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Abstract

Biofilm is a compact coating formed on various artificial and physiologic surfaces by a 
population of microorganisms which in this habitat establish a close cooperation, exploit-
ing both the physical interactions that stabilize the community and chemical coopera-
tion, engaging numerous agents to modify the environment, i.e., to influence the acidity, 
nutrient acquisition, or oxygen availability. Microorganisms can also communicate using 
quorum-sensing molecules carrying specific messages. Some microbes temporarily 
dominate, while others are constantly replaced by different community members. But 
these co-operations or competitions have a deep sense—they serve to protect the whole 
community against the defense system of the host to assure survival. The oral cavity is 
inhabited by diverse microorganisms, including bacteria, but also yeast-like fungi from 
the genus Candida that stay under a tight control of the host as long as its immune system 
is not weakened; then these relatively mild commensals convert to dangerous pathogens 
that start the invasion often in collaboration with other microbes. Elongated hyphal forms 
of fungal cells favor the biofilm type of growth and communication with other microbes 
supporting immune resistance of the biofilm. In this chapter, we discuss the mechanisms 
of interactions between bacteria and C. albicans in the oral cavity, their communication, 
host responses, and possible strategies of anti-biofilm treatment.
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1. The oral cavity: a common place for polymicrobial biofilm 
formation

The oral cavity comprises the most complex niches of the human body colonized by a wide 
variety of bacteria and fungi species. These commensal or often opportunistic and pathogenic 
colonizers tend to form biofilms—structured microbial communities, attached to natural or 
artificial surfaces, which are directly attributable to the virulence of these microorganisms and 
their ability to cause infections [1].

The variety of microbial species inhabiting the oral cavity results from the presence of two 
different functional surfaces, the mucosal surface and the teeth, representing various condi-
tions in terms of nutrient and oxygen availability [2]. The microorganisms that early colonize 
the salivary pellicle on the tooth surface are streptococci such as the oral commensal—Strep-

tococcus gordonii. Further biofilm formation involves some bridging microorganisms such as 
Fusobacterium nucleatum [3]. As the biofilm extends below the gum line and becomes subgin-
gival plaque, more pathogenic, Gram-negative anaerobes such as Porphyromonas gingivalis or 
Tannerella forsythia are embedded [4].

For polymicrobial growth and survival in the human oral cavity, establishing a well-func-
tioning community, i.e., biofilm, is essential. The formation of biofilm increases a resistance to 
antimicrobial agents and nutritional changes. However, the transition from planktonic type of 
growth to biofilm community requires many transcriptional and proteomic changes. Most of 
them concern co-aggregation/-adhesion processes, sensing diffusible signals, and metabolic 
interactions. Such a developed biofilm is still exposed to changes of nutrition and oxygen 
availability, pH fluctuation, antimicrobial properties of saliva, and is also modified by the 
contact with host tissues [5].

The latest studies of oral microbiome pointed at an opportunistic inhabitant of oral mucosa—
the Candida albicans yeast-like fungus—as an important biofilm player among microbiota that 
contacts with mucosal tissues of the host. Under colonization or infection conditions, C. albi-

cans adheres to tissues, interacting with a variety of host extracellular matrix molecules that 
promote adhesion to the host surfaces [6]. The adherence is strictly dependent on C. albicans 
ability to switch morphology between yeast and hyphal forms [7, 8].

Numerous observations supported a hypothesis that fungi have a beneficial or favorable role 
in maintaining the healthy balance between microbes and the host. On the other hand, C. 

albicans well adapted to constantly changing demands in the human host environment [9] 
seems to be able to use the different colonizing strategy under situations that emerge in the 
pathological disparities.

Tracking the yeast oral infections showed that the same initiating and bridging microorgan-
isms composing biofilms were involved in the interaction with hyphal filaments of C. albicans, 
promoting co-colonization of these surfaces by yeast [10]. Moreover, the interactions between 
yeast and streptococci appear to be synergistic. In addition to providing adhesion sites, strep-
tococci excrete lactate that can act as a carbon source for yeast growth [11]. On the other hand, 
C. albicans may provide bacteria with growth stimulatory factors, resulting from the nutrition 
metabolism [12] and can reduce the oxygen pressure to the level, preferred by streptococci.
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C. albicans also co-aggregates with an obligatory anaerobe, F. nucleatum [13], or a facultative 
anaerobe—Actinomyces oris [14].

Current studies [15–17] report that C. albicans biofilms protect the obligatory anaerobes, like 
P. gingivalis and T. forsythia, under aerobic culture conditions. It is possible because oxygen 
depletion within the structured fungal biofilm or its fast consumption by fungal cells results 
in creation of anaerobic micro-niches that help strict anaerobic bacteria to survive and prolif-
erate. The observed depletion of oxygen could depend on the number of C. albicans cells or 
their respiratory rate.

2. Mechanisms and structures involved in formation of Candida 

albicans biofilms

The ability of C. albicans to form a biofilm is closely related to the virulence potential of patho-
genic form of C. albicans and is characterized by a high heterogeneity among different clinical 
isolates [18, 19]. This form of fungal community depends on the cell surrounding and pro-
ceeds via sequential steps. The process starts with the initial adhesion of single yeast-like cells 
to the artificial or mucosal surface (Figure 1) and formation of a basal yeast cells layer [20–22]. 
During this phase both the surface properties on which microorganism form aggregate, its 
structure, charge, hydrophobicity, or roughness, as well as the structure of molecules present 
at the surface of pathogen cells play important roles [23]. In the further cell proliferation step, 
the fungi develop the filamentous hyphal form of the cells accompanied by production of an 
extracellular polysaccharide matrix in mature biofilm, which protects them, and strengthens 
the biofilm structure [24]. These processes lead to a significant increase in the thickness of 
the biofilm, and its maturation is controlled by at least nine master transcription regulators 
(Ndt80, Bcr1, Efg1, Rfx2, Flo8, Rob1, Brg1, Gal4, and Tec1) that supervise the network of about 
1000 of targeted genes involved in biofilm formation [21, 25]. Then, the dispersion of biofilm-
associated yeast-like cells can occur with further fungal cell dissemination, often associated 
with invasive diseases [24, 26].

Numerous different mechanisms and molecules are involved in the overall complex process 
of C. albicans biofilm formation [27]. Initially, the general physicochemical properties of C. 

albicans cell surface and subsequent activity of cell wall adhesive proteins play extremely 
important roles, allowing the cells to adhere to the targeted substrates or materials [28]. This 
essential group of molecules responsible for in vitro and in vivo biofilm development includes 
several proteins covalently bound to the fungal cell wall and equipped with a signal peptide 
for classical secretion and glycosylphosphatidylinositol (GPI)-anchor site, i.e., hyphal cell wall 
protein Hwp1 [29], proteins from agglutinin-like sequence (Als) protein family, such as Als1 
and Als3 [28], and hyphally regulated cell wall protein Hyr1 [28]. Their transcription is regu-
lated by the transcription factor Bcr1 [30] and is primarily associated with the morphological 
transition from yeast cells to filamentous forms, thus implicating their association mainly 
with the cell wall of hyphae [31–33]. Additionally, other adhesins are required for C. albicans 
adhesion and proper biofilm formation, including Eap1 (enhanced adhesion to polystyrene 1)  
protein present at the cell surface of both yeast cells and hyphal forms [34, 35]. Adhesion-
related proteins are important not only for the binding of fungal cells to the receptors on host 

Interactions of Candida albicans Cells with Aerobic and Anaerobic Bacteria during Formation…
http://dx.doi.org/10.5772/intechopen.81537

121



tissues or to the artificial surfaces, but also for maintaining the cell-cell interactions within the 
biofilm that allow further stabilization of the structure and avoiding the removal of fungal 
cells by the action of host defense mechanisms such as the salivary flow. In the process of 
aggregation and intracellular interactions between fungal cells, fragments of adhesins that 
consist of amino acid sequences predicted to form amyloid-like β-aggregates and mediating 
amyloid formation may participate, as described for the protein Rbt1 (repressed by TUP1), a 
GPI-anchored cell wall protein with a similarity to Hwp1 [36, 37].

After the adhesion step, further proliferation of cells and production of filamentous forms 
lead to the enhanced development of biofilm [38], processes related not only to the change 
in the surface properties of fungal cells and the increase of their adhesiveness, but also to the 
production of further virulence factors and biofilm matrix components [24]. Among the large 
repertoire of extracellular hydrolytic enzymes produced by C. albicans that play a pivotal role 
during the invasion on host tissues during the infection and are involved in biofilm-related 
pathogenesis, representatives of families of lipases, phospholipases, and secreted aspartyl pro-
teinases (Saps) can be included [39]. The major biofilm-associated Saps are hypha-specific Sap5 

Figure 1. Polymicrobial biofilm: stages of development and host responses.
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and Sap6, responsible for the acquisition of nutrients, aggregation of fungal cells, intracellular 
communication, and production of extracellular matrix during biofilm development [40–42].

