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A B S T R A C T

Acanthamoeba spp. is a free living protozoan in the environment, but can cause serious diseases. Acanthamoeba
keratitis (AK), a severe and painful eye infection, must be treated as soon as possible to prevent ulceration of the
cornea, loss of visual acuity, and eventually blindness or enucleation. Although the disease affects principally
contact lens (CLs) wearers, it is recognized nowadays as a cause of keratitis also in non-CLs wearers. Although
the number of infections caused by these amoebae is low, AK is an emerging disease presenting an extended
number of cases each year worldwide mostly due to the increasing use of CLs, but also to better diagnostic
methods and awareness.

There are two principal causes that lead to severe outcomes: misdiagnosis or late diagnosis of the causal
agent, and lack of a fully effective therapy due to the existence of a highly resistant cyst stage of Acanthamoeba.

Recent studies have reported different genotypes that have not been previously associated with this disease.
In addition, Acanthamoeba can act as a reservoir for phylogenetically diverse microorganisms. In this regard,
recently giant viruses called Pandoravirus have been found within genotypes producing keratitis. What potential
risk this poses is not yet known.

This review focuses on an overview of the present status and future prospects of this re-emerging pathology,
including features of the parasite, epidemiology, clinical aspects, diagnosis, and treatment.

1. Introduction

Numerous free-living amoebae cause opportunistic infection in hu-
mans. Acanthamoeba genus is found in the air, soil, and fresh or
brackish waters. Some strains of Acanthamoeba are responsible for
causing human infections [1].

AK is an infiltrative corneal ulceration caused by some
Acanthamoeba strains. It has been recognized as a potentially blinding
disease, often only diagnosed at a late stage. The clinical presentation is
sometimes confused with other infectious keratitis, particularly those of
herpetic and fungal origin [2].

The causal agent exists in both active (trophozoite) and dormant
(cyst) forms. The cysts are able to survive for long periods of time in
hostile environments, including chlorinated swimming pools, hot tubs,

and subfreezing temperatures in fresh water lakes, turning into tro-
phozoites when environmental conditions are appropriate. The tro-
phozoites produce a variety of enzymes that aid in tissue penetration
and destruction [3]. Both trophozoites and cysts can adhere to the
surface of unworn soft or rigid CLs [4], and then a break in the corneal
epithelium may allow them to invade the eye tissues.

Most of Acanthamoeba infections are associated with CLs wear [5],
and the expected incidence in developed countries is one to 33 cases per
million CLs wearers [6]. Since CLs users numbers are growing every
year worldwide and awareness and better diagnostics are available, the
disease will become increasingly important over time [7,8].

AK is known to be difficult to diagnose and treat, despite advances
in pharmacotherapy. Most patients are initially wrongly treated for
viral, fungal, or bacterial keratitis before the diagnosis of Acanthamoeba
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is made. The need therefore, is to make a quick and accurate diagnosis
to ensure effective treatment, and a good prognosis. When AK is sus-
pected, a provisional diagnosis can be made through clinical features
and confocal microscopy. However, a definitive diagnosis is only pos-
sible by culture, histology, or identification by polymerase chain reac-
tion (PCR) [9].

The aim of this review is to highlight current information about the
disease including general characteristics, epidemiology, clinical as-
pects, diagnosis, and treatment, focusing in recent discoveries in the
biology of the parasite that involve changes in the prognosis and
treatment of the AK.

2. Acanthamoeba’s free life in the environment

The life cycle of Acanthamoeba consists of two stages: a vegetative
active trophozoite stage (25–40 μm) and a dormant protective cyst
stage (13–20 μm) [10]. During the trophozoite stage Acanthamoeba
actively feeds on bacteria, algae, yeasts or small organic particles and
divides mitotically under optimal environmental conditions. Exposure
to harsh conditions, such as lack of food, hyper- or hypo-osmolarity and
extreme pH or temperature, results in cellular differentiation into a
double-walled cyst form [11], in which Acanthamoeba can survive in
vitro for more than 20 years [12].

