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Conclusions

Objectives and Methods
NSCLC tissue samples were analyzed with DNA-
based next-generation sequencing (NGS; 592
genes, NextSeq) or whole-exome sequencing
(NovaSeq), RNA-based whole transcriptome
sequencing (WTS, NovaSeq), and
immunohistochemistry (IHC) at Caris Life Sciences
(Phoenix, AZ). PD-L1 expression utilized the 22C3
clone (Dako); TMB-high was defined as ≥ 10 mt/Mb.
Wilcoxon or Fisher’s exact were used to determine
statistical significance (p without and q with multi
comparison correction). Immune cell fraction
(QuanTiseq) and pathway analysis (ssGSEA) were
informed by WTS analysis. Overall survival was
calculated from date of tissue collection to last
contact from insurance claims data and compared
using Kaplan-Meier method.

MET exon 14 skipping mutations (METex14) join a
growing list of viable therapeutic targets in advanced
NSCLC. Several unique features distinguish
METex14 from other established targets. METex14
has been characterized as a tumor-agnostic genomic
alteration, though most frequently reported in lung
adenocarcinoma. However, METex14 represents a
family of mutations (mt), not a single alteration, and
there is notable heterogeneity in histology. The
degree and significance of heterogeneity within
METex14 have not been well characterized.

A total of 440 METex14 cases were identified: 49 
(11.1%) with squamous histology, 381 (86.6%) 
with non-squamous histology, and 10 (0.2%) with 
adenosquamous histology. A total of 147 distinct 
METex14 mutations were detected. 

The most common METex14 mutations were 
D1028H (8.4%), D1028N (7.0%), c.3082+2T>C 
(5.7%), D1028Y (5.2%), and c.3082+1G>A 
(4.5%). 

Co-mutations in TP53 were common (43.9%) but 
varied by specific METex14 mutation; TP53 co-
mutations were observed in 53.9% of 
c.3082+3A>T but only 21.1% of c.3082+1G>T. 

There is significant heterogeneity within METex14 
NSCLC with differences in co-mutations, TMB, and 
PD-L1 expression noted among different METex14 
mutations. While METex14 is detected in both 
squamous and non-squamous NSCLC, there are 
differences in enrichment of oncogenic pathways. 
The clinical impact of these differences warrants 
further investigation.

Among all METex14 cases, 8.6% were TMB-high, but 
this varied by specific mutation with a median TMB of 
2 mt/Mb in MET c.3082+2T>A and a median of 7 
mt/Mb in MET c.3082+1G>C (q<0.05). 

PD-L1 expression ≥ 1% was present in 82.2% of 
METex14 samples but also varied by specific 
METex14 mutation with a median PD-L1 tumor 
proportion score (TPS) of 97.5% in MET 
c.3082+1G>C and a median TPS of 0% in MET 
c.3082+3A>G (q<0.05). 

Co-mutations varied by histology: in squamous 
METex14, 90.4% had TP53 mt (p<0.001), 17.9% had 
KMT2D mt (p<0.05), and 10.7% had PIK3CA mt 
(p<0.05), while in non-squamous METex14, 60.7% 
had TP53 mt, 2.7% had KMT2D mt, and 4.3% had 
PIK3CA mt. 

Survival was numerically shorter in squamous 
METex14 NSCLC compared to non-squamous (HR 
1.22, p=0.47, mOS 336 vs.1106 days). 

Table 1: Co-mutation 
of METexon14 skipping 
events (N =440 
skipping positive 
patients). METexon14 
skipping events 
detected by WTS 
platform. 
Biomarkers with counts 
≥ 5 were displayed. Co-
mutations ≥ 2% were 
displayed.  

Table 2: For all MET skipping events led by MET mutations, protein 
change information was gathered using WES platform. Protein 
change groups with sample size ≥ 5 were displayed. 

Figure 1: PD-L1 TPS score evaluation, utilizing the 22C3 clone. The c.3082 + 1G>C group 
displayed the highest median TPS score whereas c.3082 + 3A>G group displayed the lowest 
median TPS score.

Table 3: Co-mutation variation by squamous and non-squamous histology.

Figure 2: Kaplan Meier Curve displaying shorter survival in squamous METex14 NSCLC 
compare to non-squamous (HR 1.22, p=0.47, mOS 336 vs.1106 days). 


