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Abstract
Cells of Candida albicans  (C. albicans ) can invade hu-
mans and may lead to mucosal and skin infections or 
to deep-seated mycoses of almost all inner organs, 
especially in immunocompromised patients. In this 
context, both the host immune status and the ability of 
C. albicans  to modulate the expression of its virulence 
factors are relevant aspects that drive the candidal 
susceptibility or resistance; in this last case, culminat-
ing in the establishment of successful infection known 
as candidiasis. C. albicans  possesses a potent arma-
mentarium consisting of several virulence molecules 
that help the fungal cells to escape of the host immune 
responses. There is no doubt that the secretion of 
aspartyl-type proteases, designated as Saps, are one of 
the major virulence attributes produced by C. albicans  
cells, since these hydrolytic enzymes participate in a 

wide range of fungal physiological processes as well 
as in different facets of the fungal-host interactions. 
For these reasons, Saps clearly hold promise as new 
potential drug targets. Corroborating this hypothesis, 
the introduction of new anti-human immunodeficiency 
virus drugs of the aspartyl protease inhibitor-type (HIV 
PIs) have emerged as new agents for the inhibition of 
Saps. The introduction of HIV PIs has revolutionized 
the treatment of HIV disease, reducing opportunistic 
infections, especially candidiasis. The attenuation of 
candidal infections in HIV-infected individuals might 
not solely have resulted from improved immunologi-
cal status, but also as a result of direct inhibition of  
C. albicans  Saps. In this article, we review updates on 
the beneficial effects of HIV PIs against the human 
fungal pathogen C. albicans , focusing on the effects 
of these compounds on Sap activity, growth behavior, 
morphological architecture, cellular differentiation, 
fungal adhesion to animal cells and abiotic materials, 
modulation of virulence factors, experimental candidia-
sis infection, and their synergistic actions with classical 
antifungal agents.
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Candida albicans: a human fungal 
pathogen
Tremendous health care implications in terms of  cost, 
morbidity and mortality are associated with fungemia 
worldwide[1-5]. The yeasts of  the genus Candida are op-
portunistically invasive in individuals whose defense 
mechanisms are impaired. Pathogenic Candida species 
cause diseases ranging from superficial mycoses to fatal 
infections[6]. The incidence of  candidiasis caused by dif-
ferent Candida species continues to increase in propor-
tion to the growing number of  immunocompromised 
hosts, cancer patients and organ transplant recipients. 
Other individuals also at risk include intensive care and 
postoperative patients, individuals with hematological 
malignancies, elderly patients, premature infants, patients 
under prolonged broad-spectrum antibiotic therapy and 
human immunodeficiency virus (HIV)-infected per-
sons[7-10]. The infections caused by Candida spp. result in 
increased length of  hospital stay and medical costs that 
constitute an important public health problem[11,12].

Candida albicans (C. albicans), a pleomorphic fungus 
(Figure 1), is one of  the most common human commen-
sals. It colonizes the mucocutaneous surfaces of  the oral 
cavity, gastrointestinal tract and vagina[6]. Under certain 
host circumstances, C. albicans can proliferate in a sapro-
phytic state and can become pathogenic. Given the high 
levels of  morbidity and mortality associated with nosoco-
mial candidiasis, the pathogenic adaptation of  C. albicans 
has been the topic of  extensive investigations[6]. Delayed 
therapy for invasive candidiasis contributes to a poor 
outcome. Unfortunately, traditional diagnostic techniques 
remain insensitive and slow. Whilst efficacious, antifungal 
prophylaxis is inefficient. As such, early antifungal strate-
gies need to be targeted to maximize benefits and mini-
mize adverse consequences; with no doubt, this remains 
the major challenge.

Candidiasis may occur as a result of  disturbed bal-
ance between host immunity and this opportunistic 
pathogen. This disorder is not only due to the immu-
nological dysfunction of  the host, but also to the ability 
of  the fungus to adapt to new niches, dependent on the 
expression of  infection-associated genes[13]. These genes 
and their products contribute to fungal pathogenicity 
and are described as virulence factors[14-17]. As a com-
mensal and opportunistic pathogen, C. albicans possesses 
a range of  determinants that contribute to survival, 
persistence and virulence. Among this repertoire of  fit-
ness and virulence attributes, the dimorphic transition, 
antigenic variability, ability to switch among different cell 
phenotypes, adhesion to inert and biological substrates, 
immunomodulation of  host defense mechanisms and 
production of  secreted hydrolytic enzymes, such as li-
pases and proteases, all stand out[14-17].

Secreted aSpartyl proteaSeS: the 
major virulence factorS of 
C. albicans
Aspartyl proteases constitute one of  the four super 
families of  proteolytic enzymes showing acidic optima 
pH for enzymatic activity, and are totally inhibited by 
pepstatin A, a hexapeptide produced by Streptomyces[18,19]. 
Secreted aspartyl proteases (Saps) are the major virulent 
factors produced by C. albicans[14]. Saps are encoded by 
a gene family with 10 distinct members (SAP1-SAP10) 
that are located on five different chromosomes. Align-
ments show that the products of  SAP1, SAP2 and 
SAP3 are approximately 75% identical. Another distinct 
subgroup contains SAP4, SAP5 and SAP6 showing 
90% identity to each other, which falls to 65% when 
compared with SAP1-SAP3. SAP8 is most similar to 
SAP1 (65%) and SAP9 and SAP10 have a C-terminal 
extension. SAP7 is the most diverged member of  this 
family[20,21].

All 10 SAP genes of  C. albicans encode preproen-
zymes approximately 60-200 amino acids longer than 
the mature enzyme, which are processed when trans-
ported via the classical secretory pathway. The pathway 
of  protease synthesis starts in the nucleus, from where 
the newly synthesized messenger RNA (mRNA) is 
transferred to the cytoplasm and translated into the pre-
proenzyme by ribosomes on the rough endoplasmic re-
ticulum (RER). The N-terminal secretion signal of  each 
Sap preproenzyme is cleaved by a signal peptidase in the 
RER[22], and the proenzyme transferred to the Golgi ap-
paratus. Later in the trans Golgi network, the propeptide 
is removed by the subtilisin-like Kex2 serine protease, 
which cleaves a lysine-arginine sequence, in order to 
activate the protease[23]. This was confirmed for Sap2 
by N-terminal sequencing[24] and its three dimensional 
structure[25]. However, alternative processing pathways 
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Figure 1  Morphological stages of Candida albicans (C. albicans) and 
differential expression of SAP genes. Both temperature and pH values of 
growth media directly influence the yeast into hyphal transition as well as the 
expression of SAP genes. In this sense, the expression of SAP1-SAP3 and 
SAP8-SAP10 has been detected in yeast cells, while SAP4-SAP6 has been 
associated with the filamentous forms. 
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for Saps must exist, because a Kex2 disruption mutant 
of  C. albicans was shown to secrete aberrantly processed, 
but active Sap2[26]. The pro region probably acts as an 
intramolecular chaperone that is required for proper 
folding of  the Sap protein in the RER[27]. Leaving the 
Golgi, the Saps are packaged into secretory vesicles and 
then transported to the plasma membrane and are either 
released into the extracellular environment (Sap1-8)[28] 
or remain attached to the cell membrane or cell wall via 
a glycosylphosphatidylinositol (GPI) anchor (Sap9 and 
Sap10)[21,29,30]. The mature enzyme in the range of  35-48 
kDa contains sequence motifs typical for all aspartyl pro-
teases, including the two conserved aspartate residues of  
the active site. Conserved cysteine residues are probably 
implicated in maintaining the three-dimensional struc-
ture of  the enzyme[31]. 

