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[bookmark: health-boards]Health boards
The Aneurin Bevan University Health Board (ABU) consists of the Grange University Hospital, the Royal Gwent, Nevil Hall Hospital and Ysbyty Ystrad Fawr. The Cardiff and Vale University Health Board (CVU) covers the University Hospital of Wales, Llandough Hospital, and Velindre Cancer Centre. The Cwm Taf Morgannwg University Health Board (CTM) consists of the Royal Glamorgan Hospital, Prince Charles Hospital and Tonteg Hospital. Finally, Swansea Bay University Health Board (SBU) includes Morriston Hospital, Princess of Wales Hospital, Singleton Hospital and Neath Port Talbot Hospital. The location of the hospital that was most central for every health board was used for the location.
[bookmark: legal-basis-for-sharing-summary-data]Legal basis for sharing summary data
Hospitals were asked to share anonymous summary data by making it available to us under a creative commons (CC) license https://creativecommons.org. An Attribution 4.0 International (CC BY 4.0) license means that the creator needs to be acknowledged and the data can be used and built-upon, which allowed us to efficiently collect and summarise data from many contributors.
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Figure S1: Number of tests performed over time in 3-week to 5-year-olds, in (a) the UK, (b) Netherlands, and (c) all locations combined
AST
[bookmark: all-age-groups]We examined rates for increased AST values for 3-week to 5-year-olds by location (Figure S2). No increase in rate in our period of interest was found in the Netherlands or the UK (Figure S2 (a) and Figure S2 (b)). Similar to ALT, there is a general increase in the rate of AST in the UK in 2018 (Figure S2 (a)) and in the Netherlands in 2016 (Figure S2 (b)). When pooling all available data, the increased rate can be seen from 2016 onwards compared to pre-2016 (Figure S2 (c)).
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Figure S2: Rates for elevated (>200 U/L) AST tests in the 3-week to 5-year-olds in the UK, the Netherlands and all. Shaded area represents the 95% confidence interval. The dotted line represents the first month in which cases of non A-E hepatitis were reported.

All age groups
There is a slight increase in the rate for elevated AST values in 3-week to 5-year-olds when pooling across contributing locations at the start of 2018 (Figure S4). A stable rate over time for elevated AST values can be seen in the older age groups, while variation is very high for the <3-week olds. A similar pattern is seen for ALT (Figure S3).
	[bookmark: fig-ALT_HR_all][image: output/all/AST_HR.png]
Figure S3: Rates and 95% confidence intervals for elevated (>200 U/L) ALT tests across all contributing sites
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Figure S4: Rates and 95% confidence intervals for elevated (>200 U/L) AST tests across all contributing sites


[bookmark: elevated-means]Elevated means
For AST, both in the UK (Figure S5 (a)) and the Netherlands (Figure S5 (b)) small increases can be seen in the beginning of 2022, but similar peaks are found several times in the years prior. A similar pattern is seen when all data is combined (Figure S5 (c)).
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Figure S5: Mean AST value (U/L) in the 3-week to 5-year-olds with elevated (>200 U/L) ALT measurements in (a) the UK, (b) the Netherlands and (c) all. Shaded area represents the 95% confidence interval. The dotted line represents the first month in which cases of non A-E hepatitis were reported.
	[bookmark: fig-ast_map]
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Figure S6: Z-scores for the difference in SD for the rate of elevated (>200 U/L) AST in the period of interest (cases presenting with non A-E hepatitis) and the control period (pre-2020), for 3-week to 5-year-olds.


[bookmark: primary-care-data]Primary care data
	[bookmark: fig:os-rate-lft][image: visualisations/OpenSafely/S8.png]
Figure S7: Monthly rate per 1000 patients of recorded codes relating to (A) ALT tests, (B) AST tests and (C) bilirubin tests between April 2017 and March 2022 by age group. Rates where the underlying count is <=7 have been redacted.
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Figure S8: Count of (A) ALT tests and (B) bilirubin tests out of range between April 2017 and March 2022 in patients aged <=30 years. All counts are rounded to the nearest 5. Monthly counts for AST tests were <=7 and are therefore not shown.


[bookmark: sensitivity-analysis]Sensitivity analysis
As a sensitivity analysis, data provided by Curaçao was included in the analysis of all locations combined. The rate for elevated (>200 U/L) measurements over time for the different age groups, can be found in Figure S9 (ALT) and Figure S10)(AST). Elevated means for the 3-week to 5-year olds can be seen in Figure S11. Since there was relatively little data from Curaçao, the results are almost identical. The Z-score including data from Curaçao to data from all other locations was also the same as the results excluding data from Curaçao (Z-score 0.64, P-value 0.64).
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Figure S9: Rates for elevated (>200 U/L) ALT when adding data from Curaçao to all other locations. Shaded area represents the 95% confidence interval.
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Figure S10: Rates for elevated (>200 U/L) AST when adding data from Curaçao to all other locations. Shaded area represents the 95% confidence interval.
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Figure S11: Mean a) ALT and b) AST value (U/L) in the 3-week to 5-year-olds with elevated (>200 U/L) measurements when adding data from Curaçao to all other locations. Shaded area represents the 95% confidence interval. The dotted line represents the first month in which cases of non A-E hepatitis were reported.
Hepatitis study group
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