Supplementary Table 1. Biological roles and reported cancer relevance of the top 20 RF-ranked proteins identified in the Mag-Net and ISD datasets
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	Gene
	Biological role
	Cancer relevance

	LTBP2
	Extracellular matrix glycoprotein; modulates TGF-β signaling
	Associated with extracellular matrix remodeling and metastasis[1] 

	PTMS
	Acidic nuclear protein that modulates linker histone H1 binding and higher-order chromatin structure
	Direct cancer-specific evidence remains limited

	IGFBP3
	Insulin-like growth factor binding protein regulating IGF bioavailability
	Associated with tumorigenesis[2]

	ADAMTS13
	Plasma metalloprotease cleaving von Willebrand factor
	Altered activity associated with cancer-related thrombosis[3]

	RPS27A
	Ubiquitin–ribosomal fusion protein involved in translation
	Ribosome- and ubiquitin-associated protein frequently linked to cellular proliferation

	PSMC4
	ATPase subunit of the 19S proteasome regulatory particle
	Proteasome regulatory subunit; increased proteasome activity is a common feature of malignant cells

	COPS7B
	Subunit of the COP9 signalosome regulating ubiquitin ligases
	Component of the COP9 signalosome, a complex implicated in cancer-related protein homeostasis

	IGFALS
	Acid-labile subunit stabilizing circulating IGF complexes
	Reported to modulate tumor progression within the IGF signaling axis

	COL11A2
	Fibrillar collagen component of the extracellular matrix
	Altered expression reported in selected cancers; functional role remains unclear

	CNST
	Trans-Golgi network cargo receptor involved in membrane trafficking
	Limited evidence suggests involvement in tumor-related membrane trafficking

	RPLP2
	Ribosomal stalk protein involved in translation elongation
	Ribosomal protein involved in translational control and cellular growth

	GAPDH
	Glycolytic enzyme with additional nuclear functions
	Frequently upregulated; associated with metabolic reprogramming in cancer[4]

	LCP2
	Adaptor protein in T-cell receptor signaling
	Reflects immune cell signaling in tumor microenvironment

	NELL2
	Secreted glycoprotein involved in cell signaling
	Dysregulation reported in selected malignancies

	CILP2
	Extracellular matrix–associated protein
	Altered expression associated with prognosis

	DBNL
	Actin-binding protein involved in cytoskeletal dynamics
	Limited evidence; cytoskeletal adaptor with potential relevance to tumor cell motility

	LYN
	Src-family tyrosine kinase involved in signal transduction
	Oncogenic signaling reported in hematologic malignancies[5]

	VTN
	Extracellular matrix glycoprotein mediating adhesion
	Associated with migration, angiogenesis and metastasis[6]

	SUSD5
	Complement control–related protein
	Limited evidence in cancer; potential involvement in tumor-associated immune regulation

	IGHV3-72
	Immunoglobulin heavy chain variable region gene segment
	Limited evidence in cancer; reflects humoral immune response
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	Gene
	Biological role
	Cancer relevance

	FGA
	Coagulation factor; fibrin precursor involved in clot formation
	Associated with tumor–coagulation crosstalk and cancer progression[7]

	FN1
	Extracellular matrix glycoprotein mediating adhesion and matrix organization
	Associated with invasion, metastasis, and poor prognosis[8]

	SFTPB
	Pulmonary surfactant protein regulating alveolar surface tension
	Altered circulating levels reported in lung cancer risk and prognosis studies

	FGG
	Coagulation protein contributing to fibrin network formation
	Implicated in tumor-associated hypercoagulability and aggressive phenotypes

	SSC5D
	Secreted immune-related protein containing scavenger receptor domains
	Limited evidence; reported in cancer-associated expression signatures

	FGB
	Structural component of fibrinogen involved in coagulation
	Reported as a cancer-associated plasma biomarker

	TIMP1
	Inhibitor of matrix metalloproteinases; regulates ECM turnover
	Elevated levels associated with tumor progression and poor prognosis[9]

	GSTO1
	Detoxification enzyme involved in oxidative stress regulation
	Associated with tumor cell survival and therapy resistance in selected cancers

	TMSB4X
	Actin-sequestering peptide regulating cytoskeletal dynamics
	Linked to enhanced proliferation, invasion, and adverse clinical outcome[10]

	IGFBP2
	Insulin-like growth factor binding protein modulating IGF signaling
	Frequently elevated and associated with tumor progression[11]

	MGP
	Extracellular matrix–associated calcium-binding protein
	Reported to promote tumor growth and malignant progression

	ACTN1
	Actin-binding protein involved in cytoskeletal organization
	Supports tumor cell proliferation and invasive behavior

	YWHAE
	14-3-3 family adaptor protein regulating signaling and cell cycle control
	Associated with malignant progression and aggressive tumor phenotypes

	EFEMP1
	Extracellular matrix glycoprotein (Fibulin-3) involved in matrix organization
	Dysregulated expression associated with tumor aggressiveness

	COL18A1
	Basement membrane collagen; precursor of endostatin
	Involved in tumor-associated matrix remodeling and angiogenesis

	PDLIM1
	Cytoskeletal adaptor protein stabilizing adhesion complexes
	Altered expression associated with epithelial–mesenchymal transition

	ROS1
	Receptor tyrosine kinase involved in growth signaling
	Oncogenic driver in a subset of lung cancers and therapeutic target

	CAPNS1
	Regulatory subunit of calpain proteases controlling cytoskeletal remodeling
	Reported association with tumor progression and invasive behavior

	CFL1
	Actin-binding protein regulating actin filament turnover
	Frequently linked to tumor cell migration and invasion

	CILP2
	Extracellular matrix–associated protein
	Altered expression associated with prognosis
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