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n	 INTRODUCTION

Amebiasis is caused by Entamoeba histolytica 
and is the second leading cause of death from 

parasitosis worldwide [1]. It has a cosmopolitan 
distribution, but is widespread mainly in tropical 
and subtropical countries or in regions with low 
socio-economic levels and poor hygiene. In devel-
oped countries, most cases occur among immi-
grants and travelers back from endemic regions. 
The infection is mainly contracted via the fecal-
oral route, therefore, through ingestion of water or 

food (especially fruit and vegetables) contaminat-
ed by faeces containing amoebic cysts. Amebiasis 
can also be transmitted sexually by oral-anal con-
tact.
E. histolytica infection is asymptomatic in about 
90% of cases and it can occur in invasive forms in 
less than 1% of cases [2]. In symptomatic forms, it 
presents clinical pictures of variable severity rang-
ing from moderate chronic diarrhea, alternating 
with periods of constipation, to acute fulminant 
dysentery. Secondary symptoms such as fever, 
mucorrhoea, weight loss, weakness, cramping ab-
dominal pain may also appear.
There are several pathogens that can cause entero-
colitis with symptoms very similar to those caused 
by amebiasis, such as Clostridioides difficile, Shigella 
spp., Escherichia coli, Salmonella spp., Campylobacter 

We describe a rare case of intestinal amebiasis of unknown 
source, in an immunocompetent patient with no risk fac-
tors. The detection of an autochthonous Entamoeba histo-
lytica strain causing ulcerative colitis (UC) in a healthy 
individual was unexpected, but it was the second time it 
had occurred in Italy in a few months therefore, it high-
lighted the urgency to establish a new approach in the 

diagnosis of UC and more generally in the diagnosis of 
inflammatory bowel disease, involving routine parasito-
logical investigation even in a non-endemic area.
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spp., Vibrio spp., Giardia intestinalis and Cytomegalo-
virus (CMV).
Here, we report an autochthonous case of intesti-
nal amebiasis, of which it was not possible to es-
tablish the source of infection, in an immunocom-
petent patient with no risk factors.

n	 CASE REPORT 

In January 2024, a 60-year-old Italian man with 
bloody diarrhea and rectorrhagia (up to 12 dis-
charges/day) for 1 month performed a colonos-
copy at the General Surgery Department of San 
Vito al Tagliamento Hospital (Italy), which detect-
ed procto-colitis in the medium activity phase in a 
context of suspected ulcerative colitis (UC). There-
fore, mesalazine (800 mg 3 caps/die) and subse-
quently oral prednisone (50 mg/die) were admin-
istrated, but without any benefit.
At the end of February 2024, he was admitted to 
the Gastroenterology Department of Santa Maria 
degli Angeli Hospital in Pordenone (Italy), due to 
the persistence of abdominal pain and bowel 
changes.
The crampy abdominal symptoms had already 
appeared in 2020 and 2022, so two colonosco-
pies had been performed resulting within nor-
mal limits. 
The patient also reported significant weight loss 
(8-10 kg) in the previous two months, while he 
had never been feverish.
Blood laboratory tests showed: leukocytes 9.79 x 
103/µL (reference interval (r.i.) 4.0–11.0), with neu-
trophils 9.04 x 103/µL (r.i. 1.8–8.0) and lympho-
cytes 0.54 x 103/µL (r.i. 1.0–4.5), Hb 13.8 g/dL (r.i. 
14.0–18.0), platelets 287 x 103/µL (r.i. 140–440), cre-
atine 0.6 mg/dL (r.i. 0.7–1.2), C-reactive protein 
10.6 mg/dL (r.i. 0.0–0.5), procalcitonin 0.12 µg/L 
(r.i. 0.05–0.5 local infections), albumin 2.1 g/dL (r.i. 
3.4–5.0) and transferrin 159 mg/dL (r.i. 200-375). 
Serology for HIV, HBV, HCV, EBV, and VZV was 
negative. Mycobacterium tuberculosis infection was 
excluded due to the negativity of the Quantiferon 
TB-Test.
Suspecting a flare-up of inflammatory bowel dis-
ease (IBD), intravenous methylprednisolone (40 
mg/die) and oral metronidazole (250 mg every 8 
hours) were administered, with benefits for the 
bowel.
Colonoscopy was repeated (Figure 1) with biopsy 
resampling which confirmed the suspicion of ac-

