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Abstract

Background and objective: Acetylsalicylic acid (ASA) has demonstrated efficacy in reducing fever and sore throat
pain in patients with common cold symptoms caused by acute upper respiratory tract infection. The purpose of the
present study was to evaluate the efficacy and tolerability of a formulation of ASA plus vitamin C in the treatment of
common cold symptoms using the Wisconsin Upper Respiratory Symptom Survey (WURSS) questionnaire, a validated
measure for evaluating common cold symptom severity and quality of life.

Methods: We compared ASA 800 mg plus vitamin C 480 mg (2 tablets of ASA 400 mg plus vitamin C 240 mg) versus
placebo in a randomized, double-blind, multicenter study of adult patients whose onset of cold symptoms occurred < 48
h prior to screening. The primary endpoint was the change in Cold Symptoms (WURSS domain 2) from baseline (0 min,
directly before the first dose of study drug on Day 1) to the 2 h assessment on Day 1.

Results and discussion: A total of 388 patients were randomized, 189 to ASA plus C and 199 to placebo. Prior
to randomization, the median cold duration was 1 day in both treatment groups and both groups had mild to moderate
symptom severity at baseline. Two hours after treatment on Day 1, there was significantly greater improvement in Cold
Symptoms in the ASA plus C group compared with placebo (score change (LS means) -19.6 vs. -15.2, P=0.012). At
the evening of Day 1, a significant difference in Cold Symptoms remained between the groups (P=0.016). Also by the
evening of Day 1, there was a significantly (P=0.015) greater overall relief in the severity, symptoms and functional
impairments as measured by the Common Cold Profile (sum of WURSS domains 1-3) associated with the common cold
in the ASA plus C group compared with placebo.

Conclusion: ASA plus C was shown to be more effective than placebo in providing early relief of the symptoms of

the common cold.
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Introduction

Throughout the world, the common cold is one of the most
frequently occurring illness in people of all ages [1]. On average, adults
experience 2 to 4 common cold episodes per year [2,3], although
some estimates are as high as 4-6 per year [4]. Though virtually never
fatal and rarely complicated, common colds are responsible for major
discomforts in quality of life and considerable economic burden [2,5].
While usually a self-limiting illness, with a mean duration of 7-10
days, in approximately 25% of cases common cold symptoms last
longer [2,6]. Symptoms generally begin 10 to 16 h following intranasal
exposure, peak on days 2 to 3 of infection and then decrease rapidly
thereafter [2,6]. During this peak period of illness, symptomatic relief is
fundamental to improving a patient’s quality of life.

Acetylsalicylic acid (ASA), well-known for its analgesic, anti-pyretic
and anti-inflammatory actions, has demonstrated efficacy in reducing
fever, headache, muscle aches and sore throat pain in patients with
common cold symptoms [7,8] or tonsillo-pharyngitis [9]. However,
patients enrolled in these studies were characterized by a relatively
wide variability regarding the onset of symptoms (enrollment occurred
for patients whose symptoms started up to 5 days earlier). This in turn
leads to variability in the symptoms patients present, since acute URTI
typically last 7-10 days, during which the different symptoms (e.g
sneezing, cough, rhinorrhea) start and stop with characteristic patterns
[10]. As a consequence, previous studies generally focused on a main
symptom, like fever or sore throat, in order to address the efficacy of
ASA. Therefore, the purpose of the present study was to obtain data

on the efficacy and tolerability of a formulation of ASA plus vitamin
C compared with placebo in patients with a more uniform pattern of
symptoms (e.g. symptoms of more recent onset) using the Wisconsin
Upper Respiratory Symptom Survey (WURSS) questionnaire [11,12],
which is a validated measure for comprehensively evaluating common
cold symptom severity and quality of life [11,12].

ASA plus vitamin C formulations are widely available in several
countries and this combination is frequently used by patients to
treat symptoms of common cold. ASA addresses pain, fever and
inflammation, whereas vitamin C provides immune system support.
The aim of the current study is to provide evidence that this combination
as a whole is effective in improving quality of life.

