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Materials and methods 

RT-PCR and RT-qPCR
RT-PCR and RT-qPCR analyses were performed with mRNA from human tissue (Biochain®) and cell lines. The mRNAs were prepared using a Nucleospin RNA kit (Macherey-Nagel), and cDNA synthesis was performed using a Maxima First Strand cDNA Synthesis Kit for RT-qPCR, with dsDNase (Fischer scientific). PCR analysis was performed on a Biometra thermal cycler with PrimeSTAR® GXL DNA polymerase (Takara Bio). Quantitative PCR analysis was performed on an Applied Biosystems StepOnePlus™ system with the reagents TB Green® premix Ex Taq™ (Tli RNase H Plus) (Takara Bio). The primers used are listed in Online Resource 12. All amplicons shown in Figure 1 were verified by sequencing (Eurofins genomics, Ebersberg). The relative expression values were determined using the ΔCt method and normalized to the reference gene 36B4.

Protein production
Recombinant VEGF222/NF was produced in HEK293 cells from ProteoGenix (Schiltigheim, France). The cDNA sequence is shown in Figure S1. The construct was then transfected into HEK293 cells. VEGF222/NF was purified using a nickel resin. The resulting protein sequence is shown in Figure S1.

Production of anti-VEGFXXX/NF antibodies from rabbit and mouse
Anti-VEGFNF polyclonal antibodies (anti-VEGF_NF#1 and anti-VEGF_NF#2) were produced in rabbits by ProteoGenix (Schiltigheim, France). The following two peptides were used for immunization of rabbits: DVTSRGGEPGRRKE and SGFREPDLSPGKTD. The same peptides were used to immunize Balb/C mice.

Plasmids
To generate lentiviral VEGF222/NF expression plasmids, the VEGF222/NF gene sequence was subcloned into pLenti6.3/TO/V5-GW/LacZ-Blasti (ThermoFischer, A11144) (Figure S2). To generate lentiviral shRNA plasmids, the pLKO.1-TRC cloning vector, a kind gift from D. Roots, was used (Addgene plasmid, (39)). The following shRNA sequences were used: shScramble: 5’-CCTAAGGTTAAGTCGCCCTCG-3’; shVEGFNF#1: 5’-GCCTTTGTTTTCCATTTCC-3’; shVEGFNF#2: 5’-CATTTCCCTCAGATGTGACAA-3’; shNRP1 5’ –TGTGGATGACATTAGTATTAA- 3’; shNRP2 5’ –CCTCAACTTCAACCCTCACTT- 3’. The shScramble was a gift from D. Sabatini (Addgene plasmid, (40)). All plasmids were verified by sequencing (Eurofins Genomics).



Cell proliferation assays 
TIME cells (50,000) were seeded in 6-well plates in Endothelial Cell Growth Medium (Promocell) containing 0.5% FBS. Twenty-four hours later, cells were treated with VEGF222/NF (100ng/mL) (day 0) and were counted at day 0, 1, 3, 5 and 7. For ACHN proliferation, ACHN-LacZ, and ACHN-VEGF222/NF cells (20,000) were seeded in 6-well plates in DMEM medium containing 0.5% FBS. Cells were counted at day 0, 1, 3, 5 and 7. 

Clonogenicity
ACHN and 786-O cells were washed twice with PBS and reseeded at a density of 8,000 (ACHN) or 4,000 (786-O) cells/well in 6-well plates. Twenty-four hours later, cells were transduced with shVEGFNF (#1 and #2). Twenty-four hours later, the media were changed. After 7 days, colonies were stained with 0.1 % crystal violet. The plates were photographed.

Migration assay
The confluent TIME cells were starved for 2 hours. Then, the cell monolayer was disrupted to create a scratch wound and rinsed with PBS before treatment with VEGF222/NF (100ng/mL). Images were acquired immediately after scratching (0 hour) using phase contrast microscopy (EvosTM xl core, ThermoFischer), and after 3, 6, 9 and 12 hours. The images were analyzed with the Java-based program ImageJ34 and the distance was measured after 0, 3, 6, 9 and 12 hours. 

