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Results
During the pharmacostatistical model development, the inter-individual variability was evaluated for each model parameter and then estimated for all the PD model parameters. The combined (additional and proportional)
residual error model was selected. The influence of the estimation of covariance between ns within an w-block was assessed; none of them were retained since there was no improvement of the model quality. The following
available standard demographic variables (sex, age, disease status, WT, BMI), albumin, mono-therapy vs co-medications such as statin or ezetimibe, baseline LDL-C, and free (FBSPCSK?9) or total PCSK9 (TBSPCSK9) at
baseline or longitudinal were screened (univariate model) in order to assess their impact upon Kout, EC.,, E..,, and y. The available potential sources of variability on the population PD parameters were extensively
investigated. As detailed in the table below, 10 covariates were included in the model, either on E__, (time-varying total PCSK9, sex, age, WT, FBSPCSK9, and co-administration of statins), EC., (TBSPCSK9 and co-
administration of high impact statins), Kout (DISST, healthy volunteers or patients), or on the Hill coefficient y (FBSPCSK9).
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estimation for each patient of LDL-C concentrations and derived parameters (ALDL-C,, and ALDL-C,,,4)-

Glossary

% RSE, % of relative standard error; BMI, body mass index; Cl, confidence interval; C,,.,, maximum concentration; C,, . trough concentration; CV%, coefficient of variation percentage; DISST, binary variable coding for
healthy volunteers versus patients; E2W, every 2 weeks; E4W, every 4 weeks; EC.,, concentration to reach 50% of the maximum effect; E, .., maximum effect; FBSPCSK, free baseline PCSK9 concentration; FDA, American
Food and Drug Administration; HC, hypercholesterolemia; HD statin, high dose statin; HV, healthy volunteers; IPRE versus OBS; individual predictions versus observed; 1V, intravenous,; Kout, first-order rate constant for loss of
response; LDL-C, low-density lipoprotein cholesterol; LDL-R; low-density lipoprotein receptor; LLTs, lipid-lowering therapies; mAB, monoclonal antibody; N, numbers of patients/subjects; NA, not applicable; PCSK9, proprotein
convertase subtilisin/kexin 9; PD, pharmacodynamic; PK, pharmacokinetic; PopPK/PD, population pharmacokinetic/pharmacodynamics; PRED vs OBS; population predictions vs observed; SC, subcutaneous; siRNA, small
Interfering RNA; TBPCSKO9, total baseline PCSK9 concentration; y, the modelled value for the dependent variable under the statistical model; WT, weight.
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