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Abbreviations
α2M α 2 macroglobulin
aa amino acid residues
AMPs antimicrobial peptides
ARF acute rheumatic fever
C1q complement factor 1 q
CR complement receptor
E Enterococcus
ECM extracellular matrix
Fab fragment, antigen binding
Fc fragment, chrystallizable or constant
FcR Fc receptor
FOG Fibrinogen binding protein of G streptococci
G(+), or (-) Gram positive, or negative
GAGs glycosaminoglycans
GAS group A streptococcus
GBS Group B streptococcus
GCS group C streptococcus
GGS group G streptococcus
IFNγ interferon γ
Ig immunoglobulin
IL-8 interleukin 8
MAC membrane attack complex
MBL mannose binding lectin
Mga multigene regulator of GAS
MSCRAMMs microbial surface components recognizing adhesive matrix molecules
NADPH nicotinamide adenine dinucleotide phosphate
OF opacity factor
RHD rheumatic heart disease
ROS reactive oxygen species
Sfb1streptococcal fibronectin binding protein 1
Spe streptococcal pyrogenic exotoxin
TLR Toll-like receptor
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Introduction
Everyday humans encounter a diversity of microbes. Most are harmless to us, some
are helpful, but some cause infections and disease. A pathogen is defined as a
microbe with the ability to cause disease. Bacteria, fungi, viruses and parasites are
collectively referred to as microbes. An array of microbes which live in symbiosis with
the host and do not cause disease under normal conditions, is termed the normal
flora. However, for various reasons e.g. immunological status of the host, stress or
antibiotic treatment, the balance of symbiosis may be altered resulting in the
unlimited growth, spread and survival of otherwise harmless microbes. If and when
these microbes are able to cause disease they are called opportunists. Microbial
factors which promote the ability to cause disease are referred to as virulence
factors. This thesis deals with a virulence factor, called protein FOG, at the interface
between group G streptococci and the human host. In this thesis, I will describe the
human host defence lines (foremost the innate immunity) and how some microbes
benefit from interactions therewith. Then, the bacterium will be presented along with
molecular links to streptococcal pathologic states. Finally, the current investigations
will be addressed.

The Lines of Defence
The human defence system can be divided into two parts, the innate and the
adaptive. The innate defence is comprised of a number of barriers, ions, compounds
and proteins with direct or indirect antimicrobial activities. The innate immunity is
rapid in response and is equally potent upon re-encounters with pathogens. It was
first believed that species evolutionarily distant from humans, lacked an overall
immune defence due to their lack of adaptive immune system. It became evident that
this was not the case and that e.g. invertebrates shared traits of antimicrobial
recognition and killing with higher vertebrates. Since this discovery, innate immunity
has been the object of intense research. The adaptive immune system requires
priming and takes longer time to mobilize. The B and T lymphocytes which act as
controlers of immunoglobulin (Ig; antibody) production and recognition of self and
non-self, are examples of adaptive immunity players. Actions like antigen
presentation and signalling between cells, are convergence points between innate
and adaptive immunity. The two systems partly overlap to ensure a sufficient
immunoresponse towards pathogens.
The five cardinal symptoms of inflammation are redness, warmth, pain, swelling and
the possible loss of function in the affected limb or area. The symptoms are partly
due to an increase of vascular permeability caused by inflammatory mediators
released from immunological cells which have reacted to tissue damage, invading
microbes or an otherwise disturbed homeostasis. Acute inflammation is the peak of
an immunoresponse, which starts with the mounting i.e. production and release of
signalling cytokines and the recruitment of phagocytic cells. Inflammation is most
oftenly resolved in an active process which requires production and release of
mediators of wound healing, cell migration and cell proliferation.

Barriers
The utmost outer line of human defence is comprised of physical barriers. The skin
and mucosal linings of the oral cavity, airways, gut and urogental tracts are efficient
in blocking entry paths of pathogens. The barriers are built up by a number of
resident cell types. Although being resident, keratinocytes, macrophages, dendritic
cells, and epithelial cells act as sentinels and exert defensive actions by production
of antimicrobial peptides (AMPs), cytokines and antigen presentation. The fluids
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covering the barriers contain antimicrobial substances (1). These include lactoferrin
which sequesters iron which is necessary for bacterial respiration and lysozyme
which cleaves the N-acetyl bonds of the peptidoglycan present in the cell wall of G+
bacteria. The pH and ionicity of body fluids act in a bacteriostatic fashion. The
composition of sweat involves ions such as Na+, Cl-, K+ and Mg2+ and a degree of
acidity (pH 4,5-6) (2) but with variations due to nutritional and immunologic status (3,
4). Saliva is secreted into the oral cavity and contains Na+, Cl-, and K+, along with
albumin, lysozyme and cathelicidins (5). The airways are lined with a fine mucosal
layer, covered by a film of fluid. Lactoferrin and lysozyme together with other
constitutively expressed antimicrobial agents manage to keep the lower airways
sterile and the upper airways from being colonised by pathogens (6).

Antimicrobial peptides
AMPs have recently been recognised as an important part of the innate immune
defence. Such peptides are present at all levels of phyologeny, from invertebrates to
humans (7). They are included in the first line of defence towards microbes and are
present on skin, mucosal surfaces and in various body fluids. It may also be that
AMPs have evolved to control the bacterial counts of the normal flora. Generally
AMPs are 15-45 amino acid residues (aa) in length and carry a positive net charge
which allows the interaction with the negatively charged bacterial membrane. Actions
of AMPs may be mediated by i) insertion into the microbial membrane followed by
pore formation which causes lysis, ii) membrane insertion through a carpet formation
of a large amount of AMP causes lysis, iii) intracellular targeting. The exact mode of
lysis is not altogether clear. PR-39, an AMP from pig intestine, inhibits bacterial DNA
and protein synthesis, indicating a possibility of non-membrane orientated modes of
AMP action (8).
In humans, the two major families of AMPs are the cathelicidins and the defensins
(7). A cathelicidin is characterized by a highly conserved N-terminus and a
microbicidal activity located in the C-terminal part of the peptide. The defensins are
of the α, β or θ classes. Structurally, the three main groups of AMPs are i) α-helical
without cystein residues, ii) peptides with three disulphide bonds, or iii) peptides rich
in a certain aa such as histidine or arginine. In case of AMPs, the structure is of great
importance for efficient killing (9, 10) . An increased ionic strength is believed to alter
the structure and thereby inhibiting the microbicidal effect.
The most well studied human cathelicidin, LL-37, is derived from a precursor called
hCAP-18 and belongs to the α-helical group (11-13). It is a linear peptide, processed
from hCAP-18 by tissue specific proteases to generate active peptides (14, 15). The
α - and β-defensins which belong to the disulphide bond group, and LL-37 are
fundamental to the human innate immune system (7). Morbus Kostmann is a severe
recessive disorder which results in neutropenia and a lack of neutrophil and salivary
LL-37. These patients suffer from recurrent infections and the state is lethal if
untreated. Cleavage of LL-37 by bacterial proteases favors bacterial survival (16).
Also, these proteases release host dermatan sulphate which inactivates α-defensins
(17).
Active forms of AMPs are secreted but may also be generated through proteolytic
cleavage of proteins with unknown and sometimes unrelated ”day-time jobs” (18, 19).
Through in silico searches, a multitude of proteins have been found to contain
antimicrobial motifs. The presence and in vivo relevance of such are difficult to
estimate. Many AMPs are inactivated by increased ionicity and presence of plasma.
AMPs are produced by several cell types e.g. epithelial cells, fibroblasts,
keratinocytes, monocytes, and neutrophils (7). Most AMPs are active against a broad
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spectrum of microbes and synergistic activity between AMPs of different classes
have been demonstrated (20). Their antimicrobial effects and rapid action limits the
risk of development of bacterial resistance mechansims. This motivates AMPs as
candidates for novel treatment strategies. As host cells are protected by the relative
neutral surface charge of their plasma membrane, the risk of side effects is reduced.

Chemokines
Inflammatory chemokines are small (70-130 aa) chemotactic cytokines, secreted by
cells upon encounter with trauma, pathogens or inflammatory mediators (21).
Chemokines act locally and systemic levels do not necessarily reflect the
inflammatory process. They are categorized dependent on the intramolecular pattern
of conserved cystein residues (22). The four groups are the XC, CC, CXC and CX3C
chemokines. These may be ELR positive (+) or negative (-), dependent on the
presence of an ELR aa motif. Chemokines as ligands in signalling are denoted ”L”
e.g. CXCL and the chemokine receptors are denoted ”R” e.g. CCR.
Interferon γ (INFγ) is a proinflammatory cytokine. The chemokines MIG, IP-10, and
ITAC (monokine induced by IFNγ or CXCL9, IFNγ-inducible protein 10 or CXCL10
and IFN-inducible T cell α chemoattractant or CXCL11, respectively) are under
positive genetic regulation of IFNγ. MIG recruits natural killer cells and T cells,
through CXCR3 present on these cells. The expression of MIG is elevated in
psoriatic skin (23) and in synovial fluid of patients suffering from rheumatoid arthritis
(24, 25). MIG also functions as an AMP (26) and its role in fighting group A
streptococcal (GAS) infection in a pharyngitis model has been demonstrated
(Egesten et al In preparation). A synthetic peptide derived from the C-terminal region
of the MIG molecule, showed antibacterial activity comparable to that of the intact
protein. This indicated that this α-helical part is responsible for the bactericidal
activity. MIG is ELR-, does not attract neutrophils and is expressed in the later phase
of wound healing (27).
In contrast to MIG, interleukin (IL)-8 (CXCL8) is ELR+, negatively regulated by IFNγ
and exerts chemotactic and activating effects on neutrophils by interaction with the
receptors CXCR1 and CXCR2 (21). IL-8 is reported to have a positive effect on
wound healing (28, 29) and neutrophil migration (30). Possibly, this could be due to
an antimicrobial motif which was recently recognized within the IL-8 sequence (31).
In addition, IL-8 engagement of chondrocytes may alter expression of remodeling
enzymes in cartilage matrix (21). A multitude of studies of IL-8 and infectious disease
concern various streptococcal species, foremost pneumococci (Streptococcus
pneumoniae) and group B streptococci (GBS, S. agalactiae) (32-34) but little is
reported for GGS. Inactivation of IL-8 is achieved by proteolytic cleavage by novel
GAS enzymes (35, 36).

Immunoglobulins
Following phagocytosis and destruction of encountered microbes, the components of
the microbe, the so called antigens are presented on the surface of the ingesting cell.
An interaction between the antigen presenting phagocyte and circulating B
lymphocytes results in B cell maturation into plasma cells. Each plasma cell will
produce and secrete Ig’s, which is designed to target the particular antigen that was
presented to its B cell. The mission of Ig’s is to recognise and mediate destruction of
microbes or foreign matter through interaction with Fc-receptors on phagocytic cells
or by initiating the classical pathway of the complement system. Ig’s are also present
in the plasma membrane of B cells.
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Each Ig consists of two types of polypeptide chains. These are the heavy and light
chains and are linked together by covalent and non-covalent bonds. The classes of
Ig’s are named by their heavy chain isotype and are IgA, IgE, IgD, IgM and IgG.The
IgG molecule has a variable antigen binding region (Fab) and a constant region (Fc)
which interacts with cells of the immune system e.g. neutrophils and macrophages.
Fab and Fc are joined together by a hinge region. IgG and IgA can be further divided
into subclasses 1-4. The majority (60%) of the IgG in circulation is IgG1, followed by
IgG2 (30%), IgG3 (7%) and then IgG4 (3%). IgG3 differs from the other subclasses
in its structure as it has a longer hinge region. Interestingly, the hinge region of IgG is
prone to cleavage by the GAS proteases SpeB and IdeS (37, 38).
Physiologically, IgG-mediated effects involve binding of antigen through the Fab
region, but bacterial and endogenous proteins with affinity for the Fc region have also
been identified. A detailed description of non-immune binding of IgG is depicted in
Figure 1 and a description of Fc-binding proteins can be found below. Aggregated
IgG and also IgM can bind complement factor 1q (C1q) and thereby initiate the
classical pathway of complement (described below). The interaction site for C1q on
the IgG molecule has been localised to the Cγ2 domain of IgG (39).
Figure 1. Depiction of
an IgG molecule.
Heavy chains are in
grey
wheras light
chains are in white.
Regions are noted to
the right and binding
sites for bacterial
surface proteins and
C1q are indicated to
the left.

The Complement system
The complement system is a defence system found in blood. It is comprised of more
than 30 soluble and cell bound proteins. The system is tightly regulated and requires
activation to exert its actions. The innate and adaptive immune systems converge in
the complement system which controls recognition of non-self, chemotaxis,
phagocytosis, and bacterial lysis. The complement system can be activated in three
different ways: the classical, the alternative, and the lectin pathway. Complement
deposition is an example of opsonisation, which is marking a foreign surface for
destruction by phagocytosis or lysis.
The classical pathway
The classical pathway of complement is initiated by the binding of C1q (in complex
with C1r and C1s, the so called C1 complex) to pentameric IgM or aggregated IgG
(40). Cleavage of C1s by the autocatalytic C1r renders the C1 complex enzymatically
active and ready to cleave C4 and C2 in a Ca2+ dependent manner. This results in
the formation of the classical C3 convertase (C4b2a) which cleaves C3, a protein
circulating in plasma, to C3a and C3b. The latter is a potent opsonin which then

10

covalently attaches to the antigen. The former is an anaphylatoxin with recently
discovered antimicrobial potential (19). The classical pathway is dependent on
presence of antibodies, Ca2+, and Mg2+.
The alternative pathway
The alternative pathway of complement activation is primarily antibody independent
and provides a rapid amplification of the classical pathway, resulting in cascade
deposition of C3b on foreign surfaces such as prosthetic implants (40). The
alternative pathway occurs via spontaneous activation of plasma C3 to C3(H2O).
Factor B binds to C3(H20) in a Mg2+ dependent manner and becomes available for
cleavage by factor D. Cleavage of the complexed factor B occurs, releasing C3Ba,
but leaving part of factor B (Bb) in place. The Bb part of this complex is enzymatically
active and cleaves C3 to C3a and C3b. C3b may associate with Bb and form C3bBb,
the C3 convertase of the alternative pathway. Properdin stabilizes this complex and
prolongs its half-life. The C3 convertase cleaves C3 to C3a and C3b, of which the
latter can join together with Bb to form yet another C3bBb, an amplification loop.
Lectin pathway
Mannose binding lectin (MBL) is a collagenous pattern recognition molecule with a
mission to recognize and bind bacterial carbohydrates (40). Upon engagement, a
complex of MBL and MBL-associated serine proteases is formed. This complex
activates C4 and the downstream activation is identical to that of the classical
pathway.
Convergent pathway of complement and regulation
The two different forms of C3 convertase, bind to and cleave C3 as described and in
the process also yeild the C5 convertases C4b2a3b and C3bBb3b. These bind to
and cleave C5, the initiator of the formation of the membrane attack complex (MAC).
MAC is a complex of complement factors C5-C9 which forms pores resulting in lysis
of target cells. The thickness of the cell wall of G+ is thought to protect from MAC
mediated lysis and hence G- bacteria are primarily affected. Despite this, certain
GAS strains express a protein called streptococcal inhibitor of complement ( sic),
which interferes with the formation of MAC (41).
The complement system is a powerful system which, if uncontrolled, could cause
considerable damage to the host. For example, C3b does not discriminate between
self and foreign surfaces. To ensure protection from the harmful effects, fluid phase
and membrane associated proteins tightly control complement activation (40). This is
achieved by mechanisms that i) increase decay of active complement complexes
(e.g. factor H) or ii) support and enhance the effects of factor I. Factor I is a serine
protease which cleaves C3a and b and thereby limits their actions. The only known
positive regulator of complement is properdin which has been described above.
C1q
C1q is a 460 kDa innate immune defence molecule with the structural appearance of
a bunch of tulips (42). The collagenous region of C1q comprises the N-terminal stem
and the globular heads, which interact with IgG, are depicted as the C-terminal bulbs.
The molecule is comprised of 18 polypeptide chains: 6 A, 6 B and 6 C chains.
Besides initiating the classical pathway of complement, C1q is implicated in various
immunomodulating actions (for references see (42)). Among these are that C1q is
chemotactic for neutrophils and eosinophiles and an interaction between its collagenlike region and neutrophils, induces O2- production. C1q may act as an opsonin by
direct binding to microbes and also triggers the release of proinflammatory cytokines
like IL-8 and IL-6 from endothelial cells. C1q induces apoptosis in fibroblasts and is
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reported to have antiproliferative effects on cell lines. Interactions with a broad range
of ligands suggests that C1q recognizes a pattern of charged aa or groups of aa
within the target protein. This has made the search for cell surface receptors difficult
(43). On neutrophils the C1q receptor is unidentified but lipid rafts have been
suggested to play a role in the O2- production mediated by C1q-binding (44). Genetic
deficiency of C1q is associated with systemic lupus erytematosus and a disabled
clearance of antigen-antibody complexes, which results in glomerulonephritis (42).
C1q is a member of the collectin family, where other members include MBL, and
surfactant types A and D. Prevention of activation of the classical pathway by binding
of decorin and biglycan to C1q was recently reported (45). These two ligands are
abundant extracellular matrix (ECM) proteoglycans which may regulate complement
activation at the tissue level.
The Arg114 of the globular heads of the B chains of C1q is crucial for IgG binding and
Arg129, Arg163 and His117 make important contributions, as shown by mutational
analysis (46). In human IgG, the region of residues 270-333 of Cγ2 are indicated as
important for interaction with C1q (47-49). In paper III, we examine the C1q-binding
to IgG bound to the G streptococcal surface via proteins FOG and G, respectively.
We found that C1q binds to IgG that was bound via protein FOG, whereas IgG bound
to the bacterial surface via protein G was inaccessible for C1q interaction.

