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Treatment of sore throat with ambroxol

lozenges

Results of a community pharmacy-based observational study

(PHOBS)

Adrian Gillissen, Leipzig, and Ulrika Hinkel, Ingelheim

This survey aimed to collect data on how patients self-assess safety and effectiveness of an OTC
ambroxol lozenge as well as on its usage pattern in the self-treatment of sore throat. A total of 146
pharmacies took part and 1,488 completed questionnaires were returned to the pharmacies, correspond-

ing to 68 %. The test product was rated by 84.8 % of the patients as having a very good or good thera-
peutic result and 94.5 % reported that it was well or very well tolerated. These results match with the
satisfaction of the therapeutic result reported by 93 %.

This study reflects how the patient uses the product in seif-medication. It also confirms earlier experi-

ence which shows that community pharmacy-supported cohort studies are feasible and provide valid
data on effectiveness and tolerability [16]. The results of the study agree with the data available from
clinical trials and spontaneous reports on the safety in use of the active ingredient ambroxol. They show

that, with the advice of the pharmacists, patients handle self-medication of sore-throat responsibly and

correctly.

Ambroxol, the active ingredient also of Mucosolvan® came
on to the market in Germany in [978. It is used particularly
as a cough medicine in acute and chronic airways diseases
associated with abnormal mucus secretion and impaired
mucus transport. In addition to the secretolytic propertics,
ambroxol is also known to have local anaesthetic properties
[1, 2]. In clinical trials lozenges containing 20 mg ambroxol
(Mucoangin®) proved to be cffective and safe [3, 4]. The
OTC-product was licensed in various European countries via
the mutual recognition procedure (MRP) in 2000.

The results of three clinical studies on efficacy carried out
in about 1,000 paticnts provided the basis for the licensing.
A fast-acting pain-relieving effect could be shown that was
already superior to that of the placebo at the earliest measure-
ment after 30 minutes. This superiority lasted for the whole
test period of three hours |3, 4].

There are several possibililies available for the treatment of
sore throat: Before the ambroxol lozenges were introduced,
substances with local anaesthetic effect were used almost ex-
clusively in combination preparations with antiseptics and/or
lIocal antibiotics. The use of ambroxol in a lozenge, on the
other hand, is a symptomatic monotherapy.

In general, the symptom acute sore throat is unperilous but
considerably impairs the patient’s wellbeing. Untreated viral
pharyngitis clears up without complications after about three

days. Sore throats caused by streptococci also clear up spon-
taneously within seven days [5].

Pharyngitis is mostly treated independently by self-medica-
tion with the aid of the pharmacist’s advice. Figures on the
proportion of patients who first visit the doctor range between
8 and 19% [6]. In the period between 1989 and 1999 over
70% of the patients who consulted the doctor straightaway
were given systemic antibiotics. According to current guide-
lines this treatment with antibiotics should only be used in
severe cases [7].

A pragmatic approach is to leave the treatment of sore throat
almost exclusively to self-medication in the first three days,
and to recommend a visit to the doctor if the results are un-
satisfactory [8).

It is to be expected that due to the pharmapolitical develop-
ment the dominance of the pharmacist in the treatment of
patients with sore throat will grow. New systematic studies
on the use of OTC sore throat products should take more ac-
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count of the pharmacies. One possibility here is the commu-
nity pharmacy-supported cohort study. This method, which
is based on doctors’ classic post-marketing survey, was also
used in the investigation described here.

Aims of the survey

The aim of the survey was to obtain data on the effecliveness
and the safety of the product under real conditions of self-
medication. Furthermore, additional information was to be
recorded on the symptoms of patients with sore throat and on
their usage-pattern. Other central questions were the subjec-
tive time of onset of effect and the duration of the condition.
The data on the use of OTC products arc a useful supplement
to the results of clinical trials. Controlled clinical trials are
carried out under supervision of a physician, which could
affect the way the patients take the medicines. In the case of
pharmacy-based patient potls, this influencing factor is absent
and the real situation with regard to self-medication can be
seen [9-14].

The survey was carried out in accordance with the recom-
mendations of the Federal Institute for Drugs and Medical
Devices (BfArM) on planning and conducting post-market-
ing surveillance studies. In its recommendations the BfArM
cxplicitly mentions the possibility of cooperation with health-
care professionals other than the physician {15]. Thus, such a
study is also possible in the pharmacy scctor. Germany is par-
ticularly suitable for carrying out this type of study because
the pharmacists are highly qualified.