Acanthamoeba is remarkably tolerant to a wide range of environ-
mental conditions, being probably the most common protozoon found
in soil, water, and in air samples [13,14], in a wide variety of habitats,
from tropical to arctic regions. Recently, pathogenic genotypes were
isolated from soils and water resources in Pakistan [15,16], from public
thermal baths in Hungary [17], and from reservoirs of drinking water in
Taiwan [18].

The major incidence factor in the distribution of Acanthamoeba in
the environment is the presence of an available food supply.
Acanthamoeba can take in bacteria via phagocytosis, after which it lyses
them in the phagolysosomes [19]. However, some bacteria have es-
tablished a stable symbiotic relationship with amoebae, a situation
which may serve as reservoir for maintaining and dispersing pathogenic
bacteria in the environment. It is puzzling that Acanthamoeba can host
bacteria protecting them from the adverse environment and, at the
same time, feeds on them to cover its nutritional requirements [19].

3. Acanthamoeba genotypes in AK

Species of Acanthamoeba were originally classified into three groups
(I–III) based in differences in cyst morphology [20]. However, as cul-
ture conditions affect morphology, identifications are nowadays based
on rRNA gene sequences and the genus is divided into 20 different
evolutionary lines or clades (T1-T20) [21,22]. In the world, most of the
clinical isolates from both keratitis and non-keratitis samples, have
been typed as T4 genotype [23]. Other genotypes that have also been
found associated to AK include T2a, T3, T5, T6, T10, T11, and T15
[[23],24]. Grun et al. [25] have recently reported the genotype T13 as
an etiological agent of keratitis. Although T4 is the most frequently
isolated genotype [26], non-T4 genotypes produce worse symptoms
and have poorer response to medical therapy [27].

4. Pathogens’ reservoir

Acanthamoeba trophozoites and cysts have the ability to harbor a
variety of microorganisms [19]. Several pathogenic bacterial species
were isolated from the inside of Acanthamoeba species, including Sal-
monella enterica [28], Pseudomonas spp. [29–31], Mycobacterium spp.
[32,33], Legionella pneumophila [30], Helicobacter pylori [34], Campy-
lobacter jejuni [35], Listeria spp., and Vibrio spp. [36]. In this regard, the
presence of P. aeruginosa enhances the attachment of Acanthamoeba
trophozoite to hydrogel CLs [37], but not to silicone ones [38], and Dini
et al., 2000 [39] reported a case of AK where both agents were present.

More work is needed to understand this relationship as inhibition of
Acanthamoeba growth by Pseudomonas has also been observed [40].

Other protozoa, including Toxoplasma gondii [41]; fungi, as Cryp-
tococcus, Blastomyces, Sporothrix, Histoplasma, Exophiala; and virus, as
mimivirus, coxsackieviruses, adenoviruses [42], poliovirus, echovirus,
enterovirus, vesicular stomatitis virus [19] have also been found as
Acanthamoeba endosymbionts. Recently, a giant virus found inside
Acanthamoeba strains producing keratitis was identified as a member of
the emerging Pandoravirus family [43] and later its whole genome was
sequenced [44]. On the other hand, studies on Acanthamoeba polyphaga
mimivirus showed an inhibition of the amoebal encystment [45], which
may represent an advantage in AK treatment.

5. AK epidemiology

Despite its wide distribution, diseases caused by Acanthamoeba are
relatively uncommon. Among the infections, AK is the most frequent,
although other types can be produced in immunocompromised hosts
[46,47].

The epidemiological features of infectious keratitis may vary among
different geographic regions, climate conditions, and living environ-
ments. Traditionally, predisposing factors of AK included corneal
trauma associated with exposure to contaminated water, soil or vege-
tation [48,49]. Nevertheless most cases of AK were reported in asso-
ciation with CLs wear [50–55]. However, in Asian countries the ma-
jority of the AK occurred in non-CLs wearers [56–59], being secondary
to corneal injury. This scenario has been identified as the major risk
factor for infectious keratitis in rural areas [60–62].

A recent review of case-control studies showed that the use of CLs
increased by 10 times the risk of suffering AK [5]. It was found that A.
castellanii trophozoites and cysts adhere not only to soft, but also to
rigid CLs [[64],63]. Infections related to CLs are often associated with
improper wear such as overuse, poor cleaning and sleeping or swim-
ming with them. Exposure of CLs to water seems to be a significant risk
factor for AK [64]. According to research conducted by the Center for
Disease Control (CDC) in the US (Table 1), topping off and storing
lenses in water were associated with more than four-fold increases in
risk, closely followed by shorter duration of use, handling lenses with
wet hands and rinsing cases with water before storage [65]. The fact
that the risk is higher in patients with fewer years of use would indicate
that the experience in handling could play a role in prevention of AK.

