP, MDA and endothelial HS
inhibits their angiogenic activities. As a plasma protein, CFH
may directly interact with ECs and alter their mechanical
properties to inhibit angiogenesis. Mutations of the CFH
gene have been detected in wet AMD patients. In a wet AMD
mouse model, intraocular human recombinant CFH reduces
CNV,with a potency comparable to currently used anti-VEGF
treatment. To date, therapeutic strategies that target CFH
have not been developed. Plasma therapy, as a source of
secreted CFH, may be a feasible option for the treatment of
pathological angiogenesis. However, this therapeutic
approach is restricted by the risks of transfusion-associated
circulatory overload. By contrast, supplementation with
plasma purified or recombinant CFH would reduce these
risks. Intravitreal injection of human purified CFH inhibits
the formation of new CNV and contributes to the regression
of established laser-induced CNV. While purified CFH en-
sures delivery of the appropriate amount of CFHwithout the
risk of circulatory overload and immune response, it may
introduce a risk of transinfection. Recombinant technology
with high expression yields and homogeneity can reduce the
risk comparedwith the native protein. In addition, the use of
fragments of CFH that contain the major functional domains
might be promising, since intravenously-administered re-
combinant CR2-fH also reduces the size of CNV. Further
investigation of molecular mechanisms underlying the ef-
fects of CFH on neovascular events may help develop a new
therapeutic approach for angiogenesis-related diseases.

Highlights

– Complement factor H (CFH), an inhibitor of the alter-
native pathway of the complement system, demonstrate
anti-angiogenic properties.

– Loss of CFH increases complement activation fragments
with pro-angiogenic capacity, including complement 3a,
complement 5a, and membrane attack complex.

– CFH maintains vascular homeostasis by binding with
C-reactive protein, malondialdehyde, and endothelial
heparan sulfates.
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– Mutations in the CFH gene have been found in patients
with age-relatedmacular degeneration characterized by
choroidal neovascularization.

– Recombinant CFH protein demonstrates therapeutic
potential in angiogenesis-related diseases.

Research ethics: Not applicable.
Informed consent: Not applicable.
Author contributions: JuL conceived the study, organized
and wrote the manuscript; JiL and KW performed the liter-
ature search, drafted the text, prepared the figures and ta-
bles, revised the manuscript and organized the references;
MS, EN and JH advised, discussed and revised the manu-
script; CK reviewed and edited the manuscript. All authors
have accepted responsibility for the entire content of this
manuscript and approved its submission.
Competing interests:Authors declare no conflict of interest.
Research funding: This work was supported by the National
Nature Science Foundation of China (82171318, 82241030,
82011530024), the State Program of Scientific Research
“Natural resources and the Environment” (3.01, 2020–2021,
Belarus), Academic Promotion Program of Shandong First
Medical University (2019QL014) and Shandong Taishan
Scholarship (J. L).
Data availability: Not applicable.

References

1. Iruela-Arispe ML, Dvorak HF. Angiogenesis: a dynamic balance of
stimulators and inhibitors. Thromb Haemostasis 1997;78:672–7.

2. Carmeliet P. Mechanisms of angiogenesis and arteriogenesis. Nat
Med 2000;6:389–95.

3. Wang Y,WuH, Deng R. Angiogenesis as a potential treatment strategy
for rheumatoid arthritis. Eur J Pharmacol 2021;910:174500.

4. FarnoodianM, Wang S, Dietz J, Nickells RW, Sorenson CM, Sheibani N.
Negative regulators of angiogenesis: important targets for treatment
of exudative AMD. Clin Sci 2017;131:1763–80.

5. Olivar R, Luque A, Cárdenas-Brito S, Naranjo-Gómez M, Blom AM,
Borràs FE, et al. The complement inhibitor factor H generates an anti-
inflammatory and tolerogenic state in monocyte-derived dendritic
cells. J Immunol 2016;196:4274–90.

6. Winkler MT, Bushey RT, Gottlin EB, Campa MJ, Guadalupe ES,
Volkheimer AD, et al. Enhanced CDC of B cell chronic lymphocytic
leukemia cells mediated by rituximab combined with a novel anti-
complement factor H antibody. PLoS One 2017;12:e0179841.

7. Bushey RT, Saxena R, CampaMJ, Gottlin EB, He YW, Patz EF. Antitumor
immune mechanisms of the anti-complement factor H antibody
GT103. Mol Cancer Therapeut 2023;22:778–89.

8. Markiewski MM, Daugherity E, Reese B, Karbowniczek M. The role of
complement in angiogenesis. Antibodies (Basel) 2020;9:67.

9. Walport MJ. Complement. First of two parts. N Engl J Med 2001;344:
1058–66.

10. Pangburn MK, Müller-Eberhard HJ. Complement C3 convertase: cell
surface restriction of beta1H control and generation of restriction on
neuraminidase-treated cells. Proc Natl Acad Sci USA 1978;75:2416–20.