The SAP genes are differentially expressed de-
pending on the C. albicans strain and environmental 
conditions[32-36] (Figure 1). For instance, eight of  these 
proteases (Saps1-8) are secreted into the extracellular 
environment, while Sap9 and Sap10 are membrane GPI-
anchored proteins[37]. Saps1-3, which are expressed pre-
dominantly in yeast cells, have optimal activity within 
the pH range of  2.5-5.5, whereas Saps4-6 have greater 
activity at a higher pH range (3.0-7.0) and are mainly 
expressed in hyphal forms[38]. Increasing the pH above 
7.0 causes irreversible alkaline denaturation that involves 
protein dimerization[39]. Denaturation also occurs rapidly 
at temperatures above 45℃[40].

Enzymatic studies of  these isoenzymes have also 
revealed significant differences in substrate specifici-
ties[40,41], suggesting that the large set of  isoenzymes 
provides C. albicans with a capacity to hydrolyze a variety 
of  substrates under a wide range of  conditions. In this 
context, Sap1, Sap2, Sap3 and Sap6 are known to cleave 
peptide bonds between larger hydrophobic amino acids, 
but preferred the P1 and P’1 sites; Sap1, Sap2 and Sap6 
preferred phenylalanine, while Sap3 preferred leucine 
at the P1 site[41]. Positively charged amino acids are also 
accommodated, especially by Sap2 and Sap3. The speci-
ficities at P’1 are broader than at P1 for all four studied 
enzymes. Sap6 prefers alanine, whereas other Saps prefer 
tyrosine[41]. In contrast, Sap9 and Sap10 seem to hydro-
lyze very distinct substrates similar to fungal yapsins and 
kexins[30]. The observed differences in residue preferenc-
es among Saps may be utilized in the design of  specific 
substrates and inhibitors.

Most of  the biochemical studies used culture condi-
tions that favored SAP2 expression[32,38] and accordingly 
mainly characterized Sap2. This isoenzyme acts mainly 
at acidic pH values (pH for optimal activity ranging from 
3.2-3.5) and seemed to have broad substrate specific-
ity[31]. Collectively, its broad capability in degrading dif-
ferent proteinaceous structures, such as serum proteins, 
extracellular matrix components, sialylated proteins and 
antimicrobial peptides, allow fungal cells to obliterate 
relevant protein barriers culminating in the dissemina-
tion and escape of  the host immune response[16,37].

The presence of  10 SAP genes indicated that differ-
ent proteases might also target a variety of  host cells and 
tissues as they are differentially regulated and expressed 
under a variety of  laboratory growth conditions and dur-
ing C. albicans infectious processes. Curiously, the pro-
moter regions of  SAP genes are distinctive, which would 
not only allow the regulation of  individual SAP genes by 
several transcriptional regulators but also the coordinated 
expression of  SAP genes with other virulence attributes, 
including hyphal formation and phenotypic switch-
ing[16]. Detailed analysis of  the in vitro expression of  SAP 
genes revealed that the major protease gene expressed in  
C. albicans forming at 30-37℃ in defined media contain-
ing protein (such as albumin and hemoglobin) as the sole 
nitrogen source, was SAP2[38]. Thus, the synthesis and 
secretion of  Sap2 is regulated by exogenous protein via a 
positive feedback mechanism, in which the accumulation 
of  peptides resulting from proteolysis of  high-molecular 
mass proteins leads to the induction of  SAP2 gene ex-
pression[38]. On the other hand, yeasts grown at 25℃ 
showed levels of  SAP8 transcripts and Sap8 protein 
increased, suggesting that the expression of  this gene is 
temperature regulated[21]. SAP1 and SAP3 genes are dif-
ferentially expressed in vitro when C. albicans undergoes 
phenotypic switching[32,42], a phenomenon whereby the 
fungus randomly switches its phenotype, especially in 
response to stress. In this context, SAP1 mRNA expres-
sion is associated with the white-opaque switch in strain 
WO-1. Log-phase opaque cells contained high levels of  
SAP1 mRNA that rapidly decreased upon conversion 
to the white-phase[43]. Expression of  SAP9 and SAP10 
appears to be independent of  environmental conditions, 
in view of  the fact that they are constitutively expressed 
in both yeast and hyphal forms[44,45]. SAP4-6 genes are 
almost exclusively expressed during hyphal formation at 
neutral pH[46]. Interestingly, antifungal agents (itracon-
azole, miconazole, flucytosine and caspofungin) with 
three different mechanisms of  action similarly generate 
a rise in expression of  SAP2 gene and activity of  the 
secreted Sap2 gene product in C. albicans[47]. Similarly, 
exposure of  C. albicans to subinhibitory concentrations 
of  fluconazole in RPMI 1640 in the absence of  serum 
led to up-regulation of  the virulence-associated genes 
SAP4, SAP5 and SAP6 in hyphae and long pseudo-
hyphae forms[48]. In addition, SAP genes are regulated 
by biofilm formation, because greater levels of  SAP5, 
SAP6 and SAP9 mRNA transcripts were detected in 
biofilm rather than during planktonic growth[49].

The importance of  specific Sap isoenzymes for the 
pathogenicity of  C. albicans has been investigated by 
comparing the virulence of  mutants deleted for indi-
vidual or multiple SAP genes with that of  a wild-type 
control strain in different infection models. For example, 
mutants deleted for either SAP1, SAP2 or SAP3 were 
found to be less virulent in a rat model of  Candida 
vaginitis, whereas mutants lacking SAP4-SAP6 did not 
exhibit a detectable virulence defect under these con-
ditions[50]. In contrast, only the latter mutants showed 
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reduced virulence in a murine model of  Candida peri-
tonitis, while deletion of  SAP1, SAP2 or SAP3 had no 
significant effect in this infection model[51]. In another 
work, SAP7 gene transcript was detected in 60% of  oral 
candidiasis patients as opposed to 25% of  Candida carri-
ers by means of  real time-polymerase chain reaction[52]. 
In order to corroborate the relevance of  Saps during 
human infection, several studies described the presence 
of  Saps’ proteins in different anatomical sites. For ex-
ample, high titers of  anti-Sap antibodies were observed 
in the sera of  candidiasis patients[53], and Sap antigens 
were detected in biopsies of  oral epithelial lesions col-
lected from HIV-infected patients[28] and in almost all 
organs of  immunocompromised patients who had died 
of  systemic C. albicans infections[54]. The importance of  
Saps in establishing systemic murine candidiasis was first 
demonstrated by the protective role of  pepstatin A, an 
archetypal aspartyl protease inhibitor[55]. Due to multi-
faceted roles in both the physiological and pathological 
processes of C. albicans cells, Saps are targets for the de-
velopment of  future antifungal drugs.

