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Abstract  Case Report 
 

Infectious mononucleosis, induced by the Epstein-Barr virus (EBV), is a very frequent infection, affecting mostly 

young adults. Although liver damage is often mild and self-limiting, only a few cases of severe EBV-induced 

cholestatic hepatitis and jaundice have been reported in the literature. EBV infection should be considered as part of 

the differential diagnosis in patients with an obstructive pattern on liver function tests without evidence of biliary 

obstruction demonstrated on advanced imaging. The diagnosis is usually confirmed only by serology and the evolution 

is generally favorable. We report the observation of an 16 year old female with no particular medical history, who 

developed a febrile cholestatic jaundice without signs of hemolysis and without biliary obsruction on imagery. 
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INTRODUCTION 
EBV Primary infection usually occurs in 

childhood. It is often asymptomatic and occurs between 

10 and 30 years of age in developed countries [1, 2]. 

Increasing age seems to raise the likelihood of 

symptomatic infection. typically the classic triad of 

infectious mononucleosis (IM) includes fever, 

tonsillitis, and lymphadenopathy [1, 2]. 

 

Although liver involvement is common in 

acute EBV infection, it usually manifests as transient 

transaminase elevation in 80-90% of patients [3, 4]. The 

increase in liver enzymes is usually mild, lower than in 

typical acute viral hepatitis, and clinical manifestations 

of hepatitis are rare [5]. Significant cholestasis and 

jaundice are rare with an estimated incidence below 5% 

[4, 5]. 

 

CASE REPORT 
A 16 year old female with no particular 

personal or family medical history, she was admitted in 

the emergency department. Her symptoms dated back to 

one week before her admission with the onset of a dry 

cough with dyspnea followed two days later by a 

progressively aggravating jaundice, firstly conjunctival 

and then frank cutaneous-mucosal, without remission, 

associated to dark urine and lightly discolored stools 

without pruritus or abdominal pain, all evolving in a 

context of fever and asthenia. 

 

The general examination found a patient alert, 

and oriented to time, place, and person with a fever to 

39 degrees Celsius, a tachycardia to 95 beats per minute 

and a cutaneous-mucosal jaundice. The abdominal 

examination was normal, especially no sinsibility or 

hepatosplenomegaly, the neurological examination 

noted the absence of a meningeal syndrome, The 

oropharynx was normal, the rest of the physical 

examination was without particularities. 

 

The initial biological assessment showed a 

complete blood count with 9600 leukocytes/mcL, 

41.1% lymphocytes, a hemoglobin rate of 12.3 g/dL 

and a platelet count 144,000/mcL at the lower limit of 

normal. the liver function tests were disturbed with: 

aspartate aminotransferase (AST) 96 IU/L (3 times 

normal value), alanine alanine aminotransferase (ALT) 

105 IU/L ( 2.5 times normal value), γ-glutamyl 

transpeptidase (γ-GT) 165 IU/L (5 times normal value), 

alkaline phosphatase (ALP) 128 IU/L, lactate 

dehydrogenase (LDH) 715 IU/L; hyperbilirubinemia 

(total bilirubin 162 mg/dL, direct bilirubin 115 mg/dL); 

C-reactive protein 54.34 mg/L and prothrombin time 

was normal. 

Gastroenterology 
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For the etiological assessment, the hepatic 

ultrasound was normal and did not show any 

obstructive image or dilatation of the bile ducts, the 

serologies of acute hepatitis A, B and C were normal as 

well as those for cytomegalovirus and herpes simplex 

virus. Viral capsid antigen (VCA) Anti-VCA IgM and 

Anti-VCA IgG were positive and EBV nuclear antigen 

(EBNA) Antibody IgG was negative. In light of this 

assessment, the diagnosis of cholestatic jaundice 

induced by EBV primary infection was retained. 

 

Treatment was symptomatic. The clinical 

outcome of the patient was favorable, with resolution of 

the fever on the 8th day of admission and progressive 

improvement of the jaundice. She was discharged after 

10 days with a clear improvement in the liver function 

with a total bilrubin level of 17 mg/l, the rest of the 

assessment was normalized a few months later 

 

DISCUSSION 
The EBV virus is one of the most prevalent 

viruses since, regardless of the geographical area 

concerned, more than 95% of adults have a serological 

trace of primary infection. In the vast majority of cases, 

the infection is inapparent and occurs earlier in life due 

to poor socio-economic conditions, mainly in children 

between 1 and 4 years of age. In adults, the infection is 

manifested by the symptoms of infectious 

mononucleosis. Reactivations are possible, more 

frequent in immunocompromised patients. The virus is 

present in saliva and genital secretions. The 

transmission is essentially salivary and, although blood 

transmission has been documented, it remains 

exceptional. The incubation period is silent and its 

duration varies between 4 and 7 weeks on average [7, 

8]. 