11. Kelly U, Yu L, Kumar P, Ding JD, Jiang H, Hageman GS, et al. Heparan
sulfate, including that in Bruch’s membrane, inhibits the complement
alternative pathway: implications for age-related macular
degeneration. J Immunol 2010;185:5486–94.

12. Jarva H, Jokiranta TS, Hellwage J, Zipfel PF, Meri S. Regulation of
complement activation by C-reactive protein: targeting the
complement inhibitory activity of factor H by an interaction with short
consensus repeat domains 7 and 8–11. J Immunol 1999;163:3957–62.

13. Weismann D, Hartvigsen K, Lauer N, Bennett KL, Scholl HP,
Charbel Issa P, et al. Complement factor H binds malondialdehyde
epitopes and protects from oxidative stress. Nature 2011;478:76–81.

14. Shaw PX, Zhang L, Zhang M, Du H, Zhao L, Lee C, et al. Complement
factor H genotypes impact risk of age-related macular degeneration
by interaction with oxidized phospholipids. Proc Natl Acad Sci USA
2012;109:13757–62.

15. Borras C, Delaunay K, Slaoui Y, Abache T, Jorieux S, Naud MC, et al.
Mechanisms of FH protection against neovascular AMD. Front
Immunol 2020;11:443.

16. Ripoche J, Day AJ, Harris TJ, Sim RB. The complete amino acid sequence
of human complement factor H. Biochem J 1988;249:593–602.

17. Okemefuna AI, Nan R, Gor J, Perkins SJ. Electrostatic interactions
contribute to the folded-back conformation of wild type human factor
H. J Mol Biol 2009;391:98–118.

18. Schmidt CQ, Herbert AP, Hocking HG, Uhrín D, Barlow PN.
Translational mini-review series on complement factor H: structural
and functional correlations for factor H. Clin Exp Immunol 2008;151:
14–24.

19. Kirkitadze MD, Barlow PN. Structure and flexibility of the multiple
domain proteins that regulate complement activation. Immunol Rev
2001;180:146–61.

20. Schmidt CQ, Herbert AP, Kavanagh D, Gandy C, Fenton CJ, Blaum BS,
et al. A newmap of glycosaminoglycan and C3b binding sites on factor
H. J Immunol 2008;181:2610–9.

21. Mihlan M, Stippa S, Józsi M, Zipfel PF. Monomeric CRP contributes to
complement control in fluid phase and on cellular surfaces and
increases phagocytosis by recruiting factor H. Cell Death Differ 2009;
16:1630–40.

22. Dixon KO, O’Flynn J, Klar-Mohamad N, Daha MR, van Kooten C.
Properdin and factor H production by human dendritic cells
modulates their T-cell stimulatory capacity and is regulated by IFN-γ.
Eur J Immunol 2017;47:470–80.

23. Kwee BJ, Budina E, Najibi AJ, Mooney DJ. CD4 T-cells regulate
angiogenesis and myogenesis. Biomaterials 2018;178:109–21.

24. Smolag KI, Mueni CM, Leandersson K, Jirström K, Hagerling C.
Complement inhibitor factor H expressed by breast cancer cells
differentiates CD14(+) human monocytes into immunosuppressive
macrophages. Oncoimmunology 2020;9:1731135.

25. Klos A, Tenner AJ, Johswich KO, Ager RR, Reis ES, Köhl J. The role of the
anaphylatoxins in health and disease.Mol Immunol 2009;46:2753–66.

26. Shivshankar P, Li YD, Mueller-Ortiz SL, Wetsel RA. In response to
complement anaphylatoxin peptides C3a and C5a, human vascular
endothelial cells migrate and mediate the activation of B-cells and
polarization of T-cells. FASEB J 2020;34:7540–60.

27. Wang H, Li Y, Shi G, Wang Y, Lin Y, Wang Q, et al. A novel antitumor
strategy: simultaneously inhibiting angiogenesis and complement by
targeting VEGFA/PIGF and C3b/C4b. Mol Ther Oncolytics 2020;16:
20–9.

28. Bora PS, Sohn JH, Cruz JM, Jha P, Nishihori H, Wang Y, et al. Role of
complement and complement membrane attack complex in laser-
induced choroidal neovascularization. J Immunol 2005;174:491–7.

462 Li et al.: CFH in molecular regulation of angiogenesis



29. Fosbrink M, Niculescu F, Rus V, Shin ML, Rus H. C5b-9-induced
endothelial cell proliferation and migration are dependent on Akt
inactivation of forkhead transcription factor FOXO1. J Biol Chem 2006;
281:19009–18.

