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Abstract

Introduction: The article contains the results of a non-interventional, multicentre, prospective, observational, non-randomized
clinical trial evaluating the efficiency and safety of Stodal drug product in children aged 2 to 7 years old with cough caused by acute
respiratory infection (ARI).

Objective of the Research: To assess therapeutic efficiency and safety of Stodal drug product in children treated for cough caused

by mild to moderate acute respiratory infections.

Materials and Methods: The study included 1000 children aged 2 to 7 years old with cough caused by mild to moderate ARI. The
study was conducted in 23 medical institutions based in Moscow and the Moscow region. The study participants were stratified
by age into 2 groups: Group 1 included children aged 2 to 4 years old; Group 2 included children aged 4 to 7 years old. Stodal
clinical efficiency was evaluated based on the time course of cough severity in the daytime and at night, parents’/adoptive parents'
satisfaction with the treatment and the treatment safety. Treatment duration was 7 days.

Results: In both groups, on the 7" day of therapy, treatment with Stodal resulted in a statistically significant decrease in cough
severity: in Group 1, cough severity decreased by 1.51 (from 2.16 to 0.65; p < 0,001); in Group 2 it decreased by 1.57 (from 2.25 to
0.68; p < 0.001). Treatment efficiency was not age-dependent and was similar in both groups (p = 0.158). In total population cough
severity in the daytime statistically significantly decreased by 1.53 (from 2.2 on the 1% day of treatment to 0.67 points on the 7% day
of treatment, p < 0.001). In 35% of patients cough completely resolved (cough severity decreased to 0 points), and in 63% it became
clinically insignificant (cough severity was 1 point). These children recovered and were allowed to attend organized groups. In Group
1, nocturnal cough severity statistically significantly decreased by 1.16 (from 1.64 to 0.48, p < 0.001); in Group 2 it decreased by 1.25
(from 1.71 to 0.46, p < 0.001). 951 (95,1%) parents/adoptive parents positively rated cough treatment and scored it using satisfac-
tion rating scale as 4 and 5 points.

Conclusion: The study demonstrated efficiency and safety of Stodal drug product when used for cough treatment in children aged 2
to 7 years old with mild to moderate ARI, which allows to recommend Stodal to be included in treatment regimens beginning from

the first days of the disease.
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Introduction

Acute respiratory infections (ARI) take the leading place in
the structure of infectious diseases in children. According to
Rospotrebnadzor data, in 2018, 20.4 million cases of ARI were re-
ported in children aged 0-14 years, which is 80.8 thousand cases
per 100 thousand of child population [1].

In children ARIs are accompanied with cough in 90% of cases.
Moreover, in 32.1% of children with infectious respiratory tract

diseases, the duration of cough is 3 weeks or more [2,3].

The severity and the duration of cough depend on the pathologi-
cal process aetiology. One of the classifications contains the varia-
tions of cough depending on its duration: acute cough lasting up
to three weeks, sub-acute or prolonged cough lasting 3 to 6 weeks
and chronic cough lasting more than 6 weeks [4]. Up to 90% cases
of cough syndrome are associated with acute infectious respira-
tory tract pathology of viral aetiology, and the remaining 10% are
bacterial infections, allergic pathology, foreign bodies, congenital
abnormalities, post-infectious cough [4,5]. ARl is a self-limiting dis-
ease that usually resolves on its own within 2 weeks [6]. However,
cough can persist even after the elimination of the infectious fac-
tor [7]. Cough and mucociliary clearance are the most important
respiratory tract’s defensive mechanisms [8,9]. Normally, mucus
traps inhaled particles, and due to mucociliary clearance, the mu-
cus produced is constantly eliminated, which minimizes the con-
tact of external agents with the respiratory tract (RT) epithelium
[10]. Cough helps to remove excess secretions and foreign particles
from the mucous membrane of the respiratory tract. During respi-
ratory infections, whether they are of viral or bacterial aetiology,
the effectiveness of mucociliary clearance is impaired. One of the
possible explanations is that the combined action of pathogens and
the release of inflammatory mediators significantly suppress mu-
cociliary clearance, both by increasing the production of viscous
mucus and by reducing the efficiency of beating of cilia of the cili-
ated epithelium [11]. Progressive accumulation of mucus and the

presence of inflammatory mediators trigger the cough reflex [12].

