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INTRODUCTION

Isatuximab (Isa) in combination with pomalidomide and dexamethasone (Pd) is approved in many countries for the treatment of relapsed and/or refractory multiple myeloma (RRMM)*2
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Benefit in terms of PFS prolongation

Objectives: To use Phase 1/2 monotherapy and Phase 1b combination therapy to capture Pom effect in combination with Isa and Dex (IPd) by jointly modeling serum M-protein kinetics and PFS.
To perform trial simulations to retrospectively evaluate the approved dose of Isa in combination with Pd and to predict the efficacy of IPd ICARIA-MM treatment arm.

METHODS

Serum M-Protein Nonlinear Mixed Effect Model Model Evaluation
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Serum M-protein kinetics and PFS according to design, dosing regimens, covariates and
baseline serum M-protein values from ICARIA-MM IPd patients.

Implementation
Estimation of model parameters: SAEM algorithm implemented in Monolix2021R2°®.
Model-based simulations: Simulix2021R2°.

PFS Parametric Proportional Hazard Model

Baseline hazard distribution selection based on BICc: Log-logistic, Weibull or Gompertz distributions.
Covariates selection with SCM method based on BICc: same covariates as for serum M-protein

Nonlinear Joint Model
Link function selection based on BICc: No link, current serum M-protein value or serum M-protein slope.

Covariates selection with Backward procedure based on previously selected covariates using the Wald * VPCs and other analyses: R software (version 4.2.0).
test (significance level p = 0.05): covariates in serum M-protein and PFS model
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=» Good prediction of observed serum M-protein kinetics and PFS
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