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biologic relevance in this malignancy is poorly understood Histology (430/898) (468/898) e >
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+ DNA and RNA (whole transcriptome) sequencing was performed for enocarcinoma, Intestinal fype 3. o°( ) ' o°( ) (489/898)  (409/898) time [months] time [months]
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Other/Unclear 2.58% (105/4068) 2.67% (7/262) Jusion- 3385 1wl 0220 7220 Fusion 385 3 * - ;
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* CLDN18 (43-14A) and PD-L1 (28-8) protein levels were determined by Table 2: Patient characteristics CLDN18 IHC positivity by fusion status when using either standard OSgan 4 nivolumab ToT by fusion status. Legend shows median OS of
immunohistochemistry (IHC) Patient characteristics for CLDN18::ARHGAP fusion+ vs fusion- cohorts (=2+, =75%, intensity, percentage positive cells) or reduced . . y - €9 . .
| | | 5+ >40%) threshold ToT with 95% confidence interval and HR with 95% confidence interval
. TMB-High (TMB-H) was defined as =10 mutations/MB (=2+, 240%) thresholds
« Mismatch repair deficiency/microsatellite instability-high (dIMMR/MSI- Hokx = fUSion-
H) status was determined by a combination of IHC and NGS o fusion+
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J 9 : = 40 o T, Figure 1: Mutations - Patients with fusion+ tumors were younger, more likely to be female,

»  Tumor microenvironment (TME) immune cell fractions were estimated 2 Differentially enriched P/LP and had an increased prevalence of diffuse type and signet ring cell
by RNA deconvolution using quanTlseq % 30 . mutations for fusion+ vs fusion- adenocarcinomas
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» Significance was tested using Mann-Whitney, Fisher's Exact, or Chi- 5 20 = porr e 204 » cohorts. Stars denote g-values - Fusion+ tumors had a higher prevalence of ERBB2/3 mutations and a
squared tests with multiple comparisons correction as appropriate; — — - i . — * * ¥ ) il lower prevalence of CDH1, KRAS, and RHOA mutations and |O-related
stars denote p-values or g-values as follows: **** < 0.0001, *** < 0.001, 10 203 2. 8.6 85 0.0 77 77 S — 75 biomarkers (TMB High, dMMR/MSI-H, and PD-L1+)
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0 0.7 = 0.4 0.0 * Fusion+ tumors had higher CLDN18.2 IHC positivity
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. . . * Fusion+ tumors had decreased infiltration of CD8+ T cells and M1
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. . . . . macrophages and increased infiltration of M2 macrophages
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