Some researchers suggested that municipal water supply and its
treatment may play a role in the development of AK. In the UK the AK
incidence was 0–42 cases per million inhabitants, this variability being
associated with the distribution of hard and soft water around the
country. It has been hypothesized that hard water, that leads to lime-
scale deposits in house water tanks, provides a favorable environment
for amoebae and reduces the efficiency of chorine disinfection systems
[66]. The presence of Acanthamoeba spp. in swimming pools may

Table 1
Hygiene risk factors in CLs-related Acanthamoeba keratitis.
Source: USA CDC 2014 Multivariable analysis (Cope JR; 2014).

Cases n/N
(%)

Control n/N
(%)

mORa (95% CI)

Topping off 69/101 (68) 48/144 (33) 4.46 (2.19–9.81)
CLW≤ 5 yrs 35/109 (32) 26/157 (17) 2.98 (1.47–6.35)
Storing lenses in water 25/102 (25) 5/145 (3) 4.38 (1.47–15.88)
Handling with wet

hands
66/109 (61) 82/155 (53) 2.19 (1.10–4.59)

Rinsing case before
store

55/97 (57) 51/138 (37) 2.10 (1.06–4.32)

CLW=CLs wearing.
a mOR: m Odds ratio adjusted for age, sex, and CLs type using exact conditional logistic

regression.
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explain AK peaks during summer months [52,55].
In association with CLs use, Acanthamoeba adhesion increases with

the water content of the lens, while it is minimized with proper cleaning
procedures [67]. Previous studies have focused on the impact of the
hygiene of lens, care solution, and storage case and environmental
factors on the incidence of AK [68–70]. It seems that propylene glycol,
commonly used as ophthalmic demulcent, could induce pseudoencyst-
ment, increasing the potential risk of infection due to resistance of
acanthamoebae to disinfecting agents [71]. A study conducted in 2014
[72] indicated that many of the multi-purpose solutions (MPS) avail-
able in the Egyptian market were not effective against clinical and tap
water Acanthamoeba strains. Assessment of anti-Acanthamoeba solution
efficiency was limited by a lack of standardized testing methods, which
is crucial because the susceptibility to biocides also varies with growth
media, strain, and methods for encystation [73].

The Ophthalmic Devices Panel of the Food and Drug Administration
(FDA) Medical Devices Advisory Committee recommends adding
Acanthamoeba spp. as a challenge organism for testing CLs solutions
[74]. A novel method was proposed to compare environmental Acan-
thamoeba susceptibility to MPS, being genotypes T3, T5, and T11 more
resistant than the T4 [75].

Acanthamoeba has been found to produce co-infections with fungi,
viruses, chlamydia, and bacteria [76–78].]. Thus, the possibility must
be considered that ophthalmic solutions contaminated with amoebae,
may also contain other microorganisms that synergistically invade
along with amoebae corneal injury [79,80].

AK has also been reported after invasive corneal surgery or radial
keratoplasty and after laser in situ keratomileusis (LASIK), where more
serious injuries may occur in patients mainly due to delay in diagnosis
and treatment [77,81,82]. Even within the past year, a case of AK in a
young girl without risk factors was reported in the literature [83].

6. Clinical aspects

An interesting feature of AK, compared to most other forms of mi-
crobial keratitis, is that the disease usually progresses slowly [84]. The
onset of symptoms can take a few days to several weeks, depending on
the inoculum size and/or the corneal trauma [85]. The clinical picture
of AK is remarkable for its variability. In most cases symptoms include
pain, photophobia, and tearing, usually in one eye. CLs users can pre-
sent with bilateral involvement [86]. In early AK a severe pain may be
manifested disproportionately to the clinical signs, and there is usually
a reduction in corneal sensation [9].

