Supplement Table S1. Variations in the initial composition (mg/dl) of large, lipid-rich HDL.

HDL concentration, 5 mg/dl

Standard Reduced Elevated Reduced Elevated Reduced Elevated Reduced Elevated
composition CE CE FC FC apoA-1  apoA-I PL PL
CE 0.8 0.7 0.9 0.8 0.8 0.85 0.75 0.8 0.8
FC 0.2 0.2 0.2 0.1 0.3 0.2 0.2 0.2 0.2
ApoA-I| 2.0 2.05 1.95 2.05 1.95 1.9 2.1 2.1 1.9
PL 1.25 1.30 1.20 1.30 1.20 1.30 1.20 1.15 1.35
HDL concentration, 10 mg/dl
Standard Reduced Elevated Reduced Elevated Reduced Elevated Reduced Elevated
composition CE CE FC FC apoA-1  apoA-I PL PL
CE 1.6 1.4 1.8 1.65 1.55 1.7 1.5 1.6 1.6
FC 0.4 0.4 0.4 0.2 0.6 0.4 0.4 0.4 0.4
ApoA-I| 4.0 4.1 3.9 4.1 3.9 3.8 4.2 4.2 3.8
PL 2.5 2.6 24 2.55 2.45 2.6 24 2.3 2.7




HDL concentration, 20 mg/dI

Standard Reduced Elevated Reduced Elevated Reduced Elevated Reduced Elevated
composition CE CE FC FC apoA-1  apoA-I PL PL
CE 3.2 2.8 3.6 3.3 3.1 3.4 3.0 3.2 3.2
FC 0.8 0.8 0.8 0.4 1.2 0.8 0.8 0.8 0.8
ApoA-I| 8.0 8.2 7.8 8.2 7.8 7.6 8.4 8.4 7.6
PL 5.0 5.2 4.8 5.1 4.9 5.2 4.8 4.6 5.4
HDL concentration, 40 mg/dl
Standard Reduced Elevated Reduced Elevated Reduced Elevated Reduced Elevated
composition CE CE FC FC apoA-1  apoA-I PL PL
CE 6.4 5.6 7.2 6.6 6.2 6.8 6.0 6.4 6.4
FC 1.6 1.6 1.6 0.8 24 1.6 1.6 1.6 1.6
ApoA-I| 16.0 16.4 15.6 16.4 15.6 15.2 16.8 16.8 15.2
PL 10.0 10.4 9.6 10.2 9.8 10.4 9.6 9.2 10.8




Physiologically relevant variations in HDL composition similar to those observed in patients with cardiometabolic diseases [1-6] were studied at
a constant total concentration of HDL. As lipid accumulation in HDL was not influenced by the initial TG content of large HDL particles,

variations in this parameter were not studied.



Supplement Table S2. Variations in the initial composition (mol/mol HDL) of small, lipid-poor HDL.

Standard Reduced Elevated Reduced Elevated Elevated

composition FC FC PL PL apoA-I
FC 5) 2.5 10 S) S) S)
PL 50 50 50 25 100 50
ApoA-I 1 1 1 1 1 2

Physiologically relevant variations in HDL composition similar to those reported for plasma pre-beta HDL [7] were studied.
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Supplement Figure S1. Influence of variations in kinetic parameters on the dose-
dependence of FC accumulation in HDL during VLDL lipolysis by LPL in the presence
of HDL. Mathematical modelling was performed under conditions of in vitro TGRL lipolysis
described elsewhere [8] for the reaction time of 1 (blue circles or pink triangles), 2 (red
squares or black circles) and 3 (green diamonds or grey squares) h. Every Kinetic parameter
(shown in the upper left corner of each panel) was either divided or multiplied by 2 and FC

kinetics were calculated at fixed values of all other parameters. In order to calculate FC



accumulation in HDL, FC content at baseline (t=0) was subtracted from the results of the
modelling. Initial concentrations: HDL, 5, 10, 20 and 40 mg total mass/dl; VLDL-TG, 30

mg/dl; LPL, 190 U/ml.
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Supplement Figure S2. Influence of variations in the initial composition of large, lipid-
rich HDL on the dose-dependence of FC accumulation in HDL during VLDL lipolysis
by LPL in the presence of HDL. Mathematical modelling was performed under conditions
of in vitro TGRL lipolysis described elsewhere [8] for the reaction time of 1 (blue circles or
pink triangles), 2 (red squares or black circles) and 3 (green diamonds or grey squares) h.
Initial concentration of each component of large, lipid-rich HDL was either decreased or
increased to reflect their physiologically relevant variations [1-6], while total HDL
concentration was kept constant (Supplement Table S1) and FC kinetics were calculated at
fixed values of all other parameters. In order to calculate FC accumulation in HDL, FC
content at baseline (t=0) was subtracted from the results of the modelling. Initial
concentrations: HDL, 5, 10, 20 and 40 mg total mass/dl; VLDL-TG, 30 mg/dl; LPL, 190

U/ml.
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Supplement Figure S3. Influence of variations in the initial composition of small, lipid-
poor HDL on the dose-dependence of FC accumulation in HDL during VLDL lipolysis
by LPL in the presence of HDL. Mathematical modelling was performed under conditions
of in vitro TGRL lipolysis described elsewhere [8] for the reaction time of 1 (blue circles), 2
(red squares) and 3 (green diamonds) h. Composition of each component of lipid-poor HDL

was varied to reflect their variations reported in the literature [7] (Supplement Table S2) and



FC kinetics were calculated at fixed values of all other parameters. In order to calculate FC
accumulation in HDL, FC content at baseline (t=0) was subtracted from the results of the
modelling. Initial concentrations: HDL, 5, 10, 20 and 40 mg total mass/dl; VLDL-TG, 30

mg/dl; LPL, 190 U/ml.
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