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Current view of renin angiotensin system
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Santos RAS. Curr Opin Nephrol Hypertens 2007;16:122



Effect of acute MR-3 (ACE2 agonist) on MAP
in the SHR
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Basal MAP (mmHgQ)

Effect of chronic MR-3 (ACE2 agonist)
infusion on MAP and HR in the SHR
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AT2R Agonist Compound 21
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e First selective, non-peptide AT2-R agonist
e 20-30% oral bioavailability

e Half-life in rats: 4 hours



C21 - an antihypertensive ?
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telemetry in Millar catheter in Tail cuff in
C57/B6 Wistar rats post-Ml Diabetic SHR-SP

6 days 3 mg/kg C21 7 days 0.3 mg/kg C21

Steckellings, Bader, Kaschina ... Unger, JRAAS 2010, 10:67-73

12 weeks 0.3 mg/kg C21



HT induced vascular remodelling
L-NAME model: Aortic Hydroxyproline content

50 -+ *: P<0.05 vs control
#: P<0.05 vs L-Name
§ : P<0.05 vs LN+OIm

[ng/mg]

Crtl L-NAME LN+C21 LN+OIm LN+OIm+C21

Paulis,... Dathl6f, Unger, Steckelings, Hypertension 2012, 59:485-492



Aliskiren has the potential to inhibit tissue
production of Ang Il by renin and prorenin

* Aliskiren inhibits renin in the plasma prior to uptake by the renin receptor

« Aliskiren does not inhibit prorenin binding to the (P)RR but may inhibit the
enzymatic activity of receptor-bound prorenin in the tissues
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Aliskiren/HCT combination therapy reduced
msSBP from baseline by 30 mmHg

Aliskiren  Aliskiren/HCT Aliskiren Aliskiren/HCT
300 mg 300/25 mg 300 mg 300/25 mg
0O  n=335 N=346 n=335 N=346
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-10
-15 —12.6
-20
—20.3
-25
*p<0.0001 vs aliskiren 300 mg
-30
—30.0*

Black HR, et al. 2010



Aliskiren/Amlodipine combination provides
superior BP reductions

In patients with stage 2-3 hypertension, Mean change in msSBP and msDBP at Week 8

Aliskiren/ Aliskiren/

Amlodipine  amlodipine Amlodipine amlodipine

0 10 300/10 10 300/10 mg
-10

-12.3
20 —155.1
-30
-30.6

—40 msDBP msSBP  -37.7
mmHg *

*Defined as SBP 2160 and <200 mmHg
*p<0.0001 vs amlodipine 10 mg Braun-Dullaeus RC, et al. 2010
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A Il independent pathway mediated by RPR
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Angll stimulated NCF collagen production:
2Effects of LBQ £ Valsartan 0.1
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Angll stimulated NCM hypertrophy:
Effects of LBQ + Valsartan 0.1
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Angll (100nM) = Val 0.1 + LBQ [pM]

Angll (100nM) + Val 0.1 + LBQ [uM]

**** P<0.0001, Angll vs Ctr;
#P<0.05, #P<0.01, ##P<0.001, drugs vs Angll, or single drugs vs combined drugs.

Albisu JP. et al. Presented at ACC 2012, e-Abstract: 1219-276
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Dual Acting Receptor Antagonist - DARA
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e Antagonist at the AT, and ET, receptors

e Simultaneously blocks the actions of ET-1 and A ll
e Half life = 15 hrs

e Multiple potential clinical indications

e First-in-class compound



Change from Baseline Mean 24HR ABPM
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Change from Baseline Mean Nighttime ABPM

ABPM Midnight — 6:00 am
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