Supplemental to: Systemic Immune Network Dysregulation in Oral Squamous Cell Carcinoma: Coordinated Activation of Inflammatory and TNF Superfamily Pathways

Table S1. Clinicopathological characteristics of the investigated OSCC cohort
	Characteristics
	Number of tumor patients (%) 
	Number of healthy controls (%) 

	No. of patients
	56
	31

	Sex
	

	Male 
	30 (53.6)
	21 (67.7)

	Female
	26 (46.4)
	10 (32.3)

	Age (in years)
	

	Median 
	71
	65

	Range
	45-90
	38-87

	Tumor Localization
	

	Floor of the mouth
	10 (17.9)
	

	Tongue
	10 (17.9)
	

	Lower jaw
	17 (30.4)
	

	Upper jaw
	7 (12.5)
	

	Buccal mucosa
	6 (10.7)
	

	Palate
	3 (5.4)
	

	Lip
	3 (5.4)
	

	Tumor Stage 
	

	T1
	18 (32.1)
	

	T2
	11 (19.6)
	

	T3
	9 (16.1)
	

	T4a
	18 (32.1)
	

	Nodal Stage
	

	N0
	42 (75.0)
	

	N1
	2 (3.6)
	

	N2a
	3 (5.4)
	

	N2b
	3 (5.4)
	

	N2c
	1 (1.8)
	

	N3b
	4 (7.1)
	

	Nx
	1 (1.8)
	

	Histological Grading
	

	G1
	15 (26.8)
	

	G2
	21 (37.5)
	

	G3
	13 (23.2)
	

	Gx
	7 (12.5)
	

	Lymphovascular Invasion
	

	L0
	43 (76.8)
	

	L1
	4 (7.1)
	

	Lx
	9 (16.1)
	

	Vascular Invasion
	

	V0
	45 (80.4)
	

	V1
	2 (3.6)
	

	Vx
	9 (16.1)
	

	Perineural Invasion
	

	Pn0
	38 (67.9)
	

	Pn1
	9 (16.1)
	

	Pnx
	9 (16.1)
	

	Resection Margin 
	

	R0
	56 (100.0)
	

	R1
	0 (0.0)
	





Table S2. Correlation analysis of circulating inflammatory cytokines and TNF superfamily markers in OSCC
	
	Marker 1
	Marker 2
	Spearman r
	p-value

	Inflammatory cytokines
	IL-6
	MCP-1
	0.397
	<0.001*

	
	IL-6
	IL-8
	0.727
	<0.001*

	
	MCP-1
	IL-8
	0.395
	<0.001*

	
	IL-6
	IP-10
	0.440
	<0.001*

	
	TNF-α
	IL-6
	0.610
	<0.001*

	
	IL-1β
	IL-6
	0.465
	<0.001*

	
	IL-17A
	IL-6
	0.628
	<0.001*

	
	IFN-γ
	IL-12p70
	0.758
	<0.001*

	
	
	
	
	

	TNF superfamily marker
	OPG
	TWEAK
	0.283
	0.008*

	
	OPG
	LIGHT
	0.323
	0.002*

	
	TWEAK
	LIGHT
	0.354
	<0.001*

	
	OPG
	BAFF
	0.363
	<0.001*

	
	APRIL
	BAFF
	0.146
	0.178

	
	TRAIL
	FasL
	0.556
	<0.001*

	
	
	
	
	

	Inflammatory cytokines 
and TNF superfamily marker
	IL-6
	OPG
	0.214
	0.045*

	
	IL-6
	TWEAK
	0.273
	0.011*

	
	IL-6
	LIGHT
	0.029
	0.789

	
	MCP-1
	OPG
	0.287
	0.007*

	
	MCP-1
	LIGHT
	0.125
	0.253

	
	IL-8
	OPG
	-0.007
	0.949


Spearman correlation analysis of log10-transformed circulating inflammatory cytokines and TNF superfamily markers in patients with oral squamous cell carcinoma (OSCC). Correlation coefficients (r) and corresponding p-values are shown. A p-value < 0.05 was considered statistically significant. Statistically significant differences are marked with an asterisk.



Table S3.  Diagnostic performance of circulating biomarkers and composite scores for distinguishing OSCC patients from healthy controls
	
	Biomarker
	AUC
	p-value
	95% CI

	Inflammatory cytokines
	IL-4
	0.388
	0.096
	0.257-0.520

	
	IL-2
	0.535
	0.589
	0.409-0.660

	
	IP-10
	0.565
	0.294
	0.444-0.686

	
	IL-1β
	0.418
	0.239
	0.282-0.554

	
	TNF-α
	0.454
	0.487
	0.232-0.584

	
	MCP-1
	0.618
	0.049*
	0.500-0.735

	
	IL-17A
	0.498
	0.973
	0.366-0.630

	
	IL-6
	0.631
	0.039*
	0.507-0.755

	
	IL-10
	0.561
	0.353
	0.432-0.691

	
	IFN-γ
	0.475
	0.729
	0.332-0.617

	
	IL-12p70
	0.459
	0.544
	0.328-0.591

	
	IL-8
	0.558
	0.380
	0.429-0.687

	
	Free TGF-β1
	0.485
	0.806
	0.361-0.608

	
	
	
	
	

	TNF superfamily
	OPG
	0.749
	<0.001*
	0.641-0.858

	
	APRIL
	0.542
	0.511
	0.416-0.668

	
	TRAIL
	0.493
	0.920
	0.357-0.629

	
	sCD40L
	0.521
	0.767
	0.384-0.657

	
	TWEAK
	0.677
	0.005*
	0.554-0.801

	
	LIGHT
	0.672
	0.009*
	0.543-0.801

	
	FasL
	0.484
	0.815
	0.349-0.619

	
	RANKL
	0.599
	0.360
	0.387-0.810

	
	TNF-β
	0.519
	0.767
	0.393-0.645

	
	BAFF
	0.602
	0.102
	0.480-0.724

	
	CD30L
	0.611
	0.103
	0.477-0.745

	
	
	
	
	

	Scores
	Inflammatory score 
	0.642
	0.021*
	0.521-0.762

	
	TNFSF score
	0.748
	<0.001*
	0.628-0.868

	
	Combined score
	0.788
	<0.001*
	0.684-0.892


Receiver operating characteristic (ROC) curve analysis of circulating inflammatory cytokines, TNF superfamily markers, and biomarker scores for distinguishing patients with oral squamous cell carcinoma (OSCC) from healthy controls. Area under the curve (AUC), p-values, and 95% confidence intervals (CIs) are shown. P-values < 0.05 were considered statistically significant. Statistically significant differences are marked with an asterisk.

