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: 3 Figure 3. A) Volcano plot with differentially expressed genes between EO
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clastaltic:sma % 100 and AO pancreatic NETS. B) Gene set enrichment analysis. Values are
resunst NET Immune profiling £ enrichment scores and interquartile range, with higher values indicating
E higher expression. Table only contains 9 statistically significant pathways
: - . . . . . out of 54 pathways tested. Statistical significance was defined as p<0.05
Figure 1. Molecular profiling. Patients with a curated diagnosis of either PNETs g (Wilcoxon ?ank su)r/n test) and g<0.10 for gSEA P
(N=317) or SNETs (N=185) who were sequenced with the Tempus xT assay were 4= :
selected from the Tempus multi-modal database. DNA sequencing was performed
to identify somatic alterations and whole transcriptome RNA-seq data on a subset CONCLUS'ONS
of patients were normalized to log2(TPM+1) with assay batch correction. 0

(=50 years) was assessed using Wilcoxon rank sum tests with Benjamini-Hochberg
correction. Pathway enrichment was assessed via single sample gene set
enrichment analysis (ssGSEA). Immune profiling analysis included tumor
mutational burden (TMB), microsatellite instability (MSI), PD-L1 status, and immune
infiltration estimated via quanTlseq.

Figure 2. Violin/box plot with tumor mutational burden (TMB) value

in EO and AO Pancreatic NETs. Values in box plots are median
TMB. P=0.014, Wilcoxon rank sum test.

enteropancreatic NETs. More age-based differences were seen in PNETs
than SNETS. AO cases attained more alterations typically found in
neuroendocrine carcinoid (NECs) and grade 3 NETs. Our results suggest
that age at diagnosis may be an important determinant of tumor biology
and clinical management.
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