Phagocytes and phagocytosis
Phagocytosis is the act of ingestion of microbes, apoptotic cells or debris and results
in the elimination of unwanted particles. The particle to be ingested is first bound to
surface receptors of the phagocytic cell and is sequentially taken up into an
intracellular compartment termed phagosome. Phagocytic cells include neutrophils,
monocytes/macrophages, NK-cells, and dendritic cells. The degree of eosinophil
phagocytosis may vary with state of activation by proinflammatory cytokines.

Monocytes
Like neutrophils, monocytes are of myeloid lineage and develop in the bone marrow.
Monocytes reach their target tissue via the circulation and mature into dendritic cells
or site specific macrophages, i.e. Langerhan cells of the skin, Kupffer cells of the
liver, podocytes of the kidneys, and osteoclasts of the bone and cartilage. Despite
the relative small number of monocytes in circulation (only 10% of the total number of
mononuclear cells) they comprise a strong link between the innate and adaptive
immune system. They do so by raising an amplificational cascade of inflammatory
mediators to alert, attract and activate endothelial cells, neutrophils and T-cells
subsequent to pathogen recognition (50).

Neutrophilic granulocytes
Neutrophilic granulocytes, also referred to as polymorphic neutrophils, are the major
phagocytic cells of the bloodstream. Upon activation, neutrophils are able to leave
the circulation through a process called diapedes and migrate towards a gradient of
chemotactic molecules to reach the site of an infection. High levels of chemokines
cause the release of granule content from neutrophils and enhance the antimicrobial
mission of cells of the immune system. Chemotactic mediators can be of both host
(e.g. C3a and C5a) and microbial (e.g. fMLP, lipoteichoic acid, peptidoglycan and
other structural components) origin. The life span of a neutrophil is short, 2-3 days in
circulation, but they are of utmost importance in fighting pathogens as indicated by
the increased risk of infections in patients with neutropenia.
Despite a great capacity of phagocytosis, neutrophils and macrophages may suffer
from exaggerated activation or so called frustrated phagocytosis. This may occur
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upon attempt to ingest large particles and also on experimental surfaces. Surface
adherence and activation of neutrophils may lead to a cellular depletion of lytic
factors resulting in an impaired microbicidal function (51). One study showed that the
capacity of mouse macrophages to phagocytise was dependent on the availability of
plasma membrane rather than the availability of free receptors (52). The same study
indicated 15 µm as the size limit of unopsonised particles.

Receptors of phagocytosis
Phagocytosis and the subsequent events are triggered by engagement with specific
surface receptors. These are the Fc receptors (FcRs), complement receptors (CRs)
and pattern recognition receptors, respectively.
FcγRs recognize the Fc region of IgG. In this context, both neutrophils and
macrophages express FcγRI and FcγIIRa wheras neutrophils also express FcγRIIIb
(53, 54). Both neutrophils and macrophages express CR1, CR3 and CR4 which lead
to or directly mediate phagocytosis by recognition of C3b or C3bi (54). Pattern
recognition receptors recognize conserved motifs or patterns which are specific to
microbes. The Toll-like receptors (TLRs) belong to this group. TLR1, 2, and 4-9 are
expressed on neutrophils (55). Monocytic TLRs include TLR1, 2, and 4 (1). Recent
research in the streptococcal field indicates that CR3 (CD11b/CD18 or Mac-1) is
responsible for binding and subsequent phagocytosis of M5 GAS by neutrophils (56,
57).

Killing mechanisms
Traditionally, the killing of microbes by the human neutrophils and macrophages may
be divided into oxygen dependent and independent strategies.

Oxidative burst
The oxygen dependent mechanism of microbe killing by phagocytic cells involves the
formation of an active nicotinamide adenine dinucleotide phosphate (NADPH)
oxidase. Its mission is to produce microbicidal reactive oxygen species (ROS)
through a process called respiratory or oxidative burst (58). The NADPH oxidase is
composed of four cytosolic proteins (p40phox, p47phox, p67phox and rac2) and one
membrane bound (flavocytochrome b, a heterodimer of gp91phox and p22phox). Upon
activation, the cytosolic proteins co-localize in the outer plasma membrane or in the
membrane of the phagosome, which contains the ingested microbe. Once
assembled, the NADPH oxidase reduces extracellular or intraphagosomal oxygen
molecules (O2-) to superoxide ions (O2-) which may convert to hydrogen peroxide
(H2O2), hydroxyl radicals (OH•) and hypochlorous acid (HCl-) (59). The importance of
oxidative burst in innate immunity is exemplified in chronic granulomatous disease
(CGD). Patients suffering from CGD, caused by inherited mutations in the proteins of
the NADPH oxidase (60), are subject to recurrent infections (61).
Recently, focus shifted from the microbicidal actions of ROS and instead, towards
the importance of the lytic contents of neutrophil granules ((62) and references
therein). The suggested role of the NADPH oxidase is to depolarize the phagosomal
membrane and by influx of potassium ions cause liberation of elastase and cathepsin
G from the proteoglycan matrix, to which these enzymes are bound in an inactive
state. This was supported by the fact that mice genetically deficient in neutrophil
elastase and cathepsin G, were unable to kill infecting pathogens although the levels
of ROS were normal.
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Figure
2 . The content of
neutrophilic granules are listed and
numbers indicate order of fusion
with the membrane of the
phagosome or the neutrophil
plasma membrane.

Neutrophil granule actions
The oxygen independent mechanisms of neutrophil killing involve release of granules
substances which aid in microbial killing. The azurophilic, specific, gelatinase
granules and secretory vesicles and their respective contents is displayed in Figure
2. In the process of neutrophil activation, the secretory vesicles are the first to exert
their action. By fusing with the plasma membrane, the content of the secretory
vesicles prime the cell into a CR3 expressing neutrophil (63). This transforms it to a
migratory and responsive cell. The gelatinase granules then fuse with the plasma
membrane. Their contents allow degradation of collagen and hence a free tissue
passage for a migrating neutrophil (64). The specific granules then fuse and due to
the rich contents of their membranes in flavocytochrome b, these granules are
NADPH oxidase recruiting. Degranulation of the azurophilic granules, releases lytic
and bactericidal proteins into the phagosome and to the extracellular environment
through fusion with the phagosomal or plasma membrane, respectively. Finally, the
lysosomes fuse with the phagosome and subject its contents to acid hydrolases.
Neutrophil elastase, a potent serine protease stored in the azurophilic granules, can
directly kill G- bacteria (65) and has been shown to release surface components from
A and G streptococci (66, 67). Cathepsin G and proteinase 3 are also potent
enzymes exhibiting direct microbicidal effects (68, 69). Neutrophil proteases cleave
several proteins implicated in wound healing, cell signalling, and antimicrobial
activities (70, 71). Processing enables modulation of e.g. IL-8 to a decreased or an
increased potency or may alter target specificity.
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Group G streptococci
In 1933, Rebecca Lancefield grouped streptococci based on group specific
carbohydrate antigens (72). The β-hemolytical streptococci, displaying a clearing
zone surrounding the colonies when grown on blood agar, are of groups A, B, C, D,
F and G (73). Although rare, groups E, P, U and V may also be included.
Group G streptococci (GGS) expressing the G specific carbohydrate antigen include
4 different species: Streptococcus (S) dysgalactiae equisimilis, S. equi
zooepidemicus, S. canis and S. anginosus (73). Taken together, GGS can act as
both commensals and pathogens in animals and humans. However, strains of S.
dysgalactiae equisimilis are mainly associated with human infections and may carry
antigens A, C, G or L, with G and C being the most common. S. equi zooepidemicus
is regarded as a commensal in horses, and the cause of bovine mastitis, but has also
caused outbreaks of severe human disease. The G antigen is also carried by strains
of S. canis. As the name indicates these are mainly found in dogs, but have caused
disease in humans. However, the characteristics of isolates found in dogs and
humans respectively, have not been thoroughly investigated. The S. anginosus
group is heterogenic with regard to pattern of hemolysis, and may be subgrouped
into S. anginosus, S. constellatus and S. intermedius. In the anginosus group, F is
the most common antigen followed by C, A and most seldomly G. Virulence of this
group has been questioned. The S. anginosus subgroup, which can also lack specific
antigen, may be found in the urogenital and gastrointestinal tracts of humans. S.
constellatus is a respiratory tract finding, whereas S. intermedius has been found in
brain and liver abcesses.
The species mentioned above are distinct from S. dysgalactiae dysgalactiae, and S.
equi equi which cause bovine mastitis and equine respiratory disease, respectively
(73). The former is not β hemolytical and the latter carries the C carbohydrate
antigen. Neither have been associated with human infections unlike the more well
studied GAS (S. pyogenes) which have humans as exclusive host.
The nomenclature of GGS has been confused as types, displaying markers formerly
distinct for the different groups, have been isolated and caused a clouded
classification (74-76). Although such cases are rare, this demonstrates a difficulty in
determining the true cause of an infection, and may also show the need for novel
identification strategies, rather than depending on carbohydrate antigen grouping. To
date, clinical isolates of β-hemolytical G+ cocci displaying streptococcal group G
specific carbohydrate showing resistance to bacitracin, capability of deamination of
arginine, hydrolysis of esculin, and production of acid in trehalose and ribose broth,
are termed S. dysgalactiae equisimilis (73). For clarity, the strains in focus in the
current investigation are clinical isolates from human infections caused by GGS and
will be referred to as such.
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Clinical spectrum and epidemiology
S. dysgalactiae equisimilis is by far the most commonly isolated GGS in human
infection although GGS in general have been regarded as commensals. Reports
covering the last decades demonstrate an increased severity of clinical
manifestations caused by GGS. An overview of recent case reports is given in Table
1. The clinical spectrum of disease caused by GGS is similar to that of GAS. Most
commonly, GGS cause superficial dermal lesions such as impetigo and erysipelas.
Pharyngitis and non-symptomatic carriage on human skin, and mucosal surfaces in
the throat, gastrointestinal and vaginal tracts are also common. However, invasive
disease such as bacteremia, cellulitis and necrotising fasciitis can cause life
threatening conditions in the immuno-compromised or elderly host (77). Chronic
wounds, ulcers and prosthetic implants may also host GGS (78-80). In developed
countries, an association is seen between GGS infections and increased age and
underlying malignancies i.e. diabetes mellitus, cardiovascular conditions (77, 81, 82)
or drug abuse (83). Lymphatic disorders also appear to be a risk factor. Case reports
include patients whom in the past, have undergone radiation treatment for
malignancies of the pelvic region (84, 85). A common site of GGS infection is the
thigh, buttocks and hip.
In tropical areas, streptococcal skin infections are more common than in temperate
areas where pharyngitis is the leading manifestation of GAS (86). GAS are
commonly found in skin sores in the aboriginal population, contributing to the
morbidity of this group (87). Also, asymptomatic pharyngeal carriage of GGS and
group C streptococci (GCS) within this group is suggested to play a role in the
development of acute rheumatic fever (ARF), a well known streptococcal sequel
disease (88). Other post streptococcal diseases known from GAS, and also
described for GGS are glomerulonephritis and post-streptococcal arthritis (79, 8991).

Genomics of GGS
The GGS are a heterogeneous population of organisms and with high degree of
genetic plasticity. The phenotypical heterogeneity has been explained by an ongoing
transfer of genes from other bacterial species (92). Proteins associated with
virulence, namely C5a peptidase and M protein, were first found in GAS and later
identified in human, but not necessarily animal isolates of GCS and GGS (93, 94).
Sequencing of housekeeping genes from large numbers of isolates show genetic
relationships between GCS and GGS and also horisontal transfers of genes from
GAS to GGS and GCS (95, 96). Analysis show the transfers as recent events. The
shift of genetic material from GGS to GAS or vice versa are suggested to be due to
phage preference or may coincide with the domestication of animals.
Superantigens are well known secreted molecules in GAS pathogenesis but their
role in GGS pathogenesis has only recently come into focus. Streptococcal
pyrogenic exotoxins (Spe’s) A, C and G, J, M, ssa and smeZ have been reported in
strains of GGS and GCS (96-99). Interestingly, despite a 87% similarity to SpeG of
GAS, the SpeG found in GGS was functionally inert in inducing a mitogenic response
in lymphocytes (99). Reports suggest various Spe:s as phage encoded (100). Of
note, in GAS experimental transfer of a gene encoding an antiphagocytic M protein,
into a new genetic background within the same species, did not result in an
antiphagocytic strain (101). This may represent a requirement for additional genetic
regions for adequate expression. This may also represent a limiting factor in gene
transfer between GGS and GAS. Despite efforts SpeB, an important enzyme and
virulence factor of GAS, has not been reported for GGS (102).
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Table 1. A number of case reports and summarizing studies of GGS clinical cases.
1.cancer/malignancy 2. diabetes 3. cardiovascular related disease *n.n. not noted
Clinical
Source of
Underlying
Age
Location, Year Ref.
manifestation
isolation
malignancy
Septic chock
*n.n.
none
n.n.
Belgium 1996
(103)
(n=2)
Recurrent
blood culture
1
67
U.S Florida
(85)
cellulitis
1998
Meningitis
blood culture
3
83
Belgium 2000
(104)
Necrotizing
*n.n.
2
52
U.S. Detroit
(105)
fasciitis
2002
Purulent
pericardial
1
52
Korea, 2002
(106)
pericarditis
fluid
Toxic shock
blood culture, 1
73
U.S Florida
(84)
syndrome
hip bullae
2003
Osteomyelitis
Trucut biopsy none
71
Hong Kong,
(107)
femur head
2003
Summarizing reports
Number of
Source of
Underlying
Age
Location,
Ref.
isolation
malignancy
Year
cases, % of βh-strep
examined
(n=26)
Bacteremia,
1, 2, 3, ulcers,
32UK, 2002
(77)
20%
(blood)
alcoholism, i.v.
96
drug use
Screening study
(n=69) 21%

Invasive (n=16)
*n.n.
Retrospective
(n=94)
19%

respiratory
tract, soft
tissues,
reproductive
tract
blood, abcess, surgical-,
joint fluid
cellulitis, blood

*n.n.