At the first stage of the "invasion” of infection into the RT mu-
cous membrane inflammation develops (with the increase in ex-
pression of inflammatory mediators such as prostaglandins, leu-
kotrienes, cytokines, histamine and free radicals) [9,10]. The main

manifestations of the inflammatory reaction are edema, hyperse-
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cretion, bronchospasm, impaired mucociliary transport and, as a

consequence, the onset of cough [9-11].

In young children, active bronchial motility is insufficient due
to weak muscle development and immaturity of the ciliated epi-
thelium. They have a poorly developed cough reflex: incomplete
myelination of the vagus nerve and immaturity of the respiratory
muscles cause weakness of the cough impulse [12-14]. The pres-
ence of a large number of mucous glands in the trachea and bron-
chi in children leads to increased production of mucus, although
the drainage function is poorly developed [12]. Therefore, it’s vital
to begin treating cough during ARI at an early stage of the disease,
when inflammation dominates in the pathogenesis. Acute treat-
ment of cough at the onset of the disease helps to avoid further
prescription of mucolytic drug products and reduces the risk of
complications. Unreasonable use of mucolytics can lead to profuse
sputum production up to the development of respiratory tract con-

gestion, which is especially important for young children [3].

On early stages of cough, antitussive drugs with central action
which inhibit the cough reflex and the cough centre in the brain
are often prescribed. These drugs do not affect the pathogenesis of
cough. Suppression of the cough reflex prevents the evacuation of
mucus and infectious agents from RT, which can cause prolonga-
tion of cough and its further progression in the form of bronchitis

and pneumonia [3,13].

When choosing a drug product for cough treatment in children,
itis necessary to take into account its safety in the paediatric popu-
lation. It is recommended to use drug products that simultaneously
affect the key causes of cough, in particular inflammation of the

respiratory tract mucosa [15]. One of such drug products is Stodal.

Stodal is a drug product that contains a number of natural active
substances that have a complex anti-inflammatory, antitussive and

antimicrobial action [16].

The efficacy of Stodal in the treatment of cough has been dem-

onstrated in many clinical studies.

A double-blind, randomized, placebo-controlled study conduct-
ed in Italy in 2013, demonstrated the efficacy and rapid onset of ac-
tion of Stodal syrup compared to placebo when assessing the effect

on cough caused by uncomplicated RT infections [16].
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N.A. Geppe,, et al. conducted a study of Stodal vs. ambroxol/car-
bocystein in the treatment of children with cough associated with
ARI. The therapeutic effect of the treatment using Stodal syrup was
more pronounced from the first day of treatment and by the 7 day
the measured parameters were similar to the control group treat-
ed with mucolytics, or even better. In the group of patients treated
with Stodal, cough resolved in 98% of cases by the 7™ day of treat-
ment. In the control group, after 7 days of therapy, a paroxysmal
dry cough still persisted in 10% of patients, and 20% of children
still had residual cough [17]. The benefits of Stodal are related to
its complex anti-inflammatory, antitussive and antimicrobial action
[16].

In a study conducted by A.L. Zaplatnikov,, et al. the clinical effi-
cacy of Stodal was compared to the efficacy of a codeine-containing
drug product in 61 preschool children with frequent, intense, un-
productive cough during ARI. It was shown that in the main group
(treated with Stodal) the night cough resolved by the end of the
5% day of treatment compared to the control group (treated with
a codeine-containing drug product) in which cough symptoms re-
solved only on the 7" day of the treatment. A faster reduction of
nocturnal coughing episodes made it possible to normalize sleep in
children taking Stodal faster [18].

Materials and Methods

During this non-interventional, multicentre, prospective, obser-
vational, nonrandomized clinical trial, 2 groups of patients of differ-
ent ages were enrolled, which were analysed both separately and
altogether. The clinical study was conducted in 23 research cen-
tres based in Moscow and the Moscow region from 10/23/2019 to
12/29/2019 with the purpose to assess the therapeutic efficiency
and tolerability of Stodal drug product in the treatment of cough
in children aged 2 to 7 years with ARI of mild to moderate severity
accompanied by cough. Potential study participants were selected
from the children who sought medical help due to the current ARI.
The choice of the treatment method and all physical examination
were carried out by the paediatrician evaluating the patient, in ac-
cordance with the practice accepted in the medical institution. The
study included outpatients whose cough duration at the time of
screening did not exceed 3 days. All parents/adoptive parents of
patients signed an informed consent for the participation of their

children in the clinical trial.
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A total of 1,079 patients underwent screening. During the study,
79 patients discontinued the study due to various reasons. Thus,
1000 children correctly used the study drug, completely passed the
screening and completed the study, having passed all the proce-
dures stipulated by the protocol. In total, 1000 children completed
the study: 518 boys (51.8%, 95% CI: 48.7-54.9%) and 482 girls
(48.2%, 95% CI: 45.2-51.3%).