Endothelial permeability tests
In vitro permeability was studied as described (42). Briefly, TIME cells were grown on membranes of 6.5 mm Transwell inserts (0.4 μm pore size, Corning®). Confluent cells were starved for 2 hours and then treated with VEGF222/NF   (100 ng/mL) for 20min in the upper chamber. The medium was then aspirated and replaced with streptavidin-HRP containing medium (1/200, R&D Systems) for five minutes. The inserts were removed and 20μL of medium from the lower chamber was transferred to a 96-well plate. TMB substrate (50μL, Sigma) was added for five minutes, and the reaction was stopped with sulfuric acid. Absorbance at 450 nm was determined using an ELISA reader (ThermoScientific, Multiskan FC). 

Immunoblotting 
Cells were lysed in Laemmli buffer containing 2% SDS, 10% glycerol, 60mM Tris-HCl (pH 6.8), 1X Halt™ phosphatase inhibitor cocktail (Thermo Fischer). DNA was fragmented by sonication. Lysates supplemented with 0.002% bromophenol blue and 100 mM DTT were heated to 96°C, separated by SDS-PAGE, and transferred to PVDF membranes (Millipore). Membranes were tested with the following antibodies (Akt, 9272S, CST; p-Akt Ser473, CST, 4051S; -Akt Thr308 CST, 5106S ARD1, Santa Cruz Biotechnology, sc-373920; HSP90, Pierce, MA1-10373; p44/42 MAPK (pERK1/2, CST, 9102S; ERK1/2, Sigma Aldrich, M8159; pVEGFR2 (Tyr1175), CST, 2478S; VEGFR2, CST, 2479S. Reactive bands were visualized with chemiluminescent Western Immobilon™ HRP substrate (Merck Millipore®).

Immunofluorescence
Tumor sections (5-µm cryostat sections) were ﬁxed in 4% paraformaldehyde for ten minutes at room temperature and blocked in 1% horse serum in Tris-buffered saline (TBS) for one hour. The sections were then incubated overnight at 4°C with anti-rabbit LYVE-1 polyclonal antibody (Ab14917, 1:200; Abcam) or mouse CD31 monoclonal antibody (clone MEC 13.3, 1:1000; BD Pharmingen) and mouse anti- α-smooth muscle actin monoclonal antibody (αSMA A2547, 1:1000; Sigma) or anti-Ki67 (ab16667, 1:500; Abcam). Preparations were mounted and analyzed using a Leica microscope (Leica DMI4000B) and counted at 10x magnification (CD31/αSMA) and 40x magnification (Ki67). The results are given as the number of vessels per mm2 of sections. 

ELISA 
Saturation binding experiments were performed on 96-well plates coated with human VEGFR1, VEGFR2, VEGFR3, NRP1 and NRP2 (100 ng/well: R&D Systems). Serial dilutions of VEGF222/NF were incubated at room temperature for 1 h (RT) before washing 3 times with PBS-Tween 0.05%. Anti-VEGFNF (0.25 μg/mL, rabbit) was then incubated for 1 hour at RT, followed by anti-rabbit HRP conjugate. The ELISA was displayed after addition of TMB. VEGF222/NF binding curves were fitted using a nonlinear regression equation (specific binding: y=Bmax*x/(KD+x)), where x is the ligand concentration, KD is the dissociation constant and Bmax is the maximum number of binding sites (GraphPad Prism version 8, software), to determine KD values.
For RCC cell lines, total VEGF and total VEGFXXX/NF levels were measured by ELISA. RCC cell lines were seeded in 6-well plates (500,000) and grown in DMEM medium containing 0.5 % FBS for 48 hours. VEGF assays were performed using the human VEGF standard development kit TMB ELISA (Peprotech®, Human VEGF165 Standard TMB ELISA Development Kit, 900-T10) according to the manufacturer’s recommendations. For VEGFXXX/NF, anti-VEGFXXX/NF antibody (clone #2, 1.5 μg/mL) was applied to the plastic of 96-well plates overnight at 4 °C in PBS. Samples were incubated in PBS-0.5 % BSA- 0.05 % Tween for one hour at room temperature. Detection was performed as for the VEGF assay (Peprotech®, 900-T10). The ELISA was performed to determine the affinity of bevacizumab. Binding at saturation was determined on 96-well plates coated with recombinant VEGF165 and VEGF222/NF protein (100 ng/well). Serial dilutions of bevacizumab (Roche®) were incubated for 2 hours at room temperature before washing 5 times with PBS-Tween 0.05%. The ELISA was detected after addition of TMB followed by incubation with an anti-human HRP.



