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AZD5863, a CLDN18.2 and CD3 binding T-cell engager, establishes a
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Background AZD5863 causes increased effector cytokine secretion from pancreatic and gastric cancer patient-derived tumour AZD5863 combination with anti-PD1 leads to increased cytokine secretion and T cell activation in vitro
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CLDN18.2 is a tetraspanin, highly expressed in gastric and pancreatic cancers. A CLDN18.2-targeting monoclonal GranzymeB 6000- CD25+ (of CD8+) 41BB+ (of CD8+)
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regimens, relevant to the treatment of gastric cancer. : 5 20 Figure 6: Cytokine secretion and marker expression on CD8+ T cells from in vitro co-culture of PBMCs with NUGC4 gastric cancer cell line, treated
amples from 6mm punch Eﬁgﬁflﬂﬁi z:sz%%eﬂ" ’5’; ;’;";):e“s’:";ee x with controls, AZD5863 or AZD5863 in combination with anti-PD1 monoclonal antibody. PBMCs were pre-activated by co-culture with NUGC4
f'fesshegzss‘" ge’:;;’f;fed slices generated using of AZD5863 for tumour cells at 4:1 E:T ratio in the presence of AZD5863; after 7 days, activated PBMCs were collected and reseeded onto fresh NUGC4 cells for 48h in
vibratome 2.3 days the presence of treatments. Data shown from 48h timepoint as mean +/- SEM. Each dot is an individual PBMC donor. p**<0.01; p*<0.05 (Paired T test).
AZD5863 treatment leads to cellular changes in the draining lymph nodes and tumour microenvironment paired
with cytokine and chemokine changes in the serum of hCD3-transgenic mice bearing MC38-mCLDN18.2 tumours AZD5863 leads to improved tumour growth inhibition when combined with anti-PD1 or with gastric cancer
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Baseline CLDN18.2 expression - but not baseline CD3+ T cell content - significantly correlates with AZD5863-

Figure 1. Immunophenotyping of MC38-mCLDN18.2 tumours or tumour draining lymph nodes (DLn) from human CD3 (hCD3) transgenic mice

(Genoway) at day 24 following tumour implantation, 72 hours after the second dose of AZD5863 or control treatments. p****<0.0001; p**<0.01; Conclusions

induced secretion of IFNy from gastric cancer patient-derived explants

p*<0.05 (One or Two-way ANOVA with multiple comparisons). . . , » AZD5863 treatment of human CD3-transgenic mice bearing MC38-CLDN18.2 tumours induced a decrease in total T cells in the tumour draining lymph
IFNy CXCL9 %CLDN18.2+ of CD45- (flow cytometry) vs IFNy %CLDN18.2+ (IHC) vs IFNy CD3+/mm? (IHC) vs IFNy nodes, paired with an increase in intratumoural activated CD8+ T cells, NK cells and activated B cells.
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. . . . L . . Figure 5: Correlations of log2 fold change in IFNy (comparing AZD5863 to untreated condition) with CLDN18.2+ cells measured by flow cytometry
Figure 2. Serum cytokine and chemokine changes in hCD3 transgenic mice (Genoway) bearing MC38-mCLDN18.2 tumours following one dose of (left, n=9) or IHC (middle, n=9) and with CD3+ T cell counts/mm? measured with IHC (right, n=8), in gastric cancer patient-derived explants. Each References
AZD5863 (day 14 after tumour implantation). p***<0.001; p**<0.01; p*<0.05 (Two-way ANOVA with multiple comparisons). dot represents average from 3-4 slices per patient sample; Spearman’s correlation coefficient (r) and p values are indicated. 1. Shah MA, et al. Nat Med. 2023;23:2133-2141
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