The earliest signs may be non-specific [86]. Within the first month,
the disease can manifest as a mild conjunctival injection and epithe-
liopathy including a punctate keratopathy, pseudo dendrites (often
mistaken for herpes simplex keratitis), epithelial or subepithelial in-
filtrates, and perineural infiltrates, with ring infiltrates in less than 20%
of patients [9]. Acanthamoeba trophozoites often cluster around corneal
nerves, producing radial keratoneuritis virtually pathognomonic for
AK, being present in up to 63% of cases diagnosed within 6 weeks.
Extreme pain is common in these cases [[9],87]. A careful slit-lamp
examination may be necessary to identify these infiltrates, as only one
or two nerves may be affected. The appearance of perineural infiltration
is not yet fully understood, although it was suggested that the parasites
may move more easily through the course of corneal nerves, or that
they may preferentially damage nervous tissue [84].

The generation of the ring-shaped stromal infiltrates and corneal
lesions can be related to the production of a collagenolytic enzyme
[88]. In long standing cases a central defect, which is often associated
with stromal thinning, may occur. The ring may be incomplete, or oc-
casionally double and concentric [84]. Limbitis is a common finding in
both early and late disease [9].

After a month, the disease is characterized by ring infiltrates,
marked ulceration, and a secondary sterile anterior uveitis, sometimes
with hypopyon. Some patients may present with corneal edema caused

by endothelial plaques or a disciform reaction. Perineural infiltrates are
less frequent in advanced disease [9]. Vascularization may occur, but it
is not usually marked unless secondary bacterial infection has taken
place [84]. The inflammation may involve the sclera, but evidence of
direct scleral invasion by amoebae has often been elusive, leading to the
conclusion that scleritis is a secondary immunologic reaction [84]. AK
rarely progresses beyond the corneal endothelium to produce in-
traocular infection and endophthalmitis [88].

Further evolution to severe forms is more common in late-pre-
senting disease and it may include abscess formation, keratic pre-
cipitates, anterior chamber cells, hypopyon, scleritis, extensive scleral
ectasia occurring after prolonged scleritis, glaucoma, cataract, corneal
melt, corneal perforation, and posterior segment inflammation, optic
nerve edema, optic neuropathy and optic atrophy, retinal detachment,
choroidal inflammation, and formation of a macular scar [9,84].

At this point it has to be remembered that non-T4 genotypes pro-
duce worse symptoms than genotype T4 [27].

7. Diagnosis

AK remains one of the more challenging clinical entities in corneal
disease to be diagnosed [55]. It is usually misdiagnosed since its
symptoms are similar to keratitis produced by other agents such as
bacteria, viruses and fungi [55,89]. A good prognosis depends on the
diagnosis being early and a prompt access to the appropriate medical
therapy. If this is delayed for three weeks or more, the prognosis wor-
sens [9]. To avoid this situation, AK should be considered whenever
there is corneal trauma associated with exposure to contaminated water
or soil, or CL wear. The disease must be also taken into account when
there is a failure in the response to first line therapy for bacterial or
herpes simplex virus keratitis [9].

The preferred diagnostic technique is confocal microscopy (CFM),
which shows specificity and sensitivity greater than 90% [90]. Acan-
thamoeba is confirmed positive by CFM when highly reflective round or
ovoid structures (10–25 μm of diameter) are observed, or if double-
walled structures compatible with Acanthamoeba cysts are visualized
[90]. Tu et al. [91] compared in vivo tandem-scanning CFM with su-
perficial corneal smear and superficial corneal culture, and analyzed
the results for validity against microbiologic and clinical standards of
AK, observing a sensitivity of 91% and a specificity of 100% for CFM.
Specular microscopy, where the organisms appear as refractile granular
opacities, has been also used to demonstrate the presence of Acantha-
moeba in vivo within the cornea [84].

Although a presumptive diagnosis can be made clinically or with
CFM, a definitive diagnosis of AK can only be made on the basis of
culture or histology, or by the identification of amoebic DNA by PCR
[92]. The identification using culture techniques consists of the direct
inoculation on non-nutrient agar plates. On receipt in the laboratory,
the inoculated area of agar is excised from the plate and inverted onto
an Escherichia coli–seeded non-nutrient agar plate and cultured at 30 °C
for periods as long as 6 days, with further stages at room temperature to
ensure growth of some isolates [93]. Cultures may occasionally take
three weeks to grow using this protocol and specimens should not be
discarded until the end of this period [9]. However, culture results are
inconsistent, with sensitivities ranging from 7 to 52% and have the
further disadvantage of requiring long incubation times [94].

