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Supplementary Figure 1. VEGF neutralization. A) Serum VEGF levels measured by ELISA following 
administration with the VEGF neutralizing antibody B.20.4.1. Increased serum levels detected by 
ELISA are a marker of VEGF neutralization, consistent with decreased clearance rates. Gene expression 
of B) VEGF receptor 1 and C) VEGF receptor 2 was measured in the livers of mice 3 days after high fat 
feeding and antibody treatment. **p<0.01, Kruskal Wallis test. 
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Supplementary Figure 2. Fasting glucose levels following VEGF neutralization. Fasting glucose levels 
in long term high fat fed mice shown in Fig 2A were measured at indicated days following VEGF 
neutralization. n=5-8 mice per group. Median values with interquartile range shown. 
 

 
 

 

 

Supplementary Figure 3. VEGF antibody re-administration. Long term high fat fed mice in Fig 2A 
were kept on diets without treatment for 3 weeks from the final GTT at which VEGF neutralization had 
worn off. After this 3 week wash-out period, animals were re-injected with VEGF neutralizing antibody, 
and glucose tolerance assessed 72 hr. later. n = 5-8 mice per group. Median values shown, error bars are 
interquartile range. 
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Supplementary Figure 4. Phosphorylation of insulin signalling intermediates during VEGF 
neutralization. Insulin signalling was assessed using phospho-specific antibodies to signalling 
intermediates in white adipose tissue and liver tissue 72 hr. after treatment with VEGF neutralizing or 
control antibody and chow or high fat feeding as in Fig. 1. A) Phosphorylation of Akt at T308 and S473 
and p70 S6K at T389 in epididymal white adipose tissue were determined in fasted mice and mice 
administered with insulin for 10 min. Levels of phospho-T308 Akt are presented relative to levels 
following acute insulin injection of mice fed a chow diet and treated with IgG antibody (A, right panel), 
B) phosphorylation of Akt at T308 in liver was determined in mice following a hyperinsulinemic 
euglycemic clamp. Levels of phospho-T308 Akt are presented relative to levels observed in clamped 
mice fed a chow diet and treated with IgG antibody (B, right panel). C) Phosphorylation of the Akt 
dependent and independent lipolysis regulators HSL and perilipin in WAT from animals treated as in 
A). 
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Supplementary Figure 5. Fenestration of hepatic sinusoidal endothelial cells during VEGF 
neutralisation. Scanning electron microscopy was used to determine A) porosity, the proportion of 
surface area covered by fenestrations, B) frequency of fenestrations, and C) fenestration diameter. 
Representative images from D) chow IgG, E) chow VEGF, F) HFD IgG, and G) HFD VEGF treated 
animals. Mean of 5-10 images used as single value for each animal, n=5-12 animals per group. 
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Supplementary Table 1. Serum cytokine content (picogram/ml serum) in mice maintainedfor 3 days on 
chow or high fat diet with VEGF neutralization or control antibody (IgG) injection. Values shown are 
median and inter-quartile range. 
 

Cytokine Chow IgG Chow  
anti-VEGF 

HFD IgG HFD  
anti-VEGF 

c-peptide 1033  
(963-1451) 

848  
(492-1282) 

1257  
(984-1952) 

1466  
(827-1922) 

GIP 90.7  
(47.7-127.6) 

73.7  
(23.6-111.9) 

109.7  
(89.2-139.0) 

84.9 (79.4-159.6) 

glucagon 153.0  
(138.1-156.0) 

161.2  
(110.1-189.6) 

116.8 (92.7-
169.3) 

148.9 (124.9-
187.3) 

IL-6 64.9  
(23.6-75.5) 

85.4  
(51.4-164.8) 

118.2  
(100.9-261.4) 

127.1  
(34.8-165.4) 

leptin 1399  
(873-1508) 

717 (581-1637) 3756 (2969-4754) 4469 (4305-6800) 

resistin 7173  
(5881-9308) 

9582  
(4236-12484) 

18439 (14518-
19920) 

21361 (17516-
30433) 

IL-1α 40.0  
(33.2-41.9) 

 
.60 37.46 

 

27.0 (5.4-38.5) 39.6 (26.2-49.0) 32.9 (29.8-49.5) 

IL-1β 229.8  
(164.6-283.1) 

166.1  
(147.6-310.7) 

278.1  
(243.9-324.2) 

238.1 (214.2-
293.6) 

IL-3 10.0 (7.9-20.4) 16.2 (11.5-21.5) 11.9 (10.3-18.4) 15.6 (9.9-26.5) 
IL-10 43.4 (36.4-60.4) 48.0 (38.1-70.9) 53.3 (44.3-63.7) 46.3 (32.0-59.1) 

GM-CSF 218.7 (198.8-
287.0) 

182.0 (162.6-
233.4) 

299.3  
(267.5-379.4) 

294.8 (199.0-
346.9) 

IFNγ 9.9 (8.3-20.0) 10.2 (6.2-13.6) 11.5 (5.3-19.5) 27.8 (21.3-82.9) 
RANTES 88.0 (67.3-93.2) 110.6 (64.0-

147.5) 
118.5 (104.0-

152.5) 
126.7 (108.4-

160.9) 
MCP-1 356.8 (290.7-

405.3) 
350.3 (267.0-

387.2) 
518.7 (348.8-

725.5) 
395.9 (323.0-

581.5) 
 


