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Table S1 Univariate and multivariate Cox regression analyses for OS and PFS in patients with DLBCL.
	

	OS

	
	Univariate
	Multivariate

	
	HR 
	95% CI
	p-value
	HR 
	95% CI
	p-value

	Log EASIX
	
	
	
	
	
	

	  Q2 vs. Q1
	1.264
	0.716-2.229
	0.419
	0.991
	0.523-1.878
	0.978

	Q3 vs. Q1
	2.417
	1.459-4.003
	0.001
	1.686
	0.953-2.983
	0.073

	Q4 vs. Q1
	4.052
	2.472-6.644
	< 0.001
	2.254
	1.250-4.063
	0.007

	Age, > 60 vs. ≤ 60
	2.278
	1.618-3.206
	< 0.001
	-
	-
	-

	Sex, Male vs. Female
	1.408
	1.011-1.961
	0.043
	-
	-
	-

	Symptom stage, B vs. A
	1.801
	1.304-2.487
	< 0.001
	-
	-
	-

	IPI
	
	
	
	
	
	

	  LI vs. Low
	1.738
	0.998-3.026
	0.051
	1.383
	0.695-2.752
	0.356

	  HI vs. Low
	2.385
	1.397-4.073
	0.001
	1.758
	0.920-3.358
	0.088

	  High vs. Low
	4.329
	2.707-6.921
	< 0.001
	2.915
	1.585-5.360
	0.001

	COO, non-GCB vs. GCB
	1.337
	0.894-2.002
	0.158
	1.116
	0.740-1.685
	0.600

	With HLH, Yes vs. No
	3.264
	1.525-6.984
	0.002
	-
	-
	-

	Extranodal involvement, ≥ 2 vs. 0-1
	1.518
	1.097-2.100
	0.012
	-
	-
	-

	Bone marrow involvement, Yes vs. No
	2.252
	1.549-3.272
	< 0.001
	-
	-
	-

	Liver involvement, Yes vs. No
	1.735
	0.999-3.015
	0.050
	-
	-
	-

	Bone involvement, Yes vs. No
	1.604
	1.118-2.301
	0.010
	-
	-
	-

	Therapy, Others vs. CHOP-based
	2.377
	1.517-3.722
	< 0.001
	1.893
	1.141-3.139
	0.013

	
	PFS

	
	Univariate
	Multivariate

	
	HR 
	95% CI
	p-value
	HR 
	95% CI
	p-value

	Log EASIX
	
	
	
	
	
	

	  Q2 vs. Q1
	1.021
	0.653-1.596
	0.929
	0.966
	0.588-1.585
	0.890

	Q3 vs. Q1
	2.159
	1.455-3.203
	< 0.001
	2.015
	1.282-3.168
	0.002

	Q4 vs. Q1
	2.976
	2.010-4.406
	< 0.001
	2.229
	1.382-3.597
	0.001

	Age, > 60 vs. ≤ 60
	1.453
	1.106-1.910
	0.007
	-
	-
	-

	Symptom stage, B vs. A
	1.732
	1.321-2.271
	< 0.001
	-
	-
	-

	IPI
	
	
	
	
	
	

	  LI vs. Low
	1.259
	0.820-1.933
	0.293
	0.911
	0.543-1.530
	0.725

	  HI vs. Low
	1.576
	1.041-2.386
	0.032
	1.122
	0.690-1.824
	0.643

	  High vs. Low
	2.849
	1.993-4.072
	< 0.001
	1.847
	1.171-2.913
	0.008

	COO, non-GCB vs. GCB
	1.043
	0.758-1.435
	0.796
	0.922
	0.665-1.278
	0.625

	Extranodal involvement, ≥ 2 vs. 0-1
	1.369
	1.044-1.796
	0.023
	-
	-
	-

	Bone marrow involvement, Yes vs. No
	2.116
	1.526-2.933
	< 0.001
	-
	-
	-

	Bone involvement, Yes vs. No
	1.578
	1.159-2.148
	0.004
	-
	-
	-

	Therapy, Others vs. CHOP-based
	2.178
	1.468-3.233
	< 0.001
	1.773
	1.132-2.776
	0.012

	Notes: EASIX, Endothelial activation and stress index; IPI, International Prognostic Index; LI, Low-intermediate; HI, High-intermediat; COO, Cell of Origin; HLH, Hemophagocytic lymphohistiocytosis; OS, Overall survival; PFS, Progression-free survival; HR, Hazard ratio; CI, Confidence interval; Bolded p-values < 0.05. 


