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Research Progress on Renin Inhibitor Aliskiren in the Treatment for Hypertension LI/ Susuan® GUO
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Abstact: The renin-angiotensin-aldosterone system ( RAAS) has long been established as a key pathway
in the regulation of blood pressure. Aliskiren is an oral non—peptidic direct renin inhibitor and is a novel blood
pressure-Jowering agent by blocking the first step of RAAS and reducing the formation of angiotensin [l and
aldosterone. A lot of studies have shown that whether used alone or in combination with other antihypertensive
drugs aliskiren can effectively lower blood pressure and has an ideal tolerability and safety. In addition to
lowering blood pressure aliskiren also has beneficial effect on hypertensive target organ protection and is an
ideal new antihypertensive drugs.

Key words: Hypertension; Aliskiren; Renin inhibitor

( renin-angiotensin-aldoste—

blocker ARB) RAAS



2015 4 21 7

Medical Recapitulate Apr. 2015 Vol. 21 No.7

1
1.1 18
I (40.80.160.640 mg) =160 mg
20 mg b
226
37.5.75.150.300 mg 4
75 mg
300 mg 7
652
3 ( 150,300,600 mg)
150 mg 3
600 mg
300 mg 150 mg 150 mg
300 mg 600 mg
150 mg .
1.2
3
2776
75150 300 mg 6.25.12.5
25 mg
4
ACEI  ARB
VACEI
ARB
RAAS . (6
) ACEI  ARB N
. 12
12
12~52
12 300 mg 25 mg
8
ALTITUDE
2
1 ACEI  ARB
2
’ ACEI  ARB
1.3

* 1251 -
1041
12
13
1.4
160 mmHg ( 1 mmHg =0. 133 kPa) <
<200 mmHg
", / /
( 8 ) 15
( 28~54 )
16
1.5
>65
1748
300 mg
300 mg
19
RAAS
RAAS i
21
2223
24
2
o ALLAY
465
300 mg- 100 mg
(300 mg/100 mg) 36
20% ® . AVOID
599
24 /
20% * . 50
12



* 1252 -

10

2015 4 21 7 Medical Recapitulate Apr. 2015 Vol. 21 No. 7
B pharmacodynamics in Japanese and Caucasian subjects J . Br J
/ Clin Pharmacol 2006 62(6) : 690-698.

13 Zhu JR Sun NL Yang K et al. Efficacy and safety of aliskiren a

direct renin inhibitor compared with ramipril in Asian patients with

mild to moderate hypertension J . Hypertens Res 2012 35( 1) :

2833.
I 14 Braun-Dullaeus RC Shustov SB Alvarez C et al. Treatment with
. . aliskiren/amlodipine combination in patients with moderate-to—
severe hypertension: a randomised double-blind active comparator
172 trial ] .IntJ Clin Pract 2012 66(9) : 834-842.

1 » 15 Lacourciere Y Taddei S Konis G et al. Clinic and ambulatory
blood pressure lowering effect of aliskiren/amlodipine /hydrochlo—
rothiazide combination in patients with moderate-to-severe hyper—

