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Extended Data Figure1: Longitudinal dynamics of serum cytokines and clinical laboratory parameters following CAR-NK infusion. (a) Longitudinal profiles of serum cytokines, including IL-5, IL-6, IL-10, IFN-γ, and TNF-α, measured at predefined time points (pre-infusion, day 3, day 7, day 14, day 21, and day 28). Cytokine levels are presented as fold changes relative to baseline pre-infusion values. (b)Temporal alterations in clinical laboratory biomarkers, encompassing C-reactive protein (CRP), hepatic function indicators (ALT, AST, and GGT), renal function marker (creatinine, Cr), and coagulation and fibrinolysis-related indices (D-dimer, FDPs, and ferritin), measured across the indicated time course. (c) Serial changes in hematological parameters, including leukocyte, lymphocyte, and neutrophil counts, hemoglobin levels, and platelet counts, assessed at the identical longitudinal time points. In (a–c), each colored line corresponds to an individual patient. Abbreviations: CRP, C-reactive protein; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, γ-glutamyl transferase; Cr, creatinine; FDP, fibrinogen degradation products.
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Extended Data Figure 2: Functional remodeling and intercellular communication networks in the peripheral immune microenvironment after CLDN18.2-CAR-NK infusion.(a) UMAP visualization of all immune cells from paired pre- and post-infusion PBMC samples, colored by the expression levels of representative functional gene sets: T cell exhaustion (PDCD1, TIGIT, LAG3, HAVCR2), T cell activation/cytotoxicity (IFNG, GZMB, PRF1, NKG7), NK cell activation/cytotoxicity (NKG7, GNLY, PRF1, GZMB, FCGR3A), and NK cell suppression/functional impairment (TIGIT, HAVCR2, CBLB, SOCS1, TGFBR1). The UMAP projection illustrates the distribution of these functional states across the immune landscape before and after treatment. (b) Violin plots showing the paired changes in signature scores for T cell exhaustion, T cell activation, NK cell activation, and NK cell suppression modules in pre- and post-infusion samples. Each dot represents a single cell; colors indicate time points (Day 0, blue; Day 7, red). Statistical significance was determined using two-sided paired Wilcoxon signed-rank test; ∗p<0.05, ∗∗p<0.01, ∗∗∗p<0.001; ns, not significant. (c–f) Cell–cell communication networks inferred by CellChat analysis. (g–j) Dynamic changes in MHC-related signaling pathways.




Extended Data Table 1: Baseline characteristics of all patients and by tumor type






	Characteristic
	All patients (n=9)
	GC（gastric cancer） patients (n=3)
	PC（pancreatic cancer） patients (n=6)

	Median age (range), years
	66(38–73)
	43(38–45)
	66.5(56–73)

	Sex, n (%)
	
	
	

	Male
	2(22.2)
	0 (0)
	2 (33.3)

	Female
	7(77.8)
	3 (100)
	4 (66.7)

	ECOG score, n (%)
	
	
	

	0
	1 (11.1)
	1 (33.3)
	0

	1
	8(88.9)
	2 (66.7)
	6 (100)

	Prior lines of therapy, n (%)
	
	
	

	1
	3 (33.3)
	1 (33.3)
	2 (33.3)

	2
	4 (44.4)
	1 (33.3)
	3 (50.0)

	≥3
	2 (22.2)
	1 (33.3)
	1 (16.7)

	CLDN18.2 expression*, n (%)
	
	
	

	Low
	3 (33.3)
	2 (66.7)
	1 (16.7)

	Medium
	1(11.1)
	1(33.3)
	0 (0)

	High
	5(55.6)
	0(0)
	5(83.3)

	Preconditioning regimen
	FC (100%)
	FC (100%)
	FC (100%)

	Dose Level, n (%)
	
	
	

	2×106/kg
	3 (33.3)
	1 (33.3)
	2 (33.3)

	8×106/kg
	3(33.3)
	2(66.7)
	1 (16.7)

	1.6×107/kg
	3 (33.3)
	0
	3 (50.0)

	*CLDN18.2 expression level was graded based on immunohistochemical staining intensity and the percentage of positive tumor cells. Low expression was defined as any intensity with a percentage of <40% or intensity 1+ with any percentage; medium expression was defined as intensity 2+ or 3+ with a percentage of 40% (inclusive) to 69%; and high expression was defined as intensity 2+ or 3+ with a percentage of ≥70%. 




