










3.6. Safety and tolerability of MYS
There was no treatment related change with regard
to physical exanlination, vital functions and labo
ratory safety during the course of the study. Both
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treatments were equally well tolerated. The study
was conducted under very close medical surveil
lance. The patients were repeatedly interrogated
with regard to their well-being and were actively
encouraged to report and change thereof. Any un
toward change - irrespective of whether considered
to be treatment related - was recorded as an ad
verse event (AE). 158 of the 260 patients who were
at least treated once reported a total of 371 AEs.
For 56 (42.7 SIc)) of the 131 patients treated with
MYS no AEs were reported vs. 46 (35.7 (Yo) of the
129 patients treated with placebo (Table 4). AEs
were usually of Ini1d or moderate intensity, mainly
affecting the gastro-intestinal or respiratory tract
or the general state of health. There was no evident
difference between the treatments in their regard.
Usually the AEs were self-linliting and sponta
neously regressing without the need to discon
tinue treatment.
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Fig. 4c: Percentage of patients with an overall treatment efficacy
scored as 'medium' or 'good' during the 6-month treatment
with MYS or placebo (p < 0.01 for the difference between MYS
and placebo at all time points beyond the 1st month).
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Fig. 4a: Percentage of patients who scored 'rare' or 'no' with
regard to the health impairment by cough or expectoration dur
ing the 6-month treatment with MYS or placebo (p < 0.01 for
the difference between MYS and placebo at all time points bey
ond the 1st month).

3 4

month of treatment

Fig. 4b: Percentage of patients who scored'good' or 'very good'
with regard to the general state of health during the 6-month
treatment with MYS or placebo (p < 0.01 for the difference
between MYS and placebo at all time points beyond the 1st
month).
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4. Discussion
Patients with chronic bronchitis are particularly
prone to acute exacerbations especially during the
winter. Previously, a placebo-controlled double
blind study had shown that MYS added on to the
recommended medication for an acute exacerba
tion of chronic bronchitis efficaciously reduced its
symptoms and intensity [21]. The present study
demonstrates that a long-term treatment with
MYS clearly reduced the frequency and intensity
(need for antibiotics and extent of health ilnpair
ment) of acute exacerbations during a 6 months
treatment course in the winter. In the patients
treated with MYS, the incidence of acute exacerba
tions did not show its naturally occurring peak be
tween the 2nd and 4th nlonth of treatInent (in most
patients coinciding with the calendar months De
cember to February) whilst this peak was still evi
dent under placebo (Fig. 1a).
This result corresponds with previous observations
for N-acetylcysteine [6-13] and ambroxo1 [14, 15].
A double-blind, placebo-controlled, multi-center
study in patients with chronic bronchitis demon
strated that N -acetylcysteine retard tablets either
as monotherapy (28 (Yo of the patients) or as add
on to existing baseline therapy (72 % of the
patients) reduced the exacerbation rate by 24 (Yr)
during a treatment period of 6 months; most of the
exacerbations occurred between the third and fifth
treatment month; this corresponded with the win
ter period of December 1984 to February/March
1985 [10]. The National Mucolytic Study, a further
placebo-controlled double-blind study (n = 361
patients) of iodinated glycerol (Organidin®), which
was carried out in the USA, also showed that the
administration of a mucolytic drug as add-on ther
apy significantly improved the symptoms of
chronic bronchitis, already at a treatment duration
of 8 weeks (60 mg 4 times a day) [22, 23]. Two
further long-term studies documented that the
regular intake of ambroxol during the winter was
protective against exacerbations of chronic bron
chitis [14, 15]. In the present study, MYS also not
only reduced the incidence of exacerbations but ra-
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