1, 2, 3 cirrhosis,
renal disease,
tinea pedis,
osteoarthiritis
1, 2, 3

India, 2004

(108)

4390

Japan, 2003

(109)

2-92

Israel, 19892000

(81)

The M protein
The M protein confers the trait of phagocytosis resistance and is traditionally
regarded as a major streptococcal virulence factor. It was first discovered in GAS
and is encoded by a gene termed emm, which is chromosomally located downstream
from the mga (multigene regulator of GAS) regulon. Also situated on the mga regulon
is mrp, enn (additional M or M-like proteins; (110)) sic (41), C5a peptidase and
opacity factor (OF). The composition of individual mga controlled proteins differ
dependent on presence (+) or absence (-) of OF. In strains of GGS and GCS, a mgalike regulon has been found (111) and termed mgc. However, mgc showed a
significant divergence both in the up- and downstream regions compared to mga.
(112) An enbloc transfer of the regulon from GAS to GGS, followed by deletion and
rearrangements has been suggested. In S. dysgalactiae of bovine mastitis, demA
and demB, two M like proteins, were found downstream from dmgA and dmgB which
were found to be similar to the mga regulon of GAS (113). Research in this area
indicates the genomes of GCS and GGS as highly mosaic and exhibiting a level of
plasticity.
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Immunization of extracts from streptococcal cultures gave rise to type specific
opsonic antibodies, which were used for serotyping. Traditionally, this was the way of
M typing individual strains. Today, a molecular based typing system is used of
foremost
GAS,
but
also
groups
G,
C
and
L
(http://www.cdc.gov/ncidod/biotech/strep/emmtypes.htm, (73)). To date there are
more than 120 serotypes known for GAS and approximately 40 for the groups C, G
and L. Two isolates are regarded as sharing the same emm type if they are > 95%
identical over their 5' end 160 nucleotides (which includes part of the signal peptide)
using defined PCR primers. Lancefields grouping of serotypes 7, 16, 20, and 21 were
mistaken for GAS but were in fact, GGS and GCS.
The M proteins of GAS are classified as type I or type II based on the C-terminal aa
sequence (114). Only strains expressing type II M proteins produce OF. M proteins
vary in size between 25 and 80 kDa and are anchored to the cell wall through an
LPXTG motif typical for surface proteins of G+ bacteria (115, 116). The highly
conserved C-terminal region is typically comprised of 3 C-repeats, a mid-orientated S
region followed by B-repeats and in some cases, A repeats. The N-terminal half is
considered semivariable and the absolute N-terminus is classified as hypervariable.
The M protein dimerizes into a coiled-coil structure with temperature dependent
stability (117-119). The stability of the coiled-coil structure also increases upon ligand
binding. The helical content is greater in the C-terminal part and contributes to
stability. Furthermore, the M protein is accessible for ligand interaction even after
heating to 80°C. The development of a vaccin against GAS infections is focused on
the M protein although the M type diversity poises a limitation of vaccin efficacy.

Figure 3. Protein FOG as
a structural example of an
M protein, protruding from
the bacterial surface.
Domains are indicated as
A, B and C. Examples of
ligands are noted below
each
domain
at
approximate binding sites.
LPXTG indicates the
anchoring motif.

M protein as a virulence factor
As early as 1964, Kantor showed that M protein could interact with the human
plasma protein fibrinogen (120). Survival of M protein expressing strains was seen in
plasma but not serum, demonstrating the role of fibrinogen. Whitnack and Beachey
related surface bound fibrinogen to a hindered deposition of complement on the
surface of M positive strains (121). The binding of fibrinogen was first located to the
N-terminal part of the molecule (122) and then mapped to the B repeats of the
molecule (123). Different M types bind to different parts of fibrinogen, implying a
convergent evolution and an importance for this binding. Multiple studies confirm the
role of fibrinogen in phagocytosis resistance (123-125). Sandin et al (126) showed
that binding of antibodies directed towards the fibrinogen binding region of the M
protein, is masked by fibrinogen and that only antibodies directed towards the Nterminal hypervariable region opsonize the bacteria.
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Also, M proteins limit streptococcal binding to neutrophils (57), but promote adhesion
(127, 128) and invasion (129) of resident celltypes. A large number of tested M
proteins bound to the glycosaminoglycans (GAGs) of host proteins of the ECM and
enabled GAS adherence to human fibroblasts and epithelial cells (130). In addition,
interactions between GAS M1 protein and fibrinogen form complexes that induce
vascular leakage which contributes to the severity of sepsis (67). Interactions with
other plasma proteins such as Ig’s, albumin, plasminogen, kininogen and
complement factors are shown by a multitude of studies (129, 131-133)

M proteins of GGS
Early studies implied the presence of M proteins in GGS (134), and that these shared
properties with the M proteins of GAS (93, 135-137). In 1992, Collins et al reported
the first complete gene sequence for an M protein from a human GGS strain (138).
The deduced protein shared structural homologies with the M proteins of GAS, and it
was classified as being of type I. In 1995, it was summarized that 100% of human
GGS strains (38 strains and 2 for comparison; (138, 139)) examined until 1995, were
OF- and the M proteins were of type I (94). A PCR based typing method for GGS
revealed homologies between the GGS emm-like genes (called emmL) and GAS
types emm57 and emm12 and it was confirmed that strains of human but not animal
origin, expressed M protein. Owing to the type I classification of the GGS M proteins
it appears likely that GGS emm genes have evolved from a common ancestor. It is
also plausible that the homologies are a result of horisontal gene transfer rather than
convergent evolution. By restriction analysis some studies show that virulent GGS
could be limited to a few strains which have spread (140). Others have shown that
sharing the same emm type not necessarily proves the strains as clonal (81).
A recent study showed that a large proportion (155/214, 72%) of the tested GGS and
GCS strains from human pharyngeal infections in Spain were ≥95% identical of
e m m L types previously entered in GenBank (141). In the large number of
investigated strains, 23% (50/214) were non-typeable and almost half of those were
from the S. anginosus subgroup. This study resulted in the report of nine novel
emmL types. The most commonly isolated emm types of GCS/GGS in this study
(emmC839, fcrV, emm28D, emmC1139 and mlc36) did not overlap with the most
prevalent GAS emm sequences (emm1, 3, 12, and 9).
The majority of reported GGS M proteins from human infections have been
examined for emm type and binding properties in vitro. In emm typing studies, partial
gene sequences are yeilded but not expressed as proteins and hence not directly
examined for roles in virulence. Protein FOG is investigated for interactions with
neutrophils, monocytes, and skin (this thesis). Protein FOG which shares the typical
structural appearance of a GAS M protein is depicted in Figure 3.
Investigators have identified M or M-like proteins in S. dysgalactiae equisimilis, S .
equi zooepidemicus, S. dysgalactiae dysgalactiae, and S. equi equi (142-144). The
M-like protein SzPSe of S. zooepidemicus is α-helical and fibrillar but does not
contain the classical repeated domains found in M proteins of GGS and GAS (143).
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Mediators of bacterial aggregation
The ability of bacteria to aggregate may mediate a level of protection against host
defence. Phagocytosis may be impeded as larger bacterial aggregates are difficult to
ingest. A defined sequence (aa 150-168) in the M-like protein H of GAS mediates
aggregation and adherence to host cells (145). This may facilitate colonisation. Other
microbes such as Bordetella pertussis, Staphylococcus aureus, enterotoxigenic
Escherichia coli, Mycobacterium tuberculosis and bovis display similar aggregational
properties (146-149). Studies of cell surface hydrophobicity of streptococcal groups
A, B, C, D and G revealed a higher degree in M-exressing GAS than in the other
groups (150). In this study, GBS were relatively hydrophilic wheras the GCS and
GGS aggregated to the same level as M negative GAS when examined in increasing
ionicity. It is however unclear whether the GGS and GCS in this study were M protein
expressing or not. It was also demonstrated that binding of fragment D of fibrinogen
to M protein of GAS, specifically reduced cell surface hydrophobicity (151). This is
interesting as the physiochemical properties of bacteria may influnce interactions
with host molecules, cells, or tissues.

Protein G and other bacterial Fc-binding proteins
Bacteria are able to bind IgG in a non-immune fashion i.e. via Fc and not via the Fab
region. This binding is mediated by surface proteins which are of great experimental
value in experimental purification of IgG from complex solutions. Fc-binding among
G+ bacteria has been classified as being of types I-V, based on animal species and
IgG subclass specificity (152). Examples of such proteins are: protein A of Staph.
aureus (Fc type I binding), streptococcal M and M-like proteins such as protein H
(type II binding), and protein G of C and G streptococci (type III binding). Additionally,
protein L of Finegoldia magna (formerly Peptostreptococcus magnus) binds the light
chains of IgG which enables these bacteria to bind to all Ig isotypes (153). Nonimmune binding of IgG is summarized in Figure 1. The role of Fc-binding has been
suggested to act as an environmental sensor or as a case of molecular mimicry to
avoid host recognition (154).
Recently, it was found that protein A provokes an inflammatory response in human
airway epithelia by interaction with the tumor necrosis factor receptor 1 (155). In the
case of protein G, a great deal of information is available, but a conclusive role in
virulence or otherwise is still lacking. Protein G (65 kDa) was discovered in C and G
streptococci by two independent groups (156, 157). It binds IgGFc with high affinity,
broad species and subclass specificity and differs from protein A in that it also binds
IgG3. The binding site within protein G is mapped to the C-terminal part of the C
domains (158). There are no significant sequence homologies between the IgGbinding regions of proteins A and G. The proteins differ in pH optimum for IgGbinding which suggests the need for different environments to adopt a correct
structure (159). This also supports the IgG-binding of these proteins as a case of
convergent evolution. Protein G binds IgGs of many animal species, wheras GAS M
proteins primarily bind human IgG. As GGS can infect animals as well as humans,
and GAS exclusively infect humans, a role in virulence for protein G has been
suggested. Protein FOG, an M protein of GGS (paper I) however binds animal IgG
with broad specificity (paper III). There were no differences in protein G expression
when strains from severe disease were compared with those of milder infections
(159). Intact protein G has mitotic activity on lymphocytes, but not resulting from IgGbinding (160).
Proteins A and G show a weak affinity for the Fab region of IgG (156, 161). More
interestingly the respective binding of proteins A, G and H to IgG could all be blocked
by a synthetic peptide based on the Fc-binding region of protein G (158). This
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indicates that they all bind to the same or closely located region in IgG, the interface
of the Cγ2 and Cγ 3 domains (162). Berge et al (163) examined complement
activation after adding Fc-binding proteins A, G, M and H to serum. Activation was
seen in all cases except for M protein. In the fluid phase, the classical pathway was
activated and IgG and C1q shown to be responsible for protein H mediated
conversion of C3. In the solid phase, when IgG was immobilized on beads or the
bacterial surface, protein H inhibited complement activation. However, when protein
G bound to IgG which was immobilised on beads the level of complement activation
increased. This is in contrast to our findings in paper III where we show that C1q
only binds to IgG presented by protein FOG but is unable to bind to IgG bound to the
bacterial surface via protein G. In the perspective of C1q opsonisation, our results
demonstrate protein G as an anti-opsonin.
Protein G also binds human serum albumin, the protease inhibitor α2 macroglobulin
(α2M) and kininogen (164). Protein PAB, with homology to protein G, mediates
albumin binding, a feature of strains of F. magna causing localized suppurative
infections but not of commensal strains (165). In GAS, the protein G related surface
protein GRAB recruits SpeB to its surface via bound α2M, which enables the
degradation of AMPs (166, 167). Whether protein G shares these traits has not been
studied.
Proteins exhibiting type III IgG binding were found in a group C S. zooepidemicus
(168), S. dysgalactiae from bovine mastitis (169), and S. dysgalactiae (170). These
proteins are called ZAG, MAG and MIG and vary in number of IgG binding domains
and share partial sequence homology with protein G. Additionally they bind α2M, and
except for MIG, also human serum albumin. It was found that MIG conferred
phagocytosis resistance by bovine neutrophils and this was related to binding of α2M
rather than IgG (171).

Other virulence factors reported for GGS
Fom inside to outside, the G+ bacterium is comprised of cytosol, a single membrane
and the cell wall. The cell wall is composed of a macromolecule of peptidoglycan
with associated structures such as lipotechoic acids and carbohydrates. Located in
the cell wall are LPXTG anchored proteins out of which many are implicated in
virulence. One such protein is the C5a peptidase which degrades C5a and was first
found in GAS and GBS (172, 173). GGS strains of human but not animal infections
were reported to harbor a C5a peptidase which was similar to that of GAS (174).
Most GGS harbor one or both of the streptolysin types O and S (73). These
secreted lysins are the cause of the hemolysis zone surrounding each colony forming
unit when bacteria are grown on blood agar plates. In strains isolated from cases of
severe GGS infection researchers linked streptolysin S expression to virulence of
both GGS and GAS in a mouse model (175). Hemolysin deficient GGS strains may
be overlooked as cause of pharyngitis (176) and since GGS have been suggested to
cause post streptococcal sequelae, this is an important finding. Streptokinase is a
secreted activator of plasminogen and implicated in streptococcal dissemination.
There is also evidence for a role of streptokinase in poststreptococcal
glomerulonephritis (177)
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Bacterial interactions with extracellular matrix
The interstitium between the cells of the body, is a network of proteins which
constitutes the ECM. The ECM provides a structural and supportive framework, used
by migrating and maturing cells. Certain ECM proteins exist exclusively in the
interstitium, whereas others also circulate in blood. In addition, ECM is involved in
wound healing and tissue remodelling (178) and also provides a dynamic interaction
partner for growth factors, cytokines (30) and antimicrobial agents (21).
Bacteria employ the ECM to facilitate adhesion through proteins known as adhesins
or microbial surface components recognizing adhesive matrix molecules
(MSCRAMMs) (179). A microbial surface protein which binds with considerable
specificity and affinity to an ECM component may be regarded as an MSCRAMM.
That ECM ligands vary in tissue distribution may explain the tissue trophism noted for
infections cause by microbes expressing MSCRAMMs or adhesins.
GAGs are composed of repeating units of amino sugars and uronic acids. These
form linear sulphated polysaccharide chains which are usually attached to a protein
core. Together these form a proteoglycan. GAGs are expressed on cell surfaces and
in the ECM and may be classified based on their disaccharide composition.
Examples of GAGs are dermatan sulphate, chondroitin sulphate, heparan sulphate
and heparin. GAGs function as receptors in M protein-mediated adhesion of GAS
(130).

