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of [225Ac]Ac-IabeIed Macropa Chelators for * |deal pharmacokinetics are observed with the [*>>Ac]Ac-Macropa-PEG,-TFP-N12 construct

Targeted Alpha Therapy in a DLL3  The tumoral uptake was 64.3 + 13.4 % ID/g at 168 h post-injection of [22°Ac]Ac-Macropa-PEG,-TFP-N12,

Expressing Small-Cell Lung Cancer Model whereas tumoral uptake does not reach above 15.0 % ID/g at 168 h post-injection of [?>>Ac]Ac-Macropa-
PEGg-Tz-TCO-9-N12
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* The liver and blood are the most affected off-target organs in both tracers, which is a factor to consider when
calculating dosages for therapy
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The tumor-selective cell surface overexpression of Delta-like ligand 3 (DLL3) 20
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makes this an attractive feature for a variety of therapeutic strategies.” This protein = o
Is aberrantly overexpressed in neuroendocrine cancers like small-cell lung cancer S I a
(SCLC), which have a reputation for being highly aggressive and diagnosed at an X 10
advanced stage.? Though there are treatment options available for SCLC patients, 5 T
most patients do not achieve long-term disease control due to the inevitable T _ 5 I
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The purpose of this study was to utilize the anti-DLL3 N12 mAb to generate two Position (mm) Position (mm)

225Ac-labelled constructs. Here, macropa analogs, a macrocyclic chelator suited
for 225Ac, were employed, allowing for short reaction times and mild radiolabeling

conditions.> ® The two macropa-based chelators were either (1) directly conjugated ACKNOWLEDGEMENTS PROSTATE CANCER FOUNDATION
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Diels—Alder) with [??°Ac]Ac-Macropa-PEGg-Tz following previously reported Memorial Sloan Kettering Cancer Center
methods.” Both constructs were evaluated for their ex vivo properties and in vivo Hong Zhong, PhD (Charles Rudin Lab)
biodistribution.
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