Osimertinib treatment drives expression of TROP2, and combination treatment with datopotamab
deruxtecan (Dato-DXd), a TROP2-directed antibody-drug conjugate, enhances its efficacy in PDX models
of EGFR mutant non small-cell lung cancer
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treatment continued daily for 21 days, after which there was a drug-free
regrowth phase. B Graphical representation of the time to tumours
reaching a size of 250 mms3, in days from the initiation of the experiment,
across a panel of EGFRm PDX models treated with osimertinib
monotherapy or the indicated Dato-DXd combination. C Survival
probability, as determined by time to tumours reaching 250 mm?, across
9 EGFRm PDX models for the indicated treatment groups.

Fig. 3 The addition of Dato-DXd selectively eliminates the population of
osimertinib persister cells with high TROP2 expression A UMAP clustering
visualization of scRNAseq data from PC9 xenografts treated with
osimertinib monotherapy, osimertinib + Dato-DXd (Dato) or vehicle control
for 14days. B Cell type distribution of 3 treatment groups based on RNA
expression across all samples. C Expression of TACSTD?2 in the indicated
cell type.

Fig. 1 Osimertinib treatment promotes upregulation of TROP2 at the mRNA and
protein level. A Expression of the mRNA for TROP2 (TACSTD2) in 4 EGFRm
cell lines treated with osimertinib for 24h (ACUTE) or 21 days (DTP)* plotted as
log2 of transcripts per million (TPM). Expression of TROP2 protein, in whole cell
lysates (B; western blot) or cell surface (C; flow cytometry) in EGFRm cell lines
treated with osimertinib the indicated timeframes (DTP = 14 days treatment).
Where indicated DTPs were released from drug for 24 or 72h (DMSO).
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