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: : : : _ _ " _ Overview of QSP Modeling Strategy (continued)
By employing a virtual population reflecting patients treated with Lonca, it is possible to evaluate

indication, clinical population selection, influence of clinical study covariates, disease phenotypes,  The modelis a system of ordinary differential equations that describe key processes of Lonca activity in a tumor, : :
and CD19 expression levels on clinical responses. iﬂdUdmg blﬂdlﬂg of Lonca to CD19, internalization of the Lonca:CD19 Complex, degradatiOn of Lonca resultiﬂg in (proportlon of the tumor cells that were CD1 9+) versus CD19 surface denSIty and response

release of the cytotoxic payload, and subsequent killing of the tumor cell

Figure 7. Simulation of a patient with hypoalbuminemia and low levels of CD19 expression

Figure 4. QSP model-generated Lonca heat map profile of CD19+ cell ratio of expression
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in FCRN expression levels (Figure 7)

anti-CD19 antibody conjugated to a pyrrolobenzodiazepine dimer cytotoxin (Figure 1)

o Model explanation: The patient has a reduced systemic FcRn expression level'™®' and has sufficient (small) levels
of surface antigens per CD19-/low cells

-
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o Lonca targets CD19 cell-surface antigens in most malignant B cells and is indicated for the treatment of relapsed/
refractory diffuse large B-cell ymphoma (DLBCL) after >2 systemic treatments’
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Figure 5. Simulation of patient with undetectable CD19 expression

Figure 1. Receptor-mediated endocytosis of the ADC 3
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The payload has a short half-life and is eliminated in the extracellular space?
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o Observation: The patient has =0% CD19+ cells in the tumor assessed by IHC but has a complete response to Lonca
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