Supplementary Figures A
Proteogenix VEGF_222/NF synthesis 

>SlP-HIs-3C-VEGF_222/NF - 807 bp 
ATGAACTTCTACAAGATCTTCGTCTTCGTCGCCCTGATCCTGGCCATCAGCATCGGTCAGAGCGAAGCTGGTAGCCACCACCACCACCATCACAGCGGTCTGGAAGTGCTGTTCCAGGGTCCTGCCCCTATGGCTGAGGGCGGTGGTCAGAACCACCACGAAGTGGTCAAGTTCATGGACGTGTACCAGCGCAGCTACTGCCACCCTATCGAAACTCTGGTGGACATCTTCCAGGAGTACCCTGACGAGATCGAGTACATCTTCAAGCCTAGCTGCGTGCCTCTGATGCGTTGCGGTGGTTGCTGCAACGACGAGGGTCTGGAGTGCGTGCCTACTGAAGAGAGCAACATCACTATGCAGATCATGCGCATCAAGCCTCACCAGGGTCAGCACATCGGTGAAATGAGCTTCCTGCAGCACAACAAGTGCGAATGCCGCCCTAAGAAGGACCGCGCTCGCCAGGAAAACCCTTGCGGTCCTTGCTCCGAGCGTCGCAAGCACCTGTTCGTGCAGGACCCCCAGACCTGCAAGTGCTCCTGCAAGAACACTGACTCCCGTTGCAAGGCCCGTCAGCTGGAGCTGAACGAGCGCACCTGCAGCCTGTGCTTCCCTTTCCCCAGCGACGTCACTTCCCGTGGCGGCGAGCCTGGTCGCCGTAAGGAACCCCCTAGCGGTTTCCGCGAACCCGACCTGTCCCCCGGTAAAACCGACACCGAGCGTAGCATCCAGAAGCCTCGCTGCCGTCACCACACCATCACCATCGACCGCACCGTGCTGAACCCTGAAACCTAA

B
>SlP-HIs-3C-VEGF_222/NF - 263 AAs- 29.92kDa
MNFYKIFVFVALILAISIGQSEAGSHHHHHHSGLEVLFQGPAPMAEGGGQNHHEVVKFMDVYQRSYCHPIETLVDIFQEYPDEIEYIFKPSCVPLMRCGGCCNDEGLECVPTEESNITMQIMRIKPHQGQHIGEMSFLQHNKCECRPKKDRARQENPCGPCSERRKHLFVQDPQTCKCSCKNTDSRCKARQLELNERTCSLCFPFPSDVTSRGGEPGRRKEPPSGFREPDLSPGKTDTERSIQKPRCRHHTITIDRTVLNPET

Features:
SlP: [1:23]
His-tag with linker: [24:33]
3C cleavage site: [34:41]


 Figure S1. (A) DNA sequence encoding VEGF222/NF protein and (B) the corresponding protein sequence produced by ProteoGenix.