Fibrinogen
Fibrinogen is a 340 kDa glycoprotein synthesized in the liver (180). The symmetrical
molecule, circulating in plasma, is made up of 3 pairs (i.e. 6 chains) of peptide chains
termed α , β and γ. Thrombin, generated by the coagulation cascade, cleaves
fibrinogen and releases fibrinopeptides A and B. This exposes polymerization sites in
the E domain which leads to incorporation of multiple cleaved fibrinogen molecules,
resulting in the formation of a fibrin clot. Fibrinogen can also engage platelets which
aggregate and stimulate clot formation. Polymorphisms in the fibrinogen gene and
proteolytic processing by neutrophils, suggest a possible myriad of variants of
fibrinogen within the same individual. Fibrinogen and its cleavage products have
implications in cell migration during wound healing (181, 182), neutrophil activation
(183) and can act as a regulator of cytokine production (184).
Streptococcal proteins have been found to aggregate fibrinogen in a non-enzymatic
fashion. Aggregates examined by electron microscopy show an appearance distinct
from that of thrombin induced network formation. FbsA, a fibrinogen binding surface
protein of GBS, causes an extraordinary degree of aggregation (185). Similar
complex formation between an M protein of GAS and fibrinogen has been reported
(67). A Staph. aureus protein termed clumping factor, interacts with fibrinogen (179).
Interestingly, GAS M proteins along with Candida albicans, and Aspergillus
fumigatus bind to the D domain of fibrinogen.
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Fibronectin
A large body of evidence supports the role of fibronectin in bacterial adhesion.
Fibronectin is a dimeric 440 kDa glycoprotein, found in the ECM and in plasma. In
GAS, Sfb1/protein F (186, 187) is a well defined adhesin with implications in host cell
adhesion and internalisation (188, 189). In human disease associated GGS, one
study showed that a surface protein termed group G streptococcal fibronectin binding
protein (GfbA) through interaction with fibronectin, mediated GGS adherence to
human skin fibroblasts (190). A partial sequence homology between GfbA and Sfb1
of GAS was identified.

Collagen
There are 26 forms of collagens, with varying distribution in ECM of the human body.
They are divided into fibrillar and non-fibrillar forms and referred to by roman
numerals indicating the chronology of discovery. Collagens I, II and III are the major
fibrous collagens. Collagen I (Figure 4), a heterotrimer composed of two identical α1
chains and one non-identical α2 chain, is important in cell-matrix adhesion and cell
differentiation. The 3 α chains form a helix where every third aa is a glycine, followed
by a proline. Collagen I is found in skin and connective tissue and totals 90% of the
collagen content of the body. Collagen II is extensively expressed in joints and
collagen III, found in tendons, skin and vascular structures. Collagen IV is the
structural framework of basal membranes.
Figure 4. The
structural hierarchy
of collagen I is
depicted. The red
dots indicate
approximate binding
sites for protein FOG
(Paper II).

Various microbes express surface proteins with the ability to bind to collagen. A
selection of surface proteins from G+ bacteria is displayed in table 2. A collagen
binding protein of GAS, denoted CPA, was found in 30% of investigated strains
(191). Its role in adhesion to collagen I has been determined and the binding was
mapped to the A region in CPA. Interestingly, the B region of CPA shows significant
homology to the B repeated region of CNA, a collagen I binding protein from Staph.
aureus (192). The role of the B region of these proteins, is unknown. Expresssion of
CNA is linked to adhesional advantages of Staph aureus and also induced septic
arthritis in a mouse model. Also, the affinity to collagen correlated well to the severity
of infection. Lannergård et al (193) found a CNA homolog (CNE) in S. equi equi. The
highest homology between the two proteins was found in the N-terminal A region,
responsible for collagen binding.
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Furthermore, Dinkla et al have reported a fibronectin-dependent recruitment of
collagen I and IV via Sfb1 in GAS (194). This bridging mechanism protected the
strains from neutrophil phagocytosis. A direct binding of collagen I was reported in
only 10% of the investigated strains. Besides Sfb1, the capsule of investigated GAS,
and protein M3, have been described as collagen binding (195). Complementing
adhesional advantages, collagen binding is suggested to link streptococcal infection
to ARF. Experiments, where immunization of mice with M3 protein led to production
of antibodies towards collagen type IV, are in support of this. In paper II, we
demonstrate a mode of GGS adherance to human and murine skin through a direct
binding between protein FOG and collagen I.
Table 2. A selection of collagen binding proteins in G+ bacteria.
n.i. not investigated, n.n. not noted, E. Enterococcus
Microbial
Role
Bacteria
Collagen
protein
type
n.i.
n.i.
A, B, C, D, G
I
streptococci
57 kDa
adhesin
GAS
I-IV
CPA
adhesin,
GAS
I
internalisation
n.i.
n.i.
GAS
IV
FOG
adhesion
GGS
I
CNE
adhesion
S. equi equi
I
FNZ
adhesion, signalling S. equi
I
zooepidemicus
n.i.
n.i.
S. dysgalactiae
I
cnm-encoded
adhesin
S. mutans
I
antigen I / II
n.i.
S. mutans
I
16 kDa
adhesion
S. mutans
I
Cna
MSCRAMM
Staph. aureus
II
Ace
MSCRAMM
E. faecalis
I
SalA, salB
E. faecalis
I
Acm
MSCRAMM
E. faecium
I
Cbpa
adhesion
Arcanobacterium
I
pyogenes
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Reference
(179)
(196)
(191)
(197)
Paper II
(193)
(198)
(199)
(200)
(201)
(202)
(203)
(204)
(205)
(206)
(207)

Molecular links to streptococcal sequelae
ARF, RHD
The link between streptococcal infection and ARF and rheumatic heart disease
(RHD) has long been under investigation. In the western world, the incidence is less
than 10 in 100 000 individuals (for references see (208)). However, in less developed
communities the incidence reaches 500 in 100 000. In rising economies, ARF
incidence is falling. ARF is caused by cummulative damage to the heart and valves.
Recurrent infections are thought to cause ARF, but only one untreated infection may
be enough to cause disease. Onset of ARF is usually just prior to adolescence and
as affected individuals reach the age of 25-30, the state has progressed to RHD.
In general, ARF is regarded as a GAS associated disease (208). Classically, certain
GAS mucoid strains have been categorized as rheumatogenic, in particular M18.
Surprisingly, these strains are rare in areas where ARF disease is common. Also,
strains causing pharyngitis but not skin infections have been classified as
rheumatogenic. This appears true in temperate areas where streptococcal infection
on a whole is low. However, in tropical areas and in communities where hygiene
conditions are low and crowded living is a problem, streptococcal strain plentitude
may overturn this correlation. Although ARF and RHD are common in certain
indiginous populations i.e. the Maori of New Zealand and the aboriginies of central
and northern Australia, no host specific predisposing factor has been conclusively
established. In contrast, in the latter group pharyngeal carriage of GAS was low,
whereas GCS and GGS were more prevalent. These have been suggested to take
part in priming individuals who later on will acquire GAS infection followed by ARF.
Antibodies raised against bacterial surface proteins cross react with tissues of the
joints and heart. The M protein has been favored in this context, due to generation of
antibodies that cross react with cardiac myosin and laminin, possibly through coiledcoil structure homologies. High antibody titers against group A specific carbohydrate
have also been seen in patients suffering from ARF.

Glomerulonephritis
Glomerulonephritis is a renal condition involving the glomeruli, which may follow
streptococcal infection. GAS are commonly isolated in these cases, but GGS and
GCS have been reported as causative agents (89, 91). Children are most oftenly
affected and the condition is often self-limiting. The effects of streptococcal binding to
ECM molecules, and the presence of streptokinase has been examined in this
context (177).
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Present investigation
Paper I Isolation, expression and characterization of protein FOG
It has previously been shown that M proteins present on GGS confer
antiphagocytosis in human whole blood, to expressing strains (93, 135, 136). The
binding of fibrinogen to M proteins circumvent deposition of complement factors
(209). The role of protein G in survival in human whole blood had however not been
investigated. By comparing the survival of 10 GGS strains, we found that all except
one strain (G148) survived and multiplied in human whole blood. Knowing that these
strains express protein G on their surface, we decided to investigate what contributed
to phagocytosis resistance in the other strains. Strain G41 was selected for further
investigation. Suspecting the presence of an M or M-like protein, a chemically
cleaved surface protein of G41 which interacted with fibrinogen was sequenced and
recombinantly expressed in E. coli. The protein, denoted FOG, showed structural
homologies to other M proteins of GAS and GGS, with 2 short A-repeats located Nterminally, 2 unique B-repeats, an S-region, 3 C-repeats followed by a C-terminal Dregion with an LPXTG motif anchoring the protein to the bacterial cell wall (see figure
3). Recombinant expression of the protein and fragments thereof were used to map
the interaction sites with the plasma proteins IgG, fibrinogen, albumin and factor H of
complement. The binding of factor H occurred both to protein FOG as well as protein
G, i.e. binding was evident to both strains G41 and G148. Hence, we could rule out a
major input of factor H binding when investigating bacterial survival in whole blood. In
addition, complement deposition by the alternative pathway did not differ between
G41 and G148. FOG mediates bacterial aggregation which is reported to increase
virulence.
When adding soluble FOG to whole blood, macroscopic aggregates were seen on
the wall of the test tube. Presence of fibrinogen and neutrophils in the aggregates
was demonstrated. Protein FOG could also aggregate purified human neutrophils in
the apparent absence of fibrinogen. However, it was shown that the purified
neutrophils carry immobilised fibrinogen on their surface, possibly as a result of
activation during purification. The presence of this fibrinogen might explain the FOG
induced aggregation. Incubation of soluble protein FOG and the FOG-negative strain
G148 in whole blood, resulted in bacterial survival. Interestingly, a recombinant
fragment of FOG with retained fibrinogen-binding did not mediate survival of G148.
Using a longer FOG fragment resulted in a maintained but not increased number of
surviving bacteria. For a complete rescue of G148, the full length protein FOG was
required. In contrast, addition of soluble protein G or the unrelated protein PAB of F.
magna did not lead to bacterial survival or aggregation. We could also show that a
FOG-expressing strain is able to rescue a non-expressing strain, pointing to a
possibility of problems occurring with polymicrobial infection.
Binding of fibrinogen to M proteins has long been implicated in streptococcal survival.
We could conclude that despite a retained ability to bind fibrinogen, the shorter
recombinant fragments of protein FOG did not mediate beneficial consequences for
the bacteria. Such consequences involve neutrophil adhesion, phagocytosis or the
subsequent killing. The results emphasize the importance of an intact FOG molecule
as it is presented on the bacterial surface for full bacterial survival.
Taken together a new GGS M protein denoted FOG (accession no. AY600861), with
unique B-repeats was isolated, purified and recombinantly expressed. Its role in
bacterial survival was mediated by aggregation of neutrophils in the presence of
fibrinogen. In spite of this, the ability to bind fibrinogen does not guarantee survival in
whole blood.
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Paper II Protein FOG is an adhesin which binds to collagen I of human and
murine dermis
The skin is regarded as an important site of entry for GGS infections. Cases of
severe disease has often been preceeded by infections of superficial location e.g. the
skin. We show that G41 bacteria adhered in greater numbers to human skin sections
and biopsies than did G148. A search for a possible binding partner in human skin
was conducted by probing extracts of human skin, separated by SDS-PAGE, with
radiolabelled recombinant FOG. Protein bands interacting with the probe, were
analysed by mass spectrometry and identified as collagen I. The interaction site on
FOG for collagen I was investigated by use of recombinant FOG fragments by
surface plasmon resonance analysis and electron microscopy. The binding site was
located in the N-terminal half of protein FOG. On collagen I, the interaction site was
found on the very tip of the collagen triple helix, as well as 235 nm distal from this tip.
As the collagen was extracted with pepsin, we could not distinguish between the Nand C-terminal end of the molecule. However, no additional binding sites on collagen
were observed and this allowed a relative definition of the binding site.
In contrast to GAS, the investigated GGS strains could bind collagen directly. It has
been shown that the binding of collagen by GAS in a large number of strains was
mediated by bridging of fibronectin (194). Through competetive binding assays we
show that collagen binding is mediated by FOG and not protein G. We successfully
blocked bacterial adherence to human skin sections with soluble collagen I,
indicating that this molecule is a likely interaction partner in human skin. We could
demonstrate in vivo relevance of this interaction, by showing a greater number of
G41 rather than G148 bacteria adhering to mouse dermis and human fibroblasts
stimulated to ECM deposition. In summary, we show that protein FOG, through
interaction with collagen I, acts as an adhesin to human skin and may initiate a GGS
infection.
Paper III FOG promotes opsonisation by C1q whereas protein G does not
Complement deposition is an essential part of the innate host defence. The effects of
the classical, alternative and lectin pathways are manipulated by streptococci to
promote survival (210). We show that C1q, the instigator of the classical pathway,
can bind exclusively to FOG-bound IgG but not to IgG bound by protein G. As FOG
can detach from the bacterial surface as well as by neutrophil elastase (paper IV)
this gives the bacterium a possibility to evade C1q depostion. Furthermore, protein G
acts as an antiopsonin, by sterically blocking C1q docking to IgG. The relevance of
the two populations of IgG on the bacterial surface was examined by analysis of
neutrophil O2- production. Indeed, G148 preadsorbed with IgG yielded less O2production from neutrophils than did G41. Mapping of the IgG binding site in FOG
was investigated and located to the C terminal part of the S-region. Protein FOG was
found to bind to animal IgGs with a broad species specificity. IgG-opsonisation
through FOG but not protein G led to an O2- production by neutrophils.
Paper IV GGS are tolerant to NaCl concentrations of sweat and plasma and
less affected by MIG in these NaCl concentrations than GAS.
It has been shown that M protein of GAS can be cleaved from the bacterial surface
by endogenous or host proteases (67, 211). Such a release of protein G has been
described (66). We demostrate that also FOG is released from the bacterial surface
by neutrophil elastase and also found in medium from bacterial stationary phase of
growth. The impact of the released FOG was compared to that of M1 in binding to
monocytes. Both bacterial proteins bound to monocytes and evoked a secretion of
IL-8 and MIG. The MIG response was more rapid and reached higher levels when
cells were stimulated with protein M1. This finding was confirmed by real-time PCR.
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The levels were also higher for heatkilled whole AP1 bacteria of GAS compared to
G41 and G148 of GGS.
When investigating the sucseptibility of GGS and GAS to the bactericidal effects of
MIG, we saw no difference between the two species. However, with increasing ionic
strength, GGS were proven less susceptible to MIG. Also, GGS were more tolerant
to NaCl concentrations corresponding to that of sweat and plasma. This could be a
previously overlooked passive trait of survival in these organisms. In speculation, a
difference in bacterial net surface charge between GGS and GAS could explain the
difference in susceptibility to antimicrobial peptides.