o tension: a randomized active-eontrolled trial J . J Hypertens
2012 30( 10) :20472055.
16  Murray AV Koenig W Garcia-Puig J et al. Safety and efficacy of
aliskiren/amlodipine /hydrochlorothiazide triple combination in
RAAS RAAS . patients with moderate to severe hypertension: a 54-week open—
label study J .J Clin Hypertens( Greenwich) 2012 14( 12):
821-827.
17 Verdecchia P Calvo C Mockel V et al. Safety and efficacy of the
oral direct renin inhibitor aliskiren in elderly patients with hyper—
tension J . Blood Press 2007 16(6) :381-391.
2007 18  Villa G Le Breton S Ibram G et al. Efficacy safety and tolerabil-
A ity of aliskiren monotherapy administered with a light meal in eld—
erly hypertensive patients: a randomized double-blind placebo—
controlled dose—response evaluation study J . J Clin Pharmacol
Nussberger ] Wuerzner G Jensen C et al. Angiotensin I suppres— 2012 52(12) 1 19014911.
sion in humans by the orally active renin inhibitor aliskiren 19 Krone W Hanefeld M Meyer HF et al. Comparative efficacy and
('spp100) : Comparison with enalapril J . Hypertension 2002 39 safety of aliskiren and irbesartan in patients with hypertension and
(1):E18. metabolic syndrome J .J Hum Hypertens 2011 25(3) : 186-195.
Stanton A Jensen C Nussberger J et al. Blood pressure lowering in 20  Boschmann M Nussberger ] Engeli S et al. Aliskiren penetrates
essential hypertension with an oral renin inhibitor aliskiren J . adipose and skeletal muscle tissue and reduces renin-angiotensin
Hypertension 2003 42(6) : 1137-1143. system aclivity in obese hypertensive patients J . ] Hypertens
Gradman AH Schmieder RE Lins RL et al. Aliskiren a novel 2012 30(3) :561-566.
orally effective renin inhibitor provides dose-dependent antihyper— 21 Schmieder RE Philipp T Guerediaga J et al. Aliskiren-based ther—
tensive efficacy and placebodike tolerability in hypertensive apy lowers blood pressure more effectively than hydrochlorothiaz—
patients J . Circulation 2005 111(8) :1012-4018. ide-based therapy in obese patients with hypertension: sub-analysis
Villamil A Chrysant SG Calhoun D et al. Renin inhibition with of a 52-week randomized double-blind trial J . J Hypertens
aliskiren provides additive antihypertensive efficacy when used in 2009 27(7) :14934501.
combination with hydrochlorothiazide J . J Hypertens 2007 25 22 Sakai Y Otsuka T Ohno D et al. Efficacy of aliskiren in Japanese
(1):217226. chronic kidney disease patients with hypertension J . Ren Fail
O’Brien E Barton J Nussberger J et al. Aliskiren reduces blood 2012 34(4) :442-447.
pressure and suppresses plasma renin activity in combination with a 23 Tio S Nakura N Le Breton S et al. Efficacy and safety of aliskiren
thiazide diuretic an angiotensin-eonverting enzyme inhibitor or an in Japanese hypertensive patients with renal dysfunction [
angiotensin receptor blocker J . Hypertension 2007 49(2) :276- Hypertens Res 2010 33( 1) : 62-66.
284. 24 Sealey JE Laragh JH. Aliskiren fails to lower blood pressure in
Andersen K Weinberger MH Egan B et al. Comparative efficacy patients who have either low pra levels or whose pra falls insuffi-
and safety of aliskiren an oral direct renin inhibitor and ramipril ciently or reactively rises J . Am J Hypertens 2009 22 ( 1):
in hypertension: a 6-month randomized double-blind trial J . ] 112421.
Hypertens 2008 26( 3) : 589-599. 25  Solomon SD Appelbaum E Manning W] et al. Effect of the direct
Chrysant SG Murray AV Hoppe UC et al. Long-term safety toler— renin inhibitor aliskiren the angiotensin receptor blocker losartan
ability and efficacy of aliskiren in combination with valsartan in or both on left ventricular mass in patients with hypertension and
patients with hypertension: a 6-month interim analysis J . Curr left ventricular hypertrophy J . Circulation 2009 119(4) :530—
Med Res Opin 2008 24(4) : 10394047. 537. _ . , _
Schmieder RE Philipp T Guerediaga J et al. Long-term antihyper— 26  Parving HH Perssor} F Lewis JB et al. Aliskiren (:OEnblned with
tensive efficacy and safety of the oral direct renin inhibitor losartan in type 2 diabetes and nephropathy ] . N Engl J Med
aliskiren: a 12-month randomized double-blind comparator trial with 2908, 358(‘23) : 2‘,‘33_2446' L
hydrochlorothiazide J . Circulation 2009 119( 3) : 417425 27 Virdis A (Jh.ladom L Qasem AA et a?. Effect of ahs.klren. treatment
Parving HH Brenner BM McMurray JJ et al. Cardiorenal end on en-dnthehum—df?pendeth vasodilation and aortic stiffness 1f1
.2 . - . essential hypertensive patients J . Eur Heart J 2012 33(12):
points in a trial of aliskiren for type 2 diabetes J . N Engl ] Med 15304538,
2012_ 367(23) : 2204-2213. L . 28  Guo JQ Wang HY Sun NL. Effect of aliskiren on arterial stiffness
Kus.h{ro T Itakura H Abo Y et al. Aliskiren a novel .oral remn compared with ramipril in patients with mild to moderate essential
inhibitor provides dose-dependent efficacy and placebodike tolera— hypertension J . Chin Med J ( Engl) 2013 126(7) : 1242-1246.
bility in Japanese patients with hypertension J . Hypertens Res 29  Nguyen G Delarue F Burcklé C et al. Pivotal role of the renin/
2006 29(12) :9974005. prorenin receptor in angiotensin [ production and cellular respon—
Kushiro T Itakura H Abo Y et al. Long-term safety tolerability ses to renin J . J Clin Invest 2002 109( 11) : 1417-4427.
and antihypertensive efficacy of aliskiren an oral direct renin 30  Feldt S Batenburg WW Mazak I et al. Prorenin and renin-induced

inhibitor in Japanese patients with hypertension
Res 2009 32(3):169475.

Vaidyanathan S Jermany J Yeh C et al. Aliskiren
effective renin inhibitor exhibits similar pharmacokinetics and

J . Hypertens

a novel orally

extracellular signal-regulated kinase 1/2 activation in monocytes is
not blocked by aliskiren or the handle—region peptide J . Hyper—
tension 2008 51( 3) : 682-688.

12014-04-07 :2014-08-06