30. Mitchell P, Liew G, Gopinath B, Wong TY. Age-related macular
degeneration. Lancet 2018;392:1147–59.

31. Fritsche LG, Igl W, Bailey JN. A large genome-wide association study of
age-related macular degeneration highlights contributions of rare
and common variants. Nat Genet 2016;48:134–43.

32. Haines JL, Hauser MA, Schmidt S, Scott WK, Olson LM, Gallins P, et al.
Complement factor H variant increases the risk of age-relatedmacular
degeneration. Science 2005;308:419–21.

33. Klein RJ, Zeiss C, Chew EY, Tsai JY, Sackler RS, Haynes C, et al.
Complement factor H polymorphism in age-related macular
degeneration. Science 2005;308:385–9.

34. Edwards AO, Ritter R 3rd, Abel KJ, Manning A, Panhuysen C, Farrer LA.
Complement factor H polymorphism and age-related macular
degeneration. Science 2005;308:421–4.

35. Puy C, Pang J. Cross-talk between the complement pathway and the
contact activation system of coagulation: activated factor XI
neutralizes complement factor H. J Immunol 2021;206:1784–92.

36. Langford-Smith A, Keenan TD, Clark SJ, Bishop PN, Day AJ. The role of
complement in age-related macular degeneration: heparan sulphate,
a ZIP code for complement factor H? J Innate Immun 2014;6:407–16.

37. Hakobyan S, Harris CL, van den Berg CW, Fernandez-Alonso MC,
de Jorge EG, de Cordoba SR, et al. Complement factor H binds to
denatured rather than to native pentameric C-reactive protein. J Biol
Chem 2008;283:30451–60.

38. Vavvas DG, Small KW, Awh CC, Zanke BW, Tibshirani RJ, Kustra R. CFH
and ARMS2 genetic risk determines progression to neovascular age-
related macular degeneration after antioxidant and zinc
supplementation. Proc Natl Acad Sci USA 2018;115:E696–704.

39. Chen LJ, Liu DT, Tam PO, Chan WM, Liu K, Chong KK, et al. Association
of complement factor H polymorphisms with exudative age-related
macular degeneration. Mol Vis 2006;12:1536–42.

40. Ruamviboonsuk P, Tadarati M. Genome-wide association study of
neovascular age-relatedmacular degeneration in the Thai population.
J Hum Genet 2017;62:957–62.

41. Bora NS, Kaliappan S, Jha P, Xu Q, Sohn J-H, Dhaulakhandi DB, et al.
Complement activation via alternative pathway is critical in the
development of laser-induced choroidal neovascularization: role of
factor B and factor H. J Immunol 2006;177:1872.

42. Lyzogubov V, Tytarenko R, Jha P, Liu J, Bora N, Bora P. Role of ocular
complement factor H in a murine model of choroidal
neovascularization. Am J Pathol 2010;177:1870–80.

43. Lundh von Leithner P, Kam JH, Bainbridge J, Catchpole I, Gough G,
Coffey P, et al. Complement factor H is critical in the maintenance of
retinal perfusion. Am J Pathol 2009;175:412–21.

44. Kim SJ, Kim J, Lee J, Cho SY, Kang HJ, Kim KY, et al. Intravitreal human
complement factor H in a rat model of laser-induced choroidal
neovascularisation. Br J Ophthalmol 2013;97:367–70.

45. Huang Y, Qiao F, Atkinson C, Holers VM, Tomlinson S. A novel targeted
inhibitor of the alternative pathway of complement and its therapeutic
application in ischemia/reperfusion injury. J Immunol 2008;181:8068–76.

46. Rohrer B, Long Q, Coughlin B, Wilson RB, Huang Y, Qiao F, et al. A
targeted inhibitor of the alternative complement pathway reduces
angiogenesis in amousemodel of age-relatedmacular degeneration.
Invest Ophthalmol Vis Sci 2009;50:3056–64.

47. Biggs RM, Makou E, Lauder S, Herbert AP, Barlow PN, Katti SK. A novel
full-length recombinant human complement factor H (CFH; GEM103)

for the treatment of age-related macular degeneration shows similar
in vitro functional activity to native CFH. Curr Eye Res 2022;47:1087–93.

48. Liu J, Hoh J. Loss of complement factor H in plasma increases
endothelial cell migration. J Cancer 2017;8:2184–90.

49. Armento A, Honisch S, Panagiotakopoulou V, Sonntag I, Jacob A,
Bolz S, et al. Loss of complement factor H impairs antioxidant capacity
and energy metabolism of human RPE cells. Sci Rep 2020;10:10320.

50. Nozaki M, Raisler BJ, Sakurai E, Sarma JV, Barnum SR, Lambris JD, et al.
Drusen complement components C3a and C5a promote choroidal
neovascularization. Proc Natl Acad Sci USA 2006;103:2328–33.

