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ABSTRACT

Schistosomiasis is a neglected tropical disease that is prevalent in low- and middle-income
countries. There are five human pathogenic species, of which Schistosoma haematobium, Schisto-
soma mansoni and Schistosoma japonicum are the most prevalent worldwide and cause the greatest
burden of disease in terms of mortality and morbidity. In addition, hybrid schistosomes have been
identified through molecular analysis. Human infection occurs when cercariae, the larval form of
the parasite, penetrate the skin of people while bathing in contaminated waters such as lakes and
rivers. Schistosomiasis can cause both urogenital and intestinal symptoms. Urogenital symptoms
include haematuria, bladder fibrosis, kidney damage, and an increased risk of bladder cancer.
Intestinal symptoms may include abdominal pain, sometimes accompanied by diarrhoea and
blood in the stool. Schistosomiasis affects more than 250 million people and causes approximately
70 million Disability-Adjusted Life Years (DALYs), mainly in Africa, South America, and Asia.
To control infection, it is essential to establish sensitive and specific diagnostic tests for epide-
miological surveillance and morbidity reduction. This review provides an overview of schistoso-
miasis, with a focus on available diagnostic tools for Schistosoma spp. Current molecular detection
methods and progress in the development of new diagnostics for schistosomiasis infection are also
discussed.

INTRODUCTION

Schistosomiasis, also known as bilharzia, is a neglected tropical disease caused by blood
flukes (trematode worms) that affects low-income countries in tropical and subtropical
regions, with approximately 250 million people infected annually [1, 2]. The disease is
prevalent in tropical regions worldwide and it is the second most important human
parasitic disease in terms of socio-economic impact, after malaria [3]. According to World
Health Organization (WHO) data, schistosomiasis is endemic in 78 countries, 51 of which
require preventive drug administration for moderate to severe transmission [4]. In 2016,
the disease burden of schistosomiasis was estimated to be 2.5 million Disability-Adjusted
Life Years (DALYs) with approximately 24,000 deaths globally [5]. These numbers high-
light the severity of schistosomiasis as a public health issue, and its elimination is a key
goal of the Neglected Tropical Diseases (NTD) roadmap 2021–2030 [6]. The infection is
caused by a trematode belonging to the genus Schistosoma. People contract the larval forms
of the parasite through contaminated fresh water [7]. The infection is widespread in Africa,
South America and Asia, where access to safe drinking water and sanitation is often
inadequate [8]. Infection rates are high among rural communities engaged in water-related
agricultural activities, as well as among women and children who use contaminated
water for household chores [9]. However, the rise of ecotourism and intercontinental travel
has led to the spread of schistosomiasis to new areas, including industrialised countries
[10]. The parasite was first identified by Theodor Bilharz in 1851. In 1915 Leiper discovered
that freshwater snails serve as intermediate hosts in the parasite’s life cycle [11]. In 1970,
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Bayer introduced praziquantel, the first and still the most
important drug to treat schistosomiasis [12].