The highly complicated and heterogeneous extracellular biofilm matrix (ECM) is composed of 
numerous proteins (55%), carbohydrates (25%), mainly branched α-1,6-mannans, unbranched 
β-1,6-glucans, and β-1,3-glucans, as well as lipids (15%), including neutral glycerolipids, polar 
glycerolipids and sphingolipids, and nucleic acids (5%) [43]. The matrix that strengthens the 
biofilm significantly contributes to the development of biofilm resistance to adverse envi-
ronmental conditions and penetration of antifungal drugs [43–45]. Several matrix-associated 
proteins have been identified, both involved in the basic cellular metabolism, as well as the 
proteins responsible for the rearrangement of the matrix structure and maintenance of its 
functionality (glucan-modifying enzymes and protein mannosyltransferases, i.e., Xog1, Exg1, 
Bgl2, Pmt1, Pmt2, Pmt4, Pmt6) [46, 47]. Extracellular DNA (eDNA) detected in C.  albicans 
biofilm matrix is probably mainly responsible for the structural integrity [48].

In the process of biofilm dispersion, the molecular chaperone, heat shock protein 90 (Hsp90) 
is strongly involved [49], affecting the morphogenetic transition from yeast cells to hyphal 
forms and repressing Ras1/PKA (cAMP-dependent protein kinase) signaling cascade [50]. 
Furthermore, the conserved histone deacetylase complex, including Set3, Hos2, Snt1, and Sif2 
proteins also participates in the dispersal of biofilm, modulating the transcription kinetics of 
the genes that regulate biofilm maturation [51].

3. C. albicans interactions with bacteria during mutual biofilm 
formation

C. albicans colonizes the oral cavity, presenting the commensal or pathogenic properties that 
can be modified by direct or indirect interactions with different types of bacteria, depending 
on the localization of the microbial communities, such as the supragingival plaque, subgin-
gival plaque, and tongue coating. The metabolic activity of microorganisms that colonize the 
supragingival sites, i.e., nonmutans streptococci and Actinomyces enriches the environment 
in lactic acid, creating a temporarily acidic environment that favors the entrance of the more 
cariogenic microorganisms, mutans streptococci into the ecosystem. Conversely, at subgin-
gival sites, colonized by Fusobacteria and Prevotella, a neutral pH and anaerobic environment 
dominate and facilitate the establishment of a less acid-tolerant but periodontopathogenic 
bacterium, P. gingivalis [52].

The mitis group of streptococci (MGS), including Streptococcus mitis, Streptococcus oralis, 
Streptococcus gordonii, and Streptococcus sangunis [53, 54] belongs to the early colonizers of oral 
cavity and appears to interact synergistically with C. albicans hyphal filaments providing the 
physical and metabolic interactions by the exposition of specific adhesion sites and excreting 
lactate that serves as a carbon source for yeast growth [55]. On the other hand, C. albicans can 
provide bacteria with growth stimulatory factors, resulting from the fungal nutrition metabo-
lism [12] and reduces the oxygen pressure to the level, preferred by streptococci. Moreover, 
a mutual collaboration of C. albicans and S. oralis increases the inflammatory host responses 
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compared to monospecies infections [56, 57]. The consequence for the host is provided by 
the precise interactions between the cell surface proteins of S. oralis, S. mitis and S. gordonii, 
especially SspA and SspB [58, 59] and the candidal cell wall adhesins of agglutinin-like fam-

ily, mainly Als3, presented on the surface of fungal hyphae [60]. Some parts of these proteins 
seem to be particularly important for the interactions but a precise mechanism of the interac-
tion requires further research, especially to clarify a significance of cell wall mannosylation 
[57, 61] in this process.

Moreover, the polysaccharides of both types of interacting microorganisms that compose 
ECM not only protect the cells, but also create a new platform for mutual interactions between 
fungal glucans and mannans and bacterial glucosyltransferases within the ECM matrix struc-
ture [46, 62, 63].

The best example of microbial cooperation for increased pathogenic properties of mixed bio-
film is represented by the interactions of C. albicans with S. aureus, identified in oral cavity and 
being a source of systemic infection [64–67]. The bacteria prefer hyphal filaments of C. albicans 
[68, 69] for adhesion, but its localization within the biofilm seems to depend on the surface 
colonization sequence. When bacteria are the first colonizer, the development of fungal bio-
film is slower and bacteria cells are spread in whole three-dimensional biofilm structure [68]. 
On the other hand, a simultaneous contact of microorganisms with the surface favors the rapid 
formation of the mixed biofilm with S. aureus localization within upper layers of fungal biofilm 
and with involvement of multiple microbial proteins. However, the role of fungal adhesins 
from Als family in these interactions has been questioned [70]. The formed biofilm and its ECM 
with extracellular fungal DNA protect the bacteria against the antibiotic treatment [71–73].

C. albicans co-aggregates with an obligatory anaerobe F. nucleatum [13], with engagement of 
a mannan receptor on the C. albicans surface [74]. A facultative anaerobe—A. oris—makes its 
own carbohydrate-containing surface molecules available to the interaction with C. albicans 
[14]. Last studies have also shown that C. albicans is able to interact with keystone patho-
gen of subgingival plaque—P. gingivalis—the obligatory anaerobe. However, it is difficult 
to judge whether the pathogens apply a synergistic or concurrence style of interactions. It 
was demonstrated that P. gingivalis suppressed Candida biofilm formation by a reduction of 
fungal cell viability [75]. Recently, the gingipain activity has been suggested to be the main 
destructive force influencing fungal cells wall within the mixed bacterial-fungal biofilm 
(unpublished data). On the other hand, P. gingivalis was also shown to induce germ-tube 
formation by C. albicans cells, generating a more invasive phenotype of fungal cells [76]. But 
such an effect could also result from fungal protection toward contacting bacteria and their 
virulence potential (unpublished data). The mutual interactions are supported by the involve-
ment of adhesins, especially fungal Als3, Mp65 and surface-located enolase, aand a bacterial 
internalin, InlJ or gingipains ([77], unpublished data). The important role in the interaction 
between C. albicans and P. gingivalis has been also assigned to peptydylarginine transferase of 
P. gingivalis (PPAD), the enzyme capable of modifying Arg residues to citrullines. Its action 
can directly contribute to the change in the spatial structure of the molecule [78]. A bacterial 
mutant deprived of PPAD forms a reduced mixed biofilm compared to the wild-type strain. 
Potential molecules whose citrullination may affect the effectiveness of biofilm formation 
include arginine-specific cysteine proteinase (RgpA) and adhesive Mfa1 fimbrilin [17, 79].
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The interaction of both microbes seems to exert marked consequences to the host. However, 
it was presented that both microbes appear to have antagonistic effects on one another, as P. 

gingivalis inhibited the adhesion of C. albicans to buccal epithelial cells [80]. But the presence 
of C. albicans did not enhance adhesion of P. gingivalis to gingival epithelial cells or gingival 
fibroblasts. On the other hand, a pre-exposure of gingival epithelial cells and fibroblasts to C. 

albicans enhanced the cell invasion by P. gingivalis [81].

4. Host responses to the candidal biofilms

Clinical candidal oral biofilm inhabiting mucosal surfaces or artificial devices may trigger 
more or less similar host responses (Figure 1). Regardless of the biofilm origin, it remains 
under the influence of immune factors produced by contacting epithelial cells [82].

Dongari-Bagtzoglou et al. [83] analyzed the candidal biofilm in a murine model and found 
that this fungal cell community induced a hyperkeratotic response and epithelial cell desqua-
mation. Moreover, the matrix that surrounded the fungal biofilm was enriched in keratin and 
desquamated cells.

Also, in a rat model of chronic denture gingival dermatitis, the host proteins were prominent 
in the extracellular matrix, including amylase, hemoglobin, and antimicrobial peptides [84, 85].

The oral biofilm elicits responses of human immune cells (Figure 1). The neutrophil migra-
tion and their deeper localization within the biofilm were identified, but these defense cells 
were not effective in clearing these infections [82]. An analysis of neutrophil responses in the 
ex vivo models of their contact with C. albicans biofilm also showed a diminished activity of 
neutrophils against this structured fungal community, compared to the responses against the 
planktonic form of fungal cells [86].

Upon a contact with pathogens, neutrophils can activate many mechanisms of response to 
suppress the infection. These include degranulation, phagocytosis, and neutrophil extracellu-
lar traps (NETs) formation [87]. The latter process aims at entrapment of large objects such as 
fungal hyphae [88]. Nevertheless, a group of Johnson showed that neutrophils failed to release 
NETs in contact with fungal biofilm [89]. These results were described as an immunological 

silence, where host immune system ignored contacting biofilm because of its shielding by the 
matrix components [90]. The biofilm matrix prevents the exposition of so called pathogen-
associated molecular patterns (PAMPs) that can be recognized by highly specialized pattern 
recognition receptors (PRRs) of human immune cells [91, 92].

Another explanation proposed to interpret the evasion of host response by the biofilm was 
an immune deviation that could result from action of yet unidentified fungal compounds. They 
could act directly or indirectly by triggering host immunomodulatory factors that transform 
the immune response into ineffective form [93]. Such hypothesis was supported by the obser-
vation that C. albicans cell wall components were able to induce the expression of Il-10 influ-
encing Th2 response [94].