aSpartyl proteaSe inhibitorS: 

compoundS with anti-Candida 

propertieS 
The last decade has witnessed an effervescence of  re-
search in the development of  potent inhibitors of  vari-
ous aspartyl proteases due to their implications in sev-
eral pathologies[56-58], including renin in hypertension[59], 
cathepsin D in breast cancer metastases[60], cathepsin E 
in the immune system[61], β-secretase in the Alzheimer’
s disease[62], pepsin in various gastric disorders[63], plas-
mepsins in malaria[64], HIV protease in acquired immu-
nodeficiency syndrome (AIDS)[63] and Saps in candidal 
infections[65]. In this context, the HIV protease inhibi-
tors (PIs) were the first success in structure-based drug 
design[66]. There are at present ten PIs licensed for clini-
cal use in the treatment of  HIV infection: saquinavir, 
ritonavir, indinavir, nelfinavir, amprenavir (fosampre-
navir), lopinavir, atazanavir, brecanavir, tipranavir and 
darunavir (Figure 2). 
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Figure 2  Aspartyl protease inhibitors used in the current human immunodeficiency virus (HIV) chemotherapy.
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Clinical evidence of the beneficial use of HIV PIs
The introduction of  HIV PIs has revolutionized the 
treatment of  HIV disease. Their clinical use has been 
associated with a dramatic decline in opportunistic 
infections, including fungal infections, the number of  
deaths due to AIDS, the number of  new cases of  AIDS 
and the number of  hospitalization days[67,68]. For instance, 
Palella et al[68] analyzed data from 1255 HIV-infected 
patients in the United States of  America from January 
1994 through June 1997 who had a CD4+ cell count 
lower than 100/mm3. Mortality from AIDS declined from 
29.4 per 100 person-years in 1995 to 8.8 per 100 person-
years in the second quarter of  1997. The incidence of  
major opportunistic infections also decreased, from 21.9 
per 100 person-years in 1994 to 3.7 per 100 person-years 
by mid-1997[68].

HIV PIs rapidly and profoundly reduce the viral 
load, as indicated by a decline in the plasma HIV RNA 
concentrations within a few days after the start of  treat-
ment. Reductions in the viral load are paralleled by in-
creases in CD4+ T lymphocyte counts[69] and stimulation 
in the survival and activation of  neutrophils, monocytes 
and endothelial cells[70-73]. HIV PIs also exert unpredicted 
actions, which may have beneficial effects. For example, 
they inhibit inflammatory cytokine production and 
modulate antigen presentation and T-cell responses[73-75]. 
Consequently, HIV PIs have helped to dramatically re-
duce AIDS disease progression and mortality, prolong-
ing survival of  HIV-infected individuals[68,76,77]. 

Oropharyngeal candidiasis is one of  the most common 
opportunistic infections in HIV and AIDS patients, being 
considered a clinical marker for disease progression[78,79]. 
Oropharyngeal candidiasis was highly prevalent at the be-
ginning of  the HIV/AIDS epidemic[80,81]. Findings from 
clinical trials with HIV-infected populations have shown 
a decrease in oral candidal infections as well as other oral 
manifestations of  the HIV infection[82-84]. For instance, in 
a multinational cohort study involving 6941 HIV-positive 
individuals from Australia and ten European countries, 
when comparing the periods 1997-2001 and 1994-1996, 

there was a significant HIV PI-induced decrease in pro-
gression of  candidiasis from 17.0% to 5.7%[85]. 

HIV PIs act directly on multiple relevant processes 
of  C. albicans, reducing Candida carriage and recurrence 
of  oropharyngeal candidiasis in HIV patients[86,87]. The 
attenuation of  candidal infections in HIV-infected 
individuals in the highly active antiretroviral therapy 
(HAART) era might not solely have resulted from im-
proved immunological status, but also as a result of  di-
rect inhibition of  Candida Saps (Figure 3), which belong 
to the same family as HIV protease, by the HIV PIs 
contained in HAART[65].

Sap inhibition
The inhibition of  Sap activity by HIV PIs was described 
for the first time in 1999 by distinct research groups. 
In this sense, saquinavir and indinavir restrained Sap 
activity when bovine serum albumin (BSA), hemoglo-
bin and human stratum corneum were used as protein-
aceous substrates[88]. In parallel, indinavir and ritonavir 
promoted a noticeable dose-dependent inhibition of  
Sap production and activity when evaluated both anti-
genically and as direct enzyme activity on BSA as sub-
strate[89]. Similarly, Gruber et al[90] showed that indinavir 
promoted a dose-dependent decrease in cell wall-bound 
Sap antigen by flow cytometry analysis. Borg-von Zepelin 
et al[91] demonstrated that purified Sap1, Sap2 and Sap3 
were inhibited by ritonavir, saquinavir, indinavir and nel-
finavir in a concentration-dependent manner, in which 
ritonavir was by far the most effective inhibitor of  these 
Sap isoenzymes. In contrast, only a slight inhibition of  
activity was detected for purified Sap4, Sap5 and Sap6. 
Recently, Braga-Silva et al[92] showed that amprenavir was 
found to be the most potent inhibitor of  Sap2, which is 
the main pronounced virulence factor expressed during 
C. albicans infections, reducing the proteolytic activity 
by approximately 92%, while the other HIV PIs tested 
(ritonavir, saquinavir, indinavir, nelfinavir and lopinavir) 
inhibited around 45%-65% of  the proteolytic activity. 
For that reason, amprenavir was selected to determine 
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Figure 3  Different roles performed by 
C. albicans Saps in vital biological pro-
cesses as well as during the different steps 
of interaction with host structures. Both 
physiological and pathological processes are 
inhibited (red lines) in different extensions, 
depending on HIV protease inhibitors (PIs), 
except for the yeast to mycelia transformation 
(differentiation) where conflicting results were 
observed (dotted red line).
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its dose response on Sap2, revealing that the inhibition 
increased from 85% to 100% as amprenavir concentra-
tion increased from 6.25 to 200 μmol/L[92].

Growth arrest
C. albicans cells were obliged to produce Saps in liquid 
medium containing only high-molecular-mass proteins 
in order to obtain peptides and amino acids for their 
growth and development, however, this was unneces-
sary in complex medium because of  a sufficient supply 
of  nutrients[32-34]. Indinavir and ritonavir markedly in-
hibited the growth of  C. albicans when cultured in yeast 
carbon base medium supplemented with BSA as the 
sole nitrogen source. As expected, in nitrogen-unlimited 
complex media, where SAP expression is not required 
for growth, HIV PIs did not arrest C. albicans develop-
ment[89]. Similarly, amprenavir impaired yeast growth in 
a concentration-dependent manner when 103 cells were 
used; conversely, treatment of  104 yeast cells with up 
to 200 μmol/L did not modify the growth behavior of   
C. albicans, showing a typical cell- and drug-concentration 
inhibition mechanism[92]. 

Ultrastructure alterations
By means of  scanning electron microscopy analyses, 
Braga-Silva et al[92] reported alterations at the morpho-
logical level after treatment of  C. albicans yeast cells with 
different concentrations of  amprenavir. The normal 
morphology of  yeasts, which varies from spherical 
to oval cells, was compared with the ultrastructure of  
amprenavir-treated cells which showed alterations in the 
shape and cell surface sculpturing, such as invaginations 
at the surface. Interestingly, the surface of  normal yeast 
cells had numerous protrusions. In contrast, yeasts treat-
ed with amprenavir at 200 μmol/L had a smooth sur-
face, whereas treatment with 100 μmol/L showed much 
smaller quantities of  attached material, which might rep-
resent remnants of  the former surface irregular layer[92].

