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SUMMARY

* Increased expression of NTRK1 and CD274 (PD-L1), decreased expression of ERBB2 (HERZ2), and high neoantigen tumor burden are
associated with an increased risk for disease recurrence following surgery, suggesting mechanistic implications for heightened tumor
aggressiveness and/or metastatic potential.

* Future work will validate our findings in a broader set of early-stage NSCLC patients, with the goal of better identifying patients at a high risk of
recurrence who would benefit from increased surveillance or systemic therapy.
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Early-stage NSCLC patients (n=179)

RNA expression data (n=172)
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Characteristics

* Anatomic resection
* Negative margin
« Systematic nodal sampling
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Pathogenic mutation detection
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Insertions/Deletions (INDELSs)

*Tempus XT solid tumor assay - DNA-seq of 595-648 genes at 500x
coverage; whole-exome capture RNA-seq

Bivariate Cox-proportional Hazards models assessed association of
individual variables with recurrence-free survival (time from surgery

until recurrence/death).

"IQR: Interquartile range

Table 1. Demographic and clinical information for all

patients included in this study.

significant but trended towards an association. Total N=172,
recurrence/death event N=34. p-values computed through
bivariate Cox-proportional Hazards models.

Patient Characteristic Total N=179| The most common somatically mutated genes in our  Patients with a high neoantigen tumor burden
Age cohort were TP53 (33% of tumors) and KRAS (16% of displayed more rapid time to recurrence compared to
Median (IQR)’ 69 (63, 74) tumors), consistent with previous studies patients with a low neoantigen tumor burden
Range 49, 85 100% |
Gender n (%) — i
Female 111 (62%)
Male 68 (38%) > 75%]
Race n (%) g 0% 38
Caucasian 148 (83%) E’ 33% q?n_) g
Q)
Black/African American 22 (12%) i 25% - 3 g 0%
o 16.2% i
Asian 5(2.8%) 0¢
Other 4 (2.2%) 56% 5.6% 5% 5% 5% 45% 4.9% 3.9% 3.9% 3.9% 3.4% 3.4% 34% 28% 200, 220, 29% 200 P
Ethnicit (0/-) % 25%
nicity n {7 R I I RIS R I R p=0.021
XNV L LN RLEH XD
Non-Hispanic/Latino 176 (98%) CE @/\ &N @Q ®%¢ q\@ & T io*‘;v@o & VVQ‘Q
Hispanic/Latino 3 (1.7%) 0% |
Smoking pack years Figure 1..Percent.age of p.atients wit.h a pathogenic or likely D0 20 30 40 20 60 70 80 99 100 110 190 130 140 100
Median (IQR)! 30 (10, 50) pathogenic somatic mutation found in the top 20 commonly Months from Surgery
mutated genes in our cohort.
Range 0, 200 Number at Risk
Unknown 1 _ _ .
Increasing log,,-RNA expression for NTRK7 and _NeOAMIGeN 79 50 50 48 44 36 26 28 16 10 7 4 2 1 0 0
Recurrence/death event n (%) 10 : (0.323,1.61)
v 36 (20 CD274 (PD-L1) and decreasing log,,-RNA neoantigen 6o 48 42 a4 27 16 15 11 8 7 5 3 1 1 o G
es (20%) expression for EGFR and ERBB2 (HER2) were = (161,106)
0 . . . .
No 143 (80%) associated with increased risk of recurrence/death
Pathologic stage at diagnosis n (%) Figure 2. Kaplan-Meier curve comparing disease-free
A1 19 (11%) Gene HR2 95% CI3 p-value survival for patients with low vs. high neoantigen tumor burden.
A2 89 (50%) Patients were arbitrarily dichotomized at the median (1.6).
A 58 (329 NTRKT 095 1.16, 30.4 0.027 p-value was computed by the log-rank test. N=148 patients
B3 3 27 3;)) CD274 (PD-L1) 7.88 1.61, 38.6 0.013 with neoantigen tumor burden score available.
. o
Histology n (%) EGFR 0.24 0.05, 1.21 0.071
Adenocarcinoma 136 (76%) ERBB2 (HER?2) 0.20 0.04, 0.97 0.042
Squamous cell carcinoma 43 (24%) ’HR: Hazard ratio. 3ClI: Confidence interval Acknowledgements: We thank Amrita A. lyer, PhD, for
Tumor size (greatest dimension) assistance with poster preparation and review. Additionally, we
Median (IQR) 180 (15, 2.5) Table 2. HR, ClI, and p-value information for genes whose thank the Swim Across America Foundation for a grant to
| R log1-RNA expression was associated with recurrence/death Dr. Borgia that partially defrayed the cost of these studies.
Range 0.3, 3.9 events. Of note, EGFR expression was not statistically
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