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EV’s excellent applicability for diagnosis and monitoring in other rare cancers
EVs have also shown excellent applicability in other rare cancers. Randy P. Carney et al. analyzed EVs from biological fluids such as saliva and plasma using Raman spectroscopy (RS), then integrated machine learning modules to improve the detection accuracy of HNC (1). Neuroblastoma, one of the most common childhood cancers (2), was further investigated by Gianluca Sala et al., who demonstrated that EV-related LGALS3BP can serve as a key biomarker in neuroblastoma liquid biopsy (3). Retinoblastoma (RB), another common ocular malignancy in children that cannot be biopsied (4), was studied by Anne Amacker et al. They innovatively used aqueous humor (AH) as a sample source of EVs in liquid biopsy and verified the significant effectiveness of CD63, CD81, and CD133 in RB typing through Macsplex, a multiplex bead-based flow cytometry assay (5).


Table S1. Sample types and EV biomarker extraction methods used by cancer liquid biopsy in other rare cancers
	Indication
	Biomarker type
	Sample
	Detection technology
	Application
	Reference

	HNC
	/
	saliva and plasma
	RS and SERS
	diagnosis
	(1)

	Neuroblastoma
	protein
	/
	ELISA and confocal microscopy 
	diagnosis
	(3)

	RB
	protein
	AH
	Macsplex
	diagnosis
	(5)


AH, Aqueous humor; ELISA, Enzyme linked immunosorbent assay; GLC, congenital glaucoma; HNC, Head and neck cancer; RB, Retinoblastoma; RS, Raman spectroscopy; SERS, Surface enhanced Raman spectroscopy.


Table S2. Cancer liquid biopsy's specific targets, assay cohort, and assay performance in other rare cancers
	Indication
	Target
	Patient type and number
	AUC
	Sensitivity
	Specificity
	Reference

	HNC
	/
	HNC patients and healthy controls (SUM>100)
	/
	/
	/
	(1)

	Neuroblastoma
	LGALS3BP
	/
	/
	/
	/
	(3)

	RB
	CD9, CD63 and CD81
	GLC patients (N=2) and RB patients (N=5)
	/
	/
	/
	(5)


GLC, congenital glaucoma; HNC, Head and neck cancer; RB, Retinoblastoma.
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