Supplementary Figure S9: An overview of the methylotrophic and aceticlastic methanogenic pathways in Methanosarcina acetivorans. Methyl-transfer reactions from methylotrophic substrates like methanol (CH3OH) trimethylamine (TMA, (CH3)3NH3+) dimethylsulfide (DMS, CH3-S-CH3) lead to the generation of methyl-coenzyme M (CH3-CoM) which is disproportionated to methane (CH4) and carbon dioxide (CO2; metabolic flux is shown as orange arrows). Notably, the first step in oxidation of CH3-CoM to CO2 is the energy-requiring transfer of the methyl moiety to generate methyl-tetrahydrosarcinapterin (CH3-H4SPt). In contrast, aceticlastic methanogenesis leads to the formation of CH3-H4SPt, followed by reduction to CH4 (red arrows). Thus, the second step of the pathway is exergonic.
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