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Model Confidence:

Il Very high (pLDDT > 90)
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Suppl. Fig. 1: Unprocessed model of DEGS1 as obtained from AlphaFold.
Color coding represent the per-residue confidence score (pLDDT) suggesting
a high model confidence of the overall structure.
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Suppl. Fig. 2: Predicted DEGS1 structure including the binding site of Cer
18:1(4E);02/16:0 as obtained from docking experiments. For clarity, carbons are depicted
in green. The polar head group of the ceramide is coordinated at the end of the binding
tunnel via predicted hydrogen bond interactions formed from His128 to the carbonyl
group and from Glu232 to the hydroxy group at C1. The hydrocarbon chains remain
confined within the membrane. Myr: myristoyl anchor at Gly1.
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Suppl. Fig. 3: Ligand interaction diagram of the predicted DEGS1 model docked to Cer
18:1(4E);02/16:0. The two hydrogen bond interactions that arrange and stabilize the

polar head group and the hydrophobic environment that build up the binding tunnel

(green lines) are depicted.