Fungal-abiotic materials binding impediment
Candidal adhesion to any oral substrate is the first and 
essential stage in the formation of  a pathogenic fungal 
biofilm, which is in turn a prerequisite for the microor-
ganism to ingress into the human host. In general, yeast 
cells are known to have a remarkable potential to adhere 
to host surfaces, such as teeth or mucosa, and to artifi-
cial, non-biological surfaces, such as implanted dental 
devices[93]. Tsang et al[94] reported the inhibitory action of  
HIV PIs on the adhesion of  C. albicans to acrylic materi-
als, which are common components of  oral appliances. 
In that study, C. albicans cells were pretreated with differ-
ent concentrations of  saquinavir, ritonavir or indinavir 
and then allowed to adhere on acrylic strips, which had 
been pretreated with pooled human saliva. Adhesion was 
reduced by approximately 50% at drug concentrations 
of  100, 100 and 20 μmol/L for saquinavir, ritonavir and 
indinavir, respectively. In another study, amprenavir was 
able to block the adhesion of  C. albicans to polystyrene 

substrate, reducing the ability of  fungal cells to form a 
biofilm[92].

Inhibition of fungal adhesion to host cells
Adhesion to host cells in various target tissues is widely 
accepted as a first step in the pathogenesis of  candidia-
sis[95]. In this regard, Borg-von Zepelin et al[91] demon-
strated that ritonavir and saquinavir inhibited the adhe-
sion of  C. albicans to epithelial cells of  the Vero lineage, 
while indinavir had no inhibitory effect. In a similar 
manner, Bektić et al[96] showed that ritonavir, indinavir 
and saquinavir attenuated the adherence properties of  
C. albicans to the human vaginal epithelial cancer cell line 
HeLa S3; however, no effect on phagocytosis by poly-
morphonuclear leukocytes was observed. On the other 
hand, the adhesion process between C. albicans and hu-
man umbilical vein endothelial cells (HUVEC) was not 
reduced by ritonavir, indinavir or saquinavir, suggesting 
that inhibition of  C. albicans adhesiveness by HIV PIs is 
clearly epithelial cell-specific[97].

Differentiation interference
It is well known that yeast-germ tube-hyphae transfor-
mation is a hallmark event during the pathogenesis of  
C. albicans[98]. C. albicans treated with or without indinavir 
retained their ability to form hyphae. However, the hy-
phal elongation of  indinavir-treated cells was delayed[90]. 
Surprisingly, tipranavir, a non-peptidic HIV PI, triggered 
the mycelial transition in C. albicans yeasts[99]. Curiously, 
tipranavir impaired the in vitro growth of  Cryptococcus 
neoformans, but not that of  C. albicans. Tipranavir-treated 
C. neoformans, but not C. albicans, was more susceptible 
to killing by human neutrophils. These data indicate that 
tipranavir could act in multiple ways by diversifying its 
effects on various opportunistic/pathogenic fungi[99]. In 
an unpublished result from our laboratory, we showed 
that lopinavir efficiently blocked the yeast to germ tube 
transformation when C. albicans cells were incubated for 
3 h at 37℃ in the presence of  fetal bovine serum, a con-
dition that induces the fungal transition.

Down modulation of unrelated virulence factors
In C. albicans, tipranavir induced a significant reduction 
in both protease and phospholipase production (which 
catalyze the hydrolysis of  proteins and phospholipids, 
respectively, that are major components of  all cell mem-
branes, thereby also facilitating fungal invasion)[99]. In 
addition, the treatment of  yeast cells with amprenavir 
drastically reduced the expression of  surface mannose- 
and sialic acid-rich glycoconjugates (which are carbo-
hydrates directly linked to the yeast-adhesive processes) 
and inhibited esterase activity (an enzyme that hydrolyz-
es monoacylglycerol with a long chain fatty acid, aiding 
host membrane disruption), ergosterol content (which 
controls the fungal membrane fluidity), and biofilm for-
mation (which is a common mechanism utilized by this 
fungus to survive hostile environments, such as the pres-
ence of  antifungal agents) in C. albicans[92].
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Inhibition of experimental candidiasis infection 
Borg et al[100] detected Sap antigens on the surface of  ad-
hering blastoconidia and invading filamentous cells of  
C. albicans during the infection of  human buccal mucosa 
by immuno-scanning electron microscopy. In addition, 
pepstatin A revealed an 89% reduction in the mucosal 
adherence of  C. albicans[100]. Korting et al[88] described the 
first evidence for a direct protective role of  saquinavir 
during experimental oral candidiasis. The authors showed 
that without saquinavir, at 12 h after C. albicans infection, 
a powerful epithelial lesion was observed with vacu-
olation, edema and detachment of  all epithelial layers, 
and C. albicans was able to invade the epithelium. All the 
morphological alterations were robustly reduced when 
saquinavir was added at a concentration of  0.3 μmol/L[61]. 
The exciting work of  Cassone et al[89] reported that indina-
vir and ritonavir were able to promote a therapeutic effect 
in an experimental model of  vaginal candidiasis (estrogen-
dependent rat vaginitis), with an efficacy comparable to 
that of  fluconazole, a recognized anti-candidal agent.

Synergistic action
Combination therapy has arisen to diminish the fungal 
resistance phenomenon. The combination of  HIV PIs 
and classical antimycotic drugs could help to enhance the 
therapeutic treatment of  mycoses. In this context, the 
combination of  antimycotic agents and saquinavir both 
at sub-inhibitory concentrations was effectively demon-
strated against strains of  C. albicans isolated from HIV-
seropositive patients. The results described by Casolari 
et al[101] showed that the interaction between saquinavir 
and amphotericin B, 5-fluorocytosine, miconazole or flu-
conazole did not result in antagonism, and fluconazole 
acted in a more synergistic way. The advantage of  the 
synergic effect of  this combination was to attenuate the 
resistance and accompanying toxic phenomena, particu-
larly and most importantly, in the event of  long-term 
therapy as a result of  the use of  low dosages of  both 
HIV PIs and anti-fungal drugs.

concluSion
Nowadays, C. albicans is thought to be the major fungal 
pathogen in humans. Severe Candida infections are a se-
rious problem, especially in individuals whose immune 
defense mechanisms have been weakened[102]. C. albicans 
has developed an extensive repertoire of  putative viru-
lence mechanisms that allows successful colonization 
and infection of  the host under suitable predisposing 
conditions[13,103]. Efficient anti-Candida drugs need to be 
capable of  blocking at least some of  these virulence at-
tributes. With this fact in mind, several beneficial effects 
of  HIV PIs against C. albicans have been reported in the 
last 10 years. In this scenario, several studies described 
the inhibitory effects of  HIV PIs on crucial physiologi-
cal processes as well as on relevant steps in C. albicans-
host interplays (Figure 3). However, it is also important 
to note that the inhibitory effects of  HIV PIs both in 
in vitro and in vivo experimental models were observed at 

concentrations (μmol/L range), much higher than those 
needed for HIV protease inhibition (nmol/L range). This 
probably reflects a much lower affinity of  these drugs for 
Sap than that for HIV protease[65,76]. Another explana-
tion is that in contrast to the very small and structurally 
simplified HIV protease, Saps are larger and more com-
plex[104,105]. They possess a relatively large active site which 
might be responsible for the broader substrate specificity 
and also their susceptibilities to distinct aspartyl PIs[105]. 
Nevertheless, the above concentrations may be achieved 
under current HAART regimens both in the blood[76] 
and (at least for indinavir) in human saliva, as shown by 
Hugen et al[106]. In future, derivatives of  HIV PIs, being 
more specific for the C. albicans Saps, may form an alter-
native in the treatment of  mucosal candidiasis insensitive 
to currently available anti-fungals. In this context, the 
crystal structure of  Sap2 complexed with pepstatin A has 
been known since 1993[107], whereas the crystal structure 
of  Sap3 and its complex with pepstatin A was first pre-
sented in 2007[108]. The secondary structures of  Sap2 and 
Sap3 as well as Sap1 and Sap5 were recently described[109]. 
These data could help in the development of  novel and 
more effective anti-C. albicans compounds. Furthermore, 
future research into the synergistic combinations of  in-
hibitors targeting Saps, used at sub-inhibitory concentra-
tions in order to obtain a reduction in their toxic effects, 
will offer the most exciting prospects[110-112].

