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Supplementary Figure S1. Original tracings of myograph recordings of phenylephrine (Phe)-in-
duced vasoconstriction. Data of aortic rings of mice with genotypes and diet groups of
LDLR+/+CB1R+/+ (wild-type) CD, LDLR+/+CB1R~/- CD, LDLR-/-CBiR+/+ HFD and LDLR~-/~-
CBiR-/-HFD. Control or high-fat diet for 5 months. Cumulative dose-response curves from 1nM
to 10 uM phenylephrine concentrations as indicated. Phe, phenylephrine; LDLR, low-density lipo-
protein receptor; CB1R, cannabinoid type 1 receptor; CD, control diet; HFD, high-fat diet.
Supplementary Table S1. Phenylephrine (Phe)-induced vasoconstriction of aortic rings from mice
with genotypes LDLR+/+CB1iR+/+ (wild-type), LDLR+/+CB1R~/-, LDLR-/~CB1R+/+ and LDLR~/~-
CBiR-/- (double knockout) kept on control diet or on high-fat diet for 5 months. Contraction max-
imums in response to 1nM to 10 uM of Phe concentration were normalized to high K+ contractions
and expressed as % values. AVG, average (mean) values; SEM, standard error of the mean; Phe,
phenylephrine; LDLR, low-density lipoprotein receptor; CBiR, cannabinoid type 1 receptor; CD,
control diet; HFD, high-fat diet.
AVG AVG AVG AVG AVG SEM SEM SEM SEM SEM
Groups Phe 10-3 Phe 10-8 Phe 10-7 Phe 10-8 Phe 10-5] Phe 10-9 Phe 10-8 Phe 10-7 Phe 10-6 Phe 10-5
1 cD CB,R+/+; LDLR+/+ -0,8 3,7 24,8 73,8 155,4 0,2 1,4 2,2 4,6 7.5
2 cD CB;R—/—; LDLR+/+ -0,7 1,6 22,8 74,6 184,2 0,3 0,9 2,8 4,9 9,6
3 cD CB,R+/+; LDLR-/- -0,5 2,1 25,7 56,6 145,3 0,2 0,7 2,0 3,5 4,4
4 cD CB,R-/-; LDLR-/- -0.8 -1,0 14,8 56,5 176,4 0,4 0,6 2,7 7,2 12,0
5 HFD  CB,R+/+; LDLR+/+ -0,1 2,3 331 86,4 186,8 0,4 0,7 2,4 6,6 6,8
6 HFD CB,R—/-; LDLR+/+ -1,0 1,9 30,9 83,8 189,2 0,3 1.3 2,8 6,7 9,7
7 HFD  CB;R+/+; LDLR-/- -1,3 -0,9 23,3 65,0 183,1 0,4 0,6 3,4 5,4 8,8
8 HFD CB,R—/-; LDLR-/- -1.4 -0,8 21,9 73,8 187,1 0,6 0.8 2,4 5,8 8,6




Supplementary Table S2. Statistical analysis of phenylephrine (Phe)-induced vasoconstriction of
aortic rings of mice with genotypes LDLR+/+CB1R+/+ (wild-type), LDLR+/+CB1R~/-,
LDLR~/-CBiR+/+ and LDLR~/- CB1R~/-, kept on control or on high-fat diet for 5 months. Con-
tractions at 10 uM of Phe concentration (maximal contractions) are compared. Phe, phenylephrine;
LDLR, low-density lipoprotein receptor; CB1R, cannabinoid type 1 receptor; CD, control diet;
HFD, high-fat diet. Analysis was performed with 1-way ANOVA and Bonferroni or Kruskal-Wal-

lis and Dunn tests. P values are indicated.

Groups 1 2 3 4 5 6 7 8
KD KD KD KD HFD HFD HFD HFD
CB1+/+ |CB1-/- |CB1+/+ |CB1-/- |CB1+/+ |CB1-/- |CB1+/+ |CB1-/-
LDL+/+ |LDL+/+ |LDL-/- LDL-/- LDL+/+ |LDL+/+ |LDL-/- LDL-/-
p=0.027 p=0.005 p=0.023

p=0.03 [p=0.001 p=0.001
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