Conclusions
o

Protein FOG, a novel M protein of GGS, exerts effects on neutrophils which
renders them incapable of bacterial killing.

o

Protein G is not responsible for bacterial survival in human whole blood.

o

Expression of protein FOG relates adhesional advantages as it binds to
collagen I of human and murine skin.

o

In concentrations of NaCl corresponding to that of sweat and plasma, GGS
are less susceptible to the antibacterial effects of MIG than GAS although
both species and their respective M proteins trigger the release of CXC
chemokines from monocytes.

o

GGS are better survivors than GAS in concentrations of NaCl corresponding
to that of sweat and plasma but not of saliva.

o

Protein G counteracts IgG mediated oxidative burst in neutrophils whereas
FOG bound IgG is still capable of evoking this response.

o

The C1q binding site in IgG is blocked for interaction, when IgG is bound to
the bacterial surface via protein G, but not via protein FOG.
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Populärvetenskaplig sammanfattning på svenska
Mikrober och immunförsvaret
I våra dagliga liv möter vi mikroorganismer av olika slag, vilka i stigande storleksgrad
kan delas in i virus, bakterier, svampar och parasiter. En del av dessa orsakar
sjukdom och kallas därför patogener. Virulensfaktorer kallas de mikrobiella faktorer
eller egenskaper som är nödvändiga för att framkalla sjukdom. Sådana faktorer kan
mediera tex vidhäftning till värdorganismens celler för vidare kolonisering, möjlighet
att undgå upptäckt av värdens immunförsvar eller att underlätta spridning i vävnad
eller blod. Som motpart till mikrobernas arsenal av virulensfaktorer har
värdorganismer som t.ex. människan utvecklat ett immunförsvar. Detta kan indelas i
två olika delar: det medfödda och det förvärvade. Det medfödda immunförsvaret
består bl a av fysiska barriärer som hud och slemhinnor, ämnen som är direkt eller
indirekt mikrobdödande, och fagocyterande celler vilka har till uppgift att äta upp och
eliminera inkräktare. Det medfödda immunförsvaret kännetecknas av snabb respons
och att det lika lätt känner igen patogener varje gång de påträffas. Det förvärvade
immunförsvaret tar längre tid att mobilisera och kräver att celler ”lär sig” vad som är
relevant att märka för destruktion och inte. Antikroppar (immunglobuliner) produceras
av B celler (vilka ingår i det förvärvade immunförsvaret) men fungerar som markörer
för det medfödda immunförsvaret genom att mediera fagocytos och komplement
deponering. IgG återfinns i blodplasma och på ytan av B cellerna. Det medfödda och
förvärvade immunförsvaret överlappar varandra delvis och sammantaget är
immunförsvarets uppgift att fagocytera, markera, och/eller destruera oönskade
mikrober. Till de fagocyterande cellerna i kroppen hör bl a neutrofiler och
makrofager.
Proteiner
Proteiner bestämmer många av cellers och bakteriers egenskaper. Proteiner har en
mängd olika funktioner bl a utgör de cellers byggstenar, medierar transport av t.ex.
näringsämnen och gifter, och fungerar som kommunikationsmedel i kontakter med
andra celler. Alla proteiner består av aminosyror och har en sk N-terminal del och en
C-terminal del. Hos bakterier är den N-terminala delen av ytbundna proteiner
orienterad längst bort från bakterieytan. Korta proteiner kallas peptider.
Grupp G streptokocker
Streptokocker är ett samlingsnamn för en grupp bakterier där de enskilda bakterierna
är runda och växer i kedjor. Streptokocker indelas i grupper med avseende på
förekomst av specifika sockermolekyler på deras yta. De kan även indelas med
avseende på om de kan upplösa röda blodkroppar, i en process som kallas hemolys.
Den här avhandlingen handlar om grupp G streptokockerna (GGS). Klassificeringen
av GGS har varit otydlig och just förekomsten av kolhydraten G som finns på dessa
streptokocker återfinns egentligen hos fyra olika species (Streptococcus dysgalactiae
equisimilis, S. equisimilis zooepidemicus, S. canis och S. anginosus). GGS kan
orsaka sjukdomar som halsfluss och svinkoppor men även mer allvarliga tillstånd
som blodförgiftning och vävnadsdöd. GGS skiljer sig från de mer välstuderade grupp
A streptokockerna (GAS; S. pyogenes) på punkter som att GGS anses mer sällan
förekommande, mindre virulenta och i sin tolerans för antibiotikan bacitracin. Annars
orsakar de en likartad sjukdomsbild med rodnad, svullnad, värmekänsla och smärta
vilket kännetecknar inflammation.
M proteinet och protein G
Den typiska virulensfaktorn hos GAS och GGS, är M proteinet. Ett otal studier pekar
på dess nödvändighet för bakteriens överlevnad i mänskligt blod. Genom att binda
fibrinogen (ett blodburet protein inblandat i bl a blodlevring) rapporteras M proteinet
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kunna hämma bl a deponering av komplementfaktorer på bakteriens yta.
Komplementfaktorer fungerar som markeringar för blodbanans främsta fagocyter,
neutrofilerna. M proteinet medierar också vidhäftning till mänskliga celler och kan
aggregera M uttryckande bakterier, vilket kan göra dem mer svåreliminerade. Protein
G är ett annat ytprotein som återfinns hos GGS. Det binder effektordelen (Fc) av
immunoglobulin G med bred djur- och subklass specificitet, med hög affinitet (se figur
1). Proteiner som sekvens och funktion liknar protein G finns hos andra bakterier.
Denna avhandling beskriver ett M protein hos GGS och hur det interagerar med det
mänskliga immunförsvaret, främst det medfödda.
Delarbeten I-IV
I delarbete I undersöktes om protein G kunde mediera GGS överlevnad i humant
helblod. Jag fann att så ej var fallet utan ett GGS M protein kallat FOG var ansvarigt
(se figur 3). Jag klonade och framställde olika delar av FOG som lösliga proteiner
och fann att bindningen till fibrinogen återfinns i den N-terminala delen. Jag visar att
genom att tillsätta lösligt FOG till helblod orsakas aggrering av neutrofilerna. Vid
samtidig tillsats av FOG och den FOG-negativa stammen G148, aggregerade
neutrofilerna och blev oförmögna att fagocytera G148 vilken utan tillsats av FOG
avdödas. Genom att tillsätta de olika klonade delarna av FOG, kunde jag visa att för
full överlevnad krävs hela FOG molekylen, så som den uppvisas på bakterieytan.
Tillsats av den N-terminala delen (vilken binder fibrinogen) medierade inte
överlevnad trots att denna egenskap anses viktig för överlevnad.
Eftersom ytliga infektioner ofta leder till mer allvarliga tillstånd var vi intresserade av
att undersöka förekomsten och ev. identitet av en interaktionspartner i mänsklig hud.
I delarbete II visar vi att FOG binder till kollagen I, ett rikligt förekommande protein i
utrymmet mellan kroppens celler, den så kallade extracellulära matrisen. FOG binder
till två distinkta regioner i kollagen I, via sin N-terminala del. Vi kunde blockera
inbindningen till humana hudsnitt genom lösligt kollagen I och lösligt FOG, men inte
lösligt protein G, vilket indikerar att interaktionen sker just mellan FOG och kollagen I.
Vi har med framgång visat att FOG fungerar som adhesin till hud från möss och
människa, samt att stammar som uttrycker FOG har en fördel i vidhäftning till human
hud.
Både protein FOG och protein G kan binda Fc-delen av IgG vid kontakt med blod
plasma. Därför finns två olika ”populationer” av IgG bundet till bakteriens yta. Vi visar
i delarbete III att när protein G bundit IgG är bindningsytan för C1q, initiator av
komplementsystemets klassiska väg, inte tillgänglig för C1q. Däremot är IgG bundet
via FOG, inte blockerat för C1q-interaktion. Vi undersökte relevansen för de två olika
IgG populationerna och fann att IgG som bundit via protein FOG kan orsaka
oxidative burst (produktion av fria syre radikaler, vilka anses vara direkt eller indirekt
skadliga för mikrober) hos neutrofiler medan IgG som bundit via protein G inte längre
var kapabelt att orsaka detta respons. Vidare har vi lokaliserat IgGs bindningsyta i
FOG. FOG binder till ett brett spektrum av IgG från djur och av olika subklasser av
humant IgG, dock inte IgG3.
I delarbete IV, undersöker vi om FOG kan klyvas från bakteriens yta av neutrofil
elastas och hur frisatt FOG påverkar monocyter. Vi visar att liksom M1, ett M protein
från GAS, binder FOG till monocyter och medierar ett uttryck av IL-8 och MIG. Dessa
proteiner har kapacitet att locka neutrofiler och T lymfocyter till infektionsplatsen. MIG
har antibakteriell effekt och både GAS och GGS avdödas effektivt i saltfri miljö.
Däremot i saltkoncentrationer som motsvarar svett och blodplasma men inte saliv,
var GGS mer motståndskraftiga mot MIGs effekt än GAS. Även i frånvaro av MIG var
GGS mer toleranta mot nämnda saltkoncentrationer och vi tolkar detta fynd som
indikation på en passiv virulens hos GGS vilket skiljer dem från GAS.

30

Acknowledgements
My supervisor Inga-Maria Frick, thank you for keeping your door open, and teaching
me about hard work, accuracy and the fine art of diplomacy. Our journeys in science
and otherwise has a silver lining of our mutual interest in travel.
Lasse Björck, for never resisting the opportunity to design the perfect experiment
and for providing a stimulating environment for research.
Ulla, for solutions of many kinds, kind words and determination.
Björn, my kindhearted fair play sportloving friend. For plans in science and in subtle
ways telling me when I´m wrong. For coaching my interest in soccer, for Skåne and
hosting great midsummers! Visst har vi det bra?
Patrik, your stamina astounds me. For never losing focus, discussions and being an
encouraging pal.
Patric, for endurance, friendship and the thrive for perfection. I´ve learned a lot.
Heiko, for scientific support and friendly advice about this world and the one outside
the lab. And for genuine kindness I thank you.
My scientific collaborators Matthias Mörgelin and Arne Egesten- for beautiful
pictures and fun in fields initially remote from the starting point.
Anita, thank you for chearful help in everything that has to do with paper work..
Ing-Britt, Monika and Maria B- for help in finding things and people and generating
a positive atmosphere in the lab.
Christofer, your silent analysis of science and life is a jewel. Markus, yeah maybe
you should do that?; Mette, the sauce and panic loving party starter; Pontus, for
enthusiasm, postive thinking and friendship; Oonagh, for sharing of experiences and
strategies in science; Anneli, for shoes and laughs; Mina, for discussions and
breakfast at the crack of dawn; Fredrik, my knowledgeable, incompatible bench
partner. Mattias and Pelle for being excellent landlords. Bo, for help in booking the
new hall. The Breakfast club and The Lunch club and all those who boldly went
ahead. Spain is a soccer-playing nation and there IS a motorsport track in San
Marino!
Radmila and Ulrich, for teaching me the mysteries of DNA.
Thanks also to the B14 groups of Hans Tapper, Artur Schmitchen, Ole Sörensen,
Bo Åkerström, Mikael Bodelsson and Ulf Sjöbring. A special thanks to Sture, for
inspiration; to Jakob, for dancing and being a great room mate; and to Maria
Allhorn, for great support in future plans.

31

My friends outside the lab:
The Elements, Sara, Kristina, Camilla, and Annika, my friendship base. Star
quality!
Toffe and Stina for the great times we´ve shared in Lund and Linköping- and on
travels in between!
Past and not so past members of Fyllecellen, you know who you are: Itti- there is no
one like you! Jonatan, you are missed! Mimi, 10:45 in August!
The Girls! Helena, Karin, Ylva, Karolin and Kristina for welcoming dinners,
discussions about real things and lots of laughs.
Erik and Daniel, for support and trips to Long Island.
UPF, for successfully taking my mind off my day job.
My Gotland friends, for keeping hearts and doors open. You mean a lot to me!
Viktor, for truths well told and secrets well kept.
The Linge family, for heartfelt welcomes and many good times.
My american family Debbie, Andy, Michelle and Matthew. For refreshing me in the
world beyond the borders of science and of Sweden. For love, support and
unsurpassed generosity over the years. Donuts are still the best bet.
Tant Herta, för allt Du betyder för oss. För det sanna, rätta och eviga.
My loving family:
Mom, for life skills, encouragement, and for successfully rowing the boat ashore. I
love you! And to my Dad, for inspiration to see the world and to learn all there is to
know.
Leif and Cicci, Louise and Sofia for great times in GBG and summer fun!
Maria, Nisse, Ida and Rickard for hayrides, parties, singing and great fun!
Berit, for sharing my sense (?) of humor, for advice in all and any matter and great
fun in Oz and overall. Let’s go diving!!!
Dixie, for love and walks.
My darling Petrus, for love and support, for all your strength and humor and for
always being there for me and making me the happiest girl ever!

This work was supported by the Swedish Research Council, Hansa Medical, the foundations
of Bergvall, Crafoord, Royal Physiography, and Österlund. A special thanks also to Gotlands
Fruntimmerssamfund and E.O.

32

References
1.

Blasi, F., P. Tarsia, and S. Aliberti. 2005. Strategic targets of essential
host-pathogen interactions. Respiration 72:9-25.

2.

Schittek, B., R. Hipfel, B. Sauer, J. Bauer, H. Kalbacher, S. Stevanovic,
M. Schirle, K. Schroeder, N. Blin, F. Meier, G. Rassner, and C. Garbe.
2001. Dermcidin: a novel human antibiotic peptide secreted by sweat
glands. Nat Immunol 2:1133-1137.

3.

Rodrigues, M.E., M.C. Melo, F.J. Reis, and F.J. Penna. 1994.
Concentration of electrolytes in the sweat of malnourished children.
Arch Dis Child 71:141-143.

4.

Zabner, J., J.J. Smith, P.H. Karp, J.H. Widdicombe, and M.J. Welsh.
1998. Loss of CFTR chloride channels alters salt absorption by cystic
fibrosis airway epithelia in vitro. Mol Cell 2:397-403.

5.

Murakami, M., T. Ohtake, R.A. Dorschner, and R.L. Gallo. 2002.
Cathelicidin antimicrobial peptides are expressed in salivary glands and
saliva. J Dent Res 81:845-850.

6.

Bals, R., X. Wang, Z. Wu, T. Freeman, V. Bafna, M. Zasloff, and J.M.
Wilson. 1998. Human beta-defensin 2 is a salt-sensitive peptide
antibiotic expressed in human lung. J Clin Invest 102:874-880.

7.

Boman, H.G. 2003. Antibacterial peptides: basic facts and emerging
concepts. J Intern Med 254:197-215.

8.

Boman, H.G., B. Agerberth, and A. Boman. 1993. Mechanisms of action
on Escherichia coli of cecropin P1 and PR-39, two antibacterial peptides
from pig intestine. Infect Immun 61:2978-2984.

9.

Johansson, J., G.H. Gudmundsson, M.E. Rottenberg, K.D. Berndt, and
B. Agerberth. 1998. Conformation-dependent antibacterial activity of the
naturally occurring human peptide LL-37. J Biol Chem 273:3718-3724.

10.

Park, Y., and K.S. Hahm. 2005. Antimicrobial peptides (AMPs): peptide
structure and mode of action. J Biochem Mol Biol 38:507-516.

11.

Cowland, J.B., A.H. Johnsen, and N. Borregaard. 1995. hCAP-18, a
cathelin/pro-bactenecin-like protein of human neutrophil specific
granules. FEBS Lett 368:173-176.

12.

Agerberth, B., H. Gunne, J. Odeberg, P. Kogner, H.G. Boman, and G.H.
Gudmundsson. 1995. FALL-39, a putative human peptide antibiotic, is
cysteine-free and expressed in bone marrow and testis. Proc Natl Acad
Sci U S A 92:195-199.

13.

Larrick, J.W., M. Hirata, R.F. Balint, J. Lee, J. Zhong, and S.C. Wright.
1995. Human CAP18: a novel antimicrobial lipopolysaccharide-binding
protein. Infect Immun 63:1291-1297.

14.

Sörensen, O.E., P. Follin, A.H. Johnsen, J. Calafat, G.S. Tjabringa, P.S.
Hiemstra, and N. Borregaard. 2001. Human cathelicidin, hCAP-18, is

33

processed to the antimicrobial peptide LL-37 by extracellular cleavage
with proteinase 3. Blood 97:3951-3959.
15.

Sörensen, O.E., L. Gram, A.H. Johnsen, E. Andersson, S. Bangsboll,
G.S. Tjabringa, P.S. Hiemstra, J. Malm, A. Egesten, and N. Borregaard.
2003. Processing of seminal plasma hCAP-18 to ALL-38 by gastricsin: a
novel mechanism of generating antimicrobial peptides in vagina. J Biol
Chem 278:28540-28546.

16.

Schmidtchen, A., I.M. Frick, E. Andersson, H. Tapper, and L. Björck.
2002. Proteinases of common pathogenic bacteria degrade and
inactivate the antibacterial peptide LL-37. Mol Microbiol 46:157-168.

17.

Schmidtchen, A., I.M. Frick, and L. Björck. 2001. Dermatan sulphate is
released by proteinases of common pathogenic bacteria and inactivates
antibacterial alpha-defensin. Mol Microbiol 39:708-713.

