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Supplementary figures 
Fig. S1
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a. The morphology of CAFs and NFs (Scale bar, 20 μm). b. α-SMA, FAP, and vimentin levels were assessed by IF staining in CAFs and NFs (Scale bar, 20 μm). c. α-SMA, FAP, and vimentin levels were assessed by western blot in CAFs and NFs. d. Nanoparticle tracking analysis of NFs-EV. e. Uptake of PKH67-labeled CAFs-EV and NFs-EV by MHCC-97H and SNU-398 cells observed via confocal microscopy (Scale bar, 10 μm). f. Heat map of upregulated proteins in NFs-EV compared to CAFs-EV. g. The expression levels of CTGF in various cell types in the TME of HCC. h. The expression levels of CTGF in CAFs, NFs, and HCC cells.
Fig. S2
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a. GSEA analysis showed enrichment of the Notch signaling pathway in the CTGFhigh group. b-d. Relationship between CTGF expression and Notch1 pathway genes, NOTCH1 (b), HES1 (c), and HEY1 (d) expression. e. Relationship between CTGF expression and Snail1 expression.

Fig. S3 
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a. Notch1 knockdown efficiency was validated by western blot in MHCC-97H and SNU-398 cells. b. Notch1 overexpression efficiency was validated by western blot in MHCC-97H and SNU-398 cells.

Fig. S4
[image: ]
a-c. IHC staining for CTGF (a) and Snail1 (b) and the intensity of staining (c) were evaluated as described in the methods. For each marker, representative images were shown demonstrating each of the intensity grades of staining (Scale bar, 50 μm). 

Supplementary tables
Table. S1 Antibodies used in this study
	Protein name
	Host species
	Product number
	dilutions

	WB antibody

	a-SMA
	M
	BOSTER, BM0002
	1:1000

	FAP
	M
	Abnova, H00002191-M01
	1:1000

	Vimentin
	R
	ABGENT, AX1005
	1:1000

	Notch1
	R
	Proteintech, 20687-1-ap
	1:600

	NICD
	M
	Abcam, ab52627
	1:2000

	HES-1
	R
	Abclonal, A11718
	1:1000

	HEY-1
	R
	Proteintech,19929-1-ap
	1:1000

	Snail1
	R
	Abclonal, A11794
	1:1000

	CTGF
	R
	Abclonal, A11067
	1:1000

	CD9
	R
	Abclonal, A19027
	1:1000

	CD81
	R
	Abclonal, A4863
	1:1000

	CD63
	R
	Abclonal, A19023
	1:1000

	TSG101
	R
	Abclonal, A1692
	1:1000

	β-actin
	R
	Servicebio, GB11001-100
	1:2000

	

	IF antibody

	a-SMA
	M
	BOSTER, BM0002
	1:200

	FAP
	M
	Abnova, H00002191-M01
	1:200

	CTGF
	R
	Abclonal, A11067
	1:200

	Notch1
	R
	Proteintech, 20687-1-ap
	1:200

	Alexa Fluor488 Goat anti-R IgG
	G
	Servicebio, Gb25303
	1:500

	Alexa Fluor488 Goat anti-M IgG
	G
	Servicebio, Gb25301
	1:500

	Cyanine3 Goat anti-R IgG
	G
	Servicebio, Gb21303
	1:500

	Cyanine3 Goat anti-M IgG
	G
	Servicebio, Gb31301
	1:500

	
	
	
	

	IHC antibody
	
	
	

	CTGF
	R
	Abclonal, A11067
	1:200

	Snail1
	R
	Abclonal, A11794
	1:200

	HRP-Goat anti-R IgG
	G
	Servicebio, G1213-100UL
	1:200



Table. S2 The sequences of shRNA 
	Primer or virus
	sequence

	CTGF shRNA
	shRNA Ctrl, 5′- CCTAAGGTTAAGTCGCCCTCG-3′

	
	shRNA CTGF, 5’- CCGACTGGAAGACACGTTT-3’

	Notch1 shRNA
	shRNA Ctrl, 5′- CCTAAGGTTAAGTCGCCCTCG-3′

	
	shRNA Notch1, 5’- TGGCGGGAAGTGTGAAGCG-3’
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