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Table S1. Effects of treatments on RAS components in plasma, left ventricle and

kidney cortex

Vehicle Valsartan Combination

Variable (n=9) (n=10) (n=10)
Plasma

Ang-(1-12), fmol/mL 159.5 + 5.2 170.3 +10.1 173.6 £ 8.5
Left ventricle

Ang-(1-12), fmol/mg protein 253127 206 £1.8 26.7+3.1

Ang Il, fmol/mg protein 16.1+19 142+15 16.2+2.2

Ang-(1-7), fmol/mg protein 145+1.6 15.7+1.4 157+19

ACE mRNA, units 1.00 £ 0.06 0.88 £ 0.03 0.81+£0.03

ACE2 mRNA, units 1.00 £ 0.06 0.85 + 0.06 0.81 £ 0.07
Kidney cortex

Ang-(1-12), fmol/mg protein 147.0+£17.0 134.8 £ 10.0 179.8 +8.9"

Ang I, fmol/mg protein 248+ 2.3 12.9 + 0.5*** 12.0 £ 1.2%**

Ang-(1-7), fmol/mg protein 129+0.9 12.7£0.5 13.0+£1.3

ACE mRNA, units 1.00 £0.10 1.11 £ 0.06 0.92 + 0.06

ACE2 mRNA, units 1.00 + 0.09 1.04 + 0.07 0.75+ 0.09"

Values are means + SEM. mRNA values , relative gene expression as described in

Methods. T: P<0.05 vs valsartan, ***: P<0.001 vs vehicle



20001

15001

Urinary Aogen
(ng/mg creatinine/24hrs)

* Hit

B

Combination

10004 l
5001 *
Kok i
Vehicle ValsaEn Aliskiren
40001
30004 l l l
2000 L

1000+

Urinary Ang I
(fmol/mg creatinine/24hrs)

tt

Vehicle

Valsartan Aliskiren

Combination

Urinary Ang-(1-7)
(fmol/mg creatinine/24hrs)

Urinary Ang-(1-12)
(fmol/mg creatinine/24hrs)

R2-201889
Combination of Valsartan/Aliskiren

2500+ ] Baseline
B 2 weeks
20004 l
15004 L l
10001 i i
500+
0 - - —
Vehicle Valsartan Aliskiren Combination
8000+
60001 l
T
4000+ L
HH
#
#
2000+
Vehicle Valsartan Aliskiren Combination

Figure S1. Patterns of urinary excretion rates of angiotensinogen (Aogen), angiotensin-(1-12) [Ang-(1-12)], Ang Il, and

Ang-(1-7) in mRen2.Lewis rats medicated with valsartan, aliskiren, or the combination of valsartan/aliskiren. Values are

means + SEM. *: P<0.05 vs vehicle, #: P<0.05 vs before treatment, **: P<0.01 vs vehicle, T1: P<0.01 vs valsartan, ##:
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P<0.01 vs before treatment, ###: P<0.001 vs before treatment.
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Figure S2. Correlations between urinary protein/creatinine ratio and kidney Ang 1l level (left panel) or kidney Ang-(1-
7)IAng Il ratio (right panel).



