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3D TUMOUR KILLING MODELS: TOOL FOR SCREENING
IMMUNE THERAPEUTICS

Tumour cell line spheroids co-cultured with immune cells allow the assessment of the therapeutic effect of novel
checkpoint inhibitors, targeted monoclonal/ bi-specific, small molecule therapeutics or cell therapies in a system which
more closely recapitulates solid in vivo tumours by including 3D structure. Here we present data demonstrating that this

3D spheroid reads out for checkpoint inhibitor targeting antibodies and ADCC modalities. The 3D spheroid model
provides a robust model for lead candidate selection for in vivo immuno-oncology studies and can be performed with a

bank of tumour line cell types and immune subsets.
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These data demonstrate the therapeutic window for checkpoint inhibitors (CPI) in a 3D immune mediated tumour killing assay (n=3 PBMC
donors). When PBMC +/- Pembrolizumab or IgG4 control are added to SK-OV-3 spheroids, tumour killing (spheroid reduction) is enhanced
by CPI as compared to isotype control. Relative spheroid area (%) was measured (A). This therapeutic window was shown in n=3 donors
with AUC statistics calculated using GraphPad Prism v9.5.0 (B), tumour killing +/- SEM.
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These data demonstrate the therapeutic window for targeted monoclonal antibodies (ADCC) in a 3D immune mediated tumour killing assay
(n=3 donors). When purified NK cells +/- Trastuzumab are added to SK-OV-3 tumour spheroids, tumour killing (spheroid reduction) is
enhanced by targeted HER2 antibodies as compared to isotype control. Relative spheroid area (%) was measured (A). Noteable, therapeutic
windows were driven in Trastuzumab and IL-12/IL-15 treated PBMC conditions as observed in AUC statistics calculated using GraphPad
Prism v9.5.0 (B) and live cell imaging representative images (C). Bar graph shows mean of n=3 donor tumour killing +/- SEM.
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