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Factors associated with clinical outcomes in patients with HER2-mutant NSCLC treated
with sevabertinib (BAY 2927088)
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Patients with HER2 YVMA at baseline, stratified by TP53- status

CO N C LUSIO NS e |n 27 patients with the YVMA variant, those without TP53 co-alterations vs those

with detectable TP53 had better outcomes, with longer mPFS (NR vs 6.7 months),
In patients with pretreated HER2-mutant NSCLC . higher ORR (94.1% vs 80.0%), and longer mDoR (NR vs 5.3 months) (Figure 5)
treatment with sevabertinib 20 mg twice daily resulted in Multivariate analysis (MVA)
rapid, substantial, and durable responses

e MVA showed that YVYMA and TP53 status were both significantly associated with
Treatment with <2 previous lines of therapy was

PFS when adjusted for previous treatment lines and ECOG PS (Table 3)
e Figure 5 illustrates the improved treatment outcome when both positive features
associated with improved treatment efficacy compared
with patients who had received =2 previous lines

INTRODUCTION

Mutations in human epidermal growth factor receptor 2 (HER2) occur in about
2-4% of patients with non-small cell lung cancer (NSCLC) and are associated with

unfavorable outcomes'? This exploratory analysis of clinical and molecular

characteristics in patients with HER2-mutant NSCLC
indicates favorable ORR, mDoR, and mPFS among those
who had received only 1 previous line of therapy or who
had specific molecular characteristics

The findings underscore the importance of integrating
clinical and molecular features to identify potential

e Pan-HER tyrosine kinase inhibitors (TKIs) have typically shown limited clinical
efficacy in this population®®; however, the novel HER2 TKI zongertinib has
demonstrated promising efficacy in patients with HER2-mutated NSCLC who were
naive to HER2-targeted treatment (overall response rate [ORR] 71%),° leading to
recent accelerated FDA approval’

e Sevabertinib (BAY 2927088) is a potent, reversible, oral TKI which inhibits growth of

(presence of YVMA, absence of TP53) are combined

Figure 5. Kaplan-Meier curves of PFS by TP53 mutation status in patients with the YVMA variant
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longer mPFS (10.6 vs 6.7 months), higher ORR (79.2% vs 69.2%), and longer mDoR
(NR vs 5.3 months) (Figure 4 and Table 2)
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