referenceS
1 Abi-Said D, Anaissie E, Uzun O, Raad I, Pinzcowski H, 

Vartivarian S. The epidemiology of hematogenous candidia-
sis caused by different Candida species. Clin Infect Dis 1997; 
24: 1122-1128

2 Pfaller MA, Jones RN, Messer SA, Edmond MB, Wenzel RP. 
National surveillance of nosocomial blood stream infection 
due to Candida albicans: frequency of occurrence and anti-
fungal susceptibility in the SCOPE Program. Diagn Microbiol 
Infect Dis 1998; 31: 327-332

3 Kobayashi CC, de Fernandes OF, Miranda KC, de Sousa 
ED, Silva Mdo R. Candiduria in hospital patients: a study 
prospective. Mycopathologia 2004; 158: 49-52

4 Montravers P, Jabbour K. Clinical consequences of resistant 
Candida infections in intensive care. Int J Antimicrob Agents 
2006; 27: 1-6

5 Hsueh PR, Graybill JR, Playford EG, Watcharananan SP, Oh 
MD, Ja'alam K, Huang S, Nangia V, Kurup A, Padiglione 
AA. Consensus statement on the management of invasive 
candidiasis in Intensive Care Units in the Asia-Pacific Re-
gion. Int J Antimicrob Agents 2009; 34: 205-209

6 Calderone R, Odds FC, Boekhout T. Candida albicans: fun-
damental research on an opportunistic human pathogen. 
FEMS Yeast Res 2009; 9: 971-972

7 Coleman DC, Bennett DE, Sullivan DJ, Gallagher PJ, Hen-
man MC, Shanley DB, Russell RJ. Oral Candida in HIV 
infection and AIDS: new perspectives/new approaches. Crit 
Rev Microbiol 1993; 19: 61-82

8 Dean DA, Burchard KW. Fungal infection in surgical pa-
tients. Am J Surg 1996; 171: 374-382

9 Saiman L, Ludington E, Pfaller M, Rangel-Frausto S, Wiblin 
RT, Dawson J, Blumberg HM, Patterson JE, Rinaldi M, Ed-
wards JE, Wenzel RP, Jarvis W. Risk factors for candidemia 
in Neonatal Intensive Care Unit patients. The National Epi-
demiology of Mycosis Survey study group. Pediatr Infect Dis 

dos Santos ALS. HIV PIs block multiple processes of C. albicans



28 February 26, 2010|Volume 1|Issue 2|WJBC|www.wjgnet.com

J 2000; 19: 319-324
10 Portela MB, Souza IP, Costa EM, Hagler AN, Soares RM, 

Santos AL. Differential recovery of Candida species from 
subgingival sites in human immunodeficiency virus-posi-
tive and healthy children from Rio de Janeiro, Brazil. J Clin 
Microbiol 2004; 42: 5925-5927

11 Rentz AM, Halpern MT, Bowden R. The impact of candi-
demia on length of hospital stay, outcome, and overall cost 
of illness. Clin Infect Dis 1998; 27: 781-788

12 Sheng WH, Wang JT, Lu DC, Chie WC, Chen YC, Chang 
SC. Comparative impact of hospital-acquired infections on 
medical costs, length of hospital stay and outcome between 
community hospitals and medical centres. J Hosp Infect 2005; 
59: 205-214

13 Brown AJ, Odds FC, Gow NA. Infection-related gene ex-
pression in Candida albicans. Curr Opin Microbiol 2007; 10: 
307-313

14 Chaffin WL, López-Ribot JL, Casanova M, Gozalbo D, Mar-
tínez JP. Cell wall and secreted proteins of Candida albi-
cans: identification, function, and expression. Microbiol Mol 
Biol Rev 1998; 62: 130-180

15 Yang YL. Virulence factors of Candida species. J Microbiol 
Immunol Infect 2003; 36: 223-228

16 Naglik J, Albrecht A, Bader O, Hube B. Candida albicans 
proteinases and host/pathogen interactions. Cell Microbiol 
2004; 6: 915-926

17 Moran GP, Jabra-Rizk MA. 8th ASM conference on Candida 
and candidiasis: molecular tools provide insights into host-
pathogen interactions. Mycopathologia 2006; 162: 17-24

18 Davies DR. The structure and function of the aspartic pro-
teinases. Annu Rev Biophys Biophys Chem 1990; 19: 189-215

19 Coates L, Erskine PT, Mall S, Gill R, Wood SP, Myles DA, 
Cooper JB. X-ray, neutron and NMR studies of the catalytic 
mechanism of aspartic proteinases. Eur Biophys J 2006; 35: 
559-566

20 Monod M, Togni G, Hube B, Sanglard D. Multiplicity of 
genes encoding secreted aspartic proteinases in Candida 
species. Mol Microbiol 1994; 13: 357-368

21 Monod M, Hube B, Hess D, Sanglard D. Differential regula-
tion of SAP8 and SAP9, which encode two new members of 
the secreted aspartic proteinase family in Candida albicans. 
Microbiology 1998; 144 ( Pt 10): 2731-2737

22 von Heijne G. Signal sequences. The limits of variation. J 
Mol Biol 1985; 184: 99-105

23 Julius D, Brake A, Blair L, Kunisawa R, Thorner J. Isolation 
of the putative structural gene for the lysine-arginine-cleav-
ing endopeptidase required for processing of yeast prepro-
alpha-factor. Cell 1984; 37: 1075-1089

24 Hube B, Turver CJ, Odds FC, Eiffert H, Boulnois GJ, Köchel 
H, Rüchel R. Sequence of the Candida albicans gene encod-
ing the secretory aspartate proteinase. J Med Vet Mycol 1991; 
29: 129-132

25 Cutfield SM, Dodson EJ, Anderson BF, Moody PC, Marshall 
CJ, Sullivan PA, Cutfield JF. The crystal structure of a major 
secreted aspartic proteinase from Candida albicans in com-
plexes with two inhibitors. Structure 1995; 3: 1261-1271

26 Newport G, Agabian N. KEX2 influences Candida albicans 
proteinase secretion and hyphal formation. J Biol Chem 1997; 
272: 28954-28961

27 Beggah S, Léchenne B, Reichard U, Foundling S, Monod M. 
Intra- and intermolecular events direct the propeptide-me-
diated maturation of the Candida albicans secreted aspartic 
proteinase Sap1p. Microbiology 2000; 146 ( Pt 11): 2765-2773

28 Schaller M, Hube B, Ollert MW, Schäfer W, Borg-von Zepe-
lin M, Thoma-Greber E, Korting HC. In vivo expression and 
localization of Candida albicans secreted aspartyl proteinas-
es during oral candidiasis in HIV-infected patients. J Invest 
Dermatol 1999; 112: 383-386