51. Schejbel L, Schmidt IM, Kirchhoff M, Andersen CB, Marquart HV,
Zipfel P, et al. Complement factor H deficiency and endocapillary
glomerulonephritis due to paternal isodisomy and a novel factor H
mutation. Gene Immun 2011;12:90–9.

52. de Córdoba SR, de Jorge EG. Translational mini-review series on
complement factor H: genetics and disease associations of human
complement factor H. Clin Exp Immunol 2008;151:1–13.

53. Zipfel PF, Skerka C, Caprioli J, Manuelian T, Neumann HH, Noris M,
et al. Complement factor H and hemolytic uremic syndrome. Int
Immunopharmacol 2001;1:461–8.

54. Noris M, Ruggenenti P, Perna A, Orisio S, Caprioli J, Skerka C, et al.
Hypocomplementemia discloses genetic predisposition to hemolytic
uremic syndrome and thrombotic thrombocytopenic purpura: role of
factor H abnormalities. Italian Registry of Familial and Recurrent
Hemolytic Uremic Syndrome/Thrombotic Thrombocytopenic Purpura.
J Am Soc Nephrol 1999;10:281–93.

55. Durey MA, Sinha A, Togarsimalemath SK, Bagga A. Anti-complement-
factor H-associated glomerulopathies. Nat Rev Nephrol 2016;12:
563–78.

56. Noris M, Caprioli J, Bresin E, Mossali C, Pianetti G, Gamba S, et al.
Relative role of genetic complement abnormalities in sporadic and
familial aHUS and their impact on clinical phenotype. Clin J Am Soc
Nephrol 2010;5:1844–59.

57. Dragon-Durey MA, Sethi SK, Bagga A, Blanc C, Blouin J, Ranchin B,
et al. Clinical features of anti-factor H autoantibody-associated
hemolytic uremic syndrome. J Am Soc Nephrol 2010;21:2180–7.

58. Zhang Y, Ghiringhelli Borsa N, Shao D, Dopler A, Jones MB, Meyer NC,
et al. Factor H autoantibodies and complement-mediated diseases.
Front Immunol 2020;11:607211.

59. Ault BH, Schmidt BZ, Fowler NL, Kashtan CE, Ahmed AE, Vogt BA, et al.
Human factor H deficiency. Mutations in framework cysteine residues
and block in H protein secretion and intracellular catabolism. J Biol
Chem 1997;272:25168–75.

60. Evans DJ, Williams DG, Peters DK, Sissons JG, Boulton-Jones JM,
Ogg CS, et al. Glomerular deposition of properdin in Henoch-
Schönlein syndrome and idiopathic focal nephritis. Br Med J 1973;3:
326–8.

61. Jia M, Zhu L, Zhai YL, Chen P, Xu BY, Guo WY, et al. Variation in
complement factor H affects complement activation in
immunoglobulin A vasculitis with nephritis. Nephrology 2020;25:
40–7.

62. Vogt BA, Wyatt RJ, Burke BA, Simonton SC, Kashtan CE. Inherited
factor H deficiency and collagen type III glomerulopathy. Pediatr
Nephrol 1995;9:11–5.

63. PickeringMC, D’Agati VD, Nester CM, Smith RJ, HaasM, Appel GB, et al.
C3 glomerulopathy: consensus report. Kidney Int 2013;84:1079–89.

64. Foltyn Zadura A, Zipfel PF, Bokarewa MI, Sturfelt G, Jönsen A,
Nilsson SC, et al. Factor H autoantibodies and deletion of Complement
factor H-related protein-1 in rheumatic diseases in comparison to
atypical hemolytic uremic syndrome. Arthritis Res Ther 2012;14:R185.

Li et al.: CFH in molecular regulation of angiogenesis 463



65. Ma Z, Mao C, Jia Y, Yu F, Xu P, Tan Y, et al. ADAMTS7-mediated
complement factor H degradation potentiates complement activation
to contributing to renal injuries. J Am Soc Nephrol 2023;34:291–308.

66. Bohács A, Bikov A, Ivancsó I, Czaller I, Böcskei R, Müller V, et al.
Relationship of circulating C5a and complement factor H levels with
disease control in pregnant women with asthma. Respir Care 2016;61:
502–9.

67. Zhang Y, Huang Q, Tang M, Zhang J, Fan W. Complement factor H
expressed by retinal pigment epithelium cells can suppress
neovascularization of human umbilical vein endothelial cells: an
in vitro study. PLoS One 2015;10:e0129945.

68. Mahajan S, Jacob A, Kelkar A, Chang A, McSkimming D,
Neelamegham S, et al. Local complement factor H protects kidney
endothelial cell structure and function. Kidney Int 2021;100:824–36.