The study participants were stratified by age into 2 groups:
Group 1: children aged 2 to 4 years - 500 patients; Group 2: chil-
dren aged 4 (+1 day) to 7 years - 500 patients.

There were no statistically significant differences between the

groups by gender (p < 0.05, x?) (Figure 1).
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Figure 1: Patients distribution according to gender.

Demographic and anthropometric data of children included
in the study are presented in Table 1. It was supposed that there
would not be any significant differences in body weight, height and
age between groups, and therefore no formal statistical compari-

son of these parameters was carried out.

To collect data an electronic information collection system was
used with some restrictions related to the number of patients in-
cluded in the study. This was done to ensure that equal numbers of

children (500) were enrolled into each group.
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The mean daily duration of cough at baseline is presented in
Table 2. Children in both groups were comparable in terms of dura-

tion of the disease and the presence of cough.

Stodal was administered in accordance with the official pre-
scribing information: 5 ml using the provided pre-measured cup, 5
times per day, 15 minutes before or 1 hour after a meal. Treatment

duration was 7 days.

All children started taking Stodal during the first 3 days since the
onset of the disease and the onset of cough. So, on the first day of
the disease Stodal was prescribed to 39.4% (95% Cl: 36.4-42.4%),
on the Day 2 it was prescribed to 48.8% (95% CI: 45.7-51.9%) and
on Day 3 it was prescribed to 11.8% (95% CI: 9,8-13,8%).

Since this study was observational, all therapeutic and diag-
nostic procedures were prescribed at the discretion of the pedia-
trician, depending on the condition of the child and in accordance
with routine practice. The doctor made an independent decision to
prescribe Stodal in addition to ARI therapy or to modify the exist-

ing treatment regimen.

During the study there were three visits of the researching phy-
sician (pediatrician): on Day 1, Day 3 and Day 8 (+2) of the study.
Patients began to take the study drug on Day 1 and finished it on
Day 7. Parents/adoptive parents performed daily assessments of
cough and recorded the results in the patient's diary every day

throughout the study.

The physical examination performed during the study did not
reveal any clinically significant deviations, except for those asso-
ciated with the current AR], in all the patients. The main disease
manifestation included daytime and nocturnal cough, weakness,
nasal congestion, rhinorrhoea, sore throat, increased body tem-

perature, etc.

The scoring of the cough severity in the daytime and at night
was carried out in accordance with the following scale [19,20]:
0 points = no symptoms (no cough);

1 point = symptoms (cough) are mild; short-term, and does not
affect the child’s lifestyle or behaviour;

2 points = severe symptoms (cough); observed during the day, has
amoderate effect on the normal lifestyle and behaviour of the child;
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3 Points = symptoms (cough) are very severe: severe cough is ob-
served during the day, which worsens the child’s condition and has
a significant impact on his behaviour.

Parents/adoptive parents' satisfaction with the treatment of
cough with Stodal was assessed using a 5-point Likert scale with
adaptation [21], where:

1 point = not satisfied with the treatment;

2 points = rather not satisfied with the treatment;
3 points = not sure;

4 points = rather satisfied with the treatment;

5 points = completely satisfied with the treatment;

. Body
Groups Age,y.0. Height,cm weight, kg
Group 1 (n =500) 3.1+£0.6 973+85| 14.8+26
Group 2 (n =500) 55+£09 [112.2+9.4| 19.7+4.2
104.8 =
All patients (n = 1000) 43+14 116 17.2+43

Table 1: Baseline demographic and anthropometric parameters of
patients included in the study (Mean * SD).

