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INTRODUCTION DISCUSSION AND CONCLUSION RESULTS

Research on HERZ2-altered NSCLC has st oline T-DXd sh 9 . A total of 69 patients were enrolled, comprising 45 with only HERZ2 alterations and
been ongoing for years. However, |rts .-tlne. ] < S ?WﬁlEggoth'S'ng 24 with HER2-EGFR co-alterations. In patients with only HERZ2-altered NSCLC,
breakthrough first line therapies for aclivily sighais In onty -altere those receiving first-line T-DXd had an mPFS of 15.7 months (95% CI, 12.5-18.9),

unresectable HER2 altered NSCLC NSt_CLtC'tlr? EE%FFRI;'I__II_E:QZ Co-tar\]Itered an ORR of 85.7%, and a DCR of 100.0%. The mPFS for patients receiving
remained lacking. This was particularly patients, the ] monotherapy chemotherapy-based regimens, pan-HER TKIls, and chemotherapy plus pan-HER

evident in cases with co occurring sh%wed Iimitzdtﬁfficacy. T?e finc!iir}gs TKls were 7.6 (95% ClI, 6.6-8.5) months, 4.4 (95% CI, 4.0-4.9) months, and 7.0
HER2-EGFR co-alterations, where uhderscore e urgent heed 1or (95% CI, 6.1-9.1) months, respectively. The ORR for the three groups above was
clinical evidence continued to be scarce.

prospective randomised trials. 33.3%, 0, and 0, respectively. In subgroup analysis, patients with only HER2

alterations who did not harbor TP53 mutations had a longer PFS than those with
TP53 co-mutations (8.7m vs. 7.2m; HR: 0.35; 95% CI: 0.11-0.99; P = 0.048). In
patients with EGFR-HERZ2 co-alterations, first-line EGFR-TKI monotherapy yielded
an mMPFS of 9.7 (95% ClI, 8.6-10.8) months, an ORR of 40.0%, and a DCR of

93.3%. Regarding safety, we did not observe Grade =2 3 TRAEs in first-line T-DXd

== Chemo == ADC = TKls = C+T

We included HERZ2-altered advanced R
NSCLC patients who had received first- - A T P
line systemic therapy across six

medical centers, and evaluated  WIIZIAINGLEFNGITCIRLINSNGE ﬂﬁjp
outcomes following chemotherapy- .l o , _
based combinations, TKls, and T-DXd. | |4 Janne PA, Goto Y, Kubo T, Ninomiya K, Kim SW, Planchard D, Ahn My, iumberat T e 7 ’
Endpoints included PFS, ORR, DCR, | | ot Renoriod utsemes From DESTINY.LingoaA Doce :
One-year and tWO_year Su rvival rates BIin_ded, Ra_mdomized, Phase 2 Study of Trastuzumab Deruxtecaq in ' 2

Patients With HER2-Mutant Metastatic NSCLC. Journal of thoracic

and tOXiCit _ oncology : official publication of the International Association for the . _ : :
y Study of Lung Cancer 2025, 20(12):1814-1828. Figure A. Kaplan-Meier estimates
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