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Human research participants
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Reporting on sex and gender

Population characteristics
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Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.
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Life sciences study design
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Sample size

Data exclusions

Replication

Randomization
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Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

sharing agreements.

Both sexes were included in the study design as this is a rare disease affecting both sexes. Sex data was collected based on
self reporting. Proportions in sub-groups is reported but sex-based analyses could not be performed due to small size of
cohort. We did not have consent for sharing individual data since this allows potential for individual identification based on
phenotypic features within a small cohort despite recruitment at multiple centres across Europe.

Table 1 in manuscript

The two key groups that we have compared, DILI and acute non-DILI controls, were consecutive patients that were referred
to secondary or tertiary care health services in Europe. These are provided either through wither public services (UK) or
insurance systems or combination in other countries in Europe. These may influence how early patients present, but, unlikely
to affect the two comparative groups differently. Therefore, the results related to biomarkers are unlikely to be affected by
self-selection or other biases

NAFLD controls were recruited consecutively through secondary care services in the Nottingham University Hospitals NHS
Trust. All these patients are referred from primary care which is provided as a public service. We enrolled consecutive
patients from a large secondary service population. It is possible that health conscious/ or individuals with health seeking
behavior are more likely to seek routine health checks at primary care level and it is possible that there is an element of
selection bias in those who are referred. Also as these were enrolled from secondary care, it is possible that more ‘higher
grade’ of NAFLD may have been included compared to in the general population. We matched age and sex from a cohort of
patients with full range of NAFLD severities to DILI participants in the discovery cohort.

HV were recruited through advertising to visitors in the Nottingham University Hospitals NHS Trust, NIHR Nottingham
Biomedical Research Centre, so this was affected by the motivation of individuals to support research and local population
composition.

Participants were offered reasonable travel expenses to attend study visits in excess of standard of care, but did not receive
any inconvenience allowance or payment.

Yorkshire and the Humber - Leeds East Research Ethics Committee (Ref. 15/YH/0294); Biomedical Investigation Ethics
Committee of Andalucia (Ref: AND-HEP-2015-01); Ethical Commission of Ludwig Maximilian University of Munich (Project
85-16); Bioethics Committee Iceland (Ref: 15-104-V1); Ethics Comission of Centro Académico Médico de Lisboa (Ref: 126/15)
and National Data Protection Comission Portugal (Authorization 479/2016). For NAFLD and HV by East Midlands Nottingham
2 research ethics committee (Ref GM0102010).

Calculated based on sample availability, sample integrity and informed consent

Missing patient samples were excluded from the study

We included confirmation and replication cohorts (Fig 1).

There was no allocation of participants to groups as this is not a clinical trial - samples were from a patient registry

All lab analysis was performed by scientists blinded to the sample type/cohort.