18.

Andersson, E., V. Rydengård, A. Sonesson, M. Mörgelin, L. Björck, and
A. Schmidtchen. 2004. Antimicrobial activities of heparin-binding
peptides. Eur J Biochem 271:1219-1226.

19.

Nordahl, E.A., V. Rydengård, P. Nyberg, D.P. Nitsche, M. Mörgelin, M.
Malmsten, L. Björck, and A. Schmidtchen. 2004. Activation of the
complement system generates antibacterial peptides. Proc Natl Acad
Sci U S A 101:16879-16884.

20.

Yan, H., and R.E. Hancock. 2001. Synergistic interactions between
mammalian antimicrobial defense peptides. Antimicrob Agents
Chemother 45:1558-1560.

21.

Baggiolini, M. 2001. Chemokines in pathology and medicine. J Intern
Med 250:91-104.

22.

Luster, A.D. 2002. The role of chemokines in linking innate and adaptive
immunity. Curr Opin Immunol 14:129-135.

23.

Goebeler, M., A. Toksoy, U. Spandau, E. Engelhardt, E.B. Brocker, and
R. Gillitzer. 1998. The C-X-C chemokine Mig is highly expressed in the
papillae of psoriatic lesions. J Pathol 184:89-95.

24.

Ruschpler, P., P. Lorenz, W. Eichler, D. Koczan, C. Hanel, R. Scholz, C.
Melzer, H.J. Thiesen, and P. Stiehl. 2003. High CXCR3 expression in
synovial mast cells associated with CXCL9 and CXCL10 expression in
inflammatory synovial tissues of patients with rheumatoid arthritis.
Arthritis Res Ther 5:R241-252.

25.

König, A., V. Krenn, A. Toksoy, N. Gerhard, and R. Gillitzer. 2000. Mig,
GRO alpha and RANTES messenger RNA expression in lining layer,
infiltrates and different leucocyte populations of synovial tissue from
patients with rheumatoid arthritis, psoriatic arthritis and osteoarthritis.
Virchows Arch 436:449-458.

26.

Cole, A.M., T. Ganz, A.M. Liese, M.D. Burdick, L. Liu, and R.M. Strieter.
2001. Cutting edge: IFN-inducible ELR- CXC chemokines display
defensin-like antimicrobial activity. J Immunol 167:623-627.

34

27.

Engelhardt, E., A. Toksoy, M. Goebeler, S. Debus, E.B. Brocker, and R.
Gillitzer. 1998. Chemokines IL-8, GROalpha, MCP-1, IP-10, and Mig are
sequentially and differentially expressed during phase-specific
infiltration of leukocyte subsets in human wound healing. Am J Pathol
153:1849-1860.

28.

Rennekampff, H.O., J.F. Hansbrough, V. Kiessig, C. Dore, M. Sticherling,
and J.M. Schroder. 2000. Bioactive interleukin-8 is expressed in wounds
and enhances wound healing. J Surg Res 93:41-54.

29.

Moyer, K.E., G.C. Saggers, G.M. Allison, D.R. Mackay, and H.P. Ehrlich.
2002. Effects of interleukin-8 on granulation tissue maturation. J Cell
Physiol 193:173-179.

30.

Webb, L.M., M.U. Ehrengruber, I. Clark-Lewis, M. Baggiolini, and A. Rot.
1993. Binding to heparan sulfate or heparin enhances neutrophil
responses to interleukin 8. Proc Natl Acad Sci U S A 90:7158-7162.

31.

Björstad, A., H. Fu, A. Karlsson, C. Dahlgren, and J. Bylund. 2005.
Interleukin-8-derived peptide has antibacterial activity. Antimicrob
Agents Chemother 49:3889-3895.

32.

Cockeran, R., C. Durandt, C. Feldman, T.J. Mitchell, and R. Anderson.
2002. Pneumolysin activates the synthesis and release of interleukin-8
by human neutrophils in vitro. J Infect Dis 186:562-565.

33.

Berner, R., P. Welter, and M. Brandis. 2002. Cytokine expression of cord
and adult blood mononuclear cells in response to Streptococcus
agalactiae. Pediatr Res 51:304-309.

34.

Yegin, O., M. Coskun, and H. Ertug. 1997. Cytokines in acute rheumatic
fever. Eur J Pediatr 156:25-29.

35.

Edwards, R.J., G.W. Taylor, M. Ferguson, S. Murray, N. Rendell, A.
Wrigley, Z. Bai, J. Boyle, S.J. Finney, A. Jones, H.H. Russell, C. Turner,
J. Cohen, L. Faulkner, and S. Sriskandan. 2005. Specific C-terminal
cleavage and inactivation of interleukin-8 by invasive disease isolates of
Streptococcus pyogenes. J Infect Dis 192:783-790.

36.

Hidalgo-Grass, C., M. Dan-Goor, A. Maly, Y. Eran, L.A. Kwinn, V. Nizet,
M. Ravins, J. Jaffe, A. Peyser, A.E. Moses, and E. Hanski. 2004. Effect of
a bacterial pheromone peptide on host chemokine degradation in group
A streptococcal necrotising soft-tissue infections. Lancet 363:696-703.

37.

Collin, M., and A. Olsén. 2001. EndoS, a novel secreted protein from
Streptococcus pyogenes with endoglycosidase activity on human IgG.
Embo J 20:3046-3055.

38.

von Pawel-Rammingen, U., B.P. Johansson, and L. Björck. 2002. IdeS, a
novel streptococcal cysteine proteinase with unique specificity for
immunoglobulin G. Embo J 21:1607-1615.

39.

Tao, M.H., S.M. Canfield, and S.L. Morrison. 1991. The differential ability
of human IgG1 and IgG4 to activate complement is determined by the
COOH-terminal sequence of the CH2 domain. J Exp Med 173:1025-1028.

35

40.

Harris, M.B.P.a.C.L. 1999. Complement Regulatory Proteins. Academic
Press, London.

41.

Åkesson, P., A.G. Sjöholm, and L. Björck. 1996. Protein SIC, a novel
extracellular protein of Streptococcus pyogenes interfering with
complement function. J Biol Chem 271:1081-1088.

42.

Kishore, U., R. Ghai, T.J. Greenhough, A.K. Shrive, D.M. Bonifati, M.G.
Gadjeva, P. Waters, M.S. Kojouharova, T. Chakraborty, and A. Agrawal.
2004. Structural and functional anatomy of the globular domain of
complement protein C1q. Immunol Lett 95:113-128.

43.

Nicholson-Weller, A., and L.B. Klickstein. 1999. C1q-binding proteins
and C1q receptors. Curr Opin Immunol 11:42-46.

44.

Otabor, I., S. Tyagi, F.J. Beurskens, I. Ghiran, P. Schwab, A. NicholsonWeller, and L.B. Klickstein. 2004. A role for lipid rafts in C1q-triggered
O2- generation by human neutrophils. Mol Immunol 41:185-190.

45.

Groeneveld, T.W., M. Oroszlan, R.T. Owens, M.C. Faber-Krol, A.C.
Bakker, G.J. Arlaud, D.J. McQuillan, U. Kishore, M.R. Daha, and A. Roos.
2005. Interactions of the extracellular matrix proteoglycans decorin and
biglycan with C1q and collectins. J Immunol 175:4715-4723.

46.

Kojouharova, M.S., M.G. Gadjeva, I.G. Tsacheva, A. Zlatarova, L.T.
Roumenina, M.I. Tchorbadjieva, B.P. Atanasov, P. Waters, B.C. Urban,
R.B. Sim, K.B. Reid, and U. Kishore. 2004. Mutational analyses of the
recombinant globular regions of human C1q A, B, and C chains suggest
an essential role for arginine and histidine residues in the C1q-IgG
interaction. J Immunol 172:4351-4358.

47.

Duncan, A.R., and G. Winter. 1988. The binding site for C1q on IgG.
Nature 332:738-740.

48.

Idusogie, E.E., L.G. Presta, H. Gazzano-Santoro, K. Totpal, P.Y. Wong, M.
Ultsch, Y.G. Meng, and M.G. Mulkerrin. 2000. Mapping of the C1q
binding site on rituxan, a chimeric antibody with a human IgG1 Fc. J
Immunol 164:4178-4184.

49.

Idusogie, E.E., P.Y. Wong, L.G. Presta, H. Gazzano-Santoro, K. Totpal, M.
Ultsch, and M.G. Mulkerrin. 2001. Engineered antibodies with increased
activity to recruit complement. J Immunol 166:2571-2575.

50.

Cavaillon, J.M., and M. Adib-Conquy. 2005. Monocytes/macrophages
and sepsis. Crit Care Med 33:S506-509.

51.

De La Cruz, C., B. Haimovich, and R.S. Greco. 1998. Immobilized IgG
and fibrinogen differentially affect the cytoskeletal organization and
bactericidal function of adherent neutrophils. J Surg Res 80:28-34.

52.

Cannon, G.J., and J.A. Swanson. 1992. The macrophage capacity for
phagocytosis. J Cell Sci 101 ( Pt 4):907-913.

53.

Heijnen, I.A., and J.G. van de Winkel. 1997. Human IgG Fc receptors. Int
Rev Immunol 16:29-55.

36

54.

Park, J.B. 2003. Phagocytosis induces superoxide formation and
apoptosis in macrophages. Exp Mol Med 35:325-335.

55.

Hayashi, F., T.K. Means, and A.D. Luster. 2003. Toll-like receptors
stimulate human neutrophil function. Blood 102:2660-2669.

56.

Nilsson, M., M. Weineisen, T. Andersson, L. Truedsson, and U. Sjöbring.
2005. Critical role for complement receptor 3 (CD11b/CD18), but not for
Fc receptors, in killing of Streptococcus pyogenes by neutrophils in
human immune serum. Eur J Immunol 35:1472-1481.

57.

Weineisen, M., U. Sjöbring, M. Fällman, and T. Andersson. 2004.
Streptococcal M5 protein prevents neutrophil phagocytosis by
interfering with CD11b/CD18 receptor-mediated association and
signaling. J Immunol 172:3798-3807.

58.

Roos, D., R. van Bruggen, and C. Meischl. 2003. Oxidative killing of
microbes by neutrophils. Microbes Infect 5:1307-1315.

59.

Babior, B.M. 1999. NADPH oxidase: an update. Blood 93:1464-1476.

60.

Noack, D., P.G. Heyworth, P.E. Newburger, and A.R. Cross. 2001. An
unusual intronic mutation in the CYBB gene giving rise to chronic
granulomatous disease. Biochim Biophys Acta 1537:125-131.

61.

Segal, B.H., T.L. Leto, J.I. Gallin, H.L. Malech, and S.M. Holland. 2000.
Genetic, biochemical, and clinical features of chronic granulomatous
disease. Medicine (Baltimore) 79:170-200.

62.

Segal, A.W. 2005. How neutrophils kill microbes. Annu Rev Immunol
23:197-223.

63.

Sengelov, H., L. Kjeldsen, W. Kroeze, M. Berger, and N. Borregaard.
1994. Secretory vesicles are the intracellular reservoir of complement
receptor 1 in human neutrophils. J Immunol 153:804-810.

64.

Delclaux, C., C. Delacourt, M.P. D'Ortho, V. Boyer, C. Lafuma, and A.
Harf. 1996. Role of gelatinase B and elastase in human
polymorphonuclear neutrophil migration across basement membrane.
Am J Respir Cell Mol Biol 14:288-295.

65.

Belaaouaj, A. 2002. Neutrophil elastase-mediated killing of bacteria:
lessons from targeted mutagenesis. Microbes Infect 4:1259-1264.

66.

Goward, C.R., and D.A. Barstow. 1989. Solubilization of IgG-binding
proteins from group A and G streptococci. Microbiol Immunol 33:123127.

67.

Herwald, H., H. Cramer, M. Mörgelin, W. Russell, U. Sollenberg, A.
Norrby-Teglund, H. Flodgaard, L. Lindbom, and L. Björck. 2004. M
protein, a classical bacterial virulence determinant, forms complexes
with fibrinogen that induce vascular leakage. Cell 116:367-379.

37

68.

Bangalore, N., J. Travis, V.C. Onunka, J. Pohl, and W.M. Shafer. 1990.
Identification of the primary antimicrobial domains in human neutrophil
cathepsin G. J Biol Chem 265:13584-13588.

69.

Ginsburg, I. 2004. Bactericidal cationic peptides can also function as
bacteriolysis-inducing agents mimicking beta-lactam antibiotics?; it is
enigmatic why this concept is consistently disregarded. Med
Hypotheses 62:367-374.

70.

Van den Steen, P.E., P. Proost, A. Wuyts, J. Van Damme, and G.
Opdenakker. 2000. Neutrophil gelatinase B potentiates interleukin-8
tenfold by aminoterminal processing, whereas it degrades CTAP-III, PF4, and GRO-alpha and leaves RANTES and MCP-2 intact. Blood 96:26732681.

71.

Opdenakker, G., P.E. Van den Steen, B. Dubois, I. Nelissen, E. Van
Coillie, S. Masure, P. Proost, and J. Van Damme. 2001. Gelatinase B
functions as regulator and effector in leukocyte biology. J Leukoc Biol
69:851-859.

72.

Lancefield, R.C. 1933. A serological differentiation of human and other
groups of hemolytic streptococci. J Exp Med 57:571-595.

73.

Facklam, R. 2002. What happened to the streptococci: overview of
taxonomic and nomenclature changes. Clin Microbiol Rev 15:613-630.

74.

Moses, A.E., C. Hidalgo-Grass, M. Dan-Goor, J. Jaffe, I. Shetzigovsky, M.
Ravins, Z. Korenman, R. Cohen-Poradosu, and R. Nir-Paz. 2003. emm
typing of M nontypeable invasive group A streptococcal isolates in
Israel. J Clin Microbiol 41:4655-4659.

75.

Woo, P.C., J.L. Teng, S.K. Lau, P.N. Lum, K.W. Leung, K.L. Wong, K.W.
Li, K.C. Lam, and K.Y. Yuen. 2003. Analysis of a viridans group strain
reveals a case of bacteremia due to lancefield group G alpha-hemolytic
Streptococcus dysgalactiae subsp equisimilis in a patient with
pyomyositis and reactive arthritis. J Clin Microbiol 41:613-618.

76.

Brandt, C.M., G. Haase, N. Schnitzler, R. Zbinden, and R. Lutticken.
1999. Characterization of blood culture isolates of Streptococcus
dysgalactiae subsp. equisimilis possessing Lancefield's group A
antigen. J Clin Microbiol 37:4194-4197.

77.

Lewthwaite, P., H.K. Parsons, C.J. Bates, M.W. McKendrick, and D.H.
Dockrell. 2002. Group G streptococcal bacteraemia: an opportunistic
infection associated with immune senescence. Scand J Infect Dis 34:8387.

78.

Bowler, P.G., B.I. Duerden, and D.G. Armstrong. 2001. Wound
microbiology and associated approaches to wound management. Clin
Microbiol Rev 14:244-269.

79.

Schattner, A., and K.L. Vosti. 1998. Bacterial arthritis due to betahemolytic streptococci of serogroups A, B, C, F, and G. Analysis of 23
cases and a review of the literature. Medicine (Baltimore) 77:122-139.

38

80.

Marinella, M.A. 1998. Group G streptococcal bacteraemia in a
community teaching hospital. Int J Clin Pract 52:542-546.

81.

Cohen-Poradosu, R., J. Jaffe, D. Lavi, S. Grisariu-Greenzaid, R. Nir-Paz,
L. Valinsky, M. Dan-Goor, C. Block, B. Beall, and A.E. Moses. 2004.
Group G streptococcal bacteremia in Jerusalem. Emerg Infect Dis
10:1455-1460.