29 Felk A, Schäfer W, Hube B. Candida albicans secretory as-
partic proteinase (SAP10) gene. Accession No. AF146440, 

2000
30 Albrecht A, Felk A, Pichova I, Naglik JR, Schaller M, de 

Groot P, Maccallum D, Odds FC, Schäfer W, Klis F, Monod 
M, Hube B. Glycosylphosphatidylinositol-anchored prote-
ases of Candida albicans target proteins necessary for both 
cellular processes and host-pathogen interactions. J Biol 
Chem 2006; 281: 688-694

31 Hube B. Candida albicans secreted aspartyl proteinases. 
Curr Top Med Mycol 1996; 7: 55-69

32 White TC, Miyasaki SH, Agabian N. Three distinct secreted 
aspartyl proteinases in Candida albicans. J Bacteriol 1993; 
175: 6126-6133

33 de Brito Costa EM, dos Santos AL, Cardoso AS, Portela 
MB, Abreu CM, Alviano CS, Hagler AN, de Araújo Soares 
RM. Heterogeneity of metallo and serine extracellular pro-
teinases in oral clinical isolates of Candida albicans in HIV-
positive and healthy children from Rio de Janeiro, Brazil. 
FEMS Immunol Med Microbiol 2003; 38: 173-180

34 dos Santos AL, de Carvalho IM, da Silva BA, Portela MB, 
Alviano CS, de Araújo Soares RM. Secretion of serine pep-
tidase by a clinical strain of Candida albicans: influence of 
growth conditions and cleavage of human serum proteins 
and extracellular matrix components. FEMS Immunol Med 
Microbiol 2006; 46: 209-220

35 Braga-Silva LA, Mesquita DG, Ribeiro MD, Carvalho SM, 
Fracalanzza SE, Santos AL. Trailing end-point phenotype 
antibiotic-sensitive strains of Candida albicans produce dif-
ferent amounts of aspartyl peptidases. Braz J Med Biol Res 
2009; 42: 765-770

36 Braga-Silva LA, dos Santos AL, Portela MB, Souto-Padrón 
T, de Araújo Soares RM. Effect of suramin on the human 
pathogen Candida albicans: implications on the fungal 
development and virulence. FEMS Immunol Med Microbiol 
2007; 51: 399-406

37 Hube B, Naglik J. Candida albicans proteinases: resolv-
ing the mystery of a gene family. Microbiology 2001; 147: 
1997-2005

38 Hube B, Monod M, Schofield DA, Brown AJ, Gow NA. Ex-
pression of seven members of the gene family encoding secre-
tory aspartyl proteinases in Candida albicans. Mol Microbiol 
1994; 14: 87-99

39 Wagner T, Borg von Zepelin M, Rüchel R. pH-dependent 
denaturation of extracellular aspartic proteinases from Can-
dida species. J Med Vet Mycol 1995; 33: 275-278

40 Smolenski G, Sullivan PA, Cutfield SM, Cutfield JF. Analy-
sis of secreted aspartic proteinases from Candida albicans: 
purification and characterization of individual Sap1, Sap2 
and Sap3 isoenzymes. Microbiology 1997; 143 ( Pt 2): 349-356

41 Koelsch G, Tang J, Loy JA, Monod M, Jackson K, Foundling 
SI, Lin X. Enzymic characteristics of secreted aspartic pro-
teases of Candida albicans. Biochim Biophys Acta 2000; 1480: 
117-131

42 Morrow B, Srikantha T, Soll DR. Transcription of the gene for 
a pepsinogen, PEP1, is regulated by white-opaque switching 
in Candida albicans. Mol Cell Biol 1992; 12: 2997-3005

43 Morrow B, Srikantha T, Anderson J, Soll DR. Coordinate 
regulation of two opaque-phase-specific genes during white-
opaque switching in Candida albicans. Infect Immun 1993; 61: 
1823-1828

44 Felk A, Kretschmar M, Albrecht A, Schaller M, Beinhauer 
S, Nichterlein T, Sanglard D, Korting HC, Schäfer W, Hube 
B. Candida albicans hyphal formation and the expression of 
the Efg1-regulated proteinases Sap4 to Sap6 are required for 
the invasion of parenchymal organs. Infect Immun 2002; 70: 
3689-3700

45 Schaller M, Bein M, Korting HC, Baur S, Hamm G, Monod 
M, Beinhauer S, Hube B. The secreted aspartyl proteinases 
Sap1 and Sap2 cause tissue damage in an in vitro model of 
vaginal candidiasis based on reconstituted human vaginal 
epithelium. Infect Immun 2003; 71: 3227-3234

dos Santos ALS. HIV PIs block multiple processes of C. albicans



29 February 26, 2010|Volume 1|Issue 2|WJBC|www.wjgnet.com

46 Wright RJ, Carne A, Hieber AD, Lamont IL, Emerson GW, 
Sullivan PA. A second gene for a secreted aspartate protein-
ase in Candida albicans. J Bacteriol 1992; 174: 7848-7853

47 Copping VM, Barelle CJ, Hube B, Gow NA, Brown AJ, 
Odds FC. Exposure of Candida albicans to antifungal agents 
affects expression of SAP2 and SAP9 secreted proteinase 
genes. J Antimicrob Chemother 2005; 55: 645-654

48 Barelle CJ, Duncan VM, Brown AJ, Gow NA, Odds FC. 
Azole antifungals induce up-regulation of SAP4, SAP5 and 
SAP6 secreted proteinase genes in filamentous Candida al-
bicans cells in vitro and in vivo. J Antimicrob Chemother 2008; 
61: 315-322

49 García-Sánchez S, Aubert S, Iraqui I, Janbon G, Ghigo JM, 
d'Enfert C. Candida albicans biofilms: a developmental state 
associated with specific and stable gene expression patterns. 
Eukaryot Cell 2004; 3: 536-545

50 De Bernardis F, Arancia S, Morelli L, Hube B, Sanglard D, 
Schäfer W, Cassone A. Evidence that members of the secre-
tory aspartyl proteinase gene family, in particular SAP2, are 
virulence factors for Candida vaginitis. J Infect Dis 1999; 179: 
201-208

51 Kretschmar M, Hube B, Bertsch T, Sanglard D, Merker R, 
Schröder M, Hof H, Nichterlein T. Germ tubes and protein-
ase activity contribute to virulence of Candida albicans in 
murine peritonitis. Infect Immun 1999; 67: 6637-6642

52 Naglik JR, Newport G, White TC, Fernandes-Naglik LL, 
Greenspan JS, Greenspan D, Sweet SP, Challacombe SJ, 
Agabian N. In vivo analysis of secreted aspartyl proteinase 
expression in human oral candidiasis. Infect Immun 1999; 67: 
2482-2490

53 Rüchel R. Proteinase. In: Bennett JE, Hay RJ, Peterson 
PK, editors. New strategies in fungal disease. Edinburgh: 
Churchill Livingstone, 1992: 17-31

54 Rüchel R, Zimmermann F, Böning-Stutzer B, Helmchen U. 
Candidiasis visualised by proteinase-directed immunofluo-
rescence. Virchows Arch A Pathol Anat Histopathol 1991; 419: 
199-202

55 Fallon K, Bausch K, Noonan J, Huguenel E, Tamburini P. 
Role of aspartic proteases in disseminated Candida albicans 
infection in mice. Infect Immun 1997; 65: 551-556

