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Summary Aspirin1 Complex is a fixed drug combination containing acetylsalicylic acid (ASA)
and pseudoephedrine hydrochloride (PSE) as active ingredients, which have pain-relieving, anti-
inflammatory, fever reducing and nasal decongestant properties. The pharmaceutical form is
granules for oral suspension. Each sachet contains 500 mg ASA and 30 mg PSE.
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Aspirin1 Complex is a fixed drug combination containing
acetylsalicylic acid (ASA) and pseudoephedrine hydrochlor-
ide (PSE) as active ingredients, which have pain-relieving,
anti-inflammatory, fever reducing and nasal decongestant
properties. The pharmaceutical form is granules for oral
suspension. Each sachet contains 500 mg ASA and 30 mg PSE.

Based on a national license in the UK a mutual recognition
procedure (MRP) with UK as reference member state (RMS)
was started in several European countries including Germany
as concerned member states in 2002. The approved indica-
tion is ‘‘symptomatic treatment of nasal congestion with
cold-related pain and fever’’.

Application for marketing authorization was based on
pharmacokinetic interaction studies, bioequivalence studies
and two pivotal double-blind, single-dose, placebo and
active-controlled efficacy studies of almost identical design.

In these studies efficacy and safety of the combination in
the intended indication was shown. In the first study [1] both
dosages (ASA 500 mg + PSE 30 mg and ASA 1000 mg + PSE
60 mg) were significantly superior to placebo in relieving pain
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2213-7130/# 2014 Elsevier GmbH. All rights reserved.
associated with sore throat in patients with upper respiratory
tract infections. In the second study [2] both dosages were
significantly superior to placebo in relieving nasal congestion.

In order to comply with the increasing scientific and
regulatory requirements for combination products, espe-
cially the EMA Guideline on fixed combination medicinal
products [3], a further study comparing the fixed combina-
tion to its individual components was performed [4]. Accord-
ing to the EMA Guideline each active component of the ASA
plus PSE combination drug had to show a benefit. Therefore
this trial was designed to establish superiority of the combi-
nation ASA 1000 mg and PSE 60 mg (two sachets Aspirin1

Complex) versus ASA 1000 mg or versus PSE 60 mg alone the
indications of pain and nasal congestion.

It was a single-site, double-blind, placebo-controlled,
four arm, parallel group design clinical trial. The primary
objective was to compare the efficacy of a single dose of
1000 mg ASA combined with 60 mg PSE on the relief of
pain and nasal congestion with 1000 mg ASA alone, 60 mg
PSE alone and placebo in 833 patients with acute upper
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respiratory tract viral infection (URTI) for the initial 4 h after
first dose.

Efficacy on nasal congestion was assessed by nasal airflow
conductance as the area under the nasal airflow conductance
curve 0—4 h post first dose (AUC0—4 h). Efficacy on pain is
assessed by using total pain relief of a composite of sore
throat pain and headache pain (total pain relief score 0—4 h
post first dose (TOTPAR0—4 h)).

The study demonstrated that the combination ASA
plus PSE was superior to PSE alone or placebo for relief
of pain symptoms measured subjectively with pain scores,
and was superior to ASA alone or placebo for relief of
nasal congestion as measured objectively with rhinomano-
metry and subjectively with congestion scores. Significant
differences were shown between ASA/PSE combination
and ASA alone (p < 0.001) and between ASA/PSE combina-
tion and PSE alone (p = 0.019) for the AUC0—4 h and
TOTPAR0—4 h. No unexpected adverse events occurred
and no serious adverse events were attributed to the
study medicines.

This study demonstrates that a combination therapy with
ASA plus PSE provides safe and effective relief of both
common cold pain related symptoms and nasal congestion.
The fixed combination of ASA plus PSE is superior to the single
active ingredients ASA alone and PSE alone and this study
provides justification to use the fixed combination ASA plus
PSE in the symptomatic treatment of pain and nasal conges-
tion in patients with URTI.

Because both symptoms of congestion and pain commonly
occur simultaneously during a common cold, treatment with
the combination product Aspirin1 Complex provides a sim-
plification of therapy compared to the use of acetylsalicylic
acid and pseudoephedrine as monotherapies.
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