Figure S2. Gene sequence of VEGF165 or VEGF222/NF and the corresponding protein sequence. 
>VEGF222/NF – 747 bp
actagtgccaccATGAACTTTCTGCTGTCTTGGGTGCATTGGAGCCTTGCCTTGCTGCTCTACCTCCACCATGCCAAGTGGTCCCAGGCTGCACCCATGGCAGAAGGAGGAGGGCAGAATCATCACGAAGTGGTGAAGTTCATGGATGTCTATCAGCGCAGCTACTGCCATCCAATCGAGACCCTGGTGGACATCTTCCAGGAGTACCCTGATGAGATCGAGTACATCTTCAAGCCATCCTGTGTGCCCCTGATGCGATGCGGGGGCTGCTGCAATGACGAGGGCCTGGAGTGTGTGCCCACTGAGGAGTCCAACATCACCATGCAGATTATGCGGATCAAACCTCACCAAGGCCAGCACATAGGAGAGATGAGCTTCCTACAGCACAACAAATGTGAATGCAGACCAAAGAAAGATAGAGCAAGACAAGAAAATCCCTGTGGGCCTTGCTCAGAGCGGAGAAAGCATTTGTTTGTACAAGATCCGCAGACGTGTAAATGTTCCTGCAAAAACACAGACTCGCGTTGCAAGGCGAGGCAGCTTGAGTTAAACGAACGTACTTGCAGCCTTTGTTTTCCATTTCCCTCAGATGTGACAAGCCGAGGCGGTGAGCCGGGCAGGAGGAAGGAGCCTCCCTCAGGGTTTCGGGAACCAGATCTCTCACCAGGAAAGACTGATACAGAACGATCGATACAGAAACCACGCTGCCGCCACCACACCATCACCATCGACAGAACAGTCCTTAATCCAGAAACCTGActcgag

