Molecular characteristics of MP0/712, a clinical stage ?'Pb-based Radio-DARPIn candidate for targeted anti-DLL3 radiotherapy
of small cell lung cancer (SCLC)
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Introduction

« SCLC is an aggressive neuroendocrine malignancy with limited treatment options
* DLL3 is expressed on the cell surface of SCLC, while largely absent on healthy tissues, making it
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* Pre-bound MPQ712 internalizes rapidly (Fig. 5C). In the presence of excess ligand, DLL3" cells
accumulate several-fold more DARPIin than the surface-bound fraction within 24 h, indicating
multiple rounds of internalization and replenishment of DLL3 binding sites (Fig. 5D).

* Increased HLE boosts tumor uptake over time (Fig. 3A)

« Biodistribution in mice is generally consistent with initial patient imaging data34, except for kidney:
washout occurs after 24 h in patients, whereas murine kidney uptake persists up to 72 h (Fig. 3B)
Notably, increased tumor uptake is achievable in a DLL3-low model (ABC values ~ 600, Fig. 3C)
consistent with the upper range of DLL3 expression observed in SCLC tumors
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imaging 116 h post injection and B) biodistribution profile of 203Pb-MP0712 in a patient with metastatic SCLC. .

Discussion and Outlook

Affinity is one key property driving tumor uptake of anti-DLL3 DARPins
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of MP0712 to NCI-H82 cells assessed by Flow Cytometry.

Green area depicts that DARPins with increased tumor uptake are associated with a higher affinity.
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