A further explanation of biofilm survival was represented by a model of immune resistance 
proposed in [95], where GPI-anchored cell wall protein Hyr1 could play an important role 
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[96]. Moreover, all of proposed mechanisms or their combinations could be involved in local 
paucity of PMN responses. Katragkou et al. [86, 97] and Xie et al. [98] documented that 
developed biofilm covered by ECM exposed fungal β-glucans that were involved in hindered 
neutrophil responses to cytokine priming of PMNs or fungal cell opsonization. Such an argu-
ment was also strengthened by the observation that pre-treatment of PMNs with interferon-γ 
or granulocyte colony-stimulating factor (G-CSF) did not significantly enhance their activity 
against opsonized or nonopsonized C. albicans biofilms. Moreover, neutrophils contacting the 
mature biofilm did not produce reactive oxygen species, necessary for triggering of phagocy-
tosis, or one of the pathways of NET production [99]. Nevertheless, the precise mechanism of 
this phenomenon remained to be clarified.

Similar, diminished responses were also observed for a contact of fungal biofilm with mono-
nuclear cells, compared to their co-culture with fungal planktonic form [100]. Although the 
migration of the mononuclear cells through biofilm was detected with their main compaction 
in the basal part of biofilm, their phagocytosis properties were suppressed, and the production 
of pro-inflammatory cytokines in response to biofilm decreased. Surprisingly, the mononuclear 
cells augmented biofilm proliferation, increasing the biofilm thickness over two-fold [97, 101].

Most of the presented observations were made concerning host response to contact with fungal 
biofilm, but the host immune system usually has to face an ongoing polymicrobial infection 
[102] about which the information are rather scarce [103]. An example of the cross-kingdom 
infection of the human host was represented by C. albicans biofilm contacting gingival anaero-
bic bacteria, P. gingivalis. In this case, an attenuation of the human macrophage responses was 
observed [17]. Moreover, some studies presented that the host responses can vary depending 
on the pathogen that contacts the fungal biofilm [104]. The pathogen interactions can be syner-
gistic as well as antagonistic. For example, in a rat model, the colonization of the airway by C. 

albicans impaired functions of alveolar macrophages and, in consequence, led to the reduced 
clearance of Pseudomonas aeruginosa [105]. On the other hand, Lopez-Medina et al. [106] showed 
in a mouse gut model that the co-infection of P. aeruginosa with Candida cells suppressed the 
expression of bacterial genes responsible for iron acquisition, and thus suppressed the infec-
tion. Nevertheless, our understanding of host responses to mixed biofilm formed between dif-
ferent type of pathogens remains still at its infancy and needs many further studies.

5. Quorum sensing within the mixed biofilm and its significance for 
the host

An important phenomenon occurring in the process of biofilm formation is also the transmis-
sion of signals between microbial cells located within the biofilm, thus stimulating them to 
further growth and dispersion of the cells or, in contrary, suppressing them. In addition, sig-
naling molecules can also affect microbial cells of other species that inhabit the same niche in 
the host organism, and thus promote synergistic or antagonistic interactions between differ-
ent pathogens which can result in clinical outcomes. This phenomenon of the communication 
between microorganisms through the secretion of low molecular weight compounds, referred 
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to as the quorum sensing (QS) [107], involves specific chemical compounds whose increasing 
concentration is a signal to change the expression of selected genes in the cells of the entire 
biofilm population [108].

C. albicans produces autoregulatory substances involved in quorum sensing (quorum-sensing 
molecules, QSMs) that affect important virulence traits, such as transformation of the mor-
phological forms [109]. One of them is farnesol—an alcohol from the terpene group, secreted 
by C. albicans in the later stages of biofilm formation, with a function of blocking the forma-
tion of filamentous forms of this yeast [110]. A function opposite to farnesol has a second 
fungal QS compound, tyrosol, which stimulates the phase of active growth of the C. albicans 
cell population and the formation of hyphae in the initial phases of biofilm formation, thus 
increasing the thickness of the biofilm [111–113].

When the concentration of farnesol is higher than that of tyrosol, the conversion of yeast form 
to hyphae is inhibited and a release of individual cells from the biofilm is stimulated. Such 
effect indicates possible interactions between these two QS systems in the process of biofilm 
building [112]. Additionally, C. albicans secretes two aromatic alcohols, phenylethyl alcohol 
and tryptophol, also identified as QSM [113].

The role of QSM seems to be particularly important in mixed biofilms, in which the coexis-
tence of fungi and bacteria is associated with their mutual communications. QSM secreted by 
the bacteria can exert both stimulatory and inhibitory effects on the cell morphology and bio-
film formation by C. albicans cells. It is likely that a combination of these contradictory signals 
orchestrates the balance between the cellular and filamentous form in biofilms, preventing the 
excessive growth of C. albicans within these communities [114].

One example of cross-species communication using QS signals are biofilms formed between 
C. albicans and Gram-negative bacteria P. aeruginosa. It has been shown that the presence of 
farnesol produced by C. albicans inhibits functioning of bacteria, and suppresses the produc-
tion of a bacterial quinolone signaling molecule—PQS, and the piocyjanin—an important 
bacterial virulence factor [115]. On the other hand, under formation of mixed biofilms, P. 

aeruginosa produces homoserine lactone that may fulfill a role similar to farnesol, reducing the 
production of fungal hyphae in vitro [116].

Another example is the biofilm with participation of S. mutans, in which the inhibition of 
biofilm formation was observed in response to a high concentration of farnesol (>100 μM), 
while a low level of farnesol (~25 μM) promoted bacterial growth [117–119].

In other studies, S. mutans could both, reduce the farnesol production by C. albicans [119] 
and inhibit the formation of filamentous form of C. albicans by the competence-peptide CSP, 
produced on the early stages of biofilm development [120, 121].

The same peptide produced by S. gordonii inhibited the formation of C. albicans biofilm, but 
not the hyphal growth [122]. In contrast, other bacterial QSM—the autoinducer-2 (AI-2), as 
well as H

2
O

2
 secreted by S. gordonii affected the morphogenesis and production of farnesol. 

The strains with the deletion of the LuxS quorum-sensing system responsible for AI-2 produc-
tion in S. gordonii presented a reduced ability to stimulate the growth of C. albicans hyphae 
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and thereby a general reduction of biofilm biomass. The identified responses correlated with 
an invasion into the host epithelial cells [10, 27].

An interesting interspecies communication is presented by the Gram-negative Aggregatibacter 

actinomycetemcomitans, acting in periodontal disease, which can inhibit the formation of C. 

albicans biofilm by producing AI-2. Although AI-2 has been described as QSM of different 
bacteria, other species give off other AI derivatives, so that the results obtained for different 
species do not have to be identical to one another. Interestingly, A. actinomycetemcomitans is 
one of the bacterium having a dual inhibitory system acting toward C. albicans biofilm. In 
addition to QSM, it also includes cytolethal distending toxin (CDT). One of the emerging 
hypotheses suggests that secreted QSM is a warning signal for C. albicans against a competitor 
that secretes the toxins [120, 123].

QSM also plays an important role in a communication between C. albicans and the Gram-
positive bacterium—S. aureus. Farnesol, secreted by C. albicans inhibits the formation of S. 

aureus biofilm and increases its susceptibility to antibiotics [124, 125]. There were also studies, 
indicating that S. aureus stimulated the growth of C. albicans biofilm possibly by QSM [69]. It 
was also proposed that in the presence of farnesol, S. aureus acquires a resistant phenotype that 
induces oxidative stress, resulting in the upregulation of bacterial drug efflux pumps [126].

QS production within the biofilm has also an impact on the efficiency and the functioning 
of host defense systems. The gingival epithelial cells presented an upregulation of the toll-
like receptor TLR2, and a decrease of the expression of TLR4 and TLR6 upon treatment with 
farnesol, suggesting the resulting activation of antifungal defense. Considering the role of 
epithelial cells in the secretion of pro-inflammatory cytokines, it was also shown that farnesol 
increased the secretion of IL-6 and IL-8. Moreover, farnesol modulated the secretion of anti-
microbial peptides by epithelial cells, including hBD1 and hBD2. C. albicans cells, via produc-
tion of farnesol, suppressed the epithelial secretion of hBD1, with a simultaneous increase 
in hBD2 secretion. Since both peptides have a high efficacy in C. albicans killing, the results 
suggest that farnesol may be a key factor in promoting host defense [127]. An additional 
function performed by farnesol includes its ability to activate neutrophils and monocytes and 
to reduce the phagocytic activity of mouse macrophages. Farnesol also impairs the differen-
tiation of monocytes into dendritic cells and decreases their ability to activate and expand T 
cells, which consequently reduce the induction of IL-12 [128].

In summary, mutual QS interactions between fungi and bacteria may play an important role 
as a virulence mechanism that mediates the communication between the host and the formed 
biofilm, and could inspire future applications in diagnostics and biofilm treatment.