Methods
Study design and patients

This was a randomized, double-blind, placebo-controlled,
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multicenter study. All participating physicians were trained during
an investigation meeting about study procedures. Males and females
between 18 and 65 years of age with onset of cold symptoms < 48 h prior
to screening and baseline Physical Features of Upper Respiratory Tract
Infection Scale (PFURTIS) score > 11 points and WURSS domain 2
score > 18 points were eligible for study enrollment. The PFURTIS
questionnaire, which is used to diagnose the common cold and
document the severity of cold symptoms, consists of a general features
scale (6 items: Tenderness over frontal sinus, tenderness over maxillary
sinus, wateriness of eyes, coughing, sneezing, muscle soreness), a nasal
evaluation scale (3 items: Degree of swelling of turbinates, amount of
nasal mucus, color of nasal mucus) and a tonsillo-pharyngitis scale
(6 items: Tympanic temperature, oro-pharyngeal color, size of tonsils,
number of oro-pharyngeal enanthems, presence/amount of phlegm
in posterior oropharynx, reflex of tympanic membrane). Each item
is scored on a 0-3 rating scale, where 0=no symptom/normal and
3=severe/severely impaired. Total score (maximum possible=45 points)
is determined by summing all responses. The WURSS questionnaire
consists of 44 cold-specific items in 4 domains (Table 1): Domain
1 global cold severity (1 item), domain 2 cold symptoms (32 items),
domain 3 cold-specific functional impairments (10 items), domain 4
change in global cold severity (1 item) [11,12]. Specifically for domain
2, each of the 32 cold symptoms is rated from 0 (no symptom) to 7
(symptom is severe), with a maximum possible score of 224 points. The
PFURTIS and WURSS questionnaires were translated to Italian for use
in this study. Authorization for translation was given by the University
of Wisconsin.

Key exclusion criteria were active peptic ulcer or history of
chronic or recurrent ulcer disease or history of gastrointestinal or non-
gastrointestinal bleeding, hypersensitivity to any study medications
as well as any salicylates, Non-Steroidal Anti-Inflammatory Drugs
(NSAID:s) or other anti-inflammatory or antirheumatic drugs, known
hereditary glucose-6-phosphate-dehydrogenase deficiency, impaired
hepatic or renal function and intake of any medication considered by
the clinical investigator as a reason for exclusion within the 30 days
before screening.

Patients were also not permitted to have taken any menthol-
containing product within 4 h before baseline, any local or systemic
short-acting cough and cold preparation (e.g., decongestant or
antihistaminic drugs) within 6 h before baseline, any local or systemic
long-acting cough and cold preparation (e.g., decongestant or
antihistaminic drugs) or analgesic agent within 12 h before baseline or
any prescription medication for treatment of the current acute common
cold. The prior use of methotrexate, anticoagulants, thrombolytics or
other antiplatelet agents (e.g., ticlopidine) and NSAIDs (other than

ASA plus C) was allowed provided that 10 times their respective half-
lives had passed before baseline. All of the above listed medications
were prohibited during the study.

Paracetamol was permitted if no medication had been taken
within the 12 h prior to baseline and was allowed during the study as
rescue medication. During the first 2 h of the study, until the second
WURSS questionnaire was completed, intake of rescue and inhalation
medications was strongly discouraged.

The protocol was developed by Bayer Consumer Health, Basel,
Switzerland. The study was conducted according to the principles of
Good Clinical Practice (GCP). Each patient provided written informed
consent prior to any study procedure (including screening). The
coordinating investigator of the study group had unrestricted access to
all study data.

Treatments

Each patient received Aspirina™ C (acetylsalicylic acid 400
mg+ascorbic acid 240 mg, Bayer HealthCare AG) or matching placebo,
as effervescent tablets. Albeit Aspirina™ C is the most common
formulation of aspirin used in many countries, like Italy and Germany,
for the symptomatic treatment of URTI, its efficacy has never been
tested in a randomized, controlled clinical trial. Therefore, this specific
formulation was chosen as test drug in order to assess the effect of ASA
on URTI symptoms. Paracetamol (500 mg tablets) was available to
patients as rescue medication throughout the in-patient and follow-up
portions of the study.

On Day 1, at the study site, all subjects received 2 tablets of ASA
plus C or placebo and were followed for 2 h. All remaining treatments
through Day 5 (study end) were out-patient. Six hours after the initial
dose, further study treatment was allowed as required, but was limited
to 1 to 2 tablets every 4 to 6 h, maximum of 6 tablets (2400 mg) per 24
h period. The dose of paracetamol was limited 1 to 2 tablets every 4 to 8
h, maximum of 6 tablets (3000 mg) per 24 h period.

