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➢ Activating HER2 mutations occur in approximately 2%–

4% of non-small-cell lung cancers (NSCLC)1-3.

➢ Zongertinib has demonstrated substantial clinical activity 

in patients with HER2-mutant NSCLC, but acquired 

resistance inevitably emerges4. 

➢ Although secondary HER2 alterations have been 

observed in the setting of acquired resistance, their 

clinical prevalence, temporal emergence, and functional 

significance during zongertinib treatment remain poorly 

defined.
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HER2 C805S is a recurrent acquired on-target 

resistance alteration after zongertinib in HER2-

mutant NSCLC.

Clinical implications

➢ Serial ctDNA may help track emerging 

resistance.

➢ C805S impairs covalent zongertinib 

engagement.

➢ Alternative HER2-directed therapies may 

retain activity after resistance.
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Recurrent HER2 

C805S emerged in 

3 of 22 patients

Serial ctDNA captured 

the emergence of 

HER2 C805S during 

resistance evolution

Key findings

➢  Paired baseline/progression profiling was performed in 22 patients with HER2-mutant 

NSCLC after zongertinib benefit. 

➢HER2 C805S emerged in 3/22 (13.6%) patients and was absent at baseline. 

➢  Serial ctDNA profiling showed dynamic emergence of C805S during resistance evolution. 

➢  Structural and functional studies supported C805S as an on-target resistance mechanism, 

while alternative HER2-directed therapies retained activity in the PDO model.

Serial ctDNA captured the emergence of HER2 C805S during resistance evolution

C805S disrupts the covalent binding of zongertinib 

The HER2 C805S-harboring PDO was 

resistant to zongertinib but retained sensitivity 

to sevabertinib and trastuzumab deruxtecan.
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