EPIDEMIOLOGY

Schistosomiasis in humans is caused by five main patho-
genic species: Schistosoma mansoni, Schistosoma japonicum,
Schistosoma intercalatum, Schistosoma mekongi, and Schis-
tosoma haematobium. Among these, S. mansoni is one of the
three most common species worldwide, along with S. japo-
nicum and S. haematobium [13]. Molecular analysis has
identified hybrid schistosomes, which are new hybrid species
resulting from the hybridization of different Schistosoma
species [79]. The intermediate host for S. mansoni is the
freshwater snail of the genus Biomphalaria [14]. Reservoirs
include primates, marsupials, and rodents. Schistosoma
mansonii adult parasites establish themselves in the lower
mesenteric veins, where they lay between 200 and 300 eggs
daily [15]. The eggs that are not excreted with faeces cause a
granulomatous inflammatory response. This condition is
prevalent in Africa, the Middle East, the Caribbean, Brazil,
Venezuela, and South America [16]. S. japonicum has a large
number of reservoir hosts, including cattle, dogs, cats, ro-
dents, pigs, horses, and goats [17]. To reproduce, it
temporarily infects freshwater snails of the genus Oncome-
lania. Adult S. japonicum worms inhabit mainly the upper
mesenteric veins and lay eggs that can easily reach the liver
or intestinal tissues [18]. Compared with other hepatotropic
species of Schistosoma spp, S. japonicum causes more rapid
progression to liver fibrosis and occasionally liver failure
[19]. This parasite is found in China, the Philippines and the
Indonesian island of Sulawesi. Schistosoma haematobium is
responsible for urogenital pathology [20]. It is a parasitic
roundworm found in Africa and the Middle East. Primates
serve as the primary host and act as a reservoir for the
infection. The adult female of the parasite lays her eggs in
the veins that supply blood to the main organs of the pelvis
[21]. S. haematobium has been classified as a probable hu-
man carcinogen by the International Agency for Research
on Cancer (IARC) [21]. S. intercalatum and S. mekongi are
two species that are locally widespread, but to a lesser extent
than the other species [22]. S. intercalatum is common in the
Democratic Republic of Congo, while S. mekongi is common
in certain areas of Cambodia and Laos [23]. Notably,
S. intercalatum shares the same gastropod as S. haematobium,
whereas S. mekongi infects snails of the genus Neotricula [17].
In recent decades, clinically significant hybrid species have
been discovered with increasing frequency. Hybridisation
between human and animal pathogenic species poses a
potential threat due to the easier transmission and spread of
new strains [24]. This could potentially render current control
measures ineffective. Hybrid Schistosoma species include
S. haematobium-bovis, which share an intermediate host,
S. haematobium-mattheei, found in children in Malawi and
infected travelling populations in South Africa, and S. hae-
matobium-mansoni, discovered in France by a migrant from
the Ivory Coast [25–26].

LIFE CYCLE

The biological cycle of Schistosoma begins with eggs shed in
the faeces and urine of infected individuals (Fig. 1) [23].
These eggs hatch and release miracids that infect freshwater
snails, which act as intermediate hosts. The miracids meta-
morphose inside the mollusc into cercariae, the form that
infects humans (or other mammals) by penetrating the skin.
The cercariae are attracted to hydrocarbons and fatty acids
present on the epidermal surface [13, 24]. Schistosomula
develop into adult worms after the parasite enters the final
host through the skin and travels through the bloodstream
to the liver (Fig. 1) [18]. At this stage, the trematodes absorb
antigens produced by the host onto their integument using
molecular mimicry, which enables them to evade the host’s
immune system and survive for several years [25].
Depending on the species, schistosomes colonise either the
intestinal plexus or the bladder plexus [4]. Females lay eggs
approximately 1–3 months after cercariae invasion [25].
While some of the eggs are excreted in faeces and urine,
those that do not pass through the mucous membrane cause
inflammation, resulting in the appearance of granulomas.

PATHOGENESIS AND CLINICAL DISEASE

Schistosomiasis can manifest as either an acute or chronic
condition [23]. The acute form includes cercarial dermatitis
and Katayama fever or syndrome. The latter is named after
the Katayama District of Hiroshima prefecture in Japan,
where the first human case of S. japonicum was reported in
1904 [26]. Cercarial dermatitis, which is a maculopapular skin
rash, appears at the site of cercarial entry and typically occurs
within 2–7 days of infection [27]. The condition is usually
caused by a hypersensitive immune response to the parasite
and typically resolves within 15 days [28]. Katayama syn-
drome is characterised by fever, abdominal pain, diarrhoea,
diffuse myalgia, haematuria (in individuals infected with
S. haematobium), asthma, non-productive cough, pulmonary
infiltrates, and marked eosinophilia [29]. This disease is
commonly observed in individuals who have been infected
while travelling to endemic areas or living in areas with high
transmission rates. These symptoms are usually caused by
systemic hypersensitivity to antigens released by schistosomes
or eggs [29]. The acute form of the disease may develop in
non-immune individuals several weeks or months after
exposure [28]. Acute schistosomiasis is a condition that is not
well understood and is often not diagnosed [30]. Symptoms
typically improve within 2–10 weeks, but in severe cases,
patients may experience persistent symptoms such as
breathlessness, weight loss, and hepatomegaly [31].