Blinding

Patients were assigned to one of two treatment groups using a
computer-generated randomization list. After having completed the
baseline WURSS assessment and eligibility established, each patient was
assigned to the next available number in ascending order. Active study
drug and placebo tablets were identical in appearance. The solutions
generated by dissolving each tablet in water were identical in taste.

Study assessments

Patient assessments were conducted on Day 1 before study treatment

Domain 1 Domain 2 Domain 3 Domain 4
Description Global Cold Severity Cold Symptoms Cold—Speqflc Functional Change in Gl_obal Cold
Impairments Severity
Cough, coughing stuff up, cough interfering with sleep, sore think clearly, speak dlearly; sleep
throat, scratchy throat, hoarseness, runny nose, plugged nose, . o .
" X well; breathe easily; walk, climb
sneezing, headache, body aches, feeling run down, sweats, ) . . L
. X . . . ! : . L stairs, exercise; accomplish daily; Compared to
How sick do you feel | chills, feeling feverish, feeling dizzy, feeling tired, irritability, R : ;
Item X N . ; R activities; work outside the home; yesterday, | feel that
today? sinus pain, sinus pressure, sinus drainage, swollen glands, . . . ;
. . work inside the home; interact with | my cold is
lugged ears, ear discomfort, watery eyes, eye discomfort, head o .
: . h . . others; live your personal life
congestion, chest congestion, chest tightness, heaviness in
chest, lack of energy, loss of appetite
Measure 0 (ot sick) to 7 0 (no) to 7 (severe) 0 (no) to 7 (severe) 0 (very much better) to
(severely) 6 (very much worse)
Maximum Score |7 224 7 6

Table 1: Symptoms and functional Impairments evaluated by WURSS.
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was administered (baseline), 2 h after treatment administration on Day
1 and each evening of Days 1-5, inclusive. With exception of the 2 h
assessment point, patients had to provide responses to questions in
all 4 WURSS domains at each study assessment. The 2 h assessment
was made for WURSS domains 1, 2 and 4 only. The domain 3 was
omitted. For questions in domains 1, 2 and 3, patient responses were
provided as 8-point Likert scales with the following assigned values:
0=no symptom/not sick; 1=very mild; 2=somewhat mild; 3=mild;
4=somewhat moderate; 5=moderate; 6=somewhat severe; 7=severe/
severely sick. Domain 4 responses were provided as a 7-point Likert
scale with the following point values: 0=very much better; 1=somewhat
better; 2=a little better; 3=the same; 4=a little worse; 5=somewhat worse;
6=very much worse. The Common Cold Profile score was determined
by summing domains 1-3; maximum score was 301 points and high
scores indicate poor quality of life.

Primary endpoint

The primary endpoint was the change in Cold Symptoms (WURSS
domain 2) from baseline (0 min, directly before the first dose of study
drug on Day 1) to the 2 h assessment on Day 1.

Secondary endpoints

Secondary endpoints were the changes from baseline in Common
Cold Profile (sum of WURSS domains 1-3), Global Cold Severity
(WURSS domain 1), Cold Symptoms (WURSS domain 2), Cold-
specific Functional Impairments (WURSS domain 3) and Global Cold
Severity (WURSS domain 4) to each of 5 evenings during the follow-
up period (or directly prior to the first intake of rescue medication or
disallowed medication during the follow-up period).

Statistical analysis

All data were summarized and listed by treatment group and time
point. The primary analysis was performed on the population consisting
of the full analysis set, defined all randomized patients who took at
least 1 dose of study drug and provided valid data for the 2 h in-patient
period (< 3 missing paired items in the assessment of cold symptoms at
baseline (0 min) and 2 h). Differences between treatment groups were
analyzed using an analysis of covariance model with treatment and
study site as factors and baseline value as a covariate. All hypothesis
tests were one-sided, with a 2.5% level of significance. All analyses were
performed using SAS version 8.12 (SAS Institute, Inc., Cary, NC, USA).

Determination of sample size

The sample size was based upon general assumptions, since for
the treatment of the common cold no WURSS data were available.
The assumptions included a Type I error with a=2.5 %, a one-sided,
Type II error with $=20%, a common standard deviation of =18 and in
the WURSS domain 2, only approximately 5 of the 32 items would be
positive per patient. A 5-point improvement difference in the primary
endpoint: (ASA plus C (2 h-0 min)) - (placebo (2 h-0 min)) could
only be demonstrated with valid data from approximately 200 patients
per treatment group, i.e., a total of 400 patients. The drop-out rate was
expected to be low, since the study duration was only 5 days.