56 Dash C, Kulkarni A, Dunn B, Rao M. Aspartic peptidase in-
hibitors: implications in drug development. Crit Rev Biochem 
Mol Biol 2003; 38: 89-119

57 Abbenante G, Fairlie DP. Protease inhibitors in the clinic. 
Med Chem 2005; 1: 71-104

58 Horimoto Y, Dee DR, Yada RY. Multifunctional aspartic 
peptidase prosegments. N Biotechnol 2009; 25: 318-324

59 Scott BB, McGeehan GM, Harrison RK. Development of 
inhibitors of the aspartyl protease renin for the treatment of 
hypertension. Curr Protein Pept Sci 2006; 7: 241-254

60 Benes P, Vetvicka V, Fusek M. Cathepsin D--many func-
tions of one aspartic protease. Crit Rev Oncol Hematol 2008; 
68: 12-28

61 Zaidi N, Kalbacher H. Cathepsin E: a mini review. Biochem 
Biophys Res Commun 2008; 367: 517-522

62 Vassar R. Beta-secretase (BACE) as a drug target for Al-
zheimer's disease. Adv Drug Deliv Rev 2002; 54: 1589-1602

63 Cooper JB. Aspartic proteinases in disease: a structural per-
spective. Curr Drug Targets 2002; 3: 155-173

64 Coombs GH, Goldberg DE, Klemba M, Berry C, Kay J, Mot-
tram JC. Aspartic proteases of Plasmodium falciparum and 
other parasitic protozoa as drug targets. Trends Parasitol 
2001; 17: 532-537

65 Stewart K, Abad-Zapatero C. Candida proteases and their 
inhibition: prospects for antifungal therapy. Curr Med Chem 
2001; 8: 941-948

66 Wlodawer A, Erickson JW. Structure-based inhibitors of 
HIV-1 protease. Annu Rev Biochem 1993; 62: 543-585

67 Mouton Y, Alfandari S, Valette M, Cartier F, Dellamonica 
P, Humbert G, Lang JM, Massip P, Mechali D, Leclercq P, 

Modai J, Portier H. Impact of protease inhibitors on AIDS-
defining events and hospitalizations in 10 French AIDS 
reference centres. Fédération National des Centres de Lutte 
contre le SIDA. AIDS 1997; 11: F101-F105

68 Palella FJ Jr, Delaney KM, Moorman AC, Loveless MO, 
Fuhrer J, Satten GA, Aschman DJ, Holmberg SD. Declining 
morbidity and mortality among patients with advanced 
human immunodeficiency virus infection. HIV Outpatient 
Study Investigators. N Engl J Med 1998; 338: 853-860

69 Ho DD, Neumann AU, Perelson AS, Chen W, Leonard JM, 
Markowitz M. Rapid turnover of plasma virions and CD4 
lymphocytes in HIV-1 infection. Nature 1995; 373: 123-126

70 Mastroianni CM, Lichtner M, Mengoni F, D'Agostino C, 
Forcina G, d'Ettorre G, Santopadre P, Vullo V. Improvement 
in neutrophil and monocyte function during highly active 
antiretroviral treatment of HIV-1-infected patients. AIDS 
1999; 13: 883-890

71 Chavan S, Kodoth S, Pahwa R, Pahwa S. The HIV protease 
inhibitor Indinavir inhibits cell-cycle progression in vitro in 
lymphocytes of HIV-infected and uninfected individuals. 
Blood 2001; 98: 383-389

72 Phenix BN, Lum JJ, Nie Z, Sanchez-Dardon J, Badley AD. 
Antiapoptotic mechanism of HIV protease inhibitors: pre-
venting mitochondrial transmembrane potential loss. Blood 
2001; 98: 1078-1085

73 Pati S, Pelser CB, Dufraine J, Bryant JL, Reitz MS Jr, 
Weichold FF. Antitumorigenic effects of HIV protease in-
hibitor ritonavir: inhibition of Kaposi sarcoma. Blood 2002; 
99: 3771-3779

74 André P, Groettrup M, Klenerman P, de Giuli R, Booth BL 
Jr, Cerundolo V, Bonneville M, Jotereau F, Zinkernagel RM, 
Lotteau V. An inhibitor of HIV-1 protease modulates pro-
teasome activity, antigen presentation, and T cell responses. 
Proc Natl Acad Sci USA 1998; 95: 13120-13124

75 Tovo PA. Highly active antiretroviral therapy inhibits cyto-
kine production in HIV-uninfected subjects. AIDS 2000; 14: 
743-744

76 Flexner C. HIV-protease inhibitors. N Engl J Med 1998; 338: 
1281-1292

77 Carpenter CC, Cooper DA, Fischl MA, Gatell JM, Gazzard 
BG, Hammer SM, Hirsch MS, Jacobsen DM, Katzenstein 
DA, Montaner JS, Richman DD, Saag MS, Schechter M, 
Schooley RT, Thompson MA, Vella S, Yeni PG, Volberding 
PA. Antiretroviral therapy in adults: updated recommenda-
tions of the International AIDS Society-USA Panel. JAMA 
2000; 283: 381-390

78 Greenspan D. Treatment of oral candidiasis in HIV infec-
tion. Oral Surg Oral Med Oral Pathol 1994; 78: 211-215

79 Sant'Ana Pde L, Milan EP, Martinez R, Queiroz-Telles F, 
Ferreira MS, Alcântara AP, Carvalho MT, Colombo AL. 
Multicenter Brazilian study of oral Candida species isolated 
from AIDS patients. Mem Inst Oswaldo Cruz 2002; 97: 253-257

80 Dull JS, Sen P, Raffanti S, Middleton JR. Oral candidiasis 
as a marker of acute retroviral illness. South Med J 1991; 84: 
733-735, 739

81 Diz Dios P, Ocampo A, Miralles C, Otero I, Iglesias I, Rayo 
N. Frequency of oropharyngeal candidiasis in HIV-infected 
patients on protease inhibitor therapy. Oral Surg Oral Med 
Oral Pathol Oral Radiol Endod 1999; 87: 437-441

82 Dios PD, Ocampo A, Miralles C, Limeres J, Tomás I. Chang-
ing prevalence of human immunodeficiency virus-associ-
ated oral lesions. Oral Surg Oral Med Oral Pathol Oral Radiol 
Endod 2000; 90: 403-404

83 Deeks SG, Smith M, Holodniy M, Kahn JO. HIV-1 protease 
inhibitors. A review for clinicians. JAMA 1997; 277: 145-153

84 Patton LL, McKaig R, Strauss R, Rogers D, Eron JJ Jr. Chang-
ing prevalence of oral manifestations of human immuno-
deficiency virus in the era of protease inhibitor therapy. Oral 
Surg Oral Med Oral Pathol Oral Radiol Endod 2000; 89: 299-304

85 Babiker A, Darbyshire J, Pezzotti P, Porter K, Rezza G, 

dos Santos ALS. HIV PIs block multiple processes of C. albicans



30 February 26, 2010|Volume 1|Issue 2|WJBC|www.wjgnet.com

Walker SA, Beral V, Coutinho R, Del Amo J, Gill N, Lee C, 
Meyer L, Tyrer F, Dabis F, Thiebaut R, Lawson-Aye S, Bou-
fassa F, Hamouda O, Fischer K, Pezzotti P, Rezza G, Tou-
loumi G, Hatzakis A, Karafoulidou A, Katsarou O, Brettle R, 
del Romero J, Prins M, van Benthem B, Kirk O, Pederson C, 
Hernández Aguado I, Pérez-Hoyos S, Eskild A, Bruun JN, 
Sannes M, Sabin C, Lee C, Johnson AM, Phillips AN, Fran-
cioli P, Vanhems P, Egger M, Rickenbach M, Cooper D, Kal-
dor J, Ashton L, Vizzard J, Muga R, Day NE, De Angelis D. 
Changes over calendar time in the risk of specific first AIDS-
defining events following HIV seroconversion, adjusting for 
competing risks. Int J Epidemiol 2002; 31: 951-958

