African journal of gastroenterology and hepatology	[image: ]

Unknown etiology of acute hepatitis: invasive liver flukes
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Background
Fasciola hepatica is a rare infectious zoonotic disease that seldom manifests as acute hepatitis. We present a case from Upper Egypt, specifically in Manfalout, Assiut, a region known to be endemic for fascioliasis. The patient, a 25-year-old male, displayed symptoms such as anorexia, vomiting, malaise, right hypochondrial pain, and fever, and was initially diagnosed with acute hepatitis. We carefully examined a patient with isolated acute hepatitis who had high levels of ALT and AST and normal levels of bilirubin and ALP to rule out viral hepatitis, autoimmune hepatitis, and Wilson's disease. Radiological findings, including abdominal ultrasound and MRCP, revealed mild hepatomegaly and a thick gallbladder wall with no dilated biliary channels. There was eosinophilia, elevated C-reactive protein, and a high titre of fasciola antibody, suggesting fascioliasis. A single dose of albendazole at 10 mg/kg showed a significant response, resulting in an improvement in liver enzymes and a marked improvement in all reported manifestations.
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Introduction
Fascioliasis is an emergent infectious disease. Egypt is considered a hotspot for fascioliasis, with a human prevalence rate of 7–11% and notably high infection rates in livestock, affecting up to 60% of cattle. [1]. Additionally, in Upper Egypt, particularly in the Assiut Governorate, periodic outbreaks of human fascioliasis have been associated with climatic and irrigation factors. These outbreaks typically peak during the summer and autumn months. [2].
Patients often overlook the early stage of liver inflammation due to the diverse range of nonspecific symptoms, such as abdominal pain, fever, and chills. Furthermore, a definitive diagnosis is typically made at a later stage, when obstructive jaundice becomes apparent.
Case report
A 25-year-old male patient presented with an acute onset of right hypochondrial abdominal pain accompanied by fever, chills, anorexia, and vomiting. An outpatient clinic initially diagnosed him with acute non-calcular cholecystitis after he sought medical advice. The diagnosis was based on a clinical and bedside abdominal ultrasound examination, which revealed a thick gallbladder wall with positive Murphy signs. The patient received empirical medical treatment, consisting of antibiotics, antipyretics, and spasmolytics.
After one week, the patient's symptoms intensified, leading to his recurrence and subsequent admission to our hospital. The initial routine investigations revealed acute hepatitis, moderately elevated liver enzymes (ALT 659 U/L, ASL 410 U/L), and normal serum bilirubin (8.6 µmol/L).
During the physical examination, the patient exhibited a body temperature of 38.3°C, a heart rate of 110 beats/minute, a blood pressure of 120/70 mmHg, and a respiratory rate of 22 breaths/minute.
The patient looked ill with an average body build. A systemic examination revealed mildly enlarged hepatomegaly; other systemic examinations were not remarkable.
We carefully examined the patients’ backgrounds to determine what caused their acute hepatitis. These tests revealed the presence of hepatitis A (HAV IgM), HBV (HBsAg, HBcIgM), HIV, CMV, infectious mononucleosis, autoimmune hepatitis (negative ANA, normal total IgG), and Wilson disease (normal serum ceruloplasmin and standard 24-hour urinary copper excretion). All investigations were negative. Abdominal ultrasound revealed mild hepatomegaly, a thick gall bladder wall, and minimal free intraperitoneal fluid collection.
The patient received symptomatic nonspecific treatment in the form of antipyretics, antiemetics, proton pump inhibitors, and hepatic support in the form of silymarin. Unfortunately, follow-up patients continue to complain of hallmark symptoms such as abdominal pain, fever, and a 'toxic' appearance. The complete blood count reveals an elevated white blood cell count, with eosinophilia being particularly pronounced. The patient denied any previous drug history or exposure to toxic substances that could explain acute hepatitis and eosinophilia.
The presence of fever and elevated levels of C-reactive protein (56.8 mg/l) strongly suggests an infectious cause. The stool analysis conducted over three consecutive days using repeated samples showed no abnormalities.
The patient was also investigated for typhoid fever and brucellosis using the Widal and Malta tests, respectively.
The reported patient resides in Manfalout, Assiut, a region known for its endemic fascioliasis, primarily due to issues with the water source. Along with the presence of eosinophilia and elevated CRP levels, the indication of an infectious source heightens the concern about fascioliasis.
The Fasciola antibody titre was significantly elevated by 1/1280, with a normal reference range of 1/160, which is the reason for the presence of eosinophilia. Abdominal MRCP revealed only slight enlargement of the liver with a normal diameter of the common bile duct and no apparent signs of dilatation of the biliary channels.
We had planned to perform a liver biopsy, but the patient declined to proceed. Consequently, we opted to initiate a therapeutic trial for fascioliasis.
Unfortunately, triclabendazole was not available at this time, so we administered a single dose of albendazole to the patient at a dosage of 10 mg/kg. Two weeks after the follow-up, the patient showed clinical improvement, with her liver enzymes returning to within the normal range (ALT 36 U/l, AST 22 U/l) and her fasciola antibody level decreasing to less than 1/160. 
The patient was monitored monthly for liver function and clinical findings over three consecutive months, during which he exhibited no abnormalities. Throughout the follow-up period, we focused on preventive measures, given that the reported case occurred in an endemic region where there is a risk of reinfection.
Discussion
Fasciola hepatica is a zoonotic infection that is commonly undiagnosed during the early hepatic stage, resulting in a late diagnosis and the appearance of persistent symptoms during the biliary stage, such as jaundice and abdominal pain.[3]. Contaminated food serves as a means of transmitting the illness to humans, who act as intermediate hosts in the life cycle of a trematode fluke. [4].
Due to its nonspecific symptoms, such as fever, eosinophilia, and abdominal pain, the acute invasive stage of fascioliasis often remains undiagnosed. This stage can persist for up to 4 months, during which adult flukes migrate to the biliary ducts and trigger an inflammatory response that leads to obstructive jaundice. Both acute hepatitis and cholangitis typically have an uncommon presentation, with a slight elevation in liver enzymes. [5].
The patient's clinical appearance, along with significantly elevated ALT and AST liver enzymes by more than 10 times, indicated a diagnosis of acute hepatitis, which was extensively investigated for relatively common etiologies.
In this case, eosinophilia is considered a key indicator of fasciola suspicion. While eosinophilia is a common presentation of fasciola infection in approximately 40–80% of cases [6]There are other conflicting differential diagnoses of eosinophilia, such as drug-induced hepatitis. [7].
However, the invasive stage of the flukes, which causes acute hepatitis in our patients, may explain the presence of disproportionately severe abdominal pain, fever, a toxic look, and sonographic findings of minimal free intraperitoneal fluid. [8].
Stool analysis is often inconclusive during the early invasive stage and may yield negative results. In contrast, serological antibody titers play a more significant role during the acute stage of our case, as these assays can detect infection weeks before egg shedding occurs. This serological assay offers a critical diagnostic advantage during the acute phase and may serve as a reliable tool for the early (prepatent) diagnosis of fascioliasis. [9].
Single-dose albendazole may be effective in treating acute hepatitis caused by the invasion stage of fasciola infection; however, triclabendazole remains the preferred treatment for fascioliasis. Albendazole can serve as an alternative, particularly in cases where resistance is present or non-availability.[10].
Conclusion:
Fasciola infection should be considered in patients with unexplained acute hepatitis-associated eosinophilia, especially in endemic regions.
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