Concurrent TP53 Severe Loss-of-Function Identifies an Immunologically Suppressed Subtype of
EGFR-TKI-Resistant NSCLC with Inferior Benefit from Immunochemotherapy
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Lr;rﬁzfn p(iltlsegtsc\)’\,”th E%nlz_;ma”r_:f:;tliggg Cor_wcurren_t T!D53 severe LOR_ ‘may Among 34 EGFR-TKI-r_esistanft NS_CL.C{ patients treated with immno-chemqtherapy, TP33
represent the most prevalent and clinically define a biologically distinct and clinically severe LOF was associated with significantly shorter progression-free sgrwval (PFS) (5.65
important  actionable driver alteration. unf_avorable subgroup of EGFR-TKI- vg 1.0..25 mopths; p =0.01). At the SNV level, TP53 severe LOF group did no’F show a |
Although EGFR/TP53 co-mutant NSCLC resistant .NSCLC. This subgroup was significantly increased nonsynonymous mutation burde.n.. In.contrast, integrative genomic
has been extensively investigated in the Characte_rlzed by structural genomic _analysgs revealed more prominent struc_tural ab.normalltles in the severe LOF group,
first-ine treatment setting, the clinical remodeling, _chromosome 6/MHC—reg|on including broadgr Copy-n.umber remodeling, enrlchmenjc of chromo_some 0 I_oss iInvolving
significance of concurrent TP53 alterations loss, Coordlnate_d suppression of the the MHC-asspC_lated region (p=0.043), an_d a subset-_drlven, inversion-dominant pattern of
after inevitable progression on first-line IFN—MH_C-I axis, + and down_stream structgral variation (S\/). RNA-seq analysis of.18 available samples further g.howed
EGFR-TKIs, particularly in the context of attenugtlon of CD8_ T-cell recrmtm_en_t, coordinated suppressmn of the IFN-MHC-I axis (p=0.01;_p=0.03), characterized by
second-line immunotherapy-based coll_ectlvely sugges_tln_g A m_echamstlc reduced expression of r_epresentatlv_e interferon-responsive (STAT1, p=0.03; IFIT3, p=0.02;
treatment, remains insufficiently explored. basis for the Ilimited efficacy of OAST1, p=Q.O4) and antigen-processing genes (HITA-A, p=0.01; TAP2, p=0.01; NLRCS,
’ Immunotherapy-based approaches. p=0.03), with a concomitant downstream attenuation of CD8" T-cell recruitment (p=0.02).
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