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Organ weights of db/+, db/db control, and db/db empagliflozin (EMPA) mice. (a) Heart weight was
measured, and heart weight per body weight was calculated in db/+, db/db control, and db/db EMPA
mice. (b) Liver weight was measured, and liver weight per body weight was calculated. (c) Kidney
weight was measured, and kidney weight per body weight was calculated. db/+, n = 5. db/db control,
n = 6, db/db EMPA, n = 6. The data are presented as the mean ± SEM. The data were analysed
using one-way ANOVA followed by Tukey’s test. **p < 0.01, ***p < 0.001, ****p < 0.0001.
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Plasma

Norepinephrine (NE), epinephrine (E), and metabolite concentrations in plasma. (a) Plasma NE and
(b) normetanephrine (NMN) concentrations were measured in db/db control and empagliflozin
(EMPA) mice. (c) The ratios of NMN to total concentrations of NE and NMN in db/db mouse plasma
were calculated. (d) Plasma E and (e) metanephrine (MN) concentrations were measured in db/db
mice. (f) The ratios of MN to total concentrations of E and MN in db/db mouse plasma were
calculated. db/db control, n = 6. db/db EMPA, n = 6. The data are presented as the mean ± SEM.
The data were analysed using the Student's t test.
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Supplementary Figure S3
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Heart

Norepinephrine (NE), normetanephrine (NMN), S-adenosylmethionine (SAM), and S-
adenosylhomocysteine (SAH) concentrations in the heart. (a) Heart NE and (b) NMN concentrations
were measured in db/db control and empagliflozin (EMPA) mice. (c) The ratios of NMN to total
concentrations of NE and NMN in the hearts of db/db mice were calculated. (d) Heart SAM and (e)
SAH concentrations were measured in db/db mice. (f) The ratios of SAH to SAM in the hearts of
db/db mice were calculated. db/db control, n = 6. db/db EMPA, n = 6. The data are presented as the
mean± SEM. The data were analysed using the Student's t test.



S
A

H
/S

A
M

S
A

H
 (

µ
m

o
l·

L−1
)

S
A

M
 (

µ
m

o
l·

L−
1 )

N
M

N
/(

N
E

+
N

M
N

)

0

50

100

150

N
o

rm
et

an
ep

h
ri

n
e 

(n
m

o
l·

L
−1

)

N
o

re
p

in
ep

h
ri

n
e 

(n
m

o
l·

L
−

1 )

Supplementary Figure S4
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Kidney

Norepinephrine (NE), normetanephrine (NMN), S-adenosylmethionine (SAM), and S-
adenosylhomocysteine (SAH) concentrations in the kidney. (a) Kidney NE and (b) NMN
concentrations were measured in db/db control and empagliflozin (EMPA) mice. (c) The ratios of
NMN to total concentrations of NE and NMN in the kidneys of db/db mice were calculated. (d)
Kidney SAM and (e) SAH concentrations were measured in db/db mice. (f) The ratios of SAH to
SAM in the kidneys of db/db mice were calculated. db/db control, n = 6. db/db EMPA, n = 6. The
data are presented as the mean± SEM. The data were analysed using the Student's t test.
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