86 Cauda R, Tacconelli E, Tumbarello M, Morace G, De Ber-
nardis F, Torosantucci A, Cassone A. Role of protease inhibi-
tors in preventing recurrent oral candidosis in patients with 
HIV infection: a prospective case-control study. J Acquir 
Immune Defic Syndr 1999; 21: 20-25

87 Migliorati CA, Birman EG, Cury AE. Oropharyngeal can-
didiasis in HIV-infected patients under treatment with pro-
tease inhibitors. Oral Surg Oral Med Oral Pathol Oral Radiol 
Endod 2004; 98: 301-310

88 Korting HC, Schaller M, Eder G, Hamm G, Böhmer U, 
Hube B. Effects of the human immunodeficiency virus (HIV) 
proteinase inhibitors saquinavir and indinavir on in vitro 
activities of secreted aspartyl proteinases of Candida albi-
cans isolates from HIV-infected patients. Antimicrob Agents 
Chemother 1999; 43: 2038-2042

89 Cassone A, De Bernardis F, Torosantucci A, Tacconelli E, 
Tumbarello M, Cauda R. In vitro and in vivo anticandidal 
activity of human immunodeficiency virus protease inhibi-
tors. J Infect Dis 1999; 180: 448-453

90 Gruber A, Lukasser-Vogl E, Borg-von Zepelin M, Dierich 
MP, Würzner R. Human immunodeficiency virus type 1 
gp160 and gp41 binding to Candida albicans selectively 
enhances candidal virulence in vitro. J Infect Dis 1998; 177: 
1057-1063

91 Borg-von Zepelin M, Meyer I, Thomssen R, Würzner R, 
Sanglard D, Telenti A, Monod M. HIV-Protease inhibitors 
reduce cell adherence of Candida albicans strains by inhibi-
tion of yeast secreted aspartic proteases. J Invest Dermatol 
1999; 113: 747-751

92 Braga-Silva LA, Mogami SS, Valle RS, Silva-Neto ID, Santos 
AL. Multiple effects of amprenavir against Candida albi-
cans. FEMS Yeast Res 2010; 10: 221-224

93 Blankenship JR, Mitchell AP. How to build a biofilm: a fun-
gal perspective. Curr Opin Microbiol 2006; 9: 588-594

94 Tsang CS, Hong I. HIV protease inhibitors differentially in-
hibit adhesion of Candida albicans to acrylic surfaces. Mycoses 
2009; Epub ahead of print

95 Sundstrom P. Adhesion in Candida spp. Cell Microbiol 2002; 
4: 461-469

96 Bektić J, Lell CP, Fuchs A, Stoiber H, Speth C, Lass-Flörl C, 
Borg-von Zepelin M, Dierich MP, Würzner R. HIV protease 
inhibitors attenuate adherence of Candida albicans to epi-
thelial cells in vitro. FEMS Immunol Med Microbiol 2001; 31: 
65-71

97 Falkensammer B, Pilz G, Bektić J, Imwidthaya P, Jöhrer 

K, Speth C, Lass-Flörl C, Dierich MP, Würzner R. Absent 
reduction by HIV protease inhibitors of Candida albicans 
adhesion to endothelial cells. Mycoses 2007; 50: 172-177

98 Berman J. Morphogenesis and cell cycle progression in Can-
dida albicans. Curr Opin Microbiol 2006; 9: 595-601

99 Cenci E, Francisci D, Belfiori B, Pierucci S, Baldelli F, Bistoni 
F, Vecchiarelli A. Tipranavir exhibits different effects on op-
portunistic pathogenic fungi. J Infect 2008; 56: 58-64

100 Borg M, Rüchel R. Expression of extracellular acid protein-
ase by proteolytic Candida spp. during experimental infec-
tion of oral mucosa. Infect Immun 1988; 56: 626-631

101 Casolari C, Rossi T, Baggio G, Coppi A, Zandomeneghi 
G, Ruberto AI, Farina C, Fabio G, Zanca A, Castelli M. In-
teraction between saquinavir and antimycotic drugs on C. 
albicans and C. neoformans strains. Pharmacol Res 2004; 50: 
605-610

102 Odds F. Antifungal combinations: where do we stand? 
Therapie 2006; 61: 249-250

103 Karkowska-Kuleta J, Rapala-Kozik M, Kozik A. Fungi 
pathogenic to humans: molecular bases of virulence of Can-
dida albicans, Cryptococcus neoformans and Aspergillus 
fumigatus. Acta Biochim Pol 2009; 56: 211-224

104 Katoh I, Yasunaga T, Ikawa Y, Yoshinaka Y. Inhibition of 
retroviral protease activity by an aspartyl proteinase inhibi-
tor. Nature 1987; 329: 654-656

105 Abad-Zapatero C, Goldman R, Muchmore SW, Hutchins 
C, Stewart K, Navaza J, Payne CD, Ray TL. Structure of a 
secreted aspartic protease from C. albicans complexed with 
a potent inhibitor: implications for the design of antifungal 
agents. Protein Sci 1996; 5: 640-652

106 Hugen PW, Burger DM, de Graaff M, ter Hofstede HJ, 
Hoetelmans RM, Brinkman K, Meenhorst PL, Mulder JW, 
Koopmans PP, Hekster YA. Saliva as a specimen for moni-
toring compliance but not for predicting plasma concentra-
tions in patients with HIV treated with indinavir. Ther Drug 
Monit 2000; 22: 437-445

107 Cutfield S, Marshall C, Moody P, Sullivan P, Cutfield J. 
Crystallization of inhibited aspartic proteinase from Can-
dida albicans. J Mol Biol 1993; 234: 1266-1269

108 Borelli C, Ruge E, Schaller M, Monod M, Korting HC, Hu-
ber R, Maskos K. The crystal structure of the secreted aspar-
tic proteinase 3 from Candida albicans and its complex with 
pepstatin A. Proteins 2007; 68: 738-748

109 Borelli C, Ruge E, Lee JH, Schaller M, Vogelsang A, Monod 
M, Korting HC, Huber R, Maskos K. X-ray structures of 
Sap1 and Sap5: structural comparison of the secreted as-
partic proteinases from Candida albicans. Proteins 2008; 72: 
1308-1319

110 Boesecke C, Cooper DA. Toxicity of HIV protease inhibi-
tors: clinical considerations. Curr Opin HIV AIDS 2008; 3: 
653-659

111 Walmsley S. Combining protease inhibitors with new drug 
classes in treatment-experienced patients. Curr Opin HIV 
AIDS 2008; 3: 647-652

112 Gauwerky K, Borelli C, Korting HC. Targeting virulence: a 
new paradigm for antifungals. Drug Discov Today 2009; 14: 
214-222

S- Editor  Cheng JX    L- Editor  Webster JR    E- Editor  Zheng XM

dos Santos ALS. HIV PIs block multiple processes of C. albicans