tive UC without dysplasia, but also the positivity 
of CMV by immunohistochemistry was found. 
The ultrasound of the abdomen excluded liver le-
sions.
Two multiplex real-time RT-PCR tests for bacteria, 
parasites and viruses (Allplex Gastrointestinal 
Panel Assays, Seegene and Filmarray Gastrointes-
tinal Panel, Biomerieux) were performed in 3 dif-
ferent stool samples collected before starting ther-
apy and resulted negative for all pathogens but E. 
histolytica, definitively confirmed by DNA se-
quencing of SSU rRNA gene using forward primer 
239F (5-ATTGTCGTGGCATCCTAACTCA-3) and 
reverse primer 88R (5-GCGGACGGCTCATTATA-
ACA-3) that amplified a 172-bp fragment [3] (Fig-
ure 2). Sequencing reactions were loaded into the 
ABI Prism 3100 Genetic Analyzer and the se-
quence obtained was used to run a BLAST search 

Figure 1 - Rectosigmoidoscopy performed at admis-
sion. Rounded ulcers (fairly typical of CMV infection). 

Figure 2

Stained agarose 
gel with PCR 
product amplified 
using primers 
239F/88R from  
a stool sample 
(lane 2); molecular 
weight marker 
(lane 1).
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against the GenBank database which identified E. 
histolytica.
According to our molecular-based screening ap-
proach, the laboratory required 3 stool samples to 
be sent for microscopic parasite examination [4]. It 
showed the presence of cysts of E. histolytica/dispar 
(Figure 3), and the antigen assay (E. HISTOLYTI-
CA QUIK CHEK”, TECHLAB) detected E. histo-
lytica. The test for IgG antibodies against E. histo-
lytica in serum (Bordier Affinity Products) was 
positive (ratio 4,717). 
The patient reported no recent travel abroad, no 
risky oral-anal sexual intercourse, and no previous 
corticosteroid or immunosuppressive therapy. He 
was not a smoker.
The dosage of metronidazole was adjusted to 500 
mg orally every 8 hours for 7 days, followed by 
paromomycin 500 mg orally every 8 hours for an-

other 7 days and valganciclovir 900 mg orally ev-
ery 12 hours for 21 days. The steroid therapy was 
gradually reduced and then suspended. Mesala-
zine was continued for several months.
At subsequent outpatient follow-ups, the patient 
reported well-being, regularization of the bowel 
movement with no more bloody diarrhea, and 
weight recovery of the 10 kg previously lost. Fecal 
calprotectin had normalized from an initial value 
of 654 µg/g (r.i <50) to 22 µg/g, and systemic in-
flammation indices were within range (C-reactive 
protein 0.5 mg/dL, procalcitonin 0.03 µg/L). The 
search for E. histolytica DNA in stool samples was 
negative. 
In April 2024, he repeated a colonoscopy which 
still showed ulcerations with fibrin and pancolic 
erosions, but in the left colon and rectum, there 
were also signs of cicatricial phenomena (Figure 
4). The biopsy performed at the same time showed 
a histological picture compatible with infectious 
colitis in the resolution phase.

n	 DISCUSSION AND CONCLUSIONS

Cases of amebiasis have been reported in Italy for 
several years, but mostly in patients coming from 
endemic areas and/or presenting predisposing 
factors [5].
On admission, our patient presented with bloody 
diarrhea and rectorrhagia. UC was initially sus-
pected, but later the diagnosis changed to infec-
tious pancolitis caused by E. histolytica.
This is the second case of autochthonous amebia-
sis found in Italy in a few months; the previous 
one had been identified in Brescia in May 2023 [6]. 
Both patients were immunocompetent and had no 
risk factors or evident sources of infection, but our 
patient did not develop a liver abscess, while am-
ebiasis may have predisposed him to secondary 
CMV infection, which was shown by biopsy.
CMV infection is very common in the intestine 
and can contribute to inflammatory processes 
through an increase in the production of IL-6 [7]. It 
often affects patients with UC, who usually exhib-
it a flare-up of the disease or an increase in its se-
verity. 
Weng MT et al. describe the unfortunate progres-
sion of amebiasis with UC and co-infection of 
CMV and fungi in an HIV-positive patient [8]. On 
the other hand, in immunocompetent patients, 
CMV colitis may be self-limiting once the previous 

Figure 3

Cyst of  
E. histolytica/ 
E. dispar., 40X.