6. Resistance of oral biofilm

The biofilm formed on mucosal or artificial surfaces in oral cavity is difficult to eliminate 
since the biofilm structure protects the pathogenic cells against antimicrobial drugs, espe-
cially against antifungal agents, and suppresses immune responses [129]. Moreover, coop-
erating invaders often present increasing virulence resulting from synergistic and complex 
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interactions between microorganisms [130]. It has been demonstrated that Staphylococcus 
adheres to yeast and hyphal forms, and this interaction benefits the growth and antibiotic 
resistance of S. epidermidis. In addition, the components of the biofilm extracellular matrix 
produced by the wild-type of S. epidermidis prevent the effective penetration of antimycotic 
molecules such as fluconazole into the biofilm and promote the spread of yeast infection [131].

The low susceptibility of biofilms to medical treatment is attributed to multifactorial events, 
represented by upregulation of efflux pumps, the presence of extracellular matrix and appear-
ance of recalcitrant persister cells [132].

The two classes of fungal efflux pumps (FEP: Cdr1, Cdr2, and Mdr1) are activated in plank-
tonic cells in contact with antifungal drugs but in biofilms FEP are upregulated probably in 
response to contact with other partners that compose the biofilm. Such an explanation was 
supported by an observation that FEP efficient function appeared shortly after the cell surface 
adhesion and remains upregulated during whole process of mixed biofilm formation [21].

Another contributor to mixed biofilm resistance is the extracellular matrix and its compo-
nents. This three-dimensional complex structure effectively inhibits antibiotic and antimy-
cotic diffusion [133]. Moreover, the biofilm-composing polysaccharides not only mask the 
biofilm against its recognition by the host receptors, but also can directly bind and inactivate 
the drugs, as it was presented in a case of antifungal-acting amphotericin B, sequestered by 
β-1,3-glucan, composing ECM [134].

Also, eDNA is an especially important biofilm component, whose viscosity and negative 
electric charge influences the structural integrity and stability of biofilms but also contrib-
utes to drug resistance via acting as drug chelator. eDNA also binds magnesium ions, whose 
decreased level serves as a signal, inducing PhoPQ and PmrAB systems, responsible for P. 

aeruginosa resistance to antimicrobial peptides and to aminoglycosides [135].

An important phenomenon that plays a key role in the development of drug resistance by 
oral microbiome is the horizontal gen transfer (HGT) [131]. The biofilm structure provides 
a suitable environment for gene exchange, because the microbial cells are in close proximity 
and the virulence genes are dynamically spread between different species of bacteria compos-
ing biofilm. The most popular mobile genetic element in oral microflora is the conjugative 
transposon Tn916, which contains genes encoding ribosomal protection proteins [131]. These 
proteins inhibit the action of tetracycline, the most popular antibiotic used in periodontal 
disease treatment, by preventing the binding of this antibiotic to the bacterial ribosome [136]. 
Another biofilm protective function is carried out by membrane vesicles (MVs), present in 
ECM [137], which protect bacteria against some antibiotics by the degradative properties of 
MV enzymes, such as β-lactamase [138].

The important factors that contribute to the biofilm resistance are the persister cells detected 
in bacterial and fungal biofilm [20, 139]. The persister cells are a minor subset of metaboli-
cally dormant cells presented within biofilms that possess extreme resistance to antimicrobial 
agents and are responsible for the severe chronic infectious disease. However, the mechanism 
of this resistance of persister cells remains to be discover; they could possibly be a good target 
for further antimicrobial therapies.
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7. The challenges for medical treatment of mixed oral biofilm

As no biofilm-specific drugs exist today, the treatment of infections caused by mixed spe-
cies community remains a major challenge for contemporary medical biotechnology and the 
developing of new effective strategies for biofilm eradication becomes critical.

One of the strategies for combating biofilms formed by bacteria and yeasts can be a degrada-
tion of ECM. It has been demonstrated that enzymatic degradation of some biofilm-forming 
components facilitates the penetration of antibiotic and antimycotic molecules and affects the 
biofilm structural integrity [140, 141]. For example, a study demonstrated that a combined use 
of deoxyribonuclease and amphotericin B reduced the survival of C. albicans cells.

An effective alternative to antibiotic therapy may be a treatment with anti-biofilm peptides. 
These compounds easily penetrate the structure of multispecies biofilm and inhibit the 
growth of Gram-positive and Gram-negative bacteria. An example of such an anti-biofilm 
compound is a short synthetic peptide 1018 (amino acid sequence: VRLIVAVRIWRR), which 
blocks a stress response through an activation of the stress-signaling nucleotide degradation 
[142]. Another example of an anti-biofilm compound is D-enantiomeric peptide DJK-5 that 
has a similar mechanism of action to peptide 1018 [143]. The main advantage of the DJK-5 is 
its resistance to proteases produced by the host and bacteria. Moreover, DJK-5 possesses a 
higher biological activity than peptide 1018 and kills most of the oral biofilm-forming bacteria 
in a few minutes. It has been demonstrated that the use of anti-biofilm peptides in combina-
tion with conventional antibiotics both increases the effectiveness of treatment and reduces 
the required concentration of antibiotics [144].

Several natural products have been also proposed for fungal biofilm treatment. An example 
of plant metabolites with antifungal activity are terpenoids, such as xanthorrhizol extracted 
from Curcuma xanthorrhiza [145]. It has been demonstrated that this compound effectively 
inhibits the development of mature biofilms formed by various Candida species. Moreover, in 
contrast to commonly used antifungal drugs, xanthorrhizol is nontoxic to human cells even 
at very high concentrations.

Also, chemical signal molecules involved in quorum sensing possess a potential for the ther-
apy of oral infections disease. There are two main mechanisms of action of the known QS 
inhibitors [146]. Some of these cause an enzymatic degradation of signaling molecules. The 
enzymes—AHL-lactonases and AHL-acylase can be classified to this group. Other inhibitors 
such as furanones that are produced by red marine algae are structural analogs that prevent 
bacterial biofilm development via binding to LuxR [147]. In the case of oral C. albicans infec-
tions, the use of farnesol has been proposed [148]. In vivo studies have shown that the addition 
of farnesol suppresses the hyphal growth on the mouse tongue at the first step of biofilm for-
mation, and as a result prevents the invasion of mucosal membrane by the yeast and bacteria.

An interesting proposal for the treatment of mixed biofilm can be the photodynamic antimi-
crobial chemotherapy (PACT) that applies the nontoxic dye (photosensitizer) activated by vis-
ible light [149]. Singlet oxygen, which is effectively produced during this process, effectively 
kills pathogen cells. This novel method has been successfully used against C. albicans biofilm 
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and can be a promising antimicrobial therapy that has many advantages such as the high 
target specificity. What is more, the development of resistance to PACT is unlikely because 
microorganisms have no resistance mechanism against singlet oxygen [150].

A better understanding of the molecular mechanisms underlying the formation and mainte-
nance of the mixed species biofilm is crucial for the development of their effective treatments 
in the future.

Acknowledgements

This work was supported in part by the National Science Center of Poland (grant UMO-
2015/17/B/NZ6/02078 awarded to M.R.-K).

Author details

Maria Rapala-Kozik1*, Marcin Zawrotniak1, Mariusz Gogol2, Dominika Bartnicka1, 
Dorota Satala1, Magdalena Smolarz1, Justyna Karkowska-Kuleta1 and Andrzej Kozik2

*Address all correspondence to: maria.rapala-kozik@uj.edu.pl

1 Department of Comparative Biochemistry and Bioanalytics, Faculty of Biochemistry, 
Biophysics and Biotechnology, Jagiellonian University, Krakow, Poland

2 Department of Analytical Biochemistry, Faculty of Biochemistry, Biophysics and 
Biotechnology, Jagiellonian University, Krakow, Poland

References

[1] Huse SM, Ye Y, Zhou Y, Fodor AA. A core human microbiome as viewed through 16S 
rRNA sequence clusters. PLoS One. 2012;7(6):e34242

[2] Simón-Soro A, Belda-Ferre P, Cabrera-Rubio R, Alcaraz LD, Mira A. A tissue-dependent 
hypothesis of dental caries. Caries Research. 2013;47(6):591-600

[3] He X, Hu W, Kaplan CW, Guo L, Shi W, Lux R. Adherence to Streptococci facilitates 
Fusobacterium nucleatum integration into an oral microbial community. Microbial 
Ecology. 2012;63(3):532-542

[4] Kuboniwa M, Lamont RJ. Subgingival biofilm formation. Periodontology 2000. 2010; 
52(1):38-52

[5] Jakubovics NS, Kolenbrander PE. The road to ruin: The formation of disease-associated 
oral biofilms. Oral Diseases. 2010;16(8):729-739

Interactions of Candida albicans Cells with Aerobic and Anaerobic Bacteria during Formation…
http://dx.doi.org/10.5772/intechopen.81537

131



[6] Cannon RD, Chaffin WL. Colonization is a crucial factor in oral candidiasis. Journal of 
Dental Education. 2001;65(8):785-787

[7] Mayer FL, Wilson D, Hube B. Candida albicans pathogenicity mechanisms. Virulence. 
2013;4(2):119-128

[8] Polke M, Hube B, Jacobsen ID. Candida survival strategies. Advances in Applied Micro-
biology. 2015;91:139-235

