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PURPOSE RESULTS CONCLUSIONS
» The FDA has directed replacing the animal All organs of the body, including the solid tumour, were The relative uptake of mono- and bispecific mAbs in Exquisite dual-positive cell-binding specificity of
testing of biologics with in silico modelling modelled to have 1:1:1:1 of cells expressing just one of selected tissues and cell types is shown in Figure 3. This bsmADbs in vitro is unlikely to translate into equalluy

and simulation’

 Bispecific mAbs (bsmAbs) _
are expected to improve (F< 3
the tumour-targeting
specificity of antibody-
drug conjugates (ADCs)

the targets, both or none at all, as outlined in Figure 1. combines both non-specific and target-mediated uptake. exquisite tumour tissue targeting specificity in vivo.

28T T R S - PBPK modelling confirms that only a very small fraction of the

dosed mAb (mono- or bispecific) is likely to reach solid tumours.

* Whilst this can be negligible in the case of unconjugated
bsmADbs, in the case of ADCs, this can result in dose-limiting
toxicity.

 More rapid mAb absorption and uptake in healthy tissues by
non-specific and target-mediated routes is causing the
imbalance

* Avidity-enhanced in vitro binding of bsmAbs to the cells is
unlikely to translate to similarly enhanced efficacy in vivo, but
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* While the bsmAbs can be highly specific
for the cells that co-express two different
antigens, their tissue targeting specificity
In vivo Is largely unknown.
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Figure 1. EGFR and HER2- expressing cells” interactions with the bsmAb

The predicted target occupancy time courses in the solid
tumour for an isotype control, two parent mAbs and the bsmAD,
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B - at 0.1, 1, 10 mg/kg single |1V doses, are shown in Figure 2 |
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