Smears immunostaining with immunoperoxidase using a polyclonal
antibody for Acanthamoeba could become a useful method, but the
antibody is not yet commercially available [84].

PCR is potentially a useful technique for AK diagnose, where
Acanthamoeba DNA can be directly amplified from corneal scrapings
[55,95,96]. Identification of Acanthamoeba by PCR showed 84% sen-
sitivity and 100% specificity [55], but it has not yet been standardized
or become widely available. Moreover, one recent report suggested that
culture and PCR were statistically equivalent for detecting Acantha-
moeba from ocular samples [97].
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8. Current therapy

AK raises an extremely challenging clinical management problem
with the potential for treatment failure. If diagnosed early, the prospect
for complete recovery of vision is higher. However, the diagnosis
methods currently used are invasive, requiring corneal culture and
stromal biopsy, and are often postponed until there is high suspicion of
the disease and/or no response to treatments for bacterial, viral and/or
fungal keratitis [90].

There are no drugs specifically approved for AK by the FDA.
Aggressive medical therapy is initiated using multiple antiamoebic,
antibacterial, and antifungal agents. Different antimicrobial agents are
used in combination to improve the likelihood of a successful treatment
[98]. Medications have to be used for a long period of time after clinical
resolution of infection to prevent relapses, because the drugs are less
effective against the cystic forms. In this regard, Kumar and Lloyd [99]
pointed out that the encysted stage in the life cycle of Acanthamoeba
species appears to cause intractable problems, and that many biocides
are ineffective in killing the highly resistant cysts.

Two classes of antimicrobial agents are currently used to treat most
Acanthamoeba infections, biguanides and diamidines [100]. The bi-
guanides, cationic antiseptics acting at membrane level, include poly-
hexamethylene biguanide (PHMB) and chlorhexidine (bis-biguanide),
and among the diamidines, which inhibit DNA synthesis, the most
frequently used are propamidine, hexamidine, and pentamidine [101].
These antimicrobial agents present different amoebicidal activities,
which may vary due to the different degrees of pathogenicity and
virulence among Acanthamoeba species or strains [27,102]. PHMB is
generally the preferred agent, either alone or in combination
[9,103,104]. Although chlorhexidine has also been used as a mono-
therapy, it does not appear to be as effective as when used in combi-
nation with propamidine [105].

The first 2 or 3 days of treatment the therapeutic agent is usually
administered hourly day and night as an eye drop solution. After this
period, the administration is reduced in frequency to hourly daytime for
the next days, and then to four times a day [106]. The treatment could
be prolonged for several months and requires regular controls until
clinical evidence of disease resolution.

Lim et al. [107] compared the outcomes when using PHMB 0.02%
and chlorhexidine 0.02% as monotherapy agents [107] in 56 eyes. They
found that treatment produced a favorable clinical response within the
first two weeks in 78% and 85.7% of the cases for PHMB and chlor-
hexidine, respectively. They also observed a recovery of the visual
acuity in 56.5% and 71.4% and only 3/23 and 2/28 required pene-
traiting keratoplasty, when treated with PHMB and chlorhexidine, re-
spectively. The results allowed them to conclude that the outcomes
were similar for both agents in treating AK.

Biguanides are usually chosen since they have the lowest minimum
cysticidal concentrations and are generally more effective against
Acanthamoeba cysts [108]. In fact, diamidines are not recommended as
monotherapy agents since they favor resistance development [104].
This is also the reason why propamidine is used in combination with
PHMB, or chlorhexidine. However, some clinicians preferred the use of
PHMB in combination with hexamidine, because they believe that this
diamidine is more effective and less toxic than propamidine [104].

A combination of propamidine isethionate 0.1% (Brolene®) and
0.02% PHMB in drops was found to be well tolerated, non-toxic and
largely effective against Acanthamoeba species [8]. Alternatively, a
combination of Brolene® and fluoroquinolone with chlorhexidine may
give good results [99]. Topical steroids can be used to control persistent
inflammation but their use should finish before cessation of anti-
amoeba therapy [109].