[9] Li D, Bernhardt J, Calderone R. Temporal expression of the Candida albicans genes CHK1 
and CSSK1, adherence, and morphogenesis in a model of reconstituted human esopha-
geal epithelial candidiasis. Infection and Immunity. 2002;70(3):1558-1565

[10] Bamford CV, D’Mello A, Nobbs AH, Dutton LC, Vickerman MM, Jenkinson HF. 
Streptococcus gordonii modulates Candida albicans biofilm formation through intergeneric 
communication. Infection and Immunity. 2009;77(9):3696-3704

[11] Holmes AR, Gopal PK, Jenkinson HF. Adherence of Candida albicans to a cell surface 
polysaccharide receptor on Streptococcus gordonii. Infection and Immunity. 1995; 
63(5):1827-1834

[12] Jenkinson HFDL. Candida interactions with bacterial biofilms. In: Brogden KAGJ, editor. 
Polymicrobial Infections and Disease. Washington, DC: ASM Press; 2002. pp. 357-373

[13] Grimaudo NJ, Nesbitt WE. Coaggregation of Candida albicans with oral Fusobacterium 
species. Oral Microbiology and Immunology. 1997;12(3):168-173

[14] Grimaudo NJ, Nesbitt WE, Clark WB. Coaggregation of Candida albicans with oral 
Actinomyces species. Oral Microbiology and Immunology. 1996;11(1):59-61

[15] Fox EP, Cowley ES, Nobile CJ, Hartooni N, Newman DK, Johnson AD. Anaerobic bac-
teria grow within Candida albicans biofilms and induce biofilm formation in suspension 
cultures. Current Biology. 2014;24(20, 20):2411-2416

[16] Janus MM, Crielaard W, Volgenant CMC, der Veen MH, Brandt BW, Krom BP. Candida 

albicans alters the bacterial microbiome of early in vitro oral biofilms. Journal of Oral 
Microbiology. 2017;9(1):1-10

[17] Karkowska-Kuleta J, Bartnicka D, Zawrotniak M, Zielinska G, Kieronska A, Bochenska 
O, et al. The activity of bacterial peptidylarginine deiminase is important during for-
mation of dual-species biofilm by periodontal pathogen Porphyromonas gingivalis and 
opportunistic fungus Candida albicans. Pathogens and Disease. 2018;76(4)

[18] Sherry L, Rajendran R, Lappin DF, Borghi E, Perdoni F, Falleni M, et al. Biofilms formed 
by Candida albicans bloodstream isolates display phenotypic and transcriptional het-
erogeneity that are associated with resistance and pathogenicity. BMC Microbiology. 
2014;14(1):182

[19] Rajendran R, Sherry L, Nile CJ, Sherriff A, Johnson EM, Hanson MF, et al. Biofilm for-
mation is a risk factor for mortality in patients with Candida albicans bloodstream infec-
tion—Scotland, 2012-2013. Clinical Microbiology and Infection. 2016;22(1):87-93

Candida Albicans132



[20] Mathé L, Van Dijck P. Recent insights into Candida albicans biofilm resistance mecha-
nisms. Current Genetics. 2013;59(4):251-264

[21] Nobile CJ, Fox EP, Nett JE, Sorrells TR, Mitrovich QM, Hernday AD, et al. A recently 
evolved transcriptional network controls biofilm development in Candida albicans. Cell. 
2012;148(12):126-138

[22] Tournu H, Van Dijck P. Candida biofilms and the host: models and new concepts for 
eradication. International Journal of Microbiology. 2012;2012:845352

[23] Fox EP, Nobile CJ. A sticky situation. Transcription. 2012;3(6):315-322

[24] Tsui C, Kong EF, Jabra-Rizk MA. Pathogenesis of Candida albicans biofilm. Mobley H, 
editor. Pathogens and Disease. 2016;74(4):ftw018

[25] Fox EP, Bui CK, Nett JE, Hartooni N, Mui MC, Andes DR, et al. An expanded regu-
latory network temporally controls Candida albicans biofilm formation. Molecular 
Microbiology. 2015;96(6):1226-1239

[26] Uppuluri P, Chaturvedi AK, Srinivasan A, Banerjee M, Ramasubramaniam AK, Köhler 
JR, et al. Dispersion as an important step in the Candida albicans biofilm developmental 
cycle. Doering TL, editor. PLoS Pathogens. 2010;6(3):e1000828

[27] Lohse MB, Gulati M, Johnson AD, Nobile CJ. Development and regulation of single- and 
multi-species Candida albicans biofilms. Nature Reviews. Microbiology. 2018;16(1):19-31

[28] Kriznik A, Bouillot M, Coulon J, Gaboriaud F. Morphological specificity of yeast and 
filamentous Candida albicans forms on surface properties. Comptes Rendus Biologies. 
2005;328(10-11):928-935

[29] Nobile CJ, Nett JE, Andes DR, Mitchell AP. Function of Candida albicans adhesin Hwp1 in 
biofilm formation. Eukaryotic Cell. 2006;5(10):1604-1610

[30] Nobile CJ, Schneider HA, Nett JE, Sheppard DC, Filler SG, Andes DR, et al. Com-
plementary adhesin function in C. albicans biofilm formation. Current Biology. 2008; 
18(14):1017-1024

[31] Bailey DA, Feldmann PJ, Bovey M, Gow NA, Brown AJ. The Candida albicans HYR1 gene, 
which is activated in response to hyphal development, belongs to a gene family encod-
ing yeast cell wall proteins. Journal of Bacteriology. 1996;178(18):5353-5360

[32] Ohkuni K, Hayashi M, Yamashita I. Bicarbonate-mediated social communication stimu-
lates meiosis and sporulation of Saccharomyces cerevisiae. Yeast. 1998;14(7):623-631

[33] Argimón S, Wishart JA, Leng R, Macaskill S, Mavor A, Alexandris T, et al. Developmental 
regulation of an adhesin gene during cellular morphogenesis in the fungal pathogen 
Candida albicans. Eukaryotic Cell. 2007;6(4):682-692

[34] Li F, Palecek SP. EAP1, a Candida albicans gene involved in binding human epithelial 
cells. Eukaryotic Cell. 2003;2(6):1266-1273

[35] Li F, Svarovsky MJ, Karlsson AJ, Wagner JP, Marchillo K, Oshel P, et al. Eap1p, an adhe-
sin that mediates Candida albicans biofilm formation in vitro and in vivo. Eukaryotic Cell. 
2007;6(6):931-939

Interactions of Candida albicans Cells with Aerobic and Anaerobic Bacteria during Formation…
http://dx.doi.org/10.5772/intechopen.81537

133



[36] Monniot C, Boisramé A, Da Costa G, Chauvel M, Sautour M, Bougnoux M-E, et al. Rbt1 
Protein domains analysis in Candida albicans brings insights into hyphal surface modi-
fications and Rbt1 potential role during adhesion and biofilm Formation. Arkowitz RA, 
editor. PLoS One. 2013;8(12):e82395

[37] Lipke PN, Klotz SA, Dufrene YF, Jackson DN, Garcia-Sherman MC. Amyloid-like 
β-aggregates as force-sensitive switches in fungal biofilms and infections. Microbiology 
and Molecular Biology Reviews. 2018;82(1):e00035-17

[38] Baillie GS, Douglas LJ. Role of dimorphism in the development of Candida albicans bio-
films. Journal of Medical Microbiology. 1999;48(7):671-679

[39] Nailis H, Kucharíková S, Ricicová M, Van Dijck P, Deforce D, Nelis H, et al. Real-time 
PCR expression profiling of genes encoding potential virulence factors in Candida albi-

cans biofilms: identification of model-dependent and -independent gene expression. 
BMC Microbiology. 2010;10:114

[40] Joo MY, Shin JH, Jang H-C, Song ES, Kee SJ, Shin MG, et al. Expression of SAP5 and 
SAP9 in Candida albicans biofilms: comparison of bloodstream isolates with isolates from 
other sources. Medical Mycology. 2013;51(8):892-896

[41] Kumar R, Saraswat D, Tati S, Edgerton M. Novel aggregation properties of Candida albi-

cans secreted aspartyl proteinase sap6 mediate virulence in oral Candidiasis. Infection 
and Immunity. 2015;83(7):2614-2626

[42] Winter MB, Salcedo EC, Lohse MB, Hartooni N, Gulati M, Sanchez H, et al. Global 
Identification of biofilm-specific proteolysis in Candida albicans. MBio. 2016;7(5):e01514-16

[43] Zarnowski R, Westler WM, Lacmbouh GA, Marita JM, Bothe JR, Bernhardt J, et al. Novel 
entries in a fungal biofilm matrix encyclopedia. MBio. 2014;5(4):5

[44] Dominguez E, Zarnowski R, Sanchez H, Covelli AS, Westler WM, Azadi P, et al. 
Conservation and divergence in the Candida species biofilm matrix mannan-glucan com-

plex structure, function, and genetic control. MBio. 2018;9(2):e00451-18

[45] Al-Fattani MA. Biofilm matrix of Candida albicans and Candida tropicalis: Chemical compo-
sition and role in drug resistance. Journal of Medical Microbiology. 2006;55(8):999-1008

