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The concomitant use of losartan with aliskiren-containing Losartan should not be administered with 4.3 Contraindications
products is contraindicated in patients with diabetes aliskiren in patients with diabetes mellitus or
mellitus or renal impairment (GFR < 60 ml/min/1.73 m?) renal impairment (GFR
(see sections 4.5 and 5.1). < 60 ml/min/1.73 m?).
Dual blockade of the renin-angiotensin-aldosterone system | Dual blockade of the renin-angiotensin- 4.4  Special warnings and
RAAS aldosterone system (RAAS) precautions for use
There is evidence that the concomitant use of ACE- Hypotension, syncope, stroke, hyperkalaemia,
inhibitors, angiotensin 11 receptor blockers or aliskiren and changes in renal function (including
increases the risk of hypotension, hyperkalaemia, and acute renal failure) have been reported in
decreased renal function (including acute renal failure). susceptible individuals, especially if
Dual blockade of RAAS through the combined use of combining medicinal products that affect this
ACE-inhibitors, angiotensin Il receptor blockers or system (see section 4.5). Dual blockade of the
aliskiren is therefore not recommended (see sections 4.5 renin-angiotensin-aldosterone system by
and 5.1). combining an angiotensin Il receptor blocker
If dual blockade therapy is considered absolutely necessary, | (ARB) with an angiotensin converting
this should only occur under specialist supervision and enzyme inhibitor (ACEI) or aliskiren is
subject to frequent close monitoring of renal function, therefore not recommended.
electrolytes and blood pressure. ACE-inhibitors and Combination with aliskiren is contraindicated
angiotensin Il receptor blockers should not be used in patients with diabetes mellitus or renal
concomitantly in patients with diabetic nephropathy. impairment (GFR < 60 ml/min/1.73 m?).
Clinical trial data have shown that dual blockade of the Dual blockade (e.g. by adding an ACE- 45 Interaction with other

renin-angiotensin-aldosterone system (RAAS) through the
combined use of ACE-inhibitors, angiotensin Il receptor
blockers or aliskiren is associated with a higher frequency
of adverse events such as hypotension, hyperkalaemia, and
decreased renal function (including acute renal failure)
compared to the use of a single RAAS-acting agent (see
sections 4.3, 4.4, and 5.1).

inhibitor or aliskiren to an angiotensin Il
receptor antagonist) should be limited to
individually defined cases with close
monitoring of blood pressure, renal function,
and electrolytes. Some studies have shown
that in patients with established
atherosclerotic disease, heart failure, or with
diabetes with end organ damage, dual
blockade of the renin-angiotensin-aldosterone
system is associated with a higher frequency
of hypotension, syncope, hyperkalaemia, and
changes in renal function (including acute
renal failure) as compared to use of a single
renin-angiotensin-aldosterone system agent.
Do not co-administer aliskiren with losartan
in patients with diabetes or in patients with
renal impairment (GFR < 60 ml/min.) (see
Section 4.3).

medicinal products
and other forms of
interaction




These studies have shown no significant beneficial effect
on renal and/or cardiovascular outcomes and mortality,
while an increased risk of hyperkalaemia, acute kidney
injury and/or hypotension as compared to monotherapy was
observed. Given their similar pharmacodynamic properties,
these results are also relevant for other ACE-inhibitors and
angiotensin Il receptor blockers.

ACE-inhibitors and angiotensin Il receptor blockers should
therefore not be used concomitantly in patients with
diabetic nephropathy.

The study was terminated early because of an increased
risk of adverse outcomes. Cardiovascular death and stroke
were both numerically more frequent in the aliskiren group
than in the placebo group and adverse events and serious
adverse events of interest (hyperkalaemia, hypotension and
renal dysfunction) were more frequently reported in the
aliskiren group than in the placebo group.

5. PHARMACOLOGICAL
PROPERTIES

5.1 Pharmacodynamic
properties
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