Results

Patients

A total of 388 patients from 32 investigational sites in Italy were
randomized, 189 to ASA plus C and 199 to placebo (Table 2). The
first patient enrolled in October 2005 and the last patient completed
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Patient Disposition ASA+C Placebo
Randomized 189 199
Evaluable 186 199
Completed 184 193
Discontinued 5 6
Reasons for Discontinuation
5 2

Adverse Events

A 0 3
Lack of efficacy 0 1

Voluntary Withdrawal

Table 2: Patient disposition.

Characteristic ASA+C (n=189) Placebo (n=199)

Age (years), mean (SD) 37.2(12.8) 36.8 (11.8)
Sex, n (%)

Male 78 (41.3) 99 (49.7)
Female 111 (58.7) 100 (50.3)
Race

Caucasian 185 (97.9) 195 (98.0)
Hispanic 3(1.6) 2(1.0)
Other 1(0.5) 2(1.0)
Height (cm), mean (SD) 167.9 (8.9) 169.3 (8.6)
Weight (kg), mean (SD) 68.8 (14.1) 69.0 (14.7)
BMI (kg/m?), mean (SD) 24.4 (4.3) 24.0 (4.2)
WURSS domain 2, mean (SD) 82.5 (36.8) 79.7 (35.8)
PFURTIS score, mean (SD) 18.1 (3.96) 18.1 (4.15)
Range 12-32 11-35

* All randomized patients who received at least 1 dose of study treatment. BMI:
Body Mass Index; PFURTIS: Physical Features of Upper Respiratory Tract
Infection Scale; WURSS: Wisconsin Upper Respiratory Symptom Survey

Table 3: Baseline demographics and characteristics*.

in June 2007. Of the 388 randomized patients, 385 constituted the
primary evaluable population; 3 patients from the ASA plus C group
were excluded due to significantly incomplete documentation of the 2
h in-patient WURSS (domain 1 missing, >3 paired items missing for
domain 2 or >1 item missing for domain 3). A total of 377 patients
competed the study and 11 discontinued early (7 due to adverse events,
3 due to lack of efficacy and 1 voluntary withdrawal). In general, the
groups had similar characteristics at baseline (Table 3). The majority
of patients were Caucasian, with a mean age of 37 years. The placebo
group had approximately equal numbers of men and women enrolled,
but more women (59%) than men (41%) were in the ASA plus C group.
Prior to randomization, the median cold duration was 1 day in both
treatment groups. The mean WURSS domain 2 score of was 82.5 for
patients in the ASA plus C group and 79.7 for those in the placebo
group. Both groups had a mean PFURITIS score of 18.1, indicating
mild to moderate symptom severity at baseline.

Primary endpoint

As shown in Figure 1, ASA plus C was significantly more effective
than placebo in treating common cold symptoms 2 h after drug intake.
The least squares means (LS means) WURSS domain 2 score decreased
19.6 points in the ASA plus C group vs. 15.2 points in placebo group.
The difference between treatments (-4.4, 95% CI (-8.2, -0.57)) was
statistically significant (P=0.012).

Secondary endpoints

With regard to the Change in Cold Symptoms (WURSS domain 2)
from baseline to evening of Day 1, ASA plus C was significantly better
than placebo — 20.6 point (LS means) decrease among ASA plus C
patients vs. 15.6 point decrease (LS means) for the placebo group (LS
means difference: -5.0, 95% CI (-9.6, -0.4); P=0.016) (Table 4). This
trend continued for the evenings of Day 2 (30.4 for the ASA plus C
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group vs. 27.2 for the placebo-treated group) and Day 3 (43.2 for the
ASA plus C group vs. 40.8 for the placebo group), but the LS means
differences between groups at these timepoints were not statistically
significant. For the evening of Day 4 and the evening of Day 5, no
relevant differences between treatments were observed.

As shown in Table 4, for relief from their cold symptoms as measured
by the change in Common Cold Profile (sum of WURSS domains 1-3)
by the evening of Day 1, ASA plus C was better than placebo—26-point
LS means decrease in the ASA plus C group vs. a 19.5-point LS means
decrease in the placebo group, P=0.015 for the difference between
groups (LS means difference=-6.5,95% CI (-12.4, -0-7)). Patients in both
treatment groups continued to show improvement when evaluated on
the evenings of Days 2-5; however, the differences between treatments
at these time points were not statistically significant.
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Figure 1: Change in cold symptoms from baseline to the 2 h assessment.