[46] Taff HT, Nett JE, Zarnowski R, Ross KM, Sanchez H, Cain MT, et al. A Candida biofilm-
induced pathway for matrix glucan delivery: Implications for drug resistance. Doering 
TL, editor. PLoS Pathogens. 2012;8(8):e1002848

[47] Peltroche-Llacsahuanga H, Goyard S, D’Enfert C, Prill SK-H, Ernst JF. Protein o-man-
nosyltransferase isoforms regulate biofilm formation in Candida albicans. Antimicrobial 
Agents and Chemotherapy. 2006;50(10):3488-3491

[48] Martins M, Uppuluri P, Thomas DP, Cleary IA, Henriques M, Lopez-Ribot JL, et al. 
Presence of extracellular DNA in the Candida albicans biofilm matrix and its contribution 
to biofilms. Mycopathologia. 2010;169(5):323-331

Candida Albicans134



[49] Robbins N, Uppuluri P, Nett J, Rajendran R, Ramage G, Lopez-Ribot JL, et al. Hsp90 gov-
erns dispersion and drug resistance of fungal biofilms. May RC, editor. PLoS Pathogens. 
2011;7(9):e1002257

[50] Shapiro RS, Uppuluri P, Zaas AK, Collins C, Senn H, Perfect JR, et al. Hsp90 orches-
trates temperature-dependent Candida albicans morphogenesis via Ras1-PKA signaling. 
Current Biology. 2009;19(8):621-629

[51] Nobile CJ, Fox EP, Hartooni N, Mitchell KF, Hnisz D, Andes DR, et al. A histone deacety-
lase complex mediates biofilm dispersal and drug resistance in Candida albicans. MBio. 
2014;5(3):e01201-14

[52] Takahashi N. Microbial ecosystem in the oral cavity: Metabolic diversity in an eco-
logical niche and its relationship with oral diseases. International Congress Series. 
2005;1284:103-112

[53] Kawamura Y, Hou XG, Sultana F, Miura H, Ezaki T. Determination of 16S rRNA 
sequences of Streptococcus mitis and Streptococcus gordonii and phylogenetic relation-
ships among members of the genus Streptococcus. International Journal of Systematic 
Bacteriology. 1995;45(2):406-408

[54] Diaz PI, Dupuy AK, Abusleme L, Reese B, Obergfell C, Choquette L, et al. Using high 
throughput sequencing to explore the biodiversity in oral bacterial communities. Mole-
cular Oral Microbiology. 2012;27(3):182-201

[55] Holmes AR, van der Wielen P, Cannon RD, Ruske D, Dawes P. Candida albicans binds 
to saliva proteins selectively adsorbed to silicone. Oral Surgery, Oral Medicine, Oral 
Pathology, Oral Radiology, and Endodontics. 2006;102(4):488-494

[56] Xu H, Sobue T, Thompson A, Xie Z, Poon K, Ricker A, et al. Streptococcal co-infection 
augments Candida pathogenicity by amplifying the mucosal inflammatory response. 
Cellular Microbiology. 2014;16(2):214-231

[57] Dutton LC, Nobbs AH, Jepson K, Jepson MA, Vickerman MM, Aqeel Alawfi S, et al. 
O-mannosylation in Candida albicans enables development of interkingdom biofilm com-

munities. MBio. 2014;5(2):e00911

[58] Jenkinson HF, Lala HC, Shepherd MG. Coaggregation of Streptococcus sanguis and other 
streptococci with Candida albicans. Infection and Immunity. 1990;58(5):1429-1436

[59] Holmes ARR, McNab R, Jenkinson HFF. Candida albicans binding to the oral bacterium 
Streptococcus gordonii involves multiple adhesin-receptor interactions. Infection and 
Immunity. 1996;64(11):4680-4685

[60] Bamford CV, Nobbs AH, Barbour ME, Lamont RJ, Jenkinson HF. Functional regions of 
Candida albicans hyphal cell wall protein Als3 that determine interaction with the oral 
bacterium Streptococcus gordonii. Microbiology. 2015;161(Pt 1):18-29

[61] Hoyer LL, Oh S-H, Jones R, Cota E. A proposed mechanism for the interaction between 
the Candida albicans Als3 adhesin and streptococcal cell wall proteins. Frontiers in 
Microbiology. 2014;5:564

Interactions of Candida albicans Cells with Aerobic and Anaerobic Bacteria during Formation…
http://dx.doi.org/10.5772/intechopen.81537

135



[62] Gregoire S, Xiao J, Silva BB, Gonzalez I, Agidi PS, Klein MI, et al. Role of glucosyltrans-
ferase B in interactions of Candida albicans with Streptococcus mutans and with an experi-
mental pellicle on hydroxyapatite surfaces. Applied and Environmental Microbiology. 
2011;77(18):6357-6367

[63] Falsetta ML, Klein MI, Colonne PM, Scott-Anne K, Gregoire S, Pai C-H, et al. Symbiotic 
relationship between Streptococcus mutans and Candida albicans synergizes virulence of 
plaque biofilms in vivo. Infection and Immunity. 2014;82(5):1968-1981

[64] Merghni A, Ben Nejma M, Hentati H, Mahjoub A, Mastouri M. Adhesive properties and 
extracellular enzymatic activity of Staphylococcus aureus strains isolated from oral cavity. 
Microbial Pathogenesis. 2014;73:7-12

[65] Koukos G, Sakellari D, Arsenakis M, Tsalikis L, Slini T, Konstantinidis A. Prevalence of 
Staphylococcus aureus and methicillin resistant Staphylococcus aureus (MRSA) in the oral 
cavity. Archives of Oral Biology. 2015;60(9):1410-1415

[66] Schlecht LM, Peters BM, Krom BP, Freiberg JA, Hänsch GM, Filler SG, et al. Systemic 
Staphylococcus aureus infection mediated by Candida albicans hyphal invasion of mucosal 
tissue. Microbiology. 2015;161(Pt 1):168-181

[67] Mathews J, Patel M. Bacterial endotoxins and microorganisms in the oral cavities of 
patients on cancer therapy. Microbial Pathogenesis. 2018;123(July):190-195

[68] Peters BM, Jabra-Rizk MA, Scheper MA, Leid JG, Costerton JW, Shirtliff ME. Microbial 
interactions and differential protein expression in Staphylococcus aureus-Candida albicans 
dual-species biofilms. FEMS Immunology and Medical Microbiology. 2010;59(3):493-503

[69] Lin YJ, Alsad L, Vogel F, Koppar S, Nevarez L, Auguste F, et al. Interactions between 
Candida albicans and Staphylococcus aureus within mixed species biofilms. Bios. 2013; 
84(1):30-39

[70] Harriott MM, Noverr MC. Ability of Candida albicans mutants to induce Staphylococcus 

aureus vancomycin resistance during polymicrobial biofilm formation. Antimicrobial 
Agents and Chemotherapy. 2010;54(9):3746-3755

[71] Pammi M, Liang R, Hicks JM, Barrish J, Versalovic J. Farnesol decreases biofilms of 
staphylococcus epidermidis and exhibits synergy with nafcillin and vancomycin. Pediatric 
Research. 2011;70(6):578-583

[72] Rajendran R, Sherry L, Lappin DF, Nile CJ, Smith K, Williams C, et al. Extracellular DNA 
release confers heterogeneity in Candida albicans biofilm formation. BMC Microbiology. 
2014;14:303

[73] Sapaar B, Nur A, Hirota K, Yumoto H, Murakami K, Amoh T, et al. Effects of extracellular 
DNA from Candida albicans and pneumonia-related pathogens on Candida biofilm forma-
tion and hyphal transformation. Journal of Applied Microbiology. 2014;116(6):1531-1542

[74] Jabra-Rizk MA, Falkler WA, Merz WG, Kelley JI, Baqui AAMA, Meiller TF. Coaggregation 
of Candida dubliniensis with Fusobacterium nucleatum. Journal of Clinical Microbiology. 
1999;37(5):1464-1468

Candida Albicans136



[75] Thein ZM, Samaranayake YH, Samaranayake LP. Effect of oral bacteria on growth and 
survival of Candida albicans biofilms. Archives of Oral Biology. 2006;51(8):672-680

[76] Nair RG, Anil S, Samaranayake LP. The effect of oral bacteria on Candida albicans germ-
tube formation. APMIS. 2001;109(2):147-154

[77] Sztukowska MN, Dutton LC, Delaney C, Ramsdale M, Ramage G, Jenkinson HF, et al. 
Community development between Porphyromonas gingivalis and Candida albicans mediated 
by InlJ and Als3. MBio. 2018;9(2):e00202-18

[78] Goulas T, Mizgalska D, Garcia-Ferrer I, Kantyka T, Guevara T, Szmigielski B, et al. 
Structure and mechanism of a bacterial host-protein citrullinating virulence factor, 
Porphyromonas gingivalis peptidylarginine deiminase. Scientific Reports. 2015;5(1):11969