69. Teoh CW, Riedl Khursigara M, Ortiz-Sandoval CG, Park JW, Li J,
Bohorquez-Hernandez A, et al. The loss of glycocalyx integrity impairs
complement factor H binding and contributes to cyclosporine-
induced endothelial cell injury. Front Med 2023;10:891513.

70. Ihrcke NS, Wrenshall LE, Lindman BJ, Platt JL. Role of heparan sulfate
in immune system-blood vessel interactions. Immunol Today 1993;14:
500–5.

71. Oshima K, King SI, McMurtry SA, Schmidt EP. Endothelial heparan
sulfate proteoglycans in sepsis: the role of the glycocalyx. Semin
Thromb Hemost 2021;47:274–82.

72. Cavalheiro RP, Lima MA, Jarrouge-Bouças TR, Viana GM, Lopes CC,
Coulson-Thomas VJ, et al. Coupling of vinculin to F-actin demands
syndecan-4 proteoglycan. Matrix Biol 2017;63:23–37.

73. Perkins SJ, Fung KW, Khan S. Molecular interactions between
complement factor H and its heparin and heparan sulfate ligands.
Front Immunol 2014;5:126.

74. Khan S, Nan R, Gor J, Mulloy B, Perkins SJ. Bivalent and co-operative
binding of complement factor H to heparan sulfate and heparin.
Biochem J 2012;444:417–28.

75. van Wijk XM, van Kuppevelt TH. Heparan sulfate in angiogenesis: a
target for therapy. Angiogenesis 2014;17:443–62.

76. De Zutter A, Crijns H. The chemokine-based peptide, CXCL9(74-103),
inhibits angiogenesis by blocking heparan sulfate proteoglycan-
mediated signaling of multiple endothelial growth factors. Cancers
2021;13:5090.

77. Corti F, Wang Y, Rhodes JM, Atri D, Archer-Hartmann S, Zhang J, et al.
N-terminal syndecan-2 domain selectively enhances 6-O heparan
sulfate chains sulfation and promotes VEGFA(165)-dependent
neovascularization. Nat Commun 2019;10:1562.

78. Clark SJ, Higman VA,Mulloy B, Perkins SJ, Lea SM, Sim RB, et al. His-384
allotypic variant of factor H associated with age-related macular
degeneration has different heparin binding properties from the non-
disease-associated form. J Biol Chem 2006;281:24713–20.

79. Bartosch AMW, Mathews R, Tarbell JM. Endothelial glycocalyx-
mediated nitric oxide production in response to selective AFM pulling.
Biophys J 2017;113:101–8.

80. Florian JA, Kosky JR, Ainslie K, Pang Z, Dull RO, Tarbell JM. Heparan
sulfate proteoglycan is a mechanosensor on endothelial cells. Circ Res
2003;93:e136–42.

81. Rajendran S, Sundaresan L. Temporal dynamics of nitric oxide wave in
early vasculogenesis. Vasc Med 2022;27:3–12.

82. Long Q, Cao X, Bian A, Li Y. C3a increases VEGF and decreases PEDF
mRNA levels in human retinal pigment epithelial cells. Biomed Res Int
2016;2016:6958752.

83. Nunez-Cruz S, Gimotty PA, Guerra MW, Connolly DC, Wu YQ,
DeAngelis RA, et al. Genetic and pharmacologic inhibition of

complement impairs endothelial cell function and ablates ovarian
cancer neovascularization. Neoplasia 2012;14:994–1004.

84. Jo DH, Kim JH, Yang W, Kim H, Chang S, Kim D, et al. Anti-complement
component 5 antibody targeting MG4 domain inhibits choroidal
neovascularization. Oncotarget 2017;8:45506–16.

85. Ghouse SM, Vadrevu SK. Therapeutic targeting of vasculature in the
premetastatic and metastatic niches reduces lung metastasis. J
Immunol 2020;204:990–1000.

86. Kurihara R, Yamaoka K, Sawamukai N, Shimajiri S, Oshita K, Yukawa S,
et al. C5a promotes migration, proliferation, and vessel formation in
endothelial cells. Inflamm Res 2010;59:659–66.

87. Mullins RF, Dewald AD, Streb LM, Wang K, Kuehn MH, Stone EM.
Elevated membrane attack complex in human choroid with high risk
complement factor H genotypes. Exp Eye Res 2011;93:565–7.

88. Zeng S, Whitmore SS, Sohn EH, Riker MJ, Wiley LA, Scheetz TE, et al.
Molecular response of chorioretinal endothelial cells to complement
injury: implications for macular degeneration. J Pathol 2016;238:446–56.

89. Wilhelm K, Happel K, Eelen G, Schoors S, Oellerich MF, Lim R, et al.
FOXO1 couples metabolic activity and growth state in the vascular
endothelium. Nature 2016;529:216–20.