With regard to Global Cold Severity (WURSS domain 1), patients
in both treatment groups had reduced scores on the evening of Day 1
compared to baseline (Table 4) and on all subsequent evenings (Days
2-5) of the treatment period, but differences between treatments were
notsignificant. For domain 3 Cold-specific Functional Impairment there
were no significant differences between treatment groups after Day 1 or
at any other time point evaluated. At baseline, when asked “compared
to yesterday, I feel that my cold is...” most patients (approximately 37%
in each group) reported “the same” (WURSS domain 4, Change in
Global Cold Severity). On the evening of day 1, 12.9% of patients in
the ASA plus C group, but only 5.5% of patients in the placebo group
reported that their cold was “somewhat better” or “very much better”
(Figure 2). Differences were also seen on the evenings of day 2, 3 and 4,
but the differences were diminishing.

Safety

Adverse events were reported by 19.0% of patients in the ASA plus
C group and 14.6% of patients in the placebo group. Adverse events
considered to be causally related to study treatment occurred in 11.6%
of patients in the ASA plus C group and 7.0% of patients in the placebo
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Figure 2: Change in global cold severity (WURSS domain 4) from baseline to
evening of day 1.

Domain ASA+C Placebo P-value
Domain 1 (Global Cold Severity) “How sick do you feel today?” -0.1 (0.09) 0.1(-0.2) 0.048
Domain 2 (Cold Symptoms) “Do you have this symptom?” -20.6 (1.77) |-15.6 (1.73), 0.016
Domain 1-3 (Common Cold Profile) -26.0 (2.27) -19.5(2.22) 0.015
Domain 3 (Cold-specific Functional Impairments) “Over the last 24 h, how much has your cold interfered with your ability to...” -5.1(0.81) | -4.0(0.77) 0.138

* Values are least squares (LS) means (standard error of LS means)

Table 4: Selected secondary endpoints, evening of day 1 minus baseline*.

Adverse Event (AE)

ASA+C (n=189) \ Placebo (n=199)

Number of patients (%)

All reported

Patients with at least 1 AE 36 (19.0) 29 (14.6)
All gastrointestinal (GI) AEs 22 (11.6) 19 (9.5)
Most Common Gl AEs*

Nausea 7(3.7) 5(2.5)
Dyspepsia 6(3.2) 1(1.5)
Abdominal pain 6(3.2) 2(1.0)
Treatment-Related AEs

Any treatment-related AE 22 (11.6) 14 (7.0)
All treatment-related Gl AEs 17 (9.0) 12 (6.0)
Most common treatment-related Gl AEs*

Dyspepsia 6(3.2) 3(1.5)
Abdominal pain 5(2.6) 2(1.0)

* Events occurring in >2% of patients in the ASA+C group

Table 5: Adverse events.
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group. The most commonly reported events were gastrointestinal-
related (for all events: 11.6% of ASA plus C patients and 9.5% of placebo
patients; for events considered to be causally related: 9% for ASA plus C
and 6% for placebo), with dyspepsia, upper abdominal pain and nausea
occurring most frequently (Table 5). Adverse events leading to study
discontinuation occurred in 5 ASA plus C patients (pyrexia, nausea/
vomiting, dizziness, acute bronchitis, upper abdominal pain) and 2
placebo patients (vasovagal syncope, nausea/eructation); all events
resolved (Table 5). Most adverse events were mild or moderate (51%
and 41%, respectively for ASA plus C and 51% and 40%, respectively
for placebo). In the ASA plus C group, 6.8% of all AEs were severe and
in the placebo group, 9.0% of allAEs were severe. There was 1 serious
adverse event (severe hematemesis) and this occurred in a placebo-
treated patient. There were no deaths reported.

Discussion

Self-medication is a frequent practice for the treatment of symptoms
associated with the common cold or acute viral URTI. One key reason
for self-medication is the expectation of rapid symptom relief. In our
study of patients suffering from the common cold, we found that
within 2 h following intake, ASA plus C provided significantly greater
symptomatic relief than placebo.