 

Cholestatic jaundice is rarely found in EBV 

primary infection. The diagnosis can only be made after 

eliminating an obstructive cause of extrahepatic 

cholestasis by liver ultrasound in the first instance, or 

more effectively by magnetic resonance 

cholangiopancreatography. Once excluded, early 

recognition of potential causes of intrahepatic 

cholestasis lesions, in which EBV must be considered, 

is essential for adequate diagnosis and management [9]. 

Most infections are self-limited and the prognosis is 

generally excellent; however, in some cases, 

complications of EBV infection can range from mild 

hepatitis to lymphoproliferative disorders, 

hepatosplenomegaly, and, rarely, acute liver failure 

[10]. 

 

The diagnosis of EBV is clinically oriented 

and is based on laboratory findings. The clinical 

presentation may include the classic triad of symptoms 

as well as tonsillar exudates, palatal petechiae, 

hepatosplenomegaly, and hepatitis [3, 11]. 

Approximately 5% to 10% of patients may present with 

jaundice. The hematologic investigation may reveal an 

absolute lymphocytosis in which more than 10% of the 

cells are atypical and positive heterophile antibody 

titers. Heterophilic antibody titers may be falsely 

negative within the first week and may be consistently 

negative in approximately 10% of patients. In this case, 

IgG and IgM antibody tests against EBV viral capsid 

antigen as well as antibodies against EBV nuclear 

antigen may help to distinguish the infection [10, 12]. 

Serum aminotransferase levels are usually elevated by 

less than five times the upper limit of normal and rarely 

reach over 1000 U/L. In the reported case EBV specific 

IgM antibodies were positive, documenting primary 

infection. No hemolytic anemia was found and other 

causes were excluded, namely other viruses, drugs, 

autoimmune and infiltrative diseases [6]. 

 

The classic evolution of infectious 

mononucleosis is towards spontaneous recovery in 3 to 

4 weeks and does not require any specific treatment; it 

usually requires only symptomatic treatment with 

antipyretics, hydration and rest [13- 15]. Abdominal 

pain may persist, which in part may be due to 

splenomegaly [15]. If splenomegaly is present, it is 

prudent to advise the patient against physical activity to 

avoid splenic rupture; although rare, the incidence is 

0.1-0.2% [16]. Rare complications of EBV may include 

upper airway obstruction, peritonsillar abscess, 

encephalitis, myocarditis, or pleural effusion [10, 11, 

16]. The patient in this case recovered without serious 

intervention. 

 

The pathogenesis of cholestatic jaundice in the 

setting of primary EBV infection is not fully elucidated 

and several hypotheses have been proposed. It is 

thought that EBV infection leads to an increase in 

cytokines with inflammation and disruption of ductal 

function or direct damage to liver cells by oxidative 

damage mediated by autoantibodies [17-19]. Once 

suspected, an appropriate diagnostic approach should be 

adopted including a medical history, a detailed physical 

examination and measurement of serological markers 

[17, 20, 21]. 

 

CONCLUSION 
Cholestatic jaundice due to EBV primary 

infection is a rare manifestation that must be suspected 

in the light of a clinical and biological arguments and 

confirmed serologically. Treatment is primarily 

symptomatic and the evolution is mostly favorable, 

although few cases of severe acute hapatitis have been 

reported. 

 

REFERENCES 
1. Bunchorntavakul, C., & Reddy, K. R. (2020). 

Epstein-Barr virus and cytomegalovirus infections 

of the liver. Gastroenterol Clin North Am, 49, 331-

346. 10.1016/j.gtc.2020.01.008  

2. Cohen, J. I. (2000). Epstein-Barr virus infection. N 

Engl J Med., 343, 481-492. 

10.1056/NEJM200008173430707 



 

 

Abdelfettah Touibi et al., SAS J Med, Jun, 2023; 9(6): 731-733 

© 2023 SAS Journal of Medicine | Published by SAS Publishers, India                                              733 

 

 

3. Yang, S. I., Geong, J. H., & Kim, J. Y. (2014). 

Clinical Characteristics of Primary Epstein Barr 

Virus Hepatitis with Elevation of Alkaline 

Phosphatase and γ-Glutamyltransferase in 

Children. Yonsei Med J., 55, 107-112.  