Methods

The pharmacists taking part in this study received an exten-
sive file which contained 15 copies of the questionnaire, the
study protocol, the forms for the informed consent of the
patients which was required for the study, plus fax forms for
reporting adverse drug reactions.

The pharmacists were to recruit patients of both sexes, 18
years or older who came to the pharmacy and requested
lozenges coataining ambroxol. Each patient selected had
to give his or her written consent to take part in the study.
Patients willing to take part were to complete a question-
naire containing 33 questions. This consisted of two parts,
the first part being completed immediately in the pharmacy
with the aid of the pharmacist. Thus, for the later analysis of
the symptoms, it was possible to record the symptoms as they
were at the time of purchase. The length of time the patient
had had the sorc throat when the product was bought was also
documented at this time. In the second part of the question-
naire the patient was to answer questions mainly concerned
with how and when the product was taken, the dose taken, the
effect and tolerability perceived. This was to be done at the
end of the therapy, which was to be determined by the patient
him/herself, generally after three days. The patient was asked
to return the completed form to the pharmacy. The pharma-
cist then had to examine the questionnaire immediately for
indications of adverse drug reactions. If there were any, the
pharmacists were asked to report them directly to the medical
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study director in anonymous form. The questionnaires were
sent to an independent institute for analysis. The aim was that
each pharmacy would send 10 completed forms for analysis.

Endpoints on effectiveness and safety

Primary endpoint of the study was the subjective evaluation
of the success of the treatment by the patient. The hypothesis
for the primary endpoint was that 70 % of the patients rate the
therapeutic result with “very good” and “good”. The sccond-
ary endpoint on safety was that 80 % of the patients rate the
tolerability of the medication with “very good” and “good”.
Both hypotheses were laid down with other target parameters
in the trial protocol and submitted to the authorities before the
start of the trial.

Further secondary parameters were number and type of
suspected adverse events reported, the palients’ symptom
profiles, the onset of effect, the description of the effect by
the patient, the interval between the intake of two consecutive
lozenges, the number of lozenges taken and the question of
the patients’ preferred source of information on the disease
process.

Results

The observation period lasted eight months during which
146 pharmacies sent 1,488 questionnaires for analysis. The
participation of the pharmacies selected by the sales force
was 49.2 %. This resulted in an average return of 10.2 ques-
tionnaires per pharmacy. More than ten questionnaires were
returned by 69.2 % of the pharmacies (n = 101), 21.2 % sent
in between 5 and 9 forms and 9.6 % provided fewer than 5
questionnaires for analysis. All 1,488 forms received by the
statistics institute could be evaluated.

Demographic data

Table 1 shows the demographic data of the participants. None
of the various age groups had any gender-specific high fre-
quencies. Contrary to the requirements of the study protocol
50 patients (3.4 %) less than [8 years old were included in
the study.

Complaints and symptoms

As shown in Table 2 nearly 25 % came to the pharmacy as
soon as the first symptoms appeared.

The most common symptoms were sore throat and difficulty
swallowing (Table 2). All complaints reported are typical
symptoms of pharyngitis. Many patients (44.8 %) complained
of additional symptoms of a cold (Table 2). Twenty-two per-

Table 1. Pharmacy-based patient poll - Demographic data

ﬁ‘f{arrha‘ciés 1’aking part o - ~n'=146;
Number of patients involved n=1,483
- Age (Minirmium to maximuim) 39.2+/~ 16.0'years {11-67)

Gender Wornen 997 (67.3 %)
Men 485 (32.7 %)

‘Period of the investigation . October 2003 fo June 2004
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Table 2. Time until purchase of medicine - symptoms described
{more than one answer possible)

Diﬁ'icully swéilowmg, ' o 736 495
pain on swallowing

rritation in the threat

Inflamm.

ati

Cough
Headache

;J()i(ntj pa’iyi\'s,“ §

cent of the patients described exclusively pharyngitis-related
symptoms. Most of the patients blamed the sore throat on a
cold or influenza, but environmental factors were also men-
tioned (weather, unsuitable clothing, draught, poor room air
and an inadequate immune system). Seventy patients related
the symptoms of sore throat to their smoking habit.

The patients reported that they were clearly impaired in
everyday activities: about half of the patients questioned
(45.3 %) felt severely impaired, 12 % even described this ef-
fect as very severe. About one third of the patients (37 %) felt
that the symptoms did not restrict their everyday activities.
78 patients (5.2 %) stated that they were not impaired by the
symptoms.

