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Abstracts
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Background Right-sided colon cancer (CC) has poorer out-
come compared to other disease sites' and is unresponsive to
current treatments.” * Inflammation has a well-established rela-
tionship within CC, such as through NFkB signalling;* consist-
ing of two distinct pathways, canonical and non-canonical,
regulated by inhibitor of nuclear factor-kB kinase beta (IKKB)
and IKKo, respectively.’ As efforts to inhibit IKKB have been
unsuccessful,® there is a need to examine if IKKo plays a
prognostic role in right-sided CC, delineate the underlying sig-
nalling, and investigate if it can be targeted for therapeutic
intervention.

Methods TemO-Seq™ bulk transcriptomic analysis was per-
formed on a cohort of 787 stage I-IIl CRC patients to exam-
ine differences between right- and left-sided CC, and
immunohistochemistry (IHC) was used to validate the presence
of inflammatory markers. Spatial transcriptomics, GeoMX™
Nanostring, was used to investigate the tumour microenviron-
ments’ role. The results were validated at a protein-level using
high-plex sequential immunofluorescence (20-plex) staining by
COMET™  Lunaphore platform, together with the SPYRE
Immuno-oncology core-panel kit. Patient derived explants
(PDEs) were established® and treated with 1mM fluorouracil
(SFU) or 1mM SU1644. Tissue sections from PDE multiblocks
were stained for Ki67 expression using IHC, and further 20-
plex panels using the COMET™ Lunaphore platform.

Results Right-sided CC patients <had significantly activated
Interferon-alpha/gamma and NFkB pathways' at a transcrip-
tomic level, when compared to left-sided disease (p<0.01).
NFkB regulating kinases <were »assessed at a protein-level,
where patients with IKKe high, IKKB low expressing tumours
had the poorest patient outcome (p=0.017) and this was
heightened in right-sided disease (p<0.001), when compared
to left and rectal cases (figure 1). Spatial transcriptomic GSEA
results highlight enriched epithelial to mesenchymal transition
(EMT) gene-sets across both the tumour and microenviron-
ment of TKKa-high expressing. patients (p<0.05). This was
validated at protein-level, by analysing a 20-plex panel of
EMT markers in PDE models, treated with a novel IKKa
inhibitor SU1644 and standard of care chemotherapy SFU
(figure 2).

Conclusions Results illustrate that right-sided CCs present with
activated inflammatory signalling, and a central role of NFkB
regulation. At a protein-level NFkB signalling, specifically
IKKo driven regulation, is significantly associated with poor
patient outcome and is heightened in right-sided disease.
Across tissue compartments, EMT gene-sets are significantly
enriched in these IKKa-high expressing patients. This can be
targeted using SU1644, with results demonstrating a reduction
in proliferation within a subset of colon tumours upon
SU1644 treatment, a potential strategy to target metastasis in
right-sided CC.
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Abstract 1259 Figure 1  NFkB regulatory kinases- IKKo: and IKKJ
impact survival of colorectal patients, which is enhanced in right-sided
disease
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Abstract 1259 Figure 2 Epithelial to mesenchymal transition (EMT) 20-plex panel on patient derived explant tissue, stained and imaged using
Lunaphore COMET technology

http://dx.doi.org/10.1136/jitc-2025-SITC2025.1259

J Immunother Cancer 2025;13(Suppl 2):A1-A1534 A1435

'salbojouyoal Jejiwis pue ‘Buluresy |y ‘Buiuiw elep pue 1xa) 01 parejal sasn 1o} Buipnjour ‘ybLAdod Ag pajoslold
1sanb Aq GZ0z JaquianoN 6T Uo wod'fwg oul/:sdny wolj papeojumoq "GZ0z JoqUWIBAON ¥ U0 6SZT SZ02DLIS-G202-oMl/9eTT 0T Se paysiignd 1s1y :19oue) Jo Adelayounwiw| 10) feuinor