90. Kaplan MH, Volanakis JE. Interaction of C-reactive protein complexes
with the complement system. I. Consumption of human complement
associated with the reaction of C-reactive protein with pneumococcal
C-polysaccharide and with the choline phosphatides, lecithin and
sphingomyelin. J Immunol 1974;112:2135–47.

91. Slevin M, Matou-Nasri S, Turu M, Luque A, Rovira N, Badimon L, et al.
Modified C-reactive protein is expressed by stroke neovessels and is a
potent activator of angiogenesis in vitro. Brain Pathol 2010;20:151–65.

92. Chirco KR, Whitmore SS, Wang K, Potempa LA, Halder JA, Stone EM,
et al. Monomeric C-reactive protein and inflammation in age-related
macular degeneration. J Pathol 2016;240:173–83.

93. Gallazzi M, Baci D, Mortara L, Bosi A, Buono G, Naselli A, et al. Prostate
cancer peripheral blood NK cells show enhanced CD9, CD49a, CXCR4,
CXCL8, MMP-9 production and secrete monocyte-recruiting and
polarizing factors. Front Immunol 2020;11:586126.

94. Li A, Dubey S, Varney ML, Dave BJ, Singh RK. IL-8 directly enhanced
endothelial cell survival, proliferation, and matrix metalloproteinases
production and regulated angiogenesis. J Immunol 2003;170:
3369–76.

95. Goverdhan SV, Ennis S, Hannan SR, Madhusudhana KC, Cree AJ, Luff AJ,
et al. Interleukin-8 promoter polymorphism −251A/T is a risk factor for
age-related macular degeneration. Br J Ophthalmol 2008;92:537–40.

96. Suzuki M, Tsujikawa M, Itabe H, Du ZJ, Xie P, Matsumura N, et al.
Chronic photo-oxidative stress and subsequent MCP-1 activation as
causative factors for age-relatedmacular degeneration. J Cell Sci 2012;
125:2407–15.

97. Molins B, Fuentes-Prior P, Adán A, Antón R, Arostegui JI, Yagüe J, et al.
Complement factor H binding of monomeric C-reactive protein
downregulates proinflammatory activity and is impaired with at risk
polymorphic CFH variants. Sci Rep 2016;6:22889.

98. Johnson PT, Betts KE, Radeke MJ, Hageman GS, Anderson DH,
Johnson LV. Individuals homozygous for the age-related macular
degeneration risk-conferring variant of complement factor H have
elevated levels of CRP in the choroid. Proc Natl Acad Sci USA 2006;103:
17456–61.

99. Tsikas D. Assessment of lipid peroxidation by measuring
malondialdehyde (MDA) and relatives in biological samples: analytical
and biological challenges. Anal Biochem 2017;524:13–30.

100. Ye F, Kaneko H, Hayashi Y, Takayama K, Hwang SJ, Nishizawa Y, et al.
Malondialdehyde induces autophagy dysfunction and VEGF secretion

464 Li et al.: CFH in molecular regulation of angiogenesis



in the retinal pigment epithelium in age-related macular
degeneration. Free Radic Biol Med 2016;94:121–34.

101. Zou W, Luo S, Zhang Z, Cheng L, Huang X, Ding N, et al. ASK1/
p38-mediated NLRP3 inflammasome signaling pathway contributes to
aberrant retinal angiogenesis in diabetic retinopathy. Int J Mol Med 2021;
47:732–40.

102. Aredo B, Li T, Chen X, Zhang K, Wang CX, Gou D, et al. A chimeric Cfh
transgene leads to increased retinal oxidative stress, inflammation,
and accumulation of activated subretinal microglia in mice. Invest
Ophthalmol Vis Sci 2015;56:3427–40.

103. Levitan I, Gooch KJ. Lipid rafts in membrane-cytoskeleton interactions
and control of cellular biomechanics: actions of oxLDL. Antioxidants
Redox Signal 2007;9:1519–34.

104. Byfield FJ, Tikku S, Rothblat GH, Gooch KJ, Levitan I. OxLDL increases
endothelial stiffness, force generation, and network formation. J Lipid
Res 2006;47:715–23.

105. Oh MJ, Zhang C, LeMaster E, Adamos C, Berdyshev E, Bogachkov Y,
et al. Oxidized LDL signals through Rho-GTPase to induce endothelial
cell stiffening and promote capillary formation. J Lipid Res 2016;57:
791–808.

106. Le Master E, Levitan I. Endothelial stiffening in dyslipidemia. Aging
2019;11:299–300.

107. Hartman CD, Isenberg BC, Chua SG,Wong JY. Extracellularmatrix type
modulates cell migration on mechanical gradients. Exp Cell Res 2017;
359:361–6.

108. Mason BN, Starchenko A, Williams RM, Bonassar LJ, Reinhart-King CA.
Tuning three-dimensional collagen matrix stiffness independently of
collagen concentration modulates endothelial cell behavior. Acta
Biomater 2013;9:4635–44.