Table S2 Time‑dependent AUCs of EASIX, IPI, and IPI+EASIX models at 1 and 5 years.
	Time-dependent AUC
	1-year (95% CI) (%) 
	5-year (95% CI) (%) 

	
	OS
	PFS
	OS
	PFS

	Overall patient cohort

	EASIX
	0.741 (0.685-0.796)
	0.720 (0.674-0.764)
	0.763 (0.707-0.816)
	0.700 (0.640-0.765)

	IPI
	0.752 (0.708-0.800)
	0.719 (0.676-0.763)
	0.730 (0.670-0.788)
	0.660 (0.588-0.725)

	IPI+EASIX
	0.787 (0.740-0.838)
	0.757 (0.713-0.802)
	0.791 (0.736-0.846)
	0.714 (0.655-0.780)

	DLBCL patients

	EASIX
	0.702 (0.632-0.763)
	0.704 (0.649-0.757)
	0.750 (0.689-0.809)
	0.672 (0.602-0.742)

	IPI
	0.739 (0.675-0.795)
	0.708 (0.649-0.758)
	0.712 (0.648-0.778)
	0.633 (0.552-0.706)

	IPI+EASIX
	0.764 (0.698-0.820)
	0.741 (0.686-0.793)
	0.769 (0.713-0.834)
	0.685 (0.617-0.753)

	Other aggressive B‑cell lymphomas (non‑DLBCL)

	EASIX
	0.805 (0.718-0.881)
	0.765 (0.673-0.841)
	0.715 (0.563-0.847)
	0.703 (0.537-0.840)

	IPI
	0.779 (0.707-0.851)
	0.754 (0.676-0.828)
	0.767 (0.640-0.884)
	0.676 (0.462-0.856)

	IPI+EASIX
	0.850 (0.786-0.915)
	0.802 (0.731-0.873)
	0.789 (0.640-0.906)
	0.730 (0.552-0.887)

	Notes: AUC, Area under the curve; EASIX, Endothelial activation and stress index; IPI, International Prognostic Index; OS, Overall survival; PFS, Progression-free survival; CI, Confidence interval. 
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Figure S1 Flowchart of patient selection.
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Figure S2 Kaplan-Meier survival curves for overall survival according to the EASIX score (A) in male patients; (B) in female patients; (C) in patients aged ≤ 60 years; (D) in patients aged > 60 years; (E) in patients with A symptoms; (F) in patients with B symptoms; (G) in patients with ECOG PS of 0-1; (H) in patients with ECOG PS ≥ 2; (I) in patients with Ann Arbor stage I-II; (J) in patients with Ann Arbor stage III-IV; (K) in patients with extranodal involvement at 0-1 site; (L) in patients with extranodal involvement at ≥ 2 sites.
EASIX, endothelial activation and stress index; ECOG PS, Eastern Cooperative Oncology Group Performance Status.

[image: Figure S3]
Figure S3 Kaplan-Meier survival curves for progression-free survival according to the EASIX score (A) in male patients; (B) in female patients; (C) in patients aged ≤ 60 years; (D) in patients aged > 60 years; (E) in patients with A symptoms; (F) in patients with B symptoms; (G) in patients with ECOG PS of 0-1; (H) in patients with ECOG PS ≥ 2; (I) in patients with Ann Arbor stage I-II; (J) in patients with Ann Arbor stage III-IV; (K) in patients with extranodal involvement at 0-1 site; (L) in patients with extranodal involvement at ≥ 2 sites.
EASIX, endothelial activation and stress index; ECOG PS, Eastern Cooperative Oncology Group Performance Status.
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Figure S4 Kaplan‑Meier survival curves of DLBCL patients treated with the R‑CHOP regimen, stratified by quartiles of the EASIX score. (A) Overall survival; (B) Progression‑free survival.
EASIX, endothelial activation and stress index.
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[bookmark: _GoBack]Figure S5 Performance comparison of the EASIX score and the IPI model for predicting OS and PFS in DLBCL patients treated with the R‑CHOP regimen: time‑dependent ROC curve analysis. (A) 1-year OS; (B) 1-year PFS; (C) 5-year OS; (D) 5-year PFS.
EASIX, endothelial activation and stress index; IPI, International Prognostic Index; OS, overall survival; PFS, progression-free survival; ROC, receiver operating characteristic curve.
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