[bookmark: _GoBack]Additional File 5: KEGG pathways in ‘Lipid Metabolism’, ‘Amino Acid Metabolism’, and ‘Immune System’ subcategories resulting from the DIA analysis on heifer calf liver transcriptome from Holstein cows (n = 6/treatment) randomly assigned to receive a basal control (CON) close-up diet (from −28 ±2 d to parturition) [1.47 Mcal/kg dry matter (DM) and 15.3% crude protein (CP)] with no added MET or CON plus ethyl cellulose MET (MET, Mepron®, Evonik Nutrition & Care GmbH, Germany). The columns represent the effect (impact) and flux responses. The blue bars represent the effect value (0 to 300), and the flux columns represent negative (−) and positive (+) flux (−300 to +300) based on the direction of the effect. The positive flux (red bars) indicates an upregulation in treated (MET) liver tissue cells compared to control (CON) ones, while the negative flux (green bars) indicates a downregulation.
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Category Subcategory KEGG Pathway Impact - Flux | + Flux

1. Metabolism 1.3 Lipid Metabolism Biosynthesis of unsaturated fatty acids

1. Metabolism 1.3 Lipid Metabolism Steroid hormone biosynthesis

1. Metabolism 1.3 Lipid Metabolism Fatty acid degradation

1. Metabolism 1.5 Amino Acid Metabolism Valine, leucine and isoleucine degradation

5. Organismal Systems 5.1 Immune System Fc gamma R-mediated phagocytosis

5. Organismal Systems 5.1 Immune System Platelet activation

5. Organismal Systems 5.1 Immune System C-type lectin receptor signaling pathway

5. Organismal Systems 5.1 Immune System NOD-like receptor signaling pathway

5. Organismal Systems 5.1 Immune System Leukocyte transendothelial migration

5. Organismal Systems 5.1 Immune System Natural killer cell mediated cytotoxicity

5. Organismal Systems 5.1 Immune System Toll-like receptor signaling pathway

5. Organismal Systems 5.1 Immune System Fc epsilon RI signaling pathway

5. Organismal Systems 5.1 Immune System T cell receptor signaling pathway

5. Organismal Systems 5.10 Environmental Adaptation Thermogenesis