>VEGF222/NF protein – 248 aa – 28,6 kDa

MNFLLSWVHWSLALLLYLHHAKWSQAAPMAEGGGQNHHEVVKFMDVYQRSYCHPIETLVDIFQEYPDEIEYIFKPSCVPLMRCGGCCNDEGLECVPTEESNITMQIMRIKPHQGQHIGEMSFLQHNKCECRPKKDRARQENPCGPCSERRKHLFVQDPQTCKCSCKNTDSRCKARQLELNERTCSLCFPFPSDVTSRGGEPGRRKEPPSGFREPDLSPGKTDTERSIQKPRCRHHTITIDRTVLNPET*
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Figure S3. (A) Possible splicing events of VEGF pre-mRNA and the resulting C-terminal specific sequence of VEGFXXX/NF and VEGF165. (B) Bioinformatic analysis of the intron 7 exon 8 part with ESS and ESE motifs.
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Figure S4. Expression of VEGFNF in cancer cells. Assessment of VEGF and VEGF/NF expression in breast cancer (MDA-MB-231), medulloblastoma (DAOY) and pancreatic ductal adenocarcinoma (MiaPaca-2) cells by RT-qPCR. ***P<0.001 vs VEGF in TIME, ### P<0.001 vs VEGF/NF in TIME. 
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Figure S5. Characterization of rabbit anti-VEGFXXX/NF antibodies. (A) Epitopes of anti-VEGFXXX/NF antibodies #1 and #2. (B) Two crude sera targeting epitope 1 (#1) and two crude sera targeting epitope 2 (#2) were analyzed. Samples: 1) Empty vector (EV), 2) pcDNA3.1-VEGF222/NF were loaded onto an acrylamide gel and immunoblotted with four different antibodies and rabbit preimmune serum. Specific bands are highlighted by an asterisk. (C) Specificity of anti-VEGFXXX/NF antibodies. 5 ng (rVA) or 20 ng (rVA') recombinant VEGF165 or 5 ng (rVB) or 20 ng (rVB') recombinant VEGF165b or conditioned medium from HEK293 cells transfected with empty vector (EV), a vector, encoding VEGF165 (pL6VA), or two independent vectors encoding VEGF222/NF (pCNF) or (pL6NF) were loaded onto an acrylamide gel and immunoblotting with the anti-VEGFXXX/NF #2.2 antibody was performed. (D) Cell lysates or conditioned media from HEK293 cells expressing EV, pL6VA, pCNF, pL6NF were loaded onto an acrylamide gel and immunoblotting was performed using the anti-VEGFXXX/NF #2.2 antibody or anti-HSP90 as loading control.
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Figure 6. VEGF222/NF induces endothelial cell activation and permeability.
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Figure S6. VEGF222/NF induces endothelial cell activation and permeability. (A) VEGF222/NF induces phosphorylation of VEGFR2 and activation of downstream signaling pathways AKT and ERK. Confluent monolayers of TIME /endothelial cells were kept serum-starved for 2 hours and then treated with VEGF165 (100 ng/mL) or VEGF222/NF (100 ng/mL) for the indicated times. Cells were washed with PBS and lysed with Laemmli buffer. Immunoblotting was performed with the indicated antibodies. Figure shows representative images from two independent experiments. (B) Quantification of blots from two independent experiments. The untreated condition at 5 minutes was used as reference. P values are indicated: * p < 0.05; ** p < 0.01; *** p < 0.001.  (C) In vitro permeability assay. A monolayer of serum-depleted TIME cells on 4-μm pore culture inserts was treated with VEGF222/NF (100 ng/mL) in the presence of axitinib (1 μM) for 30 min. Streptavidin-HRP was then added to the transwell for 10 minutes and TMB substrate was added to the lower compartment to determine permeability. P value are given. ** p < 0.01 (comparison of control versus VEGF222/NF treated); # p < 0.01 (comparison VEGF222/NF treated in the absence or presence of axitinib).
 [image: ]
Figure S7. VEGF222/NF induces proliferation of tumor cells through NRP1 and NRP2.  (A) mRNA expression of NRP1 and NRP2 in ACHN cells transfected with shScramble, shNRP1 or shNRP2. (B-C) Cell proliferation assay of ACHN-VEGF222/NF cells transfected with shNRP1 (B) or shNRP2 (C). ** P<0.01, *** P<0.001 vs shScramble. D0: Day 0
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Figure S8. VEGF222/NF stimulates proliferation of human dermal lymphatic endothelial cells (HDLECs) proliferation and induces phosphorylation of VEGFR3. (A) HDLECs cells (25.000) were seeded in 6-well plates in endothelial cell growth medium (Promocell) containing 0.5 % FBS. Twenty-four hours later, cells were treated with VEGF165 (100 ng/mL), VEGF222/NF (100 ng/mL) or VEGFC (Sigma Aldrich, SRP3184) (100 ng/mL) (day 0) and were counted after 0, 24, 48 and 72 hours. Results were expressed as fold increase with day 0 as reference. * P<0.05, ** P<0.01, *** P<0.001 vs PBS, # P<0.05, ## P<001 vs VEGF165, § P<0.05, §§ P<0.01 vs VEGF222/NF. (B) ELISA of p-VEGFR3 activation. Phospho-VEGFR3 levels were measured by ELISA (Human phospho-VEGFR3 DuoSet IC ELISA, R&D systems, DYC2724) after starved HDLECs were treated with VEGF165, VEGF222/NF or VEGFC (100 ng/mL) for 15 min. Results are expressed as pg phospho-VEGFR3/μg proteins. ** P<0.01 vs VEGF222/NF. ND: Not detectable. 
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Figure S9. Anti-VEGFXXX/NF antibodies specifically recognize VEGF222/NF. (A) Immuno-blotting. Recombinant KLH, VEGF165 or VEGF222/NF (100 ng) were loaded onto acrylamide gels. Proteins were identified using the mouse anti-VEGFXXX/NF (1/2000). (B) ELISA. KLH and VEGF222/NF (100 ng/well) were immobilized overnight on 96-well plates and then incubated with the mouse anti-VEGFXXX/NF (1/2000). Detection was performed with TMB. Results are given as optical density values (OD). ** P<0.01 vs KLH. 
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Figure S10. Plasma levels of VEGFXXX/NF and VEGF increased in the bevacizumab-treated group. ELISA of plasma levels of VEGF (A) and VEGFXXX/NF (B) in mice with 786-O tumors treated with bevacizumab or KLH or anti-VEGFXXX/NF antibodies. * P<0.05, ** P<0.01 vs KLH, # P<0.05 vs bevacizumab.