Duration of cough,
Groups Days
1 2 3

n 207 236 57
Group 1 (n=500)

% 41.4 47.2 11.4

n 187 252 61
Group 2 (n=500)

% 37.4 50.4 12.2

n 394 488 118
All patients (n = 1000)

% 39.4 48.8 11.8

Table 2: Duration of cough at screening.

Processing of the data

During the study, patients’ parents had to fill the treatment dia-
ries. After the study was completed the diaries were checked for
accuracy and completeness, then the data from the diaries were
entered into the system of electronic case record form (eCRF) to

prepare a single database for statistical analysis.
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Statistical methods

The data obtained were analysed using the statistical software
IBMSPSS 17.0. Numeric data (such as, for example, age, scores
(points)) obtained during the study were tested for normality of
distribution using the Kolmogorov-Smirnov test, then the variables
corresponding to the normal distribution were described using the
number of patients, the arithmetic mean, and the standard devia-
tion. Qualitative variables were described by absolute values and
relative frequencies (percentages) and 95% CI. For the analysis of
numeric data, the ANOVA statistical method (Repeated measures-
ANalysis Of Variance) with repeated measurements was used to
assess the significance of the time-course in total population for
several days. In the presence of statistically significant differences
(in the time-course), post-hoc comparisons between days were
made using Student's t-test for paired samples, taking into account
multiple comparisons. Qualitative data were analysed using the
X2-test; in case of its inapplicability, Fisher's exact test was used.
In accordance with the practice generally accepted in biomedical
researches, a value of 5% was used as the maximum allowable limit
of type I error (the probability of a false-positive result). The sam-

ple size was not pre-calculated.

Results and Discussion

The study included 1079 patients, 57 of which were excluded
at screening. 22 patients discontinued during the study (14 chil-
dren in Group 1 and 8 children in Group 2). The main reasons for
discontinuation from the study included withdrawal of consent
and non-compliance with the drug product intake regimen. 1000
patients (500 people in each group) completed the study. They
took the study drug product correctly and completed the course of
treatment. The study demonstrated the effectiveness of Stodal in
the treatment of cough during ARI, which is confirmed by a statisti-
cally significant decrease in the mean score of the cough severity
in the daytime by the 7" day of therapy in total population and in
each group, as well as by a statistically significant change in the
cough severity on the 7" day of treatment compared to the 1 day
in total population and in each group (Table 3, Figure 2 and 3). In
Group 1 the severity of cough in the daytime statistically signifi-
cantly decreased by 1.51: from 2.16 on the first day of treatment to
0.65 on the 7% day of treatment (p < 0,001). In Group 2 the sever-
ity of cough in the daytime statistically significantly decreased by
1.57: from 2.25 on the first day of treatment to 0.68 on the 7" day

of treatment (p < 0,001). There was no statistically significant dif-
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ference in the decrease in the severity of daytime cough between
the groups (p = 0.158).

In total population the severity of cough in the daytime statisti-

cally significantly decreased by 1.53: from 2.2 on the first day of

Days of treatment
Groups
1 2 3 | 4 5 6 7
Group 1 | Mean, points [2,16| 2,14 |1,89|1,64| 1,31 | 1,05 | 0,65
(n=
500) SD 0,71/ 0,69 |0,63/0,57| 0,54 | 0,44 | 0,51
Group 2 | Mean, points |2,25| 2,21 |11,91|1,66| 1,36 | 1,04 | 0,68
(n=
500) SD 0,67| 0,65 |0,62|0,53|0,54 | 0,45 | 0,49
All Mean, points (2,20| 2,18 {1,90|1,65| 1,33 | 1,04 | 0,67
patients
(n= SD 0,69| 0,67 |0,62/0,55| 0,54 | 0,45 | 0,50
1000)
Table 3: The time-course of cough severity.
Group1 n=500 Group 2 n=500

1,00

T T T T T T T T T T T T
Dayl Day2 Day3 Dayd Day5 Day6 Day7 Dayl Day2 Day3 Dayd Day5 Day6 Day?

Days of the study Days of the study

Figure 2: Dynamics of daytime cough intensity by groups.
*p <0.001 vs. Day 1.

The large sample size provided statistical significance of the
change of cough intensity already on the 2" day of treatment in
both groups (p < 0.001). A clinically significant decrease in the
severity of daytime cough (more than 1 point) occurred by the

6" day of therapy.
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2,00

scores

1,509

Day1 Day2 Day3 Daya Days Day6 Day7

Days of the study

Figure 3: Dynamics of daytime cough intensity
(all patients n =1 000).

