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Introduction

« Down syndrome (DS), a genetic disorder caused by
trisomy of chr 21, is associated with a considerably lower
risk for solid tumors and other angiogenesis related
diseases.

« Down syndrome critical region gene 1 (DSCR1) belongs
to a family of evolutionary conserved protein-coding genes
located on chr 21 and is highly upregulated in DS patients.
Its product, calcipressin-1, has been shown to reduce
cancer risk by suppressing angiogenesis.

« High DSCRL1 expression has been reported to decrease
PDAC growth and metastasis in animal models.

 Here, we analyzed the molecular landscape and clinical
outcomes associated with DSCR1 gene expression in
PDAC.

« A total of 8352 tumor samples tested at Caris Life
Sciences (Phoenix, AZ) with whole-transcriptome
sequencing (WTS, lllumina NovaSeq) and NextGen DNA
sequencing (NextSeq, 592 Genes and NovaSEQ, WEYS)
were analyzed.

 Top quartile transcripts per million (TPM) for DSCR1
expression were considered high (Q4) while bottom
quartile low (Q1).

« Cell infiltration (CI) in the tumor microenvironment (TME)
was estimated by RNA deconvolution analysis using
QuantiSEQ.

 Interferon-gamma and T-cell inflamed (TIS) signatures
were also calculated from RNA data.

« X2 and Fisher-Exact tests were used, and statistical
significance was determined as P-value adjusted for
multiple comparisons (q < 0.05).

« Real world survival was obtained from insurance claims

data (N = 4223) and Kaplan-Meier estimates were
calculated.
Patient Demographic
DSCR.l Q1 Q4 P-value g-value
Expression
Count (N) 2088 2088
MedianAge .0\ 13 .80] 67[26->89]  0.25
(range)
Male 53% 55% 0.29
Female AT% 45% 0.29
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Figure 4. TME Cell Infiltration According to DSCR1 Expression in pMMR/MSS Tumors.
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Pathway ES NES P-value FDR DSCR1 high tumors were enriched in Figure 5. Association between Gene Expression and Patient Outcomes.
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These findings suggest DSCR1 as a candidate prognostic biomarker and as a potential treatment target in PDAC.
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