Ultraviolet-A light and riboflavin therapy is an alternative ther-
apeutic option in non-responsive cases to topical agents [110,111].
Khan et al. [110] evaluated this therapy in 3 cases of AK unresponsive
to medical treatment [110]. After two treatment sessions involving

topical application of 0.1% riboflavin solution and 30min of Ultra-
violet-A irradiation, the ulcers in all patients were closed within 3 to 7
weeks of the first application.

Recalcitrant chronic Acanthamoeba stromal keratitis may be treated
with extended systemic voriconazole with good preservation of vision.
Tu et al. [112] reported the successful use of this agent in three eyes of
two patients unresponsive to traditional therapies, achieving clinical
resolution in a period of 7 to 11 months [112].

Flurbiprofen is used orally as adjunctive therapy providing anti-in-
flammatory and analgesic properties [104]. Also imidazoles 1% (e.g.,
ketoconazole), used as additive (never as primary therapy), are effec-
tive against trophozoites but not against cysts [113,114].

Despite scraping is usually necessary for diagnosis, it may also have
a therapeutic benefit if carried out during the first stages when the
disease is intraepithelial [115].

Although penetrating keratoplasty for visual recovery should be
delayed as possible until a medical cure has been achieved, it should be
considered as a therapeutic tool when the infectious process spreads to
the Para central corneal stroma despite an aggressive antiamoebic
therapy [8]. In these cases, this procedure may allow total removal of
the organisms by excising the clinically involved tissue and a rim of
clear surrounding cornea. Penetrating keratoplasty may also be re-
quired when therapeutic failure in cases of severe AK. However, graft
survival is poor; postoperative glaucoma is frequent and is associated
with shorter graft survival [116].

With respect to prognosis after AK treatment, it has been shown that
a late diagnosis decreases the likelihood of a good visual result. A study
conducted by Cardine et al. [117] found an average delay of two
months between first symptoms and diagnosis [117], which was asso-
ciated to a poor visual outcome in 10 from 25 eyes. In all cases the
treatment included topical antiparasitic eye drops, and in nine of them
surgical treatment was required.

In a study by Tu et al. [118], the final visual acuity of 65 eyes af-
fected by AK was evaluated, concluding that 40% achieved a final vi-
sual acuity of at least 20/25 [118]. They also associated deep stromal
involvement or the presence of an annular infiltrate with worse visual
results, and found that the duration of symptoms was not related to the
final visual result. Keratoplasty was performed in 17% of the patients
recruited.

Robaei et al. [119] performed an exhaustive analysis of the outcome
of 196 patients with AK between1991 an 2012 [119]. They found that
25.5% required penetrating or anterior lamellar keratoplasty, and a
20% of them had repeat keratoplasty. From the total of the patients
undergoing keratoplasty, 52% did it for therapeutic basis and 48% for
visual rehabilitation. In the second group, 54.2% achieved a visual
acuity of 20/30 compared to a 26.9% in the first one, showing that the
prognosis is better when the keratoplasty is performed for visual re-
covery when the medical cure has been achieved. They also confirmed
the importance of early diagnosis of Acanthamoeba in improving
prognosis and avoiding keratoplasty.

9. Future prospects for treatment

Although many drugs can be safely delivered by eye drops, effective
treatment has a strong dependence on patient compliance [120].

A major goal of pharmaco-therapeutics is the attainment of an ef-
fective drug concentration at the intended site of action for a desired
length of time. Efficient delivery of a drug while minimizing its sys-
temic and/or local side effects is the key to the treatment of ocular
diseases. The design and development of drug delivery systems for
ocular administration has to overcome the challenges posed by the
physiological and anatomical characteristics of the eye; however, along
with the understanding of the mechanisms of ocular drug absorption
and disposition, the knowledge in this field rapidly increases. Systems
may include different alternatives, varying from simple solutions to
new delivery systems such as, corneal collagen shields, iontophoresis,
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biodegradable polymeric systems, and viral and nonviral gene delivery
systems [121].