82.

Hindsholm, M., and H.C. Schonheyder. 2002. Clinical presentation and
outcome of bacteraemia caused by beta-haemolytic streptococci
serogroup G. Apmis 110:554-558.

83.

Vartian, C., P.I. Lerner, D.M. Shlaes, and K.V. Gopalakrishna. 1985.
Infections due to Lancefield group G streptococci. Medicine (Baltimore)
64:75-88.

84.

Vennamaneni, S.R., and D. Perez. 2003. Toxic shock syndrome
associated with group G streptococcus. Infect Med, Cliggott Publishing,
Division of SCP Communications 20:126-130.

85.

Tsambiras, P.E., J.A. Montero, J.N. Greene, and R. Sandin. 1998.
Recurrent Cellulitis With Group G Streptococcus Bacteremia in a
Cancer Patient: A Case Report. Cancer Control 5:184-186.

86.

Carapetis, J.R., A.M. Walker, M. Hibble, K.S. Sriprakash, and B.J. Currie.
1999. Clinical and epidemiological features of group A streptococcal
bacteraemia in a region with hyperendemic superficial streptococcal
infection. Epidemiol Infect 122:59-65.

87.

McGregor, K.F., N. Bilek, A. Bennett, A. Kalia, B. Beall, J.R. Carapetis,
B.J. Currie, K.S. Sriprakash, B.G. Spratt, and D.E. Bessen. 2004. Group
A streptococci from a remote community have novel multilocus
genotypes but share emm types and housekeeping alleles with isolates
from worldwide sources. J Infect Dis 189:717-723.

88.

Haidan, A., S.R. Talay, M. Rohde, K.S. Sriprakash, B.J. Currie, and G.S.
Chhatwal. 2000. Pharyngeal carriage of group C and group G
streptococci and acute rheumatic fever in an Aboriginal population.
Lancet 356:1167-1169.

89.

Gnann, J.W., Jr., B.M. Gray, F.M. Griffin, Jr., and W.E. Dismukes. 1987.
Acute glomerulonephritis following group G streptococcal infection. J
Infect Dis 156:411-412.

90.

Mackie, S.L., and A. Keat. 2004. Poststreptococcal reactive arthritis:
what is it and how do we know? Rheumatology (Oxford) 43:949-954.

91.

Tewodros, W., L. Muhe, E. Daniel, C. Schalén, and G. Kronvall. 1992. A
one-year study of streptococcal infections and their complications
among Ethiopian children. Epidemiol Infect 109:211-225.

92.

Simpson, W.J., J.M. Musser, and P.P. Cleary. 1992. Evidence consistent
with horizontal transfer of the gene (emm12) encoding serotype M12
protein between group A and group G pathogenic streptococci. Infect
Immun 60:1890-1893.

39

93.

Simpson, W.J., J.C. Robbins, and P.P. Cleary. 1987. Evidence for group
A-related M protein genes in human but not animal- associated group G
streptococcal pathogens. Microb Pathog 3:339-350.

94.

Schnitzler, N., A. Podbielski, G. Baumgarten, M. Mignon, and A.
Kaufhold. 1995. M or M-like protein gene polymorphisms in human
group G streptococci. J Clin Microbiol 33:356-363.

95.

Kalia, A., M.C. Enright, B.G. Spratt, and D.E. Bessen. 2001. Directional
gene movement from human-pathogenic to commensal-like
streptococci. Infect Immun 69:4858-4869.

96.

Kalia, A., and D.E. Bessen. 2003. Presence of streptococcal pyrogenic
exotoxin A and C genes in human isolates of group G streptococci.
FEMS Microbiol Lett 219:291-295.

97.

Sachse, S., P. Seidel, D. Gerlach, E. Gunther, J. Rodel, E. Straube, and
K.H. Schmidt. 2002. Superantigen-like gene(s) in human pathogenic
Streptococcus dysgalactiae, subsp equisimilis: genomic localisation of
the gene encoding streptococcal pyrogenic exotoxin G (speG(dys)).
FEMS Immunol Med Microbiol 34:159-167.

98.

Igwe, E.I., P.L. Shewmaker, R.R. Facklam, M.M. Farley, C. van Beneden,
and B. Beall. 2003. Identification of superantigen genes speM, ssa, and
smeZ in invasive strains of beta-hemolytic group C and G streptococci
recovered from humans. FEMS Microbiol Lett 229:259-264.

99.

Brandt, C.M., K.G. Schweizer, R. Holland, R. Lutticken, and B.S.
Freyaldenhoven. 2005. Lack of mitogenic activity of speG- and
speG(dys)-positive Streptococcus dysgalactiae subspecies equisimilis
isolates from patients with invasive infections. Int J Med Microbiol
295:539-546.

100.

Banks, D.J., S.B. Beres, and J.M. Musser. 2002. The fundamental
contribution of phages to GAS evolution, genome diversification and
strain emergence. Trends Microbiol 10:515-521.

101.

Kotarsky, H., A. Thern, G. Lindahl, and U. Sjöbring. 2000. Strain-specific
restriction of the antiphagocytic property of group A streptococcal M
proteins. Infect Immun 68:107-112.

102.

Hashikawa, S., Y. Iinuma, M. Furushita, T. Ohkura, T. Nada, K. Torii, T.
Hasegawa, and M. Ohta. 2004. Characterization of group C and G
streptococcal strains that cause streptococcal toxic shock syndrome. J
Clin Microbiol 42:186-192.

103.

Honore, P.M., A. Lozana, D. Defalque, and A. Estratiou. 1996. Fatal
septic shock due to Lancefield group G streptococci. Acta Clin Belg
51:57-60.

104.

Luyx, C., D. Vanpee, Y. Glupczynski, C. Swine, and J.B. Gillet. 2001.
Delayed diagnosis of meningitis caused by beta-haemolytic group G.
Streptococcus in an older woman. J Emerg Med 21:393-396.

40

105.

Sharma, M., R. Khatib, and M. Fakih. 2002. Clinical characteristics of
necrotizing fasciitis caused by group G Streptococcus: case report and
review of the literature. Scand J Infect Dis 34:468-471.

106.

Kim, N.H., J.P. Park, S.H. Jeon, Y.J. Lee, H.J. Choi, K.M. Jeong, J.G. Lee,
S.P. Choi, J.H. Lim, Y.H. Kim, Y.S. Kim, Y.M. Kim, M.H. Hwang, J.W. Cho,
Y. Moon, S.K. Oh, and J.W. Jeong. 2002. Purulent pericarditis caused by
group G streptococcus as an initial presentation of colon cancer. J
Korean Med Sci 17:571-573.

107.

Tong, S.H., W.M. Tang, and J.W. Wong. 2003. Group G streptococcus--a
rare cause of osteomyelitis simulating bone tumour: a case report. J
Orthop Surg (Hong Kong) 11:221-223.

108.

Mathur, P., A. Kapil, and B. Das. 2004. Prevalence of group G & group C
streptococci at an Indian tertiary care centre. Indian J Med Res 120:199200.

109.

Ikebe, T., S. Murayama, K. Saitoh, S. Yamai, R. Suzuki, J. Isobe, D.
Tanaka, C. Katsukawa, A. Tamaru, A. Katayama, Y. Fujinaga, K. Hoashi,
and H. Watanabe. 2004. Surveillance of severe invasive group-G
streptococcal infections and molecular typing of the isolates in Japan.
Epidemiol Infect 132:145-149.

110.

Kihlberg, B.M., M. Collin, A. Olsén, and L. Björck. 1999. Protein H, an
antiphagocytic surface protein in Streptococcus pyogenes. Infect
Immun 67:1708-1714.

111.

Geyer, A., and K.H. Schmidt. 2000. Genetic organisation of the M protein
region in human isolates of group C and G streptococci: two types of
multigene regulator-like (mgrC) regions. Mol Gen Genet 262:965-976.

112.

Sriprakash, K.S., and J. Hartas. 1996. Lateral genetic transfers between
group A and G streptococci for M-like genes are ongoing. Microb
Pathog 20:275-285.

113.

Vasi, J., L. Frykberg, L.E. Carlsson, M. Lindberg, and B. Guss. 2000. Mlike proteins of Streptococcus dysgalactiae. Infect Immun 68:294-302.

114.

Bessen, D., K.F. Jones, and V.A. Fischetti. 1989. Evidence for two
distinct classes of streptococcal M protein and their relationship to
rheumatic fever. J Exp Med 169:269-283.

115.

Navarre, W.W., and O. Schneewind. 1999. Surface proteins of grampositive bacteria and mechanisms of their targeting to the cell wall
envelope. Microbiol Mol Biol Rev 63:174-229.

116.

Fischetti, V.A. 1989. Streptococcal M protein: molecular design and
biological behavior. Clin Microbiol Rev 2:285-314.

117.

Nilson, B.H., I.M. Frick, P. Åkesson, S. Forsén, L. Björck, B. Åkerström,
and M. Wikström. 1995. Structure and stability of protein H and the M1
protein from Streptococcus pyogenes. Implications for other surface
proteins of gram-positive bacteria. Biochemistry 34:13688-13698.

41

118.

Meehan, M., S.M. Kelly, N.C. Price, and P. Owen. 2002. The C-terminal
portion of the fibrinogen-binding protein of Streptococcus equi subsp.
equi contains extensive alpha-helical coiled- coil structure and
contributes to thermal stability. FEMS Microbiol Lett 206:81-86.

119.

Åkerström, B., G. Lindahl, L. Björck, and A. Lindqvist. 1992. Protein Arp
and protein H from group A streptococci. Ig binding and dimerization
are regulated by temperature. J Immunol 148:3238-3243.

120.

Kantor, F.S. 1965. Fibrinogen Precipitation by Streptococcal M Protein.
I. Identity of the Reactants, and Stoichiometry of the Reaction. J Exp
Med 121:849-859.

121.

Whitnack, E., and E.H. Beachey. 1982. Antiopsonic activity of fibrinogen
bound to M protein on the surface of group A streptococci. J Clin Invest
69:1042-1045.

122.

Ryc, M., E.H. Beachey, and E. Whitnack. 1989. Ultrastructural
localization of the fibrinogen-binding domain of streptococcal M protein.
Infect Immun 57:2397-2404.

123.

Ringdahl, U., H.G. Svensson, H. Kotarsky, M. Gustafsson, M. Weineisen,
and U. Sjöbring. 2000. A role for the fibrinogen-binding regions of
streptococcal M proteins in phagocytosis resistance. Mol Microbiol
37:1318-1326.

124.

Carlsson, F., K. Berggard, M. Stalhammar-Carlemalm, and G. Lindahl.
2003. Evasion of phagocytosis through cooperation between two ligandbinding regions in Streptococcus pyogenes M protein. J Exp Med
198:1057-1068.

125.

Carlsson, F., C. Sandin, and G. Lindahl. 2005. Human fibrinogen bound
to Streptococcus pyogenes M protein inhibits complement deposition
via the classical pathway. Mol Microbiol 56:28-39.

126.

Sandin, C., F. Carlsson, and G. Lindahl. 2006. Binding of human plasma
proteins to Streptococcus pyogenes M protein determines the location
of opsonic and non-opsonic epitopes. Mol Microbiol 59:20-30.

127.

Caparon, M.G., D.S. Stephens, A. Olsen, and J.R. Scott. 1991. Role of M
protein in adherence of group A streptococci. Infect Immun 59:18111817.

128.

Okada, N., M.K. Liszewski, J.P. Atkinson, and M. Caparon. 1995.
Membrane cofactor protein (CD46) is a keratinocyte receptor for the M
protein of the group A streptococcus. Proc Natl Acad Sci U S A 92:24892493.

129.

Berge, A., and U. Sjöbring. 1993. PAM, a novel plasminogen-binding
protein from Streptococcus pyogenes. J Biol Chem 268:25417-25424.

130.

Frick, I.M., A. Schmidtchen, and U. Sjöbring. 2003. Interactions between
M proteins of Streptococcus pyogenes and glycosaminoglycans
promote bacterial adhesion to host cells. Eur J Biochem 270:2303-2311.

42

131.

Ben Nasr, A.B., H. Herwald, W. Müller-Esterl, and L. Björck. 1995. Human
kininogens interact with M protein, a bacterial surface protein and
virulence determinant. Biochem J 305 ( Pt 1):173-180.

132.

Cunningham, M.W. 2000. Pathogenesis of group A streptococcal
infections. Clin Microbiol Rev 13:470-511.

133.

Horstmann, R.D., H.J. Sievertsen, J. Knobloch, and V.A. Fischetti. 1988.
Antiphagocytic activity of streptococcal M protein: selective binding of
complement control protein factor H. Proc Natl Acad Sci U S A 85:16571661.

134.

Maxted, W.R., and E.V. Potter. 1967. The presence of type 12 M-protein
antigen in group G streptococci. J Gen Microbiol 49:119-125.

135.

Bisno, A.L., D.E. Craven, and W.R. McCabe. 1987. M proteins of group G
streptococci isolated from bacteremic human infections. Infect Immun
55:753-757.

136.

Jones, K.F., and V.A. Fischetti. 1987. Biological and immunochemical
identity of M protein on group G streptococci with M protein on group A
streptococci. Infect Immun 55:502-506.

137.

Campo, R.E., D.R. Schultz, and A.L. Bisno. 1995. M proteins of group G
streptococci: mechanisms of resistance to phagocytosis. J Infect Dis
171:601-606.

138.

Collins, C.M., A. Kimura, and A.L. Bisno. 1992. Group G streptococcal M
protein exhibits structural features analogous to those of class I M
protein of group A streptococci. Infect Immun 60:3689-3696.

139.

Smirnov, O., A.I. Denesyuk, M.V. Zakharov, V.M. Abramov, and V.P.
Zav'yalov. 1992. Protein V, a novel type-II IgG receptor from
Streptococcus sp.: sequence, homologies and putative Fc-binding site.
Gene 120:27-32.

140.

Martin, N.J., E.L. Kaplan, M.A. Gerber, M.A. Menegus, M. Randolph, K.
Bell, and P.P. Cleary. 1990. Comparison of epidemic and endemic group
G streptococci by restriction enzyme analysis. J Clin Microbiol 28:18811886.

141.

Alberti, S., C. Garcia-Rey, M.I. Garcia-Laorden, R. Dal-Re, and J. Garciade-Lomas. 2005. Survey of emm-like gene sequences from pharyngeal
isolates of group C and group G streptococci collected in Spain. J Clin
Microbiol 43:1433-1436.

142.

Meehan, M., P. Nowlan, and P. Owen. 1998. Affinity purification and
characterization of a fibrinogen-binding protein complex which protects
mice against lethal challenge with Streptococcus equi subsp. equi.
Microbiology 144:993-1003.

143.

Timoney, J.F., J. Walker, M. Zhou, and J. Ding. 1995. Cloning and
sequence analysis of a protective M-like protein gene from
Streptococcus equi subsp. zooepidemicus. Infect Immun 63:1440-1445.

43

144.

Boschwitz, J.S., and J.F. Timoney. 1994. Characterization of the
antiphagocytic activity of equine fibrinogen for Streptococcus equi
subsp. equi. Microb Pathog 17:121-129.

145.

Frick, I.M., M. Mörgelin, and L. Björck. 2000. Virulent aggregates of
Streptococcus pyogenes are generated by homophilic protein-protein
interactions. Mol Microbiol 37:1232-1247.

146.

Menozzi, F.D., P.E. Boucher, G. Riveau, C. Gantiez, and C. Locht. 1994.
Surface-associated filamentous hemagglutinin induces
autoagglutination of Bordetella pertussis. Infect Immun 62:4261-4269.

147.