Figure 4 - Rectosigmoidoscopy in post-hospitalization 
at the end of therapy. Previous ulcerations with ery-
thematous and retracted mucosa are visible. 
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intestinal damage caused by amebiasis has re-
solved [9].
Some studies have established that there is an as-
sociation between the E. histolytica genotype and 
the clinical outcome of the infection [10-12]. In 
fact, the distribution of E. histolytica genotypes is 
significantly different among patients with no 
symptoms, or with diarrhea/dysentery or with 
liver abscess [10]. In particular, not all genotypes 
have the same ability to cause liver abscess, and 
the genotypes found in liver abscess differ from 
those found in the intestine [10, 11].
Thus, we might speculate that the difference be-
tween the genotypes of the two E. histolytica strains 
recently identified in Italy could underlie the dif-
ferent evolution of the disease in the two patients 
mentioned.
One of the risk factors for the development of am-
ebiasis is the treatment with steroids, which can 
also lead to a fulminant progression of amoebic 
colitis [13, 14]. However, our patient was treated 
with steroids neither at the time of symptom onset 
nor at the time of sample collection. 
A recent study highlights that many patients diag-
nosed with UC presented protozoan infections and 
supported the importance of a routine parasito-
logical investigation in patients with UC [15]. Our 
case confirms this need and directs attention in 
particular to patients who do not present the typi-
cal risk factors, such as origin from endemic areas, 
precarious hygienic conditions, homosexuality, im-
munosuppression, and steroid therapy and, more 
specifically, extends the alert to clinicians and labo-
ratorians working in Italian hospitals.
Following the diagnostic suspicion of ulcerative 
pancolitis, our patient had been treated with ste-
roids and mesalazine. Only microbiological inves-
tigations have made it possible to set up the cor-
rect therapy and to provide for the reduction until 
the suspension of steroid therapy, which, in the 
case of amebiasis, is strongly contraindicated [8, 
13, 14]. 
The unexpected finding of E. histolytica in the stool 
samples highlights the fundamental role of the 
multiplex PCR panel able to identify a pathogen 
that is absolutely unusual in a patient without risk 
factors and to simultaneously exclude 21 other en-
teropathogens (many of which etiological agents 
of colitis), allowing the appropriate therapy to be 
promptly started and thus contributing to the suc-
cess of the ulcerative pancolitis treatment.

A further aspect that emerges from our experience 
is the high possibility, in cases of UC and more 
generally in cases of IBD, of getting to a wrong or 
incomplete diagnosis if the etiopathogenetic com-
plexity of this disease group is not considered [16]. 
Indeed, the finding of CMV positivity without the 
contextual parasitological investigation could 
have directed our diagnosis and therefore, the 
therapy towards that single target, risking to wit-
ness an even more severe evolution of the disease 
[13, 14]. Thus, in support of a recent study, we also 
highlight the need to suspect an E. histolytica infec-
tion in the case of patients diagnosed with CMV 
enterocolitis, especially if no improvement occurs 
despite treatment with antiviral and effective re-
duction in antigenic concentration [14].
In conclusion, our work highlights that:
–	 recently, cases of autochthonous amebiasis of 

unknown source in patients without risk fac-
tors are emerging in Italy, thus suggesting that 
this infection may be underestimated; 

–	 even in Italy, it is necessary to introduce a rou-
tine parasitological investigation in the case of 
IBD;

–	 it is recommended to look for E. histolytica be-
fore administering therapy with immunosup-
pressants or immunomodulators, such as corti-
costeroids, even in patients without risk factors 
and even in non-endemic areas, such as Italy;

–	 the use of the vaccine (not yet developed) could 
be the winning weapon to prevent these rare 
autochthonous cases from multiplying, seri-
ously endangering the resolution of several 
clinical cases, both of symptomatic and asymp-
tomatic patients; 

–	 the identification of the aforementioned “unde-
fined sources of infection” could help us select, 
in the population considered not at risk, the 
groups to which a possible future vaccination 
should be recommended.
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