*p <0.001 vs. Day 1.

The large sample size provided statistical significance of the
change of the cough intensity already on the 2" day of
treatment (p < 0.001). A clinically significant decrease in the
severity of daytime cough (more than 1 point) occurred by the
6 day of the therapy.

treatment to 0.67 on the 7% day of treatment (p < 0.001). The sever-
ity of cough decreased 3.3-fold.

During the study the statistical significance of the time-course
of cough severity was demonstrated in both groups as early as on
the 2™ day of treatment (p <0.001). A clinically significant decrease
in the daytime cough severity (of more than 1 point) occurred by

the 6 day of treatment.

Thus, Stodal provided a statistically significant decrease in the
mean score of the daytime cough severity by the 7 day of treat-

ment, both in total population and in each age group.

The number of patients whose cough completely resolved or be-
came clinically insignificant by the end of the study was 98% (95%
CI: 97,1-98,9%). Those patients recovered.

According to the results of nocturnal cough severity assess-
ment, the following statistically significant results were obtained
(Table 4, Figure 4 and 5):
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Days of treatment

Groups

1 2 3 /4|5 |6 |7
Group 1 |Mean, points| 1,64 | 1,58 |1,19 1,02 0,84 | 0,64 0,48
(n=500) SD 0,91 | 0,85 |0,751/0,70/ 0,68 | 0,68 | 0,69
Group 2 |Mean, points| 1,71 | 1,61 |1,19 1,02/ 0,81 | 0,62 0,46
(n=500) SD 0,91 | 0,88 10,73/0,68/0,63 | 0,64 | 0,64
All Mean, points | 1,68 | 1,60 (1,19 (1,02 0,82 | 0,63 | 0,47
patients
(n= SD 0,91 | 0,86 |0,740,69| 0,65 | 0,66 | 0,66
1000)

Table 4: Nocturnal cough severity time-course

e In Group 1 the severity of nocturnal cough decreased by
1.16: from 1.64 on the first day of treatment to 0.48 on the
7t day of treatment (p < 0.001);

e In Group 2 the severity of nocturnal cough decreased by
1.25: from 1.71 on the first day of treatment to 0.46 on the
7™ day of treatment (p < 0.001);

In total population the severity of nocturnal cough decreased by
1.21: from 1.68 on the first day of treatment to 0.47 on the 7* day of
treatment (p < 0.001). The severity of nocturnal cough decreased
3.6-fold. Table 4 and Figure 4 and 5 demonstrate a statistically sig-
nificant decrease of the score of the nocturnal cough severity in

each of the groups and in the total population.

During the study the statistical significance of the time-course
of nocturnal cough severity was demonstrated in both groups as
early as on the 2™ day of treatment (p <0.001). A clinically sig-
nificant decrease in the nocturnal cough severity (of more than 1
point) occurred by the 6 day of treatment.

There was no statistically significant difference in the decrease

in the severity of nocturnal cough between the groups (p = 0.134).

During the study the statistical significance of the changes ob-
tained was demonstrated as early as on the 2" day of treatment (p
< 0.001). A clinically significant decrease in the nocturnal cough se-

verity (of more than 1 point) occurred by the 6™ day of treatment.
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The majority of parents assessed the time-course of cough se-
verity by the 3" day and by the end of the treatment period as posi-
tive. Tables 5 and 6 show subjective assessments of cough treat-
ment by Stodal performed by parents/adoptive parents by the 3™

and 7t days of treatment.

In total 622 (62.2%, 95% CI: 59.2-65.2%) parents/adoptive
parents were completely satisfied with the treatment (scores of 5
or more points), 329 (32.9%, 95% CI: 30-35.8%) parents/adop-
tive parents were mostly satisfied with the treatment (score of 4).
This, 951 (95.1%, 95% CI: 93.8-96.4%) parents/adoptive parents
positively rated cough treatment with Stodal and graded it as 4 or
5 points (Table 7).

