Application of a quantitative systems pharmacology (QSP) model to e
evaluate XCT inhibition as a target for central nervous system diseases.
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Introduction Results
e Neuronal excitotoxicity, often mediated by glutamate, e The CNS Platform reproduced in vitro results,
has been implicated as a factor in a number of central supporting current understanding of biological
nervous system (CNS) diseases. mechanisms (Figure 3, Figure 4)
e Inorder toimprove the understanding of the role of the e Focused extension of the Platform enabled guidance for
cysteine-glutamate transporter (xCT) in excitotoxicity and CNS disease applications
CNS diseases and the potential utility of xCT inhibitors, e Simulation research informed key recommendations:

Sanofi and Rosa collaborated in the development of a
CNS PhysioPD™ Research Platform, a QSP model that
supported hypothesis generation and testing.

— In vitro experiments to resolve material uncertainties
and reduce risk

— Prioritization of MS as lead therapeutic indication
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Results

In Vivo Simulation Results

Different versions of the Platform were created to represent in
vivo white matter (relevant for MS) and in vivo gray matter
(relevant for AD). Administration of Sanofi’s xCT inhibitor
compounds was simulated to assess potential in vivo efficacy.

e MS simulations (white matter) of xCT inhibition suggested
dose-dependent reductions in glutamate release, axonal
injury, and death of oligodendrocytes (Figure 5).

e AD simulations (gray matter) of xCT inhibition suggested
limited benefits on glutamate release and neuronal death
(Figure 6).
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