Extended Data Table 2: Patient demographics
	Patient number
	Dose Level
	Sex
	ECOG
	Age(year)
	Diagnosis
	Claudin 18.2 expression
	Claudin18.2* expression(low,medium,high)
	Prior lines
	Preconditioning regimen
	Infusion model
	Best reponse

	Patient1
	2×106/kg
	Female
	1
	66
	pancreatic cancer
	2+,80%
	High
	3+
	FC
	d0，d3，d7
	SD

	Patient2
	2×106/kg
	Female
	1
	45
	gastric cancer
	1+,30%
	Low
	2
	FC
	d0，d3，d7
	SD

	Patient3
	2×106/kg
	Female
	1
	73
	pancreatic cancer
	1+,50%
	Low
	1
	FC
	d0，d3，d7
	SD

	Patient4
	8×106/kg
	Female
	1
	38
	gastric cancer
	1+,30%;2+,10%
	Low
	3+
	FC
	d0，d3，d7
	SD

	Patient5
	8×106/kg
	Female
	0
	43
	gastric cancer
	2+,50%
	Medium
	1
	FC
	d0，d3，d7
	PD

	Patient6
	8×106/kg
	Male
	1
	70
	pancreatic cancer
	3+,90%
	High
	2
	FC
	d0，d3，d7
	SD

	Patient7
	1.6×107/kg
	Female
	1
	56
	pancreatic cancer
	3+,95%
	High
	1
	FC
	d0，d3，d7
	SD

	Patient8
	1.6×107/kg
	Female
	1
	66
	pancreatic cancer
	3+,80%
	High
	2
	FC
	d0，d3，d7
	SD

	Patient9
	1.6×107/kg
	Male
	1
	67
	pancreatic cancer
	3+，30%；2+，65%，1+，0%
	High
	2
	FC
	d0，d3，d7
	SD


*CLDN18.2 expression level was graded based on immunohistochemical staining intensity and the percentage of positive tumor cells. Low expression was defined as any intensity with a percentage of <40% or intensity 1+ with any percentage; medium expression was defined as intensity 2+ or 3+ with a percentage of 40% (inclusive) to 69%; and high expression was defined as intensity 2+ or 3+ with a percentage of ≥70%.












Extended Data Table 3: Adverse events among 9 patients
	Preferred terma, n (%)
	Grade 3 or 4
	Any

	Any AE
	9 (100)
	9(100)

	Hematology
	9 (100)
	9(100)

	Leukopenia
	7(77.8)
	9 (100)

	Lymphopenia
	9(100)
	9 (100)

	Anemia
	4 (44.4)
	9(100)

	Neutropenia
	6(66.7)
	9(100)

	Thrombocytopenia
	2 (22.2)
	5 (55.6)

	GI disorders
	0 (0)
	5(55.6)

	Nausea
	0 (0)
	3 (33.3)

	Vomiting
	0 (0)
	3 (33.3)

	Diarrhea
	0 (0)
	2 (22.2)

	Abdominal pain
	0 (0)
	3 (33.3)

	GI hemorrhage
	0 (0)
	1 (11.1)

	CRS
	0 (0)
	0(0)

	Infections and infestations
	0 (0)
	3 (33.3)

	Other
	2 (22.2)
	9(100)

	Blood albumin decreased
	0 (0)
	9 (100)

	Occult blood positive
	0 (0)
	3 (33.3)

	Alanine aminotransferase increased
	0 (0)
	5 (55.6)

	Aspartate aminotransferase increased
	0 (0)
	7 (77.8)

	Hypokalemia
	0 (0)
	6 (66.7)

	Hyponatremia
	1 (11.1)
	7 (77.8)

	Blood bilirubin increased
	0 (0)
	2 (22.2)

	Conjugated bilirubin increased
	0 (0)
	3 (33.3)

	Prothrombin time prolonged
	0 (0)
	4 (44.4)

	Activated partial thromboplastin time prolonged
	0 (0)
	5 (55.6)

	Hypofibrinogenemia
	0 (0)
	4 (44.4)

	Amylase increased
	0 (0)
	1 (11.1)

	Pyrexia
	0 (0)
	7 (77.8)

	Decreased appetite
	0 (0)
	8 (88.9)

	Rash
	0 (0)
	1 (11.1)

	Hypertension
	0 (0)
	6 (66.7)

	aMedical Dictionary for Regulatory Activities version, graded according to CTCAE version 5.0.
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