The symptoms lasted for up to three days after the start of the
treatment in 79.1 % of the patients.

Dosage and usage of the medicine

The patients were asked to record exactly when they took the
medicine on the first three days of treatment. Most patients
(78.7 %) used between three and six lozenges on the first day,
6.5 % took fewer than three lozenges. The recommended daily
dose of six lozenges was exceeded by 5.1 % of the patients on
the first day. The results on the second day were very similar:
72 % of the patients used between two and five lozenges. The
median intervals between two consecutive doses on day two
were between 2.5 and 4.0 hours.

For 55 % of the patients the duration of therapy was not more
than three days. Thirty point two percent continued the treat-
ment for another day, 25.8 % for another two days and 8.3 %
for another three days. Only a small number of patients carried
on the treatment for more than a total of 7 days (n=23, 1.5 %).
The maximum length of treatment was 15 days (n=1).
Seventeen point seven percent of the patients reported that
they had taken additional products for their sore throat. A
total of 177 drugs were taken and could be coded according
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to the WHO’s anatomical-therapeutic-chemical code (ATC
system). Products for colds were mentioned most frequently.
Forty-nine paticnts used additional medicines for the throat,
in 26 cases medicines for the stomach were taken. Eighteen
patients (1.2 %) reported also taking prescription antibiotics.

Onset of effect and most impbrtant effects

Figure 1 shows that the effect occurs latest within 10 minutes
in most patients.

The following effects were mentioned:

o Reduction of the pain in the throat (68.5 %)

e Less difficulty swallowing (52.6 %)

e Anaesthetic effect (34.8 %)

e Reduction of the irritation in the throat (33.4 %)

In answer to the question as to where the numbing effect of
the local anacsthetic was noticed first, 45.2 % of the patients
chose the answer “in the mouth”, 34.8 % *in the throat” and
4.9 % ticked both answers. Seven point seven percent of the
patients answered “no anaesthetic effect felt”. A significant
connection with the way the tablet was used could be found:
the recommendation that the lozenge be held in the cheek
pouch leads to fewer perceptions of a feeling of numbness in
the mouth.

# Within 1 minute

# Within 4-5 minutes
# Within 6- 10 minutes
B Within 11-20 minutes
Within 21-30 minutes
# Do not know

82 Missing data

Fig. 1. Onset of effect after sucking the first lozenge

Global assessment of the therapeutic result

The limit of 70% for a “good” or “very good” assessment
of the therapeutic result was clearly exceeded: 84.8 % of the
patients rated the therapeutic result as “very good” or “good”
(95 % confidence interval: 83.8-86.6 %) (Table 3).

Safety and tolerability

Here, too, the hypothesis that at least 80% of the patients
rated the safety and tolerability of the medicine with good or
very good was confirmed: 94.5 % of those questioned report-
ed a very good or good tolerability (95 % confidence interval:
93.2-95.6 %) (Table 3). Of the 1,488 patients 97.4 % stated
that they had no suspected side effects; 24 patients (1.6%)
reported 33 suspected side effects. There were not more than
three suspected side effects per patient. The remaining pa-
tients did not give any information on this. The most common
suspected adverse drug reactions (n = 16) were limited to the
oral cavity (Table 4).
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Table 3. Assessment of the therapeutic result and the tolerability

ﬁ‘Very go:)d 305 2o.§
Good 957 64.3
Adequate 175 11.8
Poor 33 2.2

Very go 552 37.1

Good 854 57.4
Adequate 48 3.2
. Paar 18 1.2
No data 16 1.1

Tabie 4. Adverse effects

& G

A\tere;tnon in taste
Dry mouth
Feeling of numbness in the mouth
Gastrointestinal disorders

6
2
8
8

Discussion

Pharmacy-based cohort studies can provide supplementary
information on the effect and safety profile of a drug [17-19].
However, confirmatory proof of efficacy is not possible with
this method. Weingirtner’s [16] conclusion that patients are
reliably able to document observations they make in relation
to taking drugs was confirmed. In this study 94.5% of the
patients reported the lozenges containing ambroxol to be well
or very well tolerated. This assessment correlates closely with
the satisfaction rate of 93.2 %. The subjective satisfaction of
the patients shown in this study agrees with the findings from
the three clinical trials on the efficacy of the product [3, 4]. In
these studies, too, a global assessment of efficacy was made
regularly at the end of each day of observation. In two stud-
ies which each lasted three days 78 and 84 % of the patients
respectively rated the effect as “good” or “very good” {4]. In
the third study, which ended after two days, 64 % gave a posi-
tive assessment [3].