109. Wang Y, Zhang X, Wang W, Xing X, Wu S, Dong Y, et al. Integrin αVβ5/
Akt/Sp1 pathway participates in matrix stiffness-mediated effects on
VEGFR2 upregulation in vascular endothelial cells. Am J Cancer Res
2020;10:2635–48.

110. Frantz C, Stewart KM,Weaver VM. The extracellularmatrix at a glance.
J Cell Sci 2010;123:4195–200.

111. Alexander JJ, Pickering MC, Haas M, Osawe I, Quigg RJ. Complement
factor H limits immune complex deposition and prevents
inflammation and scarring in glomeruli of mice with chronic serum
sickness. J Am Soc Nephrol 2005;16:52–7.

112. Kopp A, Hebecker M, Svobodová E, Józsi M. Factor H: a complement
regulator in health and disease, and a mediator of cellular
interactions. Biomolecules 2012;2:46–75.

113. Jian J, Zheng Z, Zhang K, Rackohn TM, Hsu C, Levin A, et al.
Fibromodulin promoted in vitro and in vivo angiogenesis. Biochem
Biophys Res Commun 2013;436:530–5.

114. Ripoche J, Mitchell JA, Erdei A, Madin C, Moffatt B, Mokoena T, et al.
Interferon gamma induces synthesis of complement alternative
pathway proteins by human endothelial cells in culture. J Exp Med
1988;168:1917–22.

115. Friese MA, Manuelian T, Junnikkala S, Hellwage J, Meri S, Peter HH,
et al. Release of endogenous anti-inflammatory complement
regulators FHL-1 and factor H protects synovial fibroblasts during
rheumatoid arthritis. Clin Exp Immunol 2003;132:485–95.

116. Devine DV, Rosse WF. Regulation of the activity of platelet-bound C3
convertase of the alternative pathway of complement by platelet
factor H. Proc Natl Acad Sci USA 1987;84:5873–7.

117. Mühlig AK, Keir LS, Abt JC, Heidelbach HS, Horton R, Welsh GI, et al.
Podocytes produce and secrete functional complement C3 and
complement factor H. Front Immunol 2020;11:1833.

118. Keir LS, Firth R, Aponik L, Feitelberg D, Sakimoto S, Aguilar E, et al.
VEGF regulates local inhibitory complement proteins in the eye and
kidney. J Clin Invest 2017;127:199–214.

119. Ward HM, Higgs NH, Blackmore TK, Sadlon TA, Gordon DL. Cloning
and analysis of the human complement factor H gene promoter.
Immunol Cell Biol 1997;75:508–10.

120. Matsuyama T, Tomimatsu T, Mimura K, Yagi K, Kawanishi Y,
Kakigano A, et al. Complement activation by an angiogenic imbalance
leads to systemic vascular endothelial dysfunction: a new proposal for
the pathophysiology of preeclampsia. J Reprod Immunol 2021;145:
103322.

121. Friese MA, Hellwage J, Jokiranta TS, Meri S, Peter HH, Eibel H, et al.
FHL-1/reconectin and factor H: two human complement regulators
which are encoded by the same gene are differently expressed and
regulated. Mol Immunol 1999;36:809–18.

122. Amadi-Obi A, Yu CR, Dambuza I, Kim SH, Marrero B, Egwuagu CE.
Interleukin 27 induces the expression of complement factor H (CFH) in
the retina. PLoS One 2012;7:e45801.

123. Pflanz S, Timans JC, Cheung J, Rosales R, Kanzler H, Gilbert J, et al. IL-27,
a heterodimeric cytokine composed of EBI3 and p28 protein, induces
proliferation of naive CD4+ T cells. Immunity 2002;16:779–90.

124. Yoon YH, Hwang HJ, Sung HJ, Heo SH, Kim DS, Hong SH, et al.
Upregulation of complement factor H by SOCS-1/3–STAT4 in lung
cancer. Cancers 2019;11:471.

125. Chen X, Li L, Liu F, Hoh J, Kapron CM. Cadmium induces glomerular
endothelial cell-specific expression of complement factor H via
the −1635 AP-1 binding site. J Immunol 2019;202:1210–8.

126. Fraczek LA, Martin CB, Martin BK. c-Jun and c-Fos regulate the
complement factor H promoter in murine astrocytes. Mol Immunol
2011;49:201–10.

127. MarazitaMC,Dugour A,Marquioni-RamellaMD, Figueroa JM, SuburoAM.
Oxidative stress-induced premature senescence dysregulates VEGF and
CFH expression in retinal pigment epithelial cells: implications for age-
related macular degeneration. Redox Biol 2016;7:78–87.