[79] Stobernack T, Glasner C, Junker S, Gabarrini G, De Smit M, De Jong A, et al. Extracellular 
proteome and citrullinome of the oral pathogen Porphyromonas gingivalis. Journal of 
Proteome Research. 2016;15(12):4532-4543

[80] Nair RG, Samaranayake LP. The effect of oral commensal bacteria on candidal adhe-
sion to human buccal epithelial cells in vitro. Journal of Medical Microbiology. 1996; 
45(3):179-185

[81] Tamai R, Sugamata M, Kiyoura Y. Candida albicans enhances invasion of human gin-
gival epithelial cells and gingival fibroblasts by Porphyromonas gingivalis. Microbial 
Pathogenesis. 2011;51(4):250-254

[82] Nett JE. The host’s reply to Candida biofilm. Pathogens. 2016;5(1):33

[83] Dongari-Bagtzoglou A, Kashleva H, Dwivedi P, Diaz P, Vasilakos J. Characterization of 
mucosal Candida albicans biofilms. PLoS One. 2009;4(11):e7967

[84] Nett JE, Zarnowski R, Cabezas-Olcoz J, Brooks EG, Bernhardt J, Marchillo K, et al. 
Host contributions to construction of three device-associated Candida albicans biofilms. 
Infection and Immunity. 2015;83(12):4630-4638

[85] Nett JE, Marchillo K, Spiegel CA, Andes DR. Development and validation of an in vivo 
Candida albicans biofilm denture model. Infection and Immunity. 2010;78(9):3650-3659

[86] Katragkou A, Kruhlak MJ, Simitsopoulou M, Chatzimoschou A, Taparkou A, Cotten 
CJ, et al. Interactions between human phagocytes and Candida albicans biofilms 
alone and in combination with antifungal agents. The Journal of Infectious Diseases. 
2010;201(12):1941-1949

[87] Urban CF, Ermert D, Schmid M, Abu-Abed U, Goosmann C, Nacken W, et al. Neutrophil 
extracellular traps contain calprotectin, a cytosolic protein complex involved in host 
defense against Candida albicans. PLoS Pathogens. 2009;5(10):e1000639

[88] Kernien JF, Snarr BD, Sheppard DC, Nett JE. The interface between fungal biofilms and 
innate immunity. Frontiers in Immunology. 2017;8:1968

[89] Johnson CJ, Cabezas-Olcoz J, Kernien JF, Wang SX, Beebe DJ, Huttenlocher A, et al. The 
extracellular matrix of Candida albicans biofilms impairs formation of neutrophil extra-
cellular traps. PLoS Pathogens. 2016;12(9):e1005884

Interactions of Candida albicans Cells with Aerobic and Anaerobic Bacteria during Formation…
http://dx.doi.org/10.5772/intechopen.81537

137



[90] Garcia-Perez JE, Mathé L, Humblet-Baron S, Braem A, Lagrou K, Van Dijck P, et al. 
A framework for understanding the evasion of host immunity by Candida biofilms. 
Frontiers in Immunology. 2018;9:538

[91] Williams DW, Jordan RPC, Wei X-Q, Alves CT, Wise MP, Wilson MJ, et al. Interactions 
of Candida albicans with host epithelial surfaces. Journal of Oral Microbiology. 2013;5

[92] Höfs S, Mogavero S, Hube B. Interaction of Candida albicans with host cells: Virulence 
factors, host defense, escape strategies, and the microbiota. Journal of Microbiology. 
2016;54(3):149-169

[93] Netea MG, Joosten LA, van der Meer JW, Kullberg BJ, van de Veerdonk FL. Immune 
defence against Candida fungal infections. Nature Reviews. Immunology. 2015;15(10): 
630-642

[94] Chaudhry A, Samstein RM, Treuting P, Liang Y, Pils MC, Heinrich J-M, et al. 
Interleukin-10 signaling in regulatory T cells is required for suppression of Th17 cell-
mediated inflammation. Immunity. 2011;34(4):566-578

[95] Mitchell KF, Zarnowski R, Sanchez H, Edward JA, Reinicke EL, Nett JE, et al. 
Community participation in biofilm matrix assembly and function. Proceedings of the 
National Academy of Sciences of the United States of America. 2015;112(13):4092-4097

[96] Mathews J, Patel M. Bacterial endotoxins and microorganisms in the oral cavities of 
patients on cancer therapy. Davis D, editor. Microbial Pathogenesis. 2018;123(1):190-195

[97] Katragkou A, Simitsopoulou M, Chatzimoschou A, Georgiadou E, Walsh TJ, Roilides 
E. Effects of interferon-γ and granulocyte colony-stimulating factor on antifungal activ-
ity of human polymorphonuclear neutrophils against Candida albicans grown as bio-
films or planktonic cells. Cytokine. 2011;55(3):330-334

[98] Xie Z, Thompson A, Sobue T, Kashleva H, Xu H, Vasilakos J, et al. Candida albicans bio-
films do not trigger reactive oxygen species and evade neutrophil killing. The Journal 
of Infectious Diseases. 2012;206(12):1936-1945

[99] Zawrotniak M, Bochenska O, Karkowska-Kuleta J, Seweryn-Ozog K, Aoki W, Ueda 
M, et al. Aspartic proteases and major cell wall components in Candida albicans trig-
ger the release of neutrophil extracellular traps. Frontiers in Cellular and Infection 
Microbiology. 2017;7(September):1-21

[100] Chandra J, McCormick TS, Imamura Y, Mukherjee PK, Ghannoum MA. Interaction of 
Candida albicans with adherent human peripheral blood mononuclear cells increases 
C. albicans biofilm formation and results in differential expression of pro- and anti-
inflammatory cytokines. Infection and Immunity. 2007;75(5):2612-2620

[101] Wheeler RT, Fink GR. A drug-sensitive genetic network masks fungi from the immune 
system. PLoS Pathogens. 2006;2(4):e35

[102] Kean R, McKloud E, Townsend EM, Sherry L, Delaney C, Jones BL, et al. The com-

parative efficacy of antiseptics against Candida auris biofilms. International Journal of 
Antimicrobial Agents. 2018;S0924-8579(18):30138-9. In Press

Candida Albicans138



[103] Nobile CJ, Johnson AD. Candida albicans biofilms and human disease. Annual Review 
of Microbiology. 2015;69:71-92

[104] Peleg AY, Hogan DA, Mylonakis E. Medically important bacterial–fungal interactions. 
Nature Reviews. Microbiology. 2010;8(5):340-349

[105] Roux D, Gaudry S, Dreyfuss D, El-Benna J, de Prost N, Denamur E, et al. Candida albi-

cans impairs macrophage function and facilitates Pseudomonas aeruginosa pneumonia in 
rat. Critical Care Medicine. 2009;37(3):1062-1067

[106] Lopez-Medina E, Fan D, Coughlin LA, Ho EX, Lamont IL, Reimmann C, et al. Candida 

albicans inhibits Pseudomonas aeruginosa virulence through suppression of pyochelin 
and pyoverdine Biosynthesis. Hogan DA, editor. PLoS Pathogens. 2015;11(8):e1005129

[107] Wongsuk T, Pumeesat P, Luplertlop N. Fungal quorum sensing molecules: Role in fun-
gal morphogenesis and pathogenicity. Journal of Basic Microbiology. 2016;56(5):440-447

[108] Williams P. Quorum sensing, communication and cross-kingdom signalling in the bac-
terial world. Microbiology. 2007;153(12):3923-3938

[109] Hazen KC, Cutler JE. Autoregulation of germ tube formation by Candida albicans. 
Infection and Immunity. 1979;24(3):661-666

[110] Hornby JM, Jensen EC, Lisec AD, Tasto JJ, Jahnke B, Shoemaker R, et al. Quorum sens-
ing in the dimorphic fungus Candida albicans is mediated by farnesol. Applied and 
Environmental Microbiology. 2001;67(7):2982-2992

[111] Ramage G, Saville SP, Wickes BL, López-Ribot JL. Inhibition of Candida albicans bio-
film formation by farnesol, a quorum-sensing molecule. Applied and Environmental 
Microbiology. 2002;68(11):5459-5463

[112] Alem MAS, Oteef MDY, Flowers TH, Douglas LJ. Production of tyrosol by Candida 

albicans biofilms and its role in quorum sensing and biofilm development. Eukaryotic 
Cell. 2006;5(10):1770-1779

[113] Chen H, Fujita M, Feng Q, Clardy J, Fink GR. Tyrosol is a quorum-sensing mol-
ecule in Candida albicans. Proceedings of the National Academy of Sciences. 2004; 
101(14):5048-5052

[114] Förster TM, Mogavero S, Dräger A, Graf K, Polke M, Jacobsen ID, et al. Enemies and 
brothers in arms: Candida albicans and gram-positive bacteria. Cellular Microbiology. 
2016;18(12):1709-1715

[115] Cugini C, Calfee MW, Farrow JM, Morales DK, Pesci EC, Hogan DA. Farnesol, a com-

mon sesquiterpene, inhibits PQS production in Pseudomonas aeruginosa. Molecular 
Microbiology. 2007;65(4):896-906

