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Supplementary Box 1 | Sudden onset hepatitis of unknown cause 

Existing reports and case studies 

 UK Health Security Agency (UKHSA) investigation into acute hepatitis of unknown aetiology 

in children in EnglandS1 

 World Health Organization (WHO) update on acute hepatitis of unknown aetiology in 

childrenS2 

 European Centre for Disease Prevention and Control (ECDC) report on hepatitis of unknown 

aetiology in childrenS3 

 Report on paediatric acute liver failureS4 

 ECDC guidance for diagnostic testing of cases with severe acute hepatitis of unknown 

aetiology in childrenS5 

 Preprint reports on liver manifestations and severe acute respiratory syndrome coronavirus 

2 (SARS-CoV-2) infection in childrenS6,S7 

 European Association of the Study of the Liver (EASL) Studio special edition webinar on 

unexplained acute hepatitis in childrenS8 

 UKHSA report on substantial reduction of childhood infections in 2020-2021S9  

 UKHSA report on norovirus and rotavirus infectionsS10  

 UKHSA report on adenovirus and other childhood respiratory infectionsS11  

 British Society of Gastroenterology (BSG) resource on drug-induced liver injury, outlining 

distinction between autoimmune manifestations and check-point inhibitor hepatitisS12 

 World Hepatitis Alliance and WHO latest update on unexplained hepatitis in childrenS13 

 Case reports in IsraelS14 

 ISARIC CCP–UK activities in response to outbreak of unexplained hepatitis in children; 

ISARIC 4CS15 

 

WHO working case definition 

 Confirmed: N/A at present  

 Probable: A person presenting with an acute hepatitis (non-hepatitis A-Ea) with serum 

transaminase levels >500 IU/L (AST or ALT), who is 16 years and younger, since 1 October 

2021  

 Epidemiologically linked: A person presenting with an acute hepatitis (non-hepatitis A-Ea) of 

any age who is a close contact of a probable case, since 1 October 2021  

aIf hepatitis A-E serology results are awaited, but other criteria met, these can be reported and will 

be classified as “pending classification”. Cases with other explanations for their clinical presentation 

are discarded. Delta testing is not required, as it is only undertaken in persons who are positive for 

hepatitis B surface antigen to establish presence of co-infection. ALT, alanine transaminase; AST, 

aspartate transaminase; N/A, not applicable. 

  



Supplementary Figure 1 | Unexplained sudden onset hepatitis in children in the UK – current 

clinical investigations in the UK. 

 

Published in UKHSA technical briefing 3 (Supplementary Box 1), and example histological image showing non-

specific hepatitis and necrosis in a case of unexplained sudden onset hepatitis in a child. Image courtesy of R.M. 

Brown, University Hospitals Birmingham, UK. CMV, cytomegalovirus; EBV, Epstein–Barr virus; HHV, human 

herpes virus; RSV, respiratory syncytial virus; UKHSA, UK Health Security Agency. 
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