128. Lau LI, Chiou SH, Liu CJ, Yen MY, Wei YH. The effect of photo-oxidative
stress and inflammatory cytokine on complement factor H expression
in retinal pigment epithelial cells. Invest Ophthalmol Vis Sci 2011;52:
6832–41.

129. Wu Z, Lauer TW, Sick A, Hackett SF, Campochiaro PA. Oxidative stress
modulates complement factor H expression in retinal pigmented
epithelial cells by acetylation of FOXO3. J Biol Chem 2007;282:
22414–25.

130. Li W, Nagineni CN, Hooks JJ, Chepelinsky AB, Egwuagu CE. Interferon-
gamma signaling in human retinal pigment epithelial cells mediated
by STAT1, ICSBP, and IRF-1 transcription factors. Invest Ophthalmol Vis
Sci 1999;40:976–82.

131. Hill JM, Pogue AI, Lukiw WJ. Pathogenic microRNAs common to brain
and retinal degeneration; recent observations in Alzheimer’s disease
and age-related macular degeneration. Front Neurol 2015;6:232.

132. Lukiw WJ, Surjyadipta B, Dua P, Alexandrov PN. Common micro RNAs
(miRNAs) target complement factor H (CFH) regulation in Alzheimer’s
disease (AD) and in age-related macular degeneration (AMD). Int J
Biochem Mol Biol 2012;3:105–16.

133. Lukiw WJ, Zhao Y, Cui JG. An NF-kappaB-sensitive micro RNA-146a-
mediated inflammatory circuit in Alzheimer disease and in stressed
human brain cells. J Biol Chem 2008;283:31315–22.

134. Li YY, Alexandrov PN, Pogue AI, Zhao Y, Bhattacharjee S, Lukiw WJ.
miRNA-155 upregulation and complement factor H deficits in Down’s
syndrome. Neuroreport 2012;23:168–73.

Li et al.: CFH in molecular regulation of angiogenesis 465



135. Ortiz G, Ledesma-Colunga MG, Wu Z, García-Rodrigo JF, Adan N,
Martínez de la Escalera G, et al. Vasoinhibin reduces joint
inflammation, bone loss, and the angiogenesis and vasopermeability
of the pannus in murine antigen-induced arthritis. Lab Invest 2020;
100:1068–79.

136. Elshabrawy HA, Chen Z, Volin MV, Ravella S, Virupannavar S,
Shahrara S. The pathogenic role of angiogenesis in rheumatoid
arthritis. Angiogenesis 2015;18:433–48.

137. Kemp PA, Spragg JH, Brown JC, Morgan BP, Gunn CA, Taylor PW.
Immunohistochemical determination of complement activation in
joint tissues of patients with rheumatoid arthritis and osteoarthritis
using neoantigen-specific monoclonal antibodies. J Clin Lab Immunol
1992;37:147–62.

138. Banda NK, Takahashi K, Wood AK, Holers VM, Arend WP. Pathogenic
complement activation in collagen antibody-induced arthritis in mice

requires amplification by the alternative pathway. J Immunol 2007;
179:4101–9.

139. Banda NK, Levitt B, GlogowskaMJ, Thurman JM, Takahashi K, Stahl GL,
et al. Targeted inhibition of the complement alternative pathway with
complement receptor 2 and factor H attenuates collagen antibody-
induced arthritis in mice. J Immunol 2009;183:5928–37.

140. Ahmed MS, Bae YS. Dendritic cell-based immunotherapy for
rheumatoid arthritis: from bench to bedside. Immune Netw 2016;16:
44–51.

141. Jiang Q, Yang G, Liu Q, Wang S, Cui D. Function and role of regulatory
T cells in rheumatoid arthritis. Front Immunol 2021;12:626193.

142. Laskowski J, Renner B, Pickering MC, Serkova NJ, Smith-Jones PM,
Clambey ET, et al. Complement factor H-deficient mice
develop spontaneous hepatic tumors. J Clin Invest 2020;130:
4039–54.

466 Li et al.: CFH in molecular regulation of angiogenesis


	Complement factor H in molecular regulation of angiogenesis
	Introduction
	CFH protein structure and its functions in complement system
	CFH in AMD
	CFH and angiogenesis
	Effects of CFH on endothelial cell properties
	CFH-inhibited pro-angiogenic factors

	Regulation of CFH expression
	Upregulation of CFH expression
	Inhibition of CFH expression

	Therapeutic potential for angiogenesis-related diseases by CFH
	Rheumatoid arthritis
	Tumors

	Conclusions
	Highlights
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Euroscale Coated v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.7
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 35
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1000
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.10000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /DEU <>
    /ENU ()
    /ENN ()
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName (ISO Coated v2 \(ECI\))
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName <FEFF005B0048006F006800650020004100750066006C00F600730075006E0067005D>
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.503940
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [595.276 841.890]
>> setpagedevice