[116] Hogan DA, Vik A, Kolter R. A Pseudomonas aeruginosa quorum-sensing molecule influ-
ences Candida albicans morphology. Molecular Microbiology. 2004;54(5):1212-1223

Interactions of Candida albicans Cells with Aerobic and Anaerobic Bacteria during Formation…
http://dx.doi.org/10.5772/intechopen.81537

139



[117] Fernandes RA, Monteiro DR, Arias LS, Fernandes GL, Delbem ACB, Barbosa DB. Biofilm 
formation by Candida albicans and Streptococcus mutans in the presence of farnesol: A 
quantitative evaluation. Biofouling. 2016;32(3):329-338

[118] Koo H. Inhibition of Streptococcus mutans biofilm accumulation and polysaccharide 
production by apigenin and tt-farnesol. The Journal of Antimicrobial Chemotherapy. 
2003;52(5):782-789

[119] Kim D, Sengupta A, Niepa THR, Lee B-H, Weljie A, Freitas-Blanco VS, et al. Candida 

albicans stimulates Streptococcus mutans microcolony development via cross-kingdom 
biofilm-derived metabolites. Scientific Reports. 2017;7(1):41332

[120] Jarosz LM, Deng DM, van der Mei HC, Crielaard W, Krom BP. Streptococcus mutans 
competence-stimulating peptide inhibits Candida albicans hypha formation. Eukaryotic 
Cell. 2009;8(11):1658-1664

[121] Sztajer H, Szafranski SP, Tomasch J, Reck M, Nimtz M, Rohde M, et al. Cross-feeding 
and interkingdom communication in dual-species biofilms of Streptococcus mutans and 
Candida albicans. The ISME Journal. 2014;8(11):2256-2271

[122] Jack AA, Daniels DE, Jepson MA, Vickerman MM, Lamont RJ, Jenkinson HF, et al. 
Streptococcus gordonii comCDE (competence) operon modulates biofilm formation with 
Candida albicans. Microbiology. 2015;161(Pt 2):411-421

[123] Bachtiar EW, Bachtiar BM, Jarosz LM, Amir LR, Sunarto H, Ganin H, et al. AI-2 of 
Aggregatibacter actinomycetemcomitans inhibits Candida albicans biofilm formation. 
Frontiers in Cellular and Infection Microbiology. 2014;4:94

[124] Akiyama H, Oono T, Huh W-K, Yamasaki O, Ogawa S, Katsuyama M, et al. Actions 
of farnesol and xylitol against Staphylococcus aureus. Chemotherapy. 2002;48(3):122-128

[125] Unnanuntana A, Bonsignore L, Shirtliff ME, Greenfield EM. The effects of farnesol on 
Staphylococcus aureus biofilms and osteoblasts. An in vitro study. The Journal of Bone 
and Joint Surgery. American Volume. 2009;91(11):2683-2692

[126] Kong EF, Tsui C, Kucharíková S, Van Dijck P, Jabra-Rizk MA. Modulation of Staphylococcus 

aureus response to antimicrobials by the Candida albicans quorum sensing molecule farne-
sol. Antimicrobial Agents and Chemotherapy. 2017;61(12):e01573-17

[127] Décanis N, Savignac K, Rouabhia M. Farnesol promotes epithelial cell defense against 
Candida albicans through Toll-like receptor 2 expression, interleukin-6 and human 
β-defensin 2 production. Cytokine. 2009;45(2):132-140

[128] Leonhardt I, Spielberg S, Weber M, Albrecht-Eckardt D, Bläss M, Claus R, et al. The 
fungal quorum-sensing molecule farnesol activates innate immune cells but suppresses 
cellular adaptive immunity. MBio. 2015;6(2):e00143-15

[129] Gilbert P, Das J, Foley I. Biofilm susceptibility to antimicrobials. Advances in Dental 
Research. 1997;11(1):160-167

Candida Albicans140



[130] Burmølle M, Webb JS, Rao D, Hansen LH, Sørensen SJ, Kjelleberg S. Enhanced biofilm 
formation and increased resistance to antimicrobial agents and bacterial invasion are 
caused by synergistic interactions in multispecies biofilms. Applied and Environmental 
Microbiology. 2006;72(6):3916-3923

[131] Roberts AP, Kreth J. The impact of horizontal gene transfer on the adaptive abil-
ity of the human oral microbiome. Frontiers in Cellular and Infection Microbiology. 
2014;4(September):1-9

[132] Gulati M, Nobile CJ. Candida albicans biofilms: development, regulation, and molecular 
mechanisms. Microbes and Infection. 2016;18(5):310-321

[133] Stewart PS. Mechanisms of antibiotic resistance in bacterial biofilms. International 
Journal of Medical Microbiology. 2002;292(2):107-113

[134] Vediyappan G, Rossignol T, D’Enfert C. Interaction of Candida albicans biofilms with 
antifungals: Transcriptional response and binding of antifungals to beta-glucans. 
Antimicrobial Agents and Chemotherapy. 2010;54(5):2096-2111

[135] Mulcahy H, Charron-Mazenod L, Lewenza S. Extracellular DNA chelates cations 
and induces antibiotic resistance in Pseudomonas aeruginosa biofilms. PLoS Pathogens. 
2008;4(11):e1000213

[136] Connell SR, Tracz DM, Nierhaus KH, Taylor DE. Ribosomal protection proteins and 
their mechanism of tetracycline resistance. Antimicrobial Agents and Chemotherapy. 
2003;47(12):3675-3681

[137] Domingues S, Nielsen KM. Membrane vesicles and horizontal gene transfer in prokary-
otes. Current Opinion in Microbiology. 2017;38:16-21

[138] Ciofu O, Beveridge TJ, Kadurugamuwa J, Walther-Rasmussen J, Høiby N. Chromosomal 
beta-lactamase is packaged into membrane vesicles and secreted from Pseudomonas 

aeruginosa. The Journal of Antimicrobial Chemotherapy. 2000;45(1):9-13

[139] Singh S, Singh SK, Chowdhury I, Singh R. Understanding the mechanism of bacte-
rial biofilms resistance to antimicrobial agents. The Open Microbiology Journal. 2017; 
11(1):53-62

[140] Martins M, Henriques M, Lopez-Ribot JL, Oliveira R. Addition of DNase improves 
the in vitro activity of antifungal drugs against Candida albicans biofilms. Mycoses. 
2012;55(1):80-85

[141] Høiby N, Bjarnsholt T, Givskov M, Molin S, Ciofu O. Antibiotic resistance of bacterial 
biofilms. International Journal of Antimicrobial Agents. 2010;35(4):322-332

[142] Wang Z, De La Fuente-Núñez C, Shen Y, Haapasalo M, Hancock REW. Treatment of 
oral multispecies biofilms by an anti-biofilm peptide. PLoS One. 2015;10(7):1-16

[143] Zhang T, Wang Z, Hancock REW, De La Fuente-Núñez C, Haapasalo M. Treatment of 
oral biofilms by a D-enantiomeric peptide. PLoS One. 2016;11(11):1-16

Interactions of Candida albicans Cells with Aerobic and Anaerobic Bacteria during Formation…
http://dx.doi.org/10.5772/intechopen.81537

141



[144] De La Fuente-Núñez C, Reffuveille F, Mansour SC, Reckseidler-Zenteno SL, Hernández 
D, Brackman G, et al. D-Enantiomeric Peptides that eradicate wild-type and multi-
drug-resistant biofilms and protect against lethal Pseudomonas aeruginosa infections. 
Chemistry & Biology. 2015;22(2):196-205

[145] Shankar Raut J, Mohan Karuppayil S. Phytochemicals as inhibitors of Candida biofilm. 
Current Pharmaceutical Design. 2016;22(27):4111-4134

[146] Basavaraju M, Sisnity VS, Palaparthy R, Addanki PK. Quorum quenching: Signal jam-

ming in dental plaque biofilms. Journal of Dental Sciences. 2016;11(4):349-352

[147] Lazar V. Quorum sensing in biofilms—How to destroy the bacterial citadels or their 
cohesion/power? Anaerobe. 2011;17(6):280-285

[148] Hisajima T, Maruyama N, Tanabe Y, Ishibashi H, Yamada T, Makimura K, et al. 
Protective effects of farnesol against oral candidiasis in mice. Microbiology and Immu-
nology. 2008;52(7):237-333

[149] Rosseti IB, Chagas LR, Costa MS. Photodynamic antimicrobial chemotherapy (PACT) 
inhibits biofilm formation by Candida albicans, increasing both ROS production and 
membrane permeability. Lasers in Medical Science. 2014;29(3):1059-1064

[150] Costa ACBP, Campos Rasteiro VM, Da Silva Hashimoto ESH, Araújo CF, Pereira CA, 
Junqueira JC, et al. Effect of erythrosine- and LED-mediated photodynamic therapy on 
buccal candidiasis infection of immunosuppressed mice and Candida albicans adherence 
to buccal epithelial cells. Oral Surgery, Oral Medicine, Oral Pathology, Oral Radiology. 
2012;114(1):67-74

Candida Albicans142