	
	Total
	Low VEGFxxx/NF
	High VEGFxxx/NF
	p value

	Number 
	47
	35
	12
	

	Age
	61.6 (30-81.3)
	63.6 (30-81.3)
	57 (43-70)
	0.0271

	Sex
	
	
	
	ns

	Female
	11 (23.4%)
	9 (25.7%)
	2 (16.7%)
	

	Male
	36 (76.6%)
	26 (74.3%)
	10 (83.3%)
	

	pT
	
	
	
	0.042

	1/2
	15 (31.9%)
	14 (40%)
	1 (8.3%)
	

	3/4
	32 (68.1%)
	21 (60%)
	11 (91.7%)
	

	pN
	
	
	
	ns

	0
	26 (53.2%)
	20 (57.2%)
	6 (50%)
	

	≥ 1
	6 (12.8%)
	4 (11.4%)
	2 (16.7%)
	

	x
	15 (31.9%)
	11 (31.4%)
	4 (33.3%)
	

	pM
	
	
	
	ns

	0
	26 (55.3%)
	21 (60%)
	5 (41.7%)
	

	1
	21 (44.7%)
	14 (40%)
	7 (58.3%)
	

	Fuhrman grade
	
	
	
	ns

	1/2
	14 (29.8%)
	13 (37.2%)
	1 (8.3%)
	

	3/4
	33 (70.2%)
	22 (62.8%)
	11 (91.7%)
	

	PFS (months) / progression %
	12
82%
	15
76%
	5
83%
	0.0179

	OS (months) / Death %
	33
75%
	37
68%
	13
83%
	0.0243



Figure S11. Characteristics of M1 ccRCC patients treated with sunitinib. 
T: tumor grade; N invasion of lymph node (0: no invasion; 1 invasion); M metastatic status (0 no metastasis; 1 presence of metastases).



	
	Total
	Low VEGFNF
	High VEGFNF
	p value

	Number 
	30
	10
	20
	

	Age
	57.7 (40-77.8)
	58.8 (40-75.2)
	57.3 (44.1-77.8)
	0.99

	Sex
	
	
	
	ns

	Female
	8 (26.7%)
	3 (30%)
	5 (25%)
	

	Male
	22 (73.3%)
	7 (70%)
	15 (75%)
	

	pT
	
	
	
	ns

	1/2
	14 (46.7%)
	4 (40%)
	10 (50%)
	

	3/4
	16 (53.3%)
	6 (60%)
	10 (50%)
	

	pN
	
	
	
	ns

	x
	30 (100%)
	10 (100%)
	20 (100%)
	

	pM
	
	
	
	0.03

	0
	19 (63.3%)
	9 (90%)
	10 (50%)
	

	1
	11 (36.7%)
	1 (10%)
	10 (50%)
	

	Fuhrman grade
	
	
	
	ns

	1/2
	11 (33.7%)
	3 (30%)
	8 (40%)
	

	3/4
	19 (63.3%)
	7 (70%)
	12 (60%)
	

	PFS (months) / progression %
	11
66.7%
	16.8
50%
	9.2
75%
	0.402

	OS (months) / Death %
	24.5
43.3%
	NR
40%
	24.5
45%
	0.93



Figure S12. Characteristics of M1 ccRCC patients treated with bevacizumab + interferon alpha or temsirolimus. 
T: tumor grade; N invasion of lymph node (0: no invasion; 1 invasion); M metastatic status (0 no metastasis; 1 presence of metastases).
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[bookmark: _Hlk115681656]Figure S13. VEGF and VEGFXXX/NF do not predict response to bevacizumab. (A-B) Levels of VEGF and VEGFXXX/NF were assessed in plasma (just before bevacizumab + interferon or temsirolimus treatments) from 45 metastatic ccRCC patients. The third quartile was used as the cut-off value for determining the patient group, i.e. 4500 pg/ml and 3000 pg/ml for VEGF and VEGFXXX/NF, respectively. Correlation of plasma levels of VEGF (A-B) or VEGFXXX/NF (C-D) with PFS and OS during first-line treatment with bevacizumab + interferon or temsirolimus. The Kaplan-Meier method was used to generate survival curves, and Cox models were used to  analyze the censored data. The statistical significance (P values) is given. 
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Figure S14. Predictive value of VEGF and VEGFXXX/NF co-detection in M1 ccRCC patients. Plasma VEGFXXX/NF levels were determined in metastatic ccRCC patients immediately prior to treatment with sunitinib. 





