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a favorable immunogenic microenvironment
RESULTS

» Lung 2" most common cancer = Incidence: 2.2 million = Leading cause of cancer mortality’
= NSCLC accounts for ~85% cases of lung cancer, majority are adeno-or squamous carcinoma

High immune cell populations in TME predict improved survival NUC-3373 induces DAMPs in NSCLC cells
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NUC-3373: additional modes of action

Figure 5. (A) Cell surface CRT in NSCLC cells treated with NUC-3373 for 24 hours. (B) Extracellular ATP release in NSCLC cells treated with
NUC-3373 for 24 hours. (C) Release of nuclear HMBG1 in NSCLC treated with NUC-3373 for 24 hours. (D) Secreted HMGB1 in NSCLC cells
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Figure 1. In addition to being a potent TS inhibitor with a DNA-mediated mode of action, NUC-3373 can induce ER stress and 40- 50- Figure 6: (A) PD-L1 surface expression in NSCLC cells treated with NUC-3373 for 24 hours. (B) Confluence of NSCLC cells pre-treated
DAMPs release promoting a faVOrab|e immunogenic tumor microenvironment. V V with NUC-3373 and co-cultured with PBMCs for 72 hours (repl’esentatlve data ShOWﬂ).
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Infiltration and spatial analyses performed using HALO. . ' Figure 4. Spatial distribution of CD8* cytotoxic T cells within (A) CRT™e" and (B) CRT"" regions. - | - | | |

Cell culture: Nx002 (squamous carcinoma) cells were treated ~ Statistical Analyses: Mantel-Cox Log-rank test was performed : ’ Data presented as mi\rll nax & median (10th£9)0th percentile() ) ° = NUC-3373 induces DAMPs, PD-L1 and immunogenic cell death in N5CLC cells
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(for all cell experiments, n=3, unless otherwise stated)
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ABBREVIATIONS: ATP: adenosine triphosphate 5-FU: 5-fluorouracil CRT: calreticulin CD8: cluster of differentiation 8 CD20: cluster of differentiation 20 Cl: confidence interval DAMP: damage-associated molecular pattern DMSO: dimethyl sulfoxide DNA: deoxyribonucleic acid DPD: dihydropyrimidine dehydrogenase dTMP: deoxythymidine monophosphate dUMP: deoxyuridine monophosphate ER: endoplasmic reticulum FBAL: a-fluoro-R-alanine FUDR-MP: fluorodeoxyuridine monophosphate Copies of this poster obtained through QR (Quick Response) and/or text key codes are for personal use
FUDR-TP: fluorodeoxyuridine triphosphate FUTP: fluorouridine triphosphate HR: hazard ratio HMGB1: high mobility group box protein 1 ICl: immune checkpoint inhibitor ICD: immunogenic cell death ICs0: half-maximal inhibitory concentration NSCLC: non-small cell lung cancer pan CK: pan cytokeratin PBMC: peripheral blood mononuclear cell PD-L1: programmed cell death ligand 1 TME: tumor microenvironment only and may not be reproduced without written permission of the authors.




