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Methods

The QSP model for CDR404 focused on describing
the drug PK and dynamics of binding to MAGE-
A4/HLA-A*02:01 and CD3 in the tumor
compartment (Figure 1). Receptor dynamics
(synthesis and degradation) was also included In
the model. Measured binding KDs as well as
MAGE-A4 peptide/HLA-A*02:01 copy numbers on
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Figure 2. Model simulation (lines) compared to cytotoxicity data
(points) as a function of CDR404 concentration for NCI-H1703 (a) and
A375 (c) cell lines. Model-predicted trimer per target cell vs measured
percent cytotoxicity was plotted in panels (b) for NCI-H1703 and (d) for
the A375 cell lines. In (a) and (c), different panels represent different
PBMC donors (i.e, 1Q, 2Q, etc.). Different colors represent different
E.T ratios.
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The in vitro model only includes a single compartment, and
it was used to estimate trimer numbers under assay
conditions, which were then used to establish the
relationship between trimer number and cytotoxicity.

Figure 5. Human model predictions of CDR404-mediated trimer
formation in tumor (a) and tumor cell cytotoxicity (b)

. Sensitivity analysis of how MAGE-A4
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affect cytotoxicity at 100 ug (left) and 7 mg
dose (right)
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Figure 6. Sensitivity analysis with varying MAGE-A4 receptor number
and T cell density
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Conclusions
= A multi-tumor phase 1 trial of CDR404 is expected
to begin in 2024 with prospective patient selection
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linear PK for CDR404 and that it is active In the
single mg dose range.

* The model provides a dose-response relationship
prediction to guide the starting dose selection and
efficacious dose prediction.
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*The model Is sensitive to the MAGE-A4
expression level as well as T cell density in tumor,
which provides guidance on patient selection.

Figure 3. Relationship between model-predicted trimers per target cell
and observed IFNy release for (a) NCI-H1703 cells, and (b) A375 cells
at different CDR404 concentrations with different E:T ratios from 4
donors. Colors indicate E:T ratio, symbols indicate PMBC donor.
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*The model can be updated with patient
PKPD data during the Phase 1 trial to identify
CDR404 doses with the most favorable risk-

benefit profile.
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