JSYLVESTER Age and Biomarkers: Divergent Genomic Drivers and Immune Phenotypes Across 14,246

COMPREHENSIVE CANCER CENTER Real-World NSCLC Patients @ labcorp

C.T.Jani?, D. Morgenstern?, M-F. Senosain3, K. Sureshkumar?, Z. Wallen3, V. Chigurupati3, C. Olazagasti?, S.B. Hastings3, N. Florez*, D. Watson?, R. Previs3, G. Lopes?

UNWEHITY m MIAMI HEALTI.I SYSIIEM 1Sylvester Comprehensive Cancer Center, University of Miami, Miami, FL, USA . 2Labcorp, Buffalo, NY, USA. 3Labcorp, Durham, NC, USA. *Dana Farber Cancer Institute, Boston, MA, USA
SEPTEMBER 12 - 15, 2026

SEOUL, REPUBLIC OF KOREA
Tier 1: Top 10 Genes by Variant Count per Age Group Tier 1: Top 10 Altered Genes by Number of Samples per Age Group
BACKGROUND o - KEY FINDING
; ; S
I

EML4 14 (36.8%)
| " ccrR o R - - - e ————— Gene fu3|o_n§ (ALK,. ROS1) and EGFR altgratlons are markedly er_mched Ip AYA
Non-small cell lung cancer (NSCLC) in adolescent and young adult (AYA) . s scs: D= o I | NSCLC, driving a higher rate of Tier 1 actionable alterations than in older patients.
patients shows distinct clinical and molecular features compared with core [ ENIN ros1 2 82% "
older patients, but large-scale, age-stratified genomic and immune data "™ O L R I N et [ o ol Table 1. Age-Stratified Genomic & Immune Landscape of NSCLC
remain Ilmlted - - 40':49 - 50 - 54 40 - 49 50 - 54 A AYA (20-54vy) Older (=55y)
e o versent Type e I - e .. E . ... I N=770 N=13,476
jective: - | | | | i o ST RBE? T il ol —— A
Objec.tlve. Evaluate age aSSOCIate_d dl_ﬁ:erences in actionable genomic § rer Rost ﬁ B rcon 2 rer I uew e cree [ 1046%) Guideline-indicated actionable alterations 445 (57.8%) 6,052 (44.9%)
alterations and tumor immune profiles in a real-world NSCLC cohort. (Fop  NEEE SRAF  EDD o O B wll — S
cRBB2 IV RET EReE2 [ & (4.3%) ros1 [ 7 (3:3%)
BRAF  [EN KIF5B rost [ 7 .7%) erAF [ 6 2.9%) Most Common Mutations by Ancestry (GIA)
0 30 60 90 0 25 50 75 100 125 EEE; =;f:j%} F;z =;£E”
< 55+ 0 20 40 60 0 25 50 75 African TP53 [?EL EGFR {25} TP53 {359}, KRAS [EDE}
14,246 real-world NSCLC patients rs  ——
VET  EZONGTRY! v 2085 (51% American TP53 (44), EGFR (35) TP53 (371), EGFR (195)
Labcorp database, comprehensive genomic & immunologic profiling ERBE2 —Ee ver B oo (55%) i
ALK  ¥I§ eree2 [ 299 (4.9%)
1 European TP53 (209), KRAS (107 TP53 (4,852), KRAS
770 (5.4%) 13,476 (94.6%) e B 5030 P (209) (107) o é;, )
AYA, ages 20-54  Older, ages 255 FGFR1 % s hﬁﬁw ;
0 1000 2000 3000 4000 corr1 | 35{1_'4%1
Count ReT [ 65 (1.1%) East & Central Asian EGFR {38}, TP53 {23} EGFR {335}, TP53 {255}
M ETH O DS TMB groups . T””:‘I”'“e:fzam”'*“‘(‘z‘::;:"“‘a”"” b South Asian / Middle Eastern TP53 (11), EGFR (8) TP53 (83), KRAS (31)
Y1IO1OXIC |-Cell abundance Score by age group
1.00- - Immune Landscape & Biomarkers — Median (IQR)
. Retrospectlve. analysis of NSCII_.C patlent.s_ undergoing comprehensive . —_— 55.0 (38.1-69.1) 59.5 (42.6-73.5)
genomic and immunologic profiling; stratified as AYA (20-54y) vs.
. - 1 * — —
older (99y), with additional decade-level analyses 0.75- " Checkpoint score (CP) 35.0 (17.2-53.2) 30.9 (14.8-50.7)
* Primary endpoint: age-based distribution of actionable genomic a . CTAB Score* 194 (120-276) 205 (131-368.2)
alterations by AMP/CAP/ASCO tier ° TMB_interp o | . _ .
. DA | NVe ONV - . N, o P | T TMB 6.3 (3.1-13.6) 8.7 (4.7-14.8)
sequencing — S, s, gene fusions, tumor mutationa 5 ey @ . | |
_ S < LAG3 46.0 (21.0-76.0) 56.0 (31.0-79.0)
burden (TMB; high 10 mut/Mb) & O 1000-
, - - - - TIM3 52.0 (29.0-74.0 54.0 (30.0-77.0
- RNA sequencing — immune/proliferation signatures (CTAB, TIGS) . (ns) { ] { ]'
and immune checkpoint expression (LAG3, TIGIT) <l TIGIT* 60.0 (31.5-80.0) 69.0 (44.0-86.0)
. . : : 0
« Genomic-inferred ancestry (GIA) grouped into 6 categories to assess Kig7* 30.0 (12.0-51.0) 27.0 (10.0-48.0)
population-level differences 0.00- , o
| | T T - T T *p<0.05 vs. AYA; ns = not significant (TIM3 only)
* Associations evaluated with chi-square and Wilcoxon rank- sum tests 2 3 g 3 5 o T 3 i 8
RESULTS CONCLUSIONS
Samples with variants associated with AMP/CAP/ASCO tiers Tumor immunogenic score (TIGS) groups

* AYA tumors were more often adenocarcinoma (69% vs 61%) and
less often squamous (14% vs 25%), with more metastatic disease at
profiling (30% vs 22%)

* Tier 1 actionable alterations were more common in AYA (57.8% vs
44 .9%), while Tier 2 alterations were more frequent in patients 55y 20-54

 NSCLC shows age-associated divergence in both genomic drivers and
tumorimmune biology, reflecting a biologic continuum across age

« NSCLC in AYAs is predominantly fusion-driven and enriched for highly
actionable alterations

* Older patients exhibit KRAS/STK11-enriched tumors with an immune-activated
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