Our trial is the first to evaluate ASA plus C in the treatment of
common cold symptoms not only in a randomized, double-blind
setting, but also using a comprehensive quality-of-life measurement of
the negative effects of the common cold [11,12]. Furthermore, patients
were enrolled in medical practices that best resembled real-life setting.
This setting allowed the enrolment of patients with symptoms of recent
onset (within 48 h). As a consequence, a at study entry, the population
enrolled in our trial had a median cold duration of one day and thus
were enrolled at a time of peak symptom severity. There was also more
uniformity in the symptoms they presented, since URTI symptoms are
well known to change as the disease progress to resolution [10]. On Day
1 of the study, we found that ASA plus C in a single-tablet formulation
demonstrated superiority to placebo in treatment of common cold
symptoms 2 h after drug intake as well as when evaluated on the
evening of Day 1 (WURSS Domain 2). Also by the evening of Day 1,
patients treated with ASA plus C had significantly greater improvement
compared with placebo in the severity, symptoms and functional
impairments of the common cold as measured by the Common Cold
Profile (WURSS sum of domains 1-3) (P=0.015). While there was
continued improvement on the evenings of Days 2-5, the differences
compared with placebo were not significant. These results are not
surprising, considering both the self-limiting nature of the common
cold as well as our particular study population of patients with only
mild to moderate symptom severity at baseline (as indicated by a mean
PFURITIS score of 18 out of a possible 45 and WURSS Domain 2 score
of 80-82 out of 224).

With regard to safety and tolerability, we found that overall
incidence of adverse events as well as adverse events judged to be
treatment-related were within the range of that commonly observed in
trials with ASA up to 1,000 mg per dose [13-16]. The most common
events in both treatment groups were gastrointestinal-related. The
majority of adverse events were of mild or moderate intensity and only
a few severe events occurred. No serious adverse events occurred.

The results of our study add to the small field of controlled, clinical
trial-evidence on the use of ASA for the treatment of common cold
symptoms. In early trials, ASA 800 mg and ASA 1300 mg were shown
to be effective in treating sore throat pain due to tonsillo-pharyngitis

[9,17]. In one study, however, no formal assessment on the efficacy of
ASA vs. either placebo or paracetamol was made, since the study was
designed to validate new scales on sore throat [17]; whereas in the other
one, only the effects on sore throat-throat pain, pain relief, difficulty
in swallowing, degree of swollen throat and on body temperature
(in the subset of patients, approximately 50%, that showed a raise in
temperature above 37°) were considered [9]. Several years later, Eccles
and colleagues compared 2 effervescent tablets of ASA 400 mg plus 240
mg ascorbic acid [7,18] with placebo for the treatment of sore throat
pain and other pain symptoms of the common cold. These investigators
found that ASA 800 mg plus 480 mg ascorbic acid was significantly more
effective than placebo in relieving sore throat pain as well as headache
and muscle aches and pain [7]. A study focused on the efficacy of ASA
500-1000 mg on fever from URTI (mean baseline temperature 38.96°)
showing comparable efficacy vs. paracetamol at the same doses [8].
Analysis from secondary endpoints showed efficacy also on headache,
achiness and feverish discomfort; besides other secondary endpoints
were not met, like reduction of sore throat intensity, it must be noted
that the study was stopped after the second interim analysis since all the
predefined null-hypothesis were rejected, therefore secondary analysis
was conducted on a lower-than-planned sample size. In another study,
ASA 500-1000 mg daily plus pseudoephedrine was found to be more
effective than placebo in providing symptomatic relief of sore throat
pain associated with the common cold [19]. Likewise, in a study of the
evaluation of nasal congestion associated with the common cold, ASA
plus pseudoephedrine was found to be more effective than placebo in
relieving muscle aches associated with the common cold. Conversely,
our study is the first to address URTI symptoms in their totality, by
means of a structured questionnaire that not only considers pain, but
also, among others, cough, ear, eyes and chest symptoms, lack of energy
and loss of appetite. Moreover, one domain of the WURSS questionnaire
specifically addresses the effects of URTI on daily activities. This is
the first study to show that ASA, in combination with vitamin C, is
effective in relieving the wide array of symptoms of the common cold.
It showed also a trend, albeit no- significant, towards an improvement
of functions that are specifically impaired by cold.

In conclusion, we found ASA plus C to be more effective than
placebo in providing early relief of the symptoms of the common cold
and was well tolerated. Providing symptomatic relief during the first
24-48 h of common cold onset [peak symptomatic period] improves
quality-of-life and provides important benefits to the patients carrying
out normal daily activities.
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