CHRONIC INFECTION

In endemic areas, most infections progress directly to the
chronic phase of the disease due to repeated exposure, and
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acute schistosomiasis is rare [23, 28]. This form of schisto-
somiasis is characterised by the presence of adult worms
producing large numbers of eggs. In contrast to adult
worms, schistosome eggs lack surface antigens and are
therefore susceptible to the host’s immune system [32].
Symptoms arise from the inflammatory responses generated
against the eggs. Soluble glycoproteins secreted by schisto-
some eggs react with CD4þ and T-helper-2 (Th-2) lym-
phocytes [33]. The eggs are shed into the bladder lumen and
form granulomas at sites of maximum infestation, leading to
fibrotic lesions in the host tissue [15]. Treatment with drugs
that kill the adult forms can partially reverse infection in
patients with active schistosomiasis [34]. As the disease
progresses to a chronic state, there is a progressive decrease
in the proliferative responses of the lymphocytes induced by
the soluble egg antigens [33]. Due to its chronic nature,
bilharzia is a significant public health problem. The severity
of the disease is directly related to the number of eggs
infiltrating the tissues [15]. Intestinal and urogenital schis-
tosomiasis are distinguished by the species involved [23].

INTESTINAL AND UROGENITAL
SCHISTOSOMIASIS

Intestinal infection caused by S. mansoni, S. japonicum,
S. intercalatum and S. mekongi begins with bloody diarrhoea

and sideropenic anaemia due to mucosal ulceration [35].
This condition can progress to a more severe state, which is
characterized by portal hypertension, polyposis, micro-
abscess formation, organomegaly, and hepatic fibrosis. In
some cases, this may eventually lead to cirrhosis [36].
Urogenital schistosomiasis is characterised by the presence
of numerous calcified eggs in the bladder wall and genital
organs, resulting in polyposis, hyperplasia and severe ul-
ceration that can lead to haemorrhage [21]. In advanced
stages of the disease, the bladder may calcify, leading to
urethral obstruction, hydronephrosis and ultimately renal
failure [21]. Women with genital schistosomiasis experience
pain and bleeding during sexual intercourse, while men have
elevated levels of pro-inflammatory cytokines and leukocytes
in the seminal fluid [28]. Possible factors contributing to
the schistosomal carcinogenic process include inflammatory
gene damage, β-glucuronidase and nitrosamines [37].
Although S. haematobium lesions may increase the exposure
of the bladder epithelium to mutagenic substrates such as
tobacco, it is important to note that this is still under
investigation [33]. In addition, female genital schistosomi-
asis has been found to increase the risk of human immu-
nodeficiency virus (HIV) transmission [38].

IARC has classified S. haematobium as a class 1 carcin-
ogen due to its association with squamous cell carcinoma
(SCC), a form of bladder cancer [39]. Chronic schistoso-
miasis causes bladder cancer by inducing inflammation of
the bladder wall. Eggs that are not excreted trigger a strong

Fig. 1. Schistosoma life cycle. The life cycle of Schistosoma begins with the excretion of eggs by humans in water through stools and urine.
Once in the aquatic environment, the eggs hatch and release immature larvae known as miracidia. These miracidia penetrate the tissues of

freshwater snails, where they transform into cercariae. The snails then release the cercariae into the water, which infest humans by
penetrating their tissues. Finally, the cercaria loses its tail and becomes schistosomulae. The schistosomulae reach the liver and mature into
the adult form. The male and female worms mate and migrate into either the intestine or bladder veins, depending on the species. Once in