In the patient survey described here the assessment of the
therapeutic success is carried out after the end of the treat-
ment and it was up to the patient when to end the treatment.
The result therefore has a greater importance for the pharma-
cist in his day-to-day advisory capacity.

The rapid onset of effect (within 10 minutes in 74.3 % of the
patients) is one of the reasons for the positive assessment of
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the therapeutic result. Self-treatment of sore throat with ad-
vice from the pharmacist is suitable for the therapy of acute
pharyngitis. This study shows that in Germany the pharmacist
is the preferred contact for the patient in over 90 % of cases. It
also shows that by self-medication with lozenges containing
ambroxol the patient can obtain reliable and safe relief from
a sore throat.

References

. Wunderer H, Weiser T. Lokalanésthetika zur Schierztherapie bei Pha-

ryngitis. Med Monatsschr Pharm 2004:27:342-7.

Klier KF, Papendick U. Die lokalanaesthetische Wirkung von NA-872-

haltigen Augentropfen. Med Monatsschr 1977;31:575-8.

. Fischer J, et al. Efficacy and tolerability of ambroxol hydrochloride
lozenges in sore throal: randomised, double-blind, placebo-controlled
trials regarding the local anaesthetic properties. Arzneimittelforschung
2002;52:256-63.

4. Schutz A, et al. Local Anaesthetic Properties of ambroxol hydrochloride

lozenges in view of sore throat. Arzneimittelforschung 2002;52(3):
194-9.

Dagnelie CF, et al. NHG Standard ,,Acute Sore Throat™. The Dutch Col-

lege of General Practitioners (NHG) Practice Guideline 1999.

Mcisaac WJ, et al. Reconsidering sore throats. Part I: Problems with

current clinical practice. Can Fam Physician 1997;43:485-93.

. MclIsaac WJ, et al. Empirical validation of guidelines for the manage-
ment of pharyngitis in children and adults. JAMA 2004;291:1587-95.

. Fachinformation frubizin® akat/ Mucoangin®, April 2003.

. Hasford J, Lamprecht T. Company observational post-marketing stud-
tes: drug risk assessment and drug research in special populations — a
study-based analysis. Bur J Clin Pharmacol 1998;53:369-71.

10. Becker N. Bifonazol-Creme in der Selbstmedikation. Pharm Ztg
2002;147:4198-201.

. Becker N, Petersen-Braun M. Selbstmedikation bei FuBpilz. Pharm Ztg
2003;148:2746-8.

12. Bode-Boger SM, Pelersen-Braun M. Sachgerechier Umgang mit

Schmerzmitteln. Pharm Ztg 2003;148:3024-6.
13. Petersen-Braun M, Gessner U. Was wir von Feldstudien lernen kdnnen.
Pharm Ztg 2000;145:4412-9.

14. Weingirtner U, Petersen-Braun M. Verantwortungsvoller Umgang mit
Antazida. Pharm Ztg 2001;146:4376-81.

. BfArM. Bekanntmachung iiber die Zulassung und Registrierung von
Arzneimittcln. Empfehlung zur Planung und Durchfithrung von Anwen-
dungsbeobachtungen. BAnz [998;229:16884-5.

. Weingirtner U. Die Anwendungsbeobachtung in der Apotheke uls
Instrument der Arzneimittelforschung fiir ein Arzneimittel nach der
Zulassung: Methodik und Evaluation an ausgewihlten Praxisbeispielen.
Dissertation, Rheinische-Friedrich-Wilthelms-University, Bonn 2004.

. Weingart S, et al. Patient-reported medication symptoms in primary
care. Arch Intern Med 2005;165:234-40.

. Hasford |, Fagerstram KO, Haustein KO. A naturalistic cohort study
on effectiveness, safety and usage pattern of an over-the-counter nico-
tine patch. Cohort study on smoking cessation. Eur J Clin Pharmacol
2003;59:443-7.

19. Hasford J, Moore N, Hoye K. Salely and usage pattern of low-dose

diclofenac when used as an over-the-counter medication: results of an

observational cohort study in a community-based pharmacy setting. Int

I Clin Pharmacol Ther 2004;42:415-22.

2

553

w

&

-~

O W

w

[
o

—_
~

oc