Menozzi, F.D., J.H. Rouse, M. Alavi, M. Laude-Sharp, J. Muller, R.
Bischoff, M.J. Brennan, and C. Locht. 1996. Identification of a heparinbinding hemagglutinin present in mycobacteria. J Exp Med 184:9931001.

148.

McDevitt, D., P. Francois, P. Vaudaux, and T.J. Foster. 1994. Molecular
characterization of the clumping factor (fibrinogen receptor) of
Staphylococcus aureus. Mol Microbiol 11:237-248.

149.

Sherlock, O., R.M. Vejborg, and P. Klemm. 2005. The TibA
adhesin/invasin from enterotoxigenic Escherichia coli is self
recognizing and induces bacterial aggregation and biofilm formation.
Infect Immun 73:1954-1963.

150.

Wadström, T., K.H. Schmidt, O. Kuhnemund, J. Havlicek, and W. Köhler.
1984. Comparative studies on surface hydrophobicity of streptococcal
strains of groups A, B, C, D and G. J Gen Microbiol 130:657-664.

151.

Schmidt, K.H., O. Kuhnemund, T. Wadström, and W. Kohler. 1987.
Binding of fibrinogen fragment D to group A streptococci causes strain
dependent decrease in cell surface hydrophobicity as measured by the
salt aggregation test (SAT) and cell clumping in polyethylene glycol.
Zentralbl Bakteriol Mikrobiol Hyg [A] 264:185-195.

152.

Myhre, E.B., and G. Kronvall. 1981. Specific binding of bovine, ovine,
caprine and equine IgG subclasses to defined types of immunoglobulin
receptors in Gram-positive cocci. Comp Immunol Microbiol Infect Dis
4:317-328.

153.

Björck, L. 1988. Protein L. A novel bacterial cell wall protein with affinity
for Ig L chains. J Immunol 140:1194-1197.

154.

Cleary, P., and D. Retnoningrum. 1994. Group A streptococcal
immunoglobulin-binding proteins: adhesins, molecular mimicry or
sensory proteins? Trends Microbiol 2:131-136.

155.

Gomez, M.I., A. Lee, B. Reddy, A. Muir, G. Soong, A. Pitt, A. Cheung, and
A. Prince. 2004. Staphylococcus aureus protein A induces airway
epithelial inflammatory responses by activating TNFR1. Nat Med 10:842848.

44

156.

Björck, L., and G. Kronvall. 1984. Purification and some properties of
streptococcal protein G, a novel IgG-binding reagent. J Immunol
133:969-974.

157.

Reis, K.J., E.M. Ayoub, and M.D. Boyle. 1984. Streptococcal Fc
receptors. I. Isolation and partial characterization of the receptor from a
group C streptococcus. J Immunol 132:3091-3097.

158.

Frick, I.M., M. Wikström, S. Forsén, T. Drakenberg, H. Gomi, U. Sjöbring,
and L. Björck. 1992. Convergent evolution among immunoglobulin Gbinding bacterial proteins. Proc Natl Acad Sci U S A 89:8532-8536.

159.

Björck, L., and B. Åkerström. 1990. Streptococcal protein G. In Bacterial
Immunoglobulin-binding proteins. Academic Press, Inc. 113-126.

160.

Otten, R.A., and M.D. Boyle. 1991. The mitogenic activity of type III
bacterial Ig binding proteins (protein G) for human peripheral blood
lymphocytes is not related to their ability to react with human serum
albumin or IgG. J Immunol 146:2588-2595.

161.

Inganas, M., S.G. Johansson, and H.H. Bennich. 1980. Interaction of
human polyclonal IgE and IgG from different species with protein A
from Staphylococcus aureus: demonstration of protein-A-reactive sites
located in the Fab'2 fragment of human IgG. Scand J Immunol 12:23-31.

162.

Stone, G.C., U. Sjöbring, L. Björck, J. Sjöquist, C.V. Barber, and F.A.
Nardella. 1989. The Fc binding site for streptococcal protein G is in the
C gamma 2-C gamma 3 interface region of IgG and is related to the sites
that bind staphylococcal protein A and human rheumatoid factors. J
Immunol 143:565-570.

163.

Berge, A., B.M. Kihlberg, A.G. Sjöholm, Bjö, and L. Björck. 1997.
Streptococcal protein H forms soluble complement-activating
complexes with IgG, but inhibits complement activation by IgG-coated
targets. J Biol Chem 272:20774-20781.

164.

Sjöbring, U., J. Trojnar, A. Grubb, B. Åkerström, and L. Björck. 1989. Igbinding bacterial proteins also bind proteinase inhibitors. J Immunol
143:2948-2954.

165.

de Château, M., E. Holst, and L. Björck. 1996. Protein PAB, an albuminbinding bacterial surface protein promoting growth and virulence. J Biol
Chem 271:26609-26615.

166.

Nyberg, P., M. Rasmussen, and L. Björck. 2004. alpha2-Macroglobulinproteinase complexes protect Streptococcus pyogenes from killing by
the antimicrobial peptide LL-37. J Biol Chem 279:52820-52823.

167.

Rasmussen, M., H.P. Müller, and L. Björck. 1999. Protein GRAB of
streptococcus pyogenes regulates proteolysis at the bacterial surface
by binding alpha2-macroglobulin. J Biol Chem 274:15336-15344.

168.

Jonsson, H., H. Lindmark, and B. Guss. 1995. A protein G-related cell
surface protein in Streptococcus zooepidemicus. Infect Immun 63:29682975.

45

169.

Jonsson, H., and H.P. Muller. 1994. The type-III Fc receptor from
Streptococcus dysgalactiae is also an alpha 2-macroglobulin receptor.
Eur J Biochem 220:819-826.

170.

Jonsson, H., L. Frykberg, L. Rantamaki, and B. Guss. 1994. MAG, a
novel plasma protein receptor from Streptococcus dysgalactiae. Gene
143:85-89.

171.

Song, X.M., J. Perez-Casal, A. Bolton, and A.A. Potter. 2001. Surfaceexpressed mig protein protects Streptococcus dysgalactiae against
phagocytosis by bovine neutrophils. Infect Immun 69:6030-6037.

172.

Chmouryguina, II, A.N. Suvorov, B. Carlson, and P. Cleary. 1997.
Structural and functional similarity of C5a-ase enzymes from group A
and B streptococci. Adv Exp Med Biol 418:757-759.

173.

Hill, H.R., J.F. Bohnsack, E.Z. Morris, N.H. Augustine, C.J. Parker, P.P.
Cleary, and J.T. Wu. 1988. Group B streptococci inhibit the chemotactic
activity of the fifth component of complement. J Immunol 141:35513556.

174.

Cleary, P.P., J. Peterson, C. Chen, and C. Nelson. 1991. Virulent human
strains of group G streptococci express a C5a peptidase enzyme similar
to that produced by group A streptococci. Infect Immun 59:2305-2310.

175.

Humar, D., V. Datta, D.J. Bast, B. Beall, J.C. De Azavedo, and V. Nizet.
2002. Streptolysin S and necrotising infections produced by group G
streptococcus. Lancet 359:124-129.

176.

Dierksen, K.P., and J.R. Tagg. 2000. Haemolysin-deficient variants of
Streptococcus pyogenes and S. dysgalactiae subsp. equisimilis may be
overlooked as aetiological agents of pharyngitis. J Med Microbiol
49:811-816.

177.

Nordstrand, A., W.M. McShan, J.J. Ferretti, S.E. Holm, and M. Norgren.
2000. Allele substitution of the streptokinase gene reduces the
nephritogenic capacity of group A streptococcal strain NZ131. Infect
Immun 68:1019-1025.

178.

Penc, S.F., B. Pomahac, T. Winkler, R.A. Dorschner, E. Eriksson, M.
Herndon, and R.L. Gallo. 1998. Dermatan sulfate released after injury is
a potent promoter of fibroblast growth factor-2 function. J Biol Chem
273:28116-28121.

179.

Patti, J.M., B.L. Allen, M.J. McGavin, and M. Hook. 1994. MSCRAMMmediated adherence of microorganisms to host tissues. Annu Rev
Microbiol 48:585-617.

180.

Herrick, S., O. Blanc-Brude, A. Gray, and G. Laurent. 1999. Fibrinogen.
Int J Biochem Cell Biol 31:741-746.

181.

Martin, P. 1997. Wound healing--aiming for perfect skin regeneration.
Science 276:75-81.

46

182.

Drew, A.F., H. Liu, J.M. Davidson, C.C. Daugherty, and J.L. Degen. 2001.
Wound-healing defects in mice lacking fibrinogen. Blood 97:3691-3698.

183.

Rubel, C., G.C. Fernandez, G. Dran, M.B. Bompadre, M.A. Isturiz, and
M.S. Palermo. 2001. Fibrinogen promotes neutrophil activation and
delays apoptosis. J Immunol 166:2002-2010.

184.

Szaba, F.M., and S.T. Smiley. 2002. Roles for thrombin and fibrin(ogen)
in cytokine/chemokine production and macrophage adhesion in vivo.
Blood 99:1053-1059.

185.

Pierno, M., L. Maravigna, R. Piazza, L. Visai, and P. Speziale. 2006. FbsAdriven fibrinogen polymerization: a bacterial "deceiving strategy". Phys
Rev Lett 96:028108.

186.

Hanski, E., and M. Caparon. 1992. Protein F, a fibronectin-binding
protein, is an adhesin of the group A streptococcus Streptococcus
pyogenes. Proc Natl Acad Sci U S A 89:6172-6176.

187.

Talay, S.R., P. Valentin-Weigand, P.G. Jerlström, K.N. Timmis, and G.S.
Chhatwal. 1992. Fibronectin-binding protein of Streptococcus
pyogenes: sequence of the binding domain involved in adherence of
streptococci to epithelial cells. Infect Immun 60:3837-3844.

188.

Ozeri, V., I. Rosenshine, D.F. Mosher, R. Fassler, and E. Hanski. 1998.
Roles of integrins and fibronectin in the entry of Streptococcus
pyogenes into cells via protein F1. Mol Microbiol 30:625-637.

189.

Molinari, G., S.R. Talay, P. Valentin-Weigand, M. Rohde, and G.S.
Chhatwal. 1997. The fibronectin-binding protein of Streptococcus
pyogenes, SfbI, is involved in the internalization of group A streptococci
by epithelial cells. Infect Immun 65:1357-1363.

190.

Kline, J.B., S. Xu, A.L. Bisno, and C.M. Collins. 1996. Identification of a
fibronectin-binding protein (GfbA) in pathogenic group G streptococci.
Infect Immun 64:2122-2129.

191.

Kreikemeyer, B., M. Nakata, S. Oehmcke, C. Gschwendtner, J. Normann,
and A. Podbielski. 2005. Streptococcus pyogenes collagen type Ibinding Cpa surface protein. Expression profile, binding characteristics,
biological functions, and potential clinical impact. J Biol Chem
280:33228-33239.

192.

Xu, Y., J.M. Rivas, E.L. Brown, X. Liang, and M. Hook. 2004. Virulence
potential of the staphylococcal adhesin CNA in experimental arthritis is
determined by its affinity for collagen. J Infect Dis 189:2323-2333.

193.

Lannergård, J., L. Frykberg, and B. Guss. 2003. CNE, a collagen-binding
protein of Streptococcus equi. FEMS Microbiol Lett 222:69-74.

194.

Dinkla, K., M. Rohde, W.T. Jansen, J.R. Carapetis, G.S. Chhatwal, and
S.R. Talay. 2003. Streptococcus pyogenes recruits collagen via surfacebound fibronectin: a novel colonization and immune evasion
mechanism. Mol Microbiol 47:861-869.

47

195.

Dinkla, K., M. Rohde, W.T. Jansen, E.L. Kaplan, G.S. Chhatwal, and S.R.
Talay. 2003. Rheumatic fever-associated Streptococcus pyogenes
isolates aggregate collagen. J Clin Invest 111:1905-1912.

196.

Visai, L., S. Bozzini, G. Raucci, A. Toniolo, and P. Speziale. 1995.
Isolation and characterization of a novel collagen-binding protein from
Streptococcus pyogenes strain 6414. J Biol Chem 270:347-353.

197.

Kostrzynska, M., C. Schalén, and T. Wadström. 1989. Specific binding of
collagen type IV to Streptococcus pyogenes. FEMS Microbiol Lett
50:229-233.

198.

Lidén, S., S. Karlström, J. Lannergård, S. Kalamajski, B. Guss, K. Rubin,
and C. Rydén. 2006. A fibronectin-binding protein from Streptococcus
equi binds collagen and modulates cell-mediated collagen gel
contraction. Biochem Biophys Res Commun 340:604-610.

199.

Rantamäki, L.K., and H.P. Müller. 1995. Phenotypic characterization of
Streptococcus dysgalactiae isolates from bovine mastitis by their
binding to host derived proteins. Vet Microbiol 46:415-426.

200.

Sato, Y., K. Okamoto, A. Kagami, Y. Yamamoto, T. Igarashi, and H.
Kizaki. 2004. Streptococcus mutans strains harboring collagen-binding
adhesin. J Dent Res 83:534-539.

201.

Beg, A.M., M.N. Jones, T. Miller-Torbert, and R.G. Holt. 2002. Binding of
Streptococcus mutans to extracellular matrix molecules and fibrinogen.
Biochem Biophys Res Commun 298:75-79.

202.

Switalski, L.M., W.G. Butcher, P.C. Caufield, and M.S. Lantz. 1993.
Collagen mediates adhesion of Streptococcus mutans to human dentin.
Infect Immun 61:4119-4125.

203.

Patti, J.M., H. Jonsson, B. Guss, L.M. Switalski, K. Wiberg, M. Lindberg,
and M. Hook. 1992. Molecular characterization and expression of a gene
encoding a Staphylococcus aureus collagen adhesin. J Biol Chem
267:4766-4772.

204.

Rich, R.L., B. Kreikemeyer, R.T. Owens, S. LaBrenz, S.V. Narayana, G.M.
Weinstock, B.E. Murray, and M. Hook. 1999. Ace is a collagen-binding
MSCRAMM from Enterococcus faecalis. J Biol Chem 274:26939-26945.

205.

Mohamed, J.A., F. Teng, S.R. Nallapareddy, and B.E. Murray. 2006.
Pleiotrophic effects of 2 Enterococcus faecalis sagA-like genes, salA
and salB, which encode proteins that are antigenic during human
infection, on biofilm formation and binding to collagen type i and
fibronectin. J Infect Dis 193:231-240.

206.

Nallapareddy, S.R., G.M. Weinstock, and B.E. Murray. 2003. Clinical
isolates of Enterococcus faecium exhibit strain-specific collagen
binding mediated by Acm, a new member of the MSCRAMM family. Mol
Microbiol 47:1733-1747.

48

207.

Esmay, P.A., S.J. Billington, M.A. Link, J.G. Songer, and B.H. Jost. 2003.
The Arcanobacterium pyogenes collagen-binding protein, CbpA,
promotes adhesion to host cells. Infect Immun 71:4368-4374.

208.

Carapetis, J.R., M. McDonald, and N.J. Wilson. 2005. Acute rheumatic
fever. Lancet 366:155-168.

209.

Whitnack, E., and E.H. Beachey. 1985. Inhibition of complementmediated opsonization and phagocytosis of Streptococcus pyogenes by
D fragments of fibrinogen and fibrin bound to cell surface M protein. J
Exp Med 162:1983-1997.

210.

Jarva, H., T.S. Jokiranta, R. Wurzner, and S. Meri. 2003. Complement
resistance mechanisms of streptococci. Mol Immunol 40:95-107.

211.

Berge, A., and L. Björck. 1995. Streptococcal cysteine proteinase
releases biologically active fragments of streptococcal surface proteins.
J Biol Chem 270:9862-9867.

49