their final location, the females begin to lay eggs.
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inflammatory response, leading to the formation of granu-
lomas [40]. Bladder fibrosis may result in bacterial infection,
which can convert nitrite and dietary nitrates into nitrosa-
mines. Nitrosamines are carcinogenic and affect metaplastic
squamous epithelium, leading to the development of SCC
[39]. Numerous epidemiological studies have demonstrated
that the prevalence of cancer decreases in areas where
schistosomiasis control interventions are implemented and
infection prevalence decreases [41, 42]. As bladder cancer
remains a common problem in regions where schistosomi-
asis is endemic, it is advisable to monitor individuals testing
positive for schistosomiasis for prognostic indicators of
bladder cancer [41]. The observed association between
Schistosoma infection and infertility in both men and
women may be explained by chronic inflammation, scar
tissue formation, and severe granulomatous reactions [43].
In women, schistosomiasis can cause progressive fibrosis in
the ovaries and fallopian tubes, leading to tubal occlusion
and affecting the reproductive system [44]. In contrast, male
infertility is usually caused by infections of the prostate,
testes, and seminal vesicles, which are promoted by schis-
tosomiasis [45]. S. haematobium infection may increase the
risk of HIV infection, especially in women. Female genital
schistosomiasis can cause significant damage to the cervix
and vaginal epithelium, resulting in inflammation, ulcera-
tion, and trauma due to the calcification of uncleared eggs.
The fragile epithelium, which is prone to frequent bleeding,
can facilitate HIV transmission [38]. Observational studies
have shown that schistosomiasis may modify the immune
response and potentially facilitate HIV infection [46]. In
individuals infected with schistosomes, there is a decrease
in the Th-1 immune response and an increase in CD4þ
receptors and chemokines, which are co-receptors used by
the virus to infect cells [46]. Therefore, praziquantel therapy
is considered critical in regions with a high prevalence of
HIV. Studies suggest that praziquantel may be effective in
reducing HIV viral load [47, 48].

DIAGNOSIS

The diagnosis of schistosomiasis relies on specific epidemi-
ological criteria and symptoms associated with the acute or
chronic phase of the disease [49]. In recent years, the inci-
dence of schistosomiasis has increased even in areas that are
not considered endemic [1]. To diagnose acute schistosomi-
asis, healthcare professionals should consider persons who
have recently visited endemic countries and present with
night fever, non-productive cough, headache, asthenia, rash,
gastrointestinal symptoms and hepatosplenomegaly [50].
These symptoms are similar to those of acute viral, bacterial,
or malarial illnesses. However, there are distinguishing fea-
tures from malaria, including generalized urticaria, a pruritic
rash at the site of cercarial penetration (often on the legs) and
eosinophilia [50]. Acute illness may be missed unless schis-
tosomiasis is suspected. In cases of acute schistosomiasis,
patients may present with focal neurologic deficits. Neuro-
schistosomiasis, neurocysticercosis, and coccidiomycosis are

potential differential diagnoses for eosinophilia and neuro-
logical complications. To differentiate between these condi-
tions, clinical history, radiography, and cerebrospinal fluid
examination can be used [51]. Individuals who have lived in
or come from endemic areas and present with eosinophilia,
gastrointestinal or urogenital symptoms (haematuria, dysuria,
hemospermia, dyspareunia) may be suspected of having
chronic schistosomiasis, which can be contracted from
contaminated fresh water [52]. Co-infections are not unusual
in people living in endemic areas [52]. Eosinophilia and fever
may also be caused by parasitic helminth infections such as
clonorchiasis, fascioliasis, trichinosis, paragonimus, strongy-
loidiasis, hookworm or Ascaris infections [53]. Haematuria
caused by urinary schistosomiasis, especially S. haematobium,
must be differentiated from other potential causes such as
urinary tract infection, acute nephritis, renal tuberculosis
and cancer of the urogenital tract. It is also important to
consider alternative causes of infertility when diagnosing
genital schistosomiasis [21]. National and international
guidelines recommend screening for HIV-Antibody (HIV-
Ab), HCV-Ab, HBsAb, HAV, Strongyloides-Ab, and latent
tuberculosis infection in individuals with bilharzia infection
[54]. Laboratory tests that support the diagnosis of schisto-
somiasis include eosinophilia, IgE assay, calprotectin, fecal
occult blood, and proteinuria [13]. The diagnosis of schisto-
somiasis can be made using direct or indirect laboratory
methods. Direct methods include parasitological examina-
tions, antigenic and molecular tests for specific DNA,
while indirect methods involve the search for antibodies in
serum [49]. Parasitological tests aim to detect Schistosoma
spp. eggs in stool or urine samples using a light microscope
(Fig. 2) [49]. Eggs can also be found in biopsy samples of
tissues such as the intestine or bladder [35]. Schistosoma spp.
can be identified by their different morphological character-
istics, such as the size and location of the spur (Table 1) [55].

