Transcriptomic biomarkers of therapeutic response and resistance to antibody-drug conjugates in metastatic breast cancer:
a comprehensive multi-center study
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INTRODUCTION SUMMARY

e ith e ooy oo @ Multi-modal analysis identified drug efflux pump gene expression as a potential biomarker of resistance, primarily to T-DXd.

(MBC). However, most patients with MBC treated with . . . . . .. . .
ADCs ultimately have disease progression via either ~ ® These findings should be further validated, and combinatorial clinical trial strategies may be explored.
primary or acquired ADC resistance. Therefore, identifying
biomarkers predictive of ADC efficacy is critical. Here, we
characterized the transcriptomic profile of drug efflux RESULTS
genes in MBC prior to ADC treatment to explore biomarkers

of response and resistance to three of the ADCs FDA- Overview of the Cohort Correlations Between Efflux Pump Gene Expression and ADC DoT
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up to 15 days Hispanic or Latino 12% 11% 12% 13% Figure 1. Higher expression of drug efflux pump genes was correlated with shorter DoT for T-DXd (ABCB1: Pearson’s r=-0.290, p=0.017; ABCC1: Pearson’s r=-0.274, p=0.025). No significant
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Given the exploratory nature of 'Reported p-values are from comparisons between treatment types. Figure 2. Higher expression of ABCB1 was associated with worse OS for T-DXd (HR: 1.30, 95% CI: 1.10 - 1.53, p = 0.002). In the SG cohort, higher pre-treatment ABCC1 and ABCC4 gene
the analyses, all p-values are expression was associated with worse 0S (HR: 1.34, 95% CI: 1.02-1.75, p=0.034; HR:1.19, 95%CI: 1.00-1.41, p=0.042). In the T-DM1 cohort, no significant association was observed between
uncorrected and nominal Table 1. This diverse cohort had a median age of 52 and a range of races efflux pump gene expression and OS. In evaluating rwOS, the index date was considered the ADC treatment start date, observations were censored at 5 years after treatment start, and gene
ictical sionif g
statistical significance was set (55% White, 14% Black, 7.1% Other, 24% Unknown). Median DoT expression measures were included as continuous predictors in the models. To account for immortal time bias, the risk-set adjustment method was used and the study entry date was taken to
Statistical analysis atp <0.05. across all patients was 130 days. be the first date of Tempus sequencing. The proportional hazards assumption was tested for all models and results were only reported if the model met that assumption.
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