4. Kofteridis, D. P., Koulentaki, M., Valachis, A., 

Christofaki, M., Mazokopakis, E., Papazoglou, G., 

Samonis, G. (2011). Epstein Barr virus hepatitis. 

Eur J Intern Med., 22(1), 73-6. 

5. Gallegos-Orozco, J. F., & Rakela-Brödner, J. 

(2010). Hepatitis viruses: not always what it seems 

to be. Rev Med Chil., 138, 1302-11. 

6. Obel, N., Høier-Madsen, M., & Kangro, H. (1996). 

Serological and clinical findings in patients with 

serological evidence of reactivated Epstein-Barr 

virus infection. APMIS, 104, 424-428. 

10.1111/j.1699-0463.1996.tb00737.x 

7. Epstein, M. A., & Achong, B. G. (1986). The 

Epstein Barr Virus, Heineman 298 p.  

8. Sohier, R. (1991). Mononucléose et syndromes 

mononuclésiques. EMC, Maladies Infectieuses, 

8070 K10, 7 p. 

9. Khoo, A. (2016). Acute cholestatic hepatitis 

induced by Epstein-Barr virus infection in an adult: 

a case report. J Med Case Rep., 10, 75. 

10.1186/s13256-016-0859-x 

10. Losavio, A., & Te, H. (2007). Epstein-Barr virus: 

an unusual cause of cholestatic hepatitis in older 

adults. Gastroenterol Hepatol (N Y), 3(2), 101-5. 

11. Agergaard, J., & Larsen, C. (2015). Acute 

acalculous cholecystitis in a patient with primary 

Epstein-Barr virus infection: a case report and 

literature review. Int J Infect Dis., 35, 67-72.  

12.  Fugl, A., & Andersen, C. (2019). Epstein-Barr 

virus and its association with disease—a review of 

relevance to general practice. BMC Fam Pract., 

20(1), 62. 

13. Kang, S. J., Yoon, K. H., & Hwang, J. B. (2013). 

Epstein-Barr virus infection with acute pancreatitis 

associated with cholestatic hepatitis. Pediatr 

Gastroenterol Hepatol Nutr., 16(1), 61-4.  

14. Yesilbag, Z., Kardeniz, A., & Kaya, F. O. (2017). 

Acute acalculous cholecystitis: a rare presentation 

of primary Epstein-Barr virus infection in adults—

Case report and review of the literature. Case Rep 

Infect Dis., 2017, 5790102.  

15. Vine, L. J., Shepherd, K., Hunter, J. G., Madden, 

R., Thornton, C., Ellis, V., ... & Dalton, H. R. 

(2012). Characteristics of Epstein–Barr virus 

hepatitis among patients with jaundice or acute 

hepatitis. Alimentary pharmacology & 

therapeutics, 36(1), 16-21. 

16. Straus, S. E., Cohen, J. I., Tosato, G., & Meier, J. 

(1993). Epstein-Barr virus infections: biology, 

pathogenesis, and management. Annals of internal 

medicine, 118(1), 45-58. 

17. Drebber, U., Kasper, H. U., Krupacz, J., 

Haferkamp, K., Kern, M. A., Steffen, H. M., ... & 

Dienes, H. P. (2006). The role of Epstein–Barr 

virus in acute and chronic hepatitis. Journal of 

hepatology, 44(5), 879-885. Doi: 

10.1016/j.jhep.2006.02.006 

18. Negro, F. (2006). The paradox of Epstein-Barr 

virus-associated hepatitis. J Hepatol, 44, 839-841. 

10.1016/j.jhep.2006.03.002  

19. Shaukat, A., Tsai, H. T., Rutherford, R., & Anania, 

F. A. (2005). Epstein-Barr virus induced hepatitis: 

an important cause of cholestasis. Hepatol Res., 33, 

24-26. 10.1016/j.hepres.2005.06.005 

20. Edoute, Y., Baruch, Y., Lachter, J., Furman, E., 

Bassan, L., & Assy, N. (1998). Severe cholestatic 

jaundice induced by EpsteinBarr virus infection in 

the elderly. J Gastroenterol Hepatol, 13, 821-824. 

10.1111/j.1440- 1746.1998.tb00739.x  

21. Hinedi, T. B., & Koff, R. S. (2003). Cholestatic 

hepatitis induced by Epstein-Barr virus infection in 

an adult. Dig Dis Sci., 48, 539-541. 

10.1023/a:1022592801060 

 