Fig. 2. S. haematobium egg in a urine sample (403). Image
courtesy of the Laboratory of Parasitology and Mycology at the

University of Messina
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S. mansoni eggs are oval, and have a prominent lateral spine.
S. japonicum eggs are small and round, with a barely visible
spine. S. haematobium eggs are large and have a prominent
terminal spine. They are found in urine samples (Fig. 2). The
size of S. mekongi eggs is smaller than that of S. japonicum
[17]. Although morphologically similar to S. haematobium,
S. intercalatum eggs are found in faeces [23]. Copro-parasi-
tological examination can be conducted using methods such
as the Kato-Katz method, FLOTAC, and HELMINTEX,
which indicate the number of eggs present in the feces (Fig. 3)
[56]. Quantification can be achieved through conversion
factors that multiply the number of eggs per gram of feces
[57]. The parasitological examination is highly specific,
making it the reference diagnostic method and a screening

tool in endemic areas. However, the sensitivity of the test
varies due to the discontinuous and sometimes insufficient
emission of eggs (Table 2) [57]. According to guidelines,
negative test results should be confirmed by analyzing three
different samples collected on alternate days [28]. For urine
samples, it is recommended to analyze the terminal mictu-
rition collected preferably between 10:00 a.m. and 2:00 p.m.
or within the previous 24 h [58]. To increase egg shedding in
urine, patients can jump shortly before urinating. This facil-
itates the release of eggs from the bladder mucosa. Samples
may also be centrifuged to increase the likelihood of finding
eggs and should be kept away from direct light [57]. Antigen
tests can detect the presence of eggs, schistosomuli, or adult
worms in the body by analyzing serum or urine samples for
the presence of intestinal antigens [59]. The search for two
primary antigens, circulating cathodic antigen (CCA) and
circulating anodic antigen (CAA), takes place in urine [60].
These antigens are named based on their migratory charac-
teristics during testing. Currently, ELISA or immunochro-
matographic assays are in use. The Point-of-care circulating
cathodic antigen immunochromatographic assay is the most
widely used point of care test in endemic areas [61]. To
enhance accuracy, it is advisable to conduct multiple tests

Table 1. Sizes of schistosome eggs

Species Measures

S. mansoni 114–180 μm 3 45–73 μm
S. japonicum 68–100 3 45–80 μm
S. haematobium 112–170 μm 3 40–70 μm
S. mekongi 51–73 μm 3 39–66 μm
S. intercalatum 140–240 μm 350–85 μm

Fig. 3. Differential diagnosis of schistosomiasis. The differential diagnosis of schistosomiasis relies on epidemiological criteria and/or
symptoms. Laboratory tests are conducted on faeces or urine for direct diagnosis, or on serum for antibody assays. Direct diagnosis involves

parasitological examinations, antigenic and molecular tests.
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every other day to overcome variability in antigen excretion
[61]. The UP-LF CAA test, developed by Leiden University
Medical Center in the Netherlands, is a recent development
[62]. It is an immunochromatographic assay that searches for
antigens in serum and urine. The sensitivity is higher because
the sample is concentrated, and the reading of a fluorescent
signal is done digitally [62]. However, these features do not
currently allow for its use as a point-of-care test. Molecular
diagnosis of schistosomiasis is not yet widely available due to
its high cost and the need for highly specialised personnel
and equipment. Molecular testing involves the detection of
parasitic DNA in biological samples through the amplifica-
tion of specific regions (Fig. 3) [13]. The methods tested so
far include real-time PCR, ELISA-PCR, loop-mediated
isothermal amplification (LAMP), or recombinant polymer-
ase amplification (RPA) [49]. Real-time PCR based on
amplification of the genus-specific ITS-2 sequence of Schis-
tosoma spp. is the molecular assay that has found greater use
and standardisation in routine diagnostic practice for schis-
tosomiasis [63]. Another molecular technique that can be
used for diagnosis is the search for cell-free DNA, which can
be actively released by the parasite or can be derived from
dead or decaying worms [64]. Serum, plasma, and other body
fluids are the most commonly used samples for this purpose.
Currently, many of the molecular tests available in Europe
may be subject to re-evaluation and re-approval to meet the
requirements of the IDV Regulation (EU 2017/746). This
process could potentially limit the availability of diagnostic
solutions. Animal models have been studied to analyze the
potential of microRNAs (miRNAs), cytokines, and other
metabolic products as new diagnostic markers for the disease
[65]. These models are important because serological diag-
nosis can be complicated by hybrids between human and
animal schistosomes. These hybrids can result in undetectable
antibody responses using available assays. In addition to