Currently, vehicles and carriers including nanoparticles and sub-
stances with gelling properties, are being evaluated [122,123]. L-alpha-
phosphatidylcholine liposomes and cholesterol or ergosterol have been
tested to enhance the potency of pentamidine isethionate. It was ob-
served that at a drug concentration of 10 μgml−1, the liposomal drug
was 12 times more effective than the free drug preventing the binding
of Acanthamoeba to human cells and reducing significantly the cyto-
pathogenicity of human cells mediated by parasites [122].

In addition, the design of pro-drugs, which hydrolize within the eye,
provides an alternative to achieve higher concentrations, reduced
toxicity, and prolonged activity for topical medications. Many lipo-
philic ester prodrugs such as 15-acetyl, 15-pivaloyl, 1-isopropyl, 15-
valeryl, 1,11-lactone, and 11,15-dipivaloyl esters were tested for
transport and bioconversion. The ester conjugate can easily cross the
corneal epithelium due to its lipophilic nature, but the stroma acts as a
hydrophilic barrier. This layer forms a depot to such lipophilic drugs
until hydrolysis to parent drug [124].

Drugs approved for other uses have also been tested for AK treat-
ment. In this sense, Jha et al. [125] found that tigecycline, a third-
generation tetracycline antibiotic which is commonly used to treat
antibiotic resistant bacterial infections, significantly inhibited the
growth of Acanthamoeba without affecting cell viability and induction
of encystment. This same effect has not been observed with other tet-
racycline antibiotics groups such as tetracycline and doxycycline. It was
observed that tigecycline decreased cellular adenosine triphosphate
(ATP) over control and increased mitochondrial mass. These findings
suggest that selective mitochondrial dysfunction and corresponding
decrease in ATP production would be the potential mechanism by
which tigecycline controls Acanthamoeba growth.

On the other hand, Deng et al. [126] demonstrated that artemether,
an antimalarial agent, can be used as an inhibitor of phosphoglycerate
dehydrogenase to control or block Acanthamoeba infections. The drug
exhibited in vitro amoebicidal activity in a time- and dose-dependent
manner, and induced ultrastructural modification and cellular apop-
tosis. Although artemether showed amoebicidal activity at relatively
high concentrations, further studies are needed to test this agent in
combination with other drugs as an approach to more effectively treat
Acanthamoeba infections.

Immunological methods are also being investigated. Oral im-
munization of animals has been successfully achieved in the prevention
of AK [80,99]. However, it is unlikely that immunization will be used to
reduce the incidence of CLs induced Acanthamoeba infection in humans
due to the small incidence of the disease worldwide.

In normal clinical practice, patients are advised not to wear CLs
when they present with infections of any type. However, therapeutic
CLs would sometimes be indicated, since their use could protect against
possible perforations and/or continuously release a drug, either for pain
treatment or to control the infectious agent. In these cases a daily check
should be done, and the CLs should be placed and removed by a phy-
sician.

Certain requirements must be met by a therapeutic lens to make it
ideal. It should minimize mechanical trauma, hypoxia and tear film
disruption, and at the same time, it should stimulate recovery of the
condition being treated. The transmissibility of oxygen must be max-
imized, particularly when a patient will continuously use the lens.
Numerous attempts have been made related to loading drugs into CLs
[127–129], including hydrogels to control drugs release [130], and
using alternative processes to ensure a high load of active components
[131]. Despite all the efforts made so far, progress towards introducing
such a strategy into the usual ophthalmological practice for AK treat-
ment has been limited.

10. Perspectives

AK is a re-emerging disease, and although much is known about the
pathogenesis of corneal invasion, there is a lack of understanding of the
causes of the severe, extra-corneal, non-infectious, inflammatory dis-
orders that may be associated with the primary infection and that can
result in blindness for some patients who have severe disease [9].
Acanthamoeba is able to host many more microorganisms than pre-
viously thought and the parasite includes genotypes that were not
previously taken into account as keratitis producers, but which have
come to light due to the current development of diagnostic methods.
Future studies are needed to identify the genetic basis for virulence
factors producing disease and because the parasite and host factors
have been found to be equally important in the pathogenesis of Acan-
thamoeba infection, it is reasonable to predict that emerging genomic
techniques will play a fundamental role in providing novel therapeutic
strategies [7].
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