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The diet score (included in the X-set, continuous and in the modified HLI, categorical)
An a priori score for diet was proposed within EPIC based on dietary components that have been posited to affect risk of cancer[1,2]. The diet score combined six dietary items including cereal fiber, red and processed meats, ratio of polyunsaturated to saturated fatty acids, margarine (used as a surrogate marker for trans-fat from industrial sources), glycaemic load, and fruits and vegetables. Details of the diet score computation are provided elsewhere[1]. The resulting continuous variable was included in the X-set as previously mentioned.
Modified Healthy Lifestyle Index (HLI) construction
The overall HLI had five initial components and was determined for the entire EPIC cohort as an unweighted sum of the scores of its individual components, each assigned scores of 0 to 4, where a higher score indicated a healthier behaviour[1,2]. This study utilized a modified version of the HLI and included smoking, quintiles of physical activity, BMI, quintiles of the diet score and lifetime alcohol consumption instead of alcohol at recruitment to avoid reverse causality with respect to HCC outcome. In addition, two components reflecting two major risk factors of liver cancer[3–5] were added to the modified index to make it more HCC-specific: diabetes at baseline (No=4, Yes=0)[4]; and hepatitis infection (No=4, Yes=0, assessed from biomarker measures of hepatitis B and hepatitis C viruses’ (HBV, HCV) seropositivity [ARCHITECT HBsAg and anti-HCV chemiluminescent microparticle immunoassays; Abbott Diagnostics, France])[5]. Descriptive and scoring details on the modified HLI components can be viewed in Supplemental Table 1.
[bookmark: _GoBack]Metabolomic data nomenclature
Fatty acid side chains are labelled “Cx:y”, where x and y are the numbers of carbon atoms and double bonds, respectively. Measured metabolites included 12 acylcarnitines (abbreviated according to the fatty acid side chain), 21 amino acids and 6 biogenic amines (labelled with their full name), 78 phosphatidylcholines (PC) of which there were 11 “LysoPC a” (PCs having one fatty acid side chain with an acyl bound), 34 “PC aa” and 33 “PC ae” (PCs having respectively two acyl side chains [diacyl] and one acyl and one alkyl side chains), a total of 14 sphingomyelins “SM” of which 5 had a hydroxyl group “SM(OH)” (additionally labelled according to the fatty acid side chain) and finally 1 sum of hexoses (including glucose, fructose and galactose). PCs were separated by type of bond and number of fatty acid side chains.
List of metabolites included in the study (measured using the BIOCRATES AbsoluteIDQ p180 Kit)
Amino Acids (21): Alanine, Arginine, Asparagine, Aspartic Acid, Citrulline, Glutamic Acid, Glutamine, Glycine, Histidine, Isoleucine, Leucine, Lysine, Methionine, Ornithine, Phenylalanine, Proline, Serine, Threonine, Tryptophan, Tyrosine, Valine.
Biogenic Amines (6): Asymmetric Dimethylarginine (ADMA), Alpha-Aminoadipic Acid (Alpha-AAA), Creatinine, Kynurenine, Serotonin, Taurine. 
Acylcarnitines (12): C0:0, C2:0, C3:0, C4:0, C5:0, C10:0, C10:1, C14:1, C16:0, C18:0, C18:1, C18:2.
Hexoses (1): A sum of hexoses (including glucose).
Sphingomyelins (14): SM C16:0, SM C16:1, SM C18:0, SM C18:1, SM C20:2, SM C24:0, SM C24:1, SM C26:0, SM C26:1, SM(OH) C14:1,  SM (OH) C16:1, SM(OH) C22:1, SM(OH) C22:2, SM(OH) C24:1.
Phosphatidylcholines (78): LysoPC aC16:0, LysoPC aC16:1, LysoPC aC17:0, LysoPC aC18:0, LysoPC aC18:1, LysoPC aC18:2, LysoPC aC20:3, LysoPC aC20:4, LysoPC aC24:0, LysoPC aC28:0, LysoPC aC28:1, PC aaC28:1, PC aaC30:0, PC aaC32:0, PC aaC32:1, PCaaC32:2, PC aaC32:3, PC aaC34:1, PC aaC34:2, PC aaC34:3, PC aaC34:4, PC aaC36:0, PC aaC36:1, PC aaC36:2, PC aaC36:3, PC aaC36:4, PC aaC36:5, PC aaC36:6, PC aaC38:0, PC aaC38:3, PC aaC38:4, PC aaC38:5, PC aaC38:6, PC aaC40:1, PC aaC40:2, PC aaC40:3, PC aaC40:4, PC aaC40:5, PC aaC40:6, PC aaC42:0, PC aaC42:1, PC aaC42:2, PC aaC42:4, PC aaC42:5, PC aaC42:6, PC aeC30:0, PC aeC30:2, PC aeC32:1, PC aeC32:2, PC aeC34:0, PC aeC34:1, PC aeC34:2, PC aeC34:3, PC aeC36:1, PC aeC36:2, PC aeC36:3, PC aeC36:4, PC aeC36:5, PC aeC38:0, PC aeC38:2, PC aeC38:3, PC aeC38:4, PC aeC38:5, PC aeC38:6, PC aeC40:2, PC aeC40:3, PC aeC40:4, PC aeC40:5, PC aeC40:6, PC aeC42:1, PC aeC42:2, PC aeC42:3, PC aeC42:4, PC aeC42:5, PC aeC44:3, PC aeC44:4, PC aeC44:5, PC aeC44:6.
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