studying Schistosoma-specific miRNAs, research has been
conducted on the dysregulation of host miRNA profiles
following Schistosoma infection [65]. It has been shown
that this alteration correlates with the onset of various dis-
eases in humans [66]. The immune response in individuals
infected with Schistosoma spp. varies depending on the stage
of infection [67]. Initially, a Th -1-like response is predomi-
nant. This response is subsequently reduced and gives way
to a Th2-like response as the schistosome matures. Around
12–16 weeks after infection, granulomas start to form, leading
to a gradual decrease in the Th2-like response [68].
IgM antibodies reach their peak levels approximately 12–16
weeks after infection, followed by IgG antibodies at around
20 weeks [69]. During the acute phase of the infection, IgG is
primarily produced, while IgA is associated with the onset of
chronic granuloma [70]. Indirect diagnostic methods, such as
immunochromatography, ELISA, Western blot, and indirect
haemagglutination, can be used to differentiate between
active and past infections [71]. These are rapid diagnostic
tests for Schistosoma-specific antibodies that can be per-
formed at the point-of-care. However, confirmatory tests
should be performed in patients with other helminth in-
fections due to potential cross-reactivity [71].

CURRENT THERAPIES AND ADDITIONAL
STRATEGIES TO BE CONSIDERED

WHO recommends the use of preventive treatment as the
primary approach to the control of NTDs [72]. This is ach-
ieved through the use of mass drug administration (MDA)
and targeted community treatment strategies [73]. Mass drug
administration involves the administration of a single dose of
a drug to the entire population, while community treatment
involves the administration of the drug to specific age groups,

Table 2. Sensitivity and specificity of diagnostic tests for schistosomiasis infection

Test Sensitivity Specificity Limitations Ref.

Microscopy
Kato-Katz
Urine filtration

<50% 100% Low sensitivity is often observed in cases of low-intensity
infections.

[53]

FLOTAC N/A
1 egg per gram of feces

N/A The laboratory must be equipped with the required tools to
perform centrifugation using two distinct rotors.

[59]

HELMINTEX 84% 100% More expensive than other tests. [60]
Antigen detection
POC-CCA 63% 93% The diagnostic sensitivity is limited by the daily fluctuations

in antigen test results.
[64]

UCP-LF CAA 97% 100% More labour-intensive than POC-CCA, but more sensitive. [63]
Antibody detection
ELISA 60–100% 20–89% Interpreting the results can be challenging because antibody

titres may persist even after the infection has been resolved.
[62]

Indirect emoagglutination 66–95% 37–99% Failure to distinguish between an active and a past infection. [62]
Immunocromatography 94–96% 92% High cross-reactivity results in low specificity. [74]
Western blot 94% 97% Cold chain logistics and other equipment required. [62]
DNA detection
real-time PCR, LAMP, RPA >50% 100% Expensive methods requiring equipment. [53]
qPCR 97% 87% Not cost-effective for routine use in endemic countries. [66]
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usually children between the ages of 6 and 15 years [73].
Although these strategies have reduced the impact of in-
fections, they have limitations. They do not consider indi-
vidual diagnoses and may not be effective for those recently
infected. Additionally, there is a risk of reinfection once
treatment is stopped, which means the overall prevalence of
infection may not decrease [74]. Furthermore, the repeated
use of drugs may lead to the emergence of drug-resistant
forms over time [75]. Praziquantel is the drug of choice for
treating schistosomiasis and was first approved in 1980
(Fig. 4). This drug targets adult parasites, causing them to
become paralyzed and detach from the host’s vessel wall. The
host’s immune response then targets the schistosoma [76].
However, it is ineffective against young schistosomulae,
making early treatment less effective. The drug is adminis-
tered orally in tablet form, with a recommended dosage of 40
mg kg�1 body weight. In endemic areas, treatment is
administered as a single dose. However, in non-endemic
countries, treatment may be extended over several consecu-
tive days or repeated after 2–4 weeks if necessary [77]. It is
believed that pregnant women are more vulnerable to the
effects of the disease, which can cause inflammation of the
placenta, maternal and fetal iron deficiency, and reduced
intrauterine growth [78]. Although there are limited studies
on this topic with conflicting results, it is important to
consider the potential effects of Schistosoma infection during
pregnancy [79]. The WHO recommends the use of prazi-
quantel to treat schistosomiasis during pregnancy as the
benefits outweigh the potential risks [80]. Praziquantel is also