	qPCR
	Forward
	Reverse
	Size (bp)

	hVEGFxxx/NFTotal
	CCTTTGTTTTCCATTTCCCT
	TCTGTCGATGGTGATGGTGTG
	169

	hVEGFTotal
	TTTCTGCTGTCTTGGGTGCATTGG
	ACCACTTCGTGATGATTCTGCCCT
	116

	hVEGF165
	TGTTTGTACAAGATCCGCAGACGTG
	CTCGGCTTGTCACATCTGCAAGTACG
	112

	hVEGF121
	ATCTTCAAGCCATCCTGTGTGC
	TCGGCTTGTCACATTTTTCTTG
	223

	hVEGF168/NF
	CCCACTGAGGAGTCCAACATCAC
	GGAAAACAAAGGCTGCATTCACATTTG
	119

	hVEGF178/NF
	GCGGATCAAACCTCACCAAGG
	GGAAAACAAAGGTTTTCTTGTCTTGCTC
	114

	hVEGF202/NF
	GCGGATCAAACCTCACCAAGG
	GGAAAACAAAGGACGCTCCAGGACTTATAC
	186

	hVEGF222/NF
	CAAGACAAGAAAATCCCTGTGGGC
	GGAAATGGAAAACAAAGGCTGCAAGTAC
	163

	hVEGF240/NF
	CAAGAAATCCCGTCCCTGTGGG
	GGAAATGGAAAACAAAGGCTGCAAGTAC
	162

	hVEGF246/NF
	CCTGGAGCGTTCCCTGTGG
	GGAAATGGAAAACAAAGGCTGCAAGTAC
	160

	hVEGF263/NF
	CCTGGAGCGTGTACGTTGGTG
	GGAAATGGAAAACAAAGGCTGCAAGTAC
	211

	h36b4
	CAGATTGGCTACCCAACTGTT
	GGCCAGGACTCGTTTGTACC
	69

	m36b4
	AGATTCGGGATATGCTGTTGGC
	TCGGGTCCTAGACCAGTGTTC
	109

	mCD31
	ACGCTGGTGCTCTATGCAAG
	TCAGTTGCTGCCCATTCATCA
	109

	mVEGFR2
	TTTGGCAAATACAACCCTTCAGA
	GCAGAAGATACTGTCACCACC
	133

	mαSMA
	GTCCCAGACATCAGGGAGTAA
	TCGGATACTTCAGCGTCAGGA
	102

	mVEGFR3
	CGAGTCGGAGCCTTCTGAGG
	GCAGTCCAGCAATAGGGGGT
	151

	mLYVE-1
	CAG CACACTAGCCTGGTGTTA
	CGCCCATGATTCTGCATGTAGA
	112

	mPROX1
	TGCGTGTTGCACCACAGAATA
	AGAAGGGTTGACATTGGAGTGA
	138

	PCR
	Forward
	Reverse
	

	hVEGFxxx/NFTotal
	GCGGATCAAACCTCACCAAGG
	GCTTGTCACATCTGAGGGAAATG
	391/340/322/268/208/136/106

	hVEGFTotal
	GCGGATCAAACCTCACCAAGG
	TCTGTCGATGGTGATGGTGTG
	526/475/457/403/343/271/241
503/452/434/380/320/248/218

	h36B4
	CAGATTGGCTACCCAACTGTT
	GGCCAGGACTCGTTTGTACC
	69



Figure S15. Primers used for PCR and qPCR. h stands for human sequences and m for mouse sequences.
VEGFR2 activity
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ERK activity
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