recommended for use in the paediatric population, despite
limited evidence. Currently, there aren’t alternative therapies
to praziquantel, although some drugs and vaccines are in
development (Fig. 4) [81]. Petukhova and colleagues have
used cryo-electron microscopy to identify a new class of in-
hibitors for thioredoxin glutathione reductase, an essential
schistosomal enzyme [82]. These inhibitors have the potential
to be developed into new anti-schistosomal drugs, as they
impair the parasite’s survival in the host by inhibiting the
enzyme. The compounds demonstrated schistosomicidal
activity against various stages of the parasite and were
effective in treating schistosome infections in mice [82]. They
were found to be more effective than praziquantel in treating
young worms and meet the WHO criteria for progressive
parasitemia [82]. Molehin et al. (2022) reviewed the charac-
teristics and progress of four potential vaccine candidates at
various stages of clinical development [83]. The vaccines
target four proteins: rSh28GST, a recombinant S. haema-
tobium glutathione S-transferase; rSm14, a recombinant
S. mansoni fatty acid binding protein (FABP); Sm-TSP-2, one
of the most abundant tetraspanins of the S. mansoni tegu-
ment; and Sm-p80, a second S. mansoni surface protein
expressed in all life stages of the parasite [84]. A One Health
approach is also being considered, which would involve the
development of a vaccine for cattle [85]. This strategy pro-
vides a stepwise approach, beginning with the use of a vet-
erinary vaccine to block transmission from cattle, which are
the main reservoirs of the infection [86]. This vaccine has the
potential to decrease the transmission of infection from cattle

Fig. 4. Schistosomiasis: A public health issue requiring a one health approach. The elimination of schistosomiasis can be achieved
by controlling the intermediate snail hosts, improving sanitation, managing livestock and developing new drugs and diagnostics

for schistosomiasis infection.
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to snails by reducing the shedding of infected eggs [33].
Developing a human vaccine to prevent schistosomiasis is a
top priority [87–89]. This would limit widespread drug use
and prevent the emergence of dangerous resistance. If the
drugs currently used lose their effectiveness, the fight against
schistosomiasis will be lost.

CONCLUSIONS AND FUTURE PERSPECTIVES

Despite the implementation of mass anti-parasitic drug
treatment programmes and integrated control approaches,
the transmission rate of schistosomiasis has not decreased,
and the infection continues to spread, particularly in the
world’s poorest countries. Treating schistosomiasis requires
integrating various interventions with existing drug thera-
pies. It is important to recognize schistosomiasis as a
public health issue and address its environmental and
social causes. The WHO roadmap outlines the goals of
improving sanitation, expanding access to clean water, and
controlling vectors through molluscicide, physical removal,
and environmental modification to achieve the goal of
eliminating schistosomiasis as a public health problem by
2030. Adequate sanitation is harmful to miracidia and
cercariae, thus preventing miracidia infection of intermedi-
ate host snails. Eliminating this ancient multi-host, multi-
species infectious disease will require a change of course
from the traditional approach based on large-scale human-
only control measures to a One Health approach that rec-
ognises the inextricable link between human health, animal
health and the environment in which they all live.
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ABBREVIATIONS

CAA Circulating anodic antigen
CCA Circulating cathodic antigen
CSF Cerebrospinal fluid
DALYs Disability-adjusted life year
DNA DeoxyriboNucleic Acid
ELISA Enzyme Linked ImmunoSorbent Assay
HAV Hepatitis A virus
HBsAb Anti-Hepatitis B surface
HCV-Ab Hepatitis C Virus - Antibody
HIV Human Immunodeficiency Virus
HIV-Ab Human Immunodeficiency Virus - Antibody
IARC International Agency for Research on Cancer

LAMP Loop-mediated isothermal amplification
miRNAs microRNAs
NDTs Neglected tropical diseases
PCR Polymerase chain reaction
POC-CCA Point of care - circulating cathodic antigen
SCC Squamous cell carcinoma
Th T-helper
UCP-LF CAA Up-converting phosphor lateral flow circu-

lating anodic antigen
WHO World Health Organization
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