Adverse events

Stodal was well-tolerated by patients; adverse events (AE) were
rare and mild. During the study 5 AEs were reported (0.5%, 95%
CI: 0.1-0.9%) in both age groups (3 AEs in Group 1 and 2 AEs in
Group 2). In Group 1 the following AEs were reported: moderate
eosinophilia (increased levels of eosinophils of up to 7%), catarrhal
otitis media and an allergic reaction in the form of a skin rash. In
Group 2 the following AEs were reported: increased levels of eo-
sinophils of up to 8% and otitis media. According to researching
physicians’ assessment all AEs did not have any casual relation-
ship with Stodal treatment according to WHO rating scale [22], did
not require the cancellation or dose reduction of the studied drug
product. Serious AEs were not reported. One of the limitation of the
study could be related to its non-randomized nature. This limita-
tion is significantly levelled down by the fact that this study is non-
interventional, which brings it as close as possible to the settings
of routine medical practice and, therefore, ensures the validity and

applicability of the results obtained.

Conclusion

Treatment with Stodal provided a statistically significant de-
crease in the mean score of the daytime cough severity by the 7%
day of treatment, both in total population and in each age group.
The statistical significance of the time-course of the cough severity
from the 1t day to the 7" day of treatment in total population and

in each age group was demonstrated:

¢ In Group 1 the severity of daytime cough decreased by 1.51:
From 2.16 on the 1%t day of treatment to 0.65 on the 7" day of
treatment (p < 0.001);
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e In Group 2 the severity of daytime cough decreased by 1.57:
from 2.25 on the first day of treatment to 0.68 on the 7" day
of treatment (p < 0.001);

In both groups the severity of daytime cough decreased by 1.53:
from 2.2 on the first day of treatment to 0.67 on the seventh day of
treatment (p < 0.001).

Also, the effectiveness of the study drug product was confirmed
by additional data:

¢ The proportion of patients whose cough completely resolved
or became clinically insignificant was 98%. Those patients
recovered. The proportion of patients whose daytime cough
completely resolved (0 points) was 35%, cough became
clinically insignificant (with the score of cough severity of 1

point) in 63% of patients in both age groups combined;

¢ In Group 1 the severity of nocturnal cough statistically sig-
nificantly decreased by 1.16: from 1.64 on the first day of
treatment to 0.48 on the 7" day of treatment (p < 0.001);

Group 1 n=500 Group 2 n=500

1,757

1,507

1,254

score

1,001

75+

50

T T T T T T T T T T T T T T

Nighta Nightz Nights Nights Nights Night Night7 Nights Nightz Nights Nights Nighs Nighté Night7

Days of the study Days of the study

Figure 4: Dynamics of nighttime cough intensity by the groups.
*p < 0.001 vs Day 1.
The large sample size provided statistical significance of the
change of nighttime cough intensity already on the 2™ day of
treatment in both groups (p < 0.001). A clinically significant
decrease of the severity of nighttime cough (more than 1 point)

occurred by the 6" day of therapy.

Citation: BM Blokhin,, et al. “Cough Treatment Options in Children with Acute Respiratory Infections". Acta Scientific Nutritional Health 5.7 (2021):

107-117.



Cough Treatment Options in Children with Acute Respiratory Infections

1,754

1,50

score

1,25

1,001

T
Might1

T T
Night2

Night3

Nightd Hight 5

Nights  Night?

Figure 5: Nighttime cough intensity with time by groups (all
patients n = 1000).

*p <0.001 vs Day 1.

The large sample size provided statistical significance of the

change of the nighttime cough intensity already on the 2" day

of treatment (p < 0.001). A clinically significant decrease of the

severity of nighttime cough (more than 1 point) occurred by the
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No . -
Groups AT Negative | Positive
n 62 2 436
Group 1 (n =500)
% 12,4 0,4 87,2
n 34 2 464
Group 2 (n =500)
% 6,8 0,4 92,8
All patients n 96 4 900
(n=1000) % 9,6 0,4 90

Table 5: Parents’/Adoptive parents’ assessment of the

time-course of cough severity by the 3™ day of treatment.

No
G Negati Positi
roups ST egative ositive

n 6 1 493

Group 1 (n=500)
% 1,2 0,2 98,6
n 2 0 498

Group 2 (n=500)
% 0,4 99,6
All patients n 8 991
(n=1000) % 0,8 0,1 99,1

Table 6: Parents’/Adoptive parents’ assessment of the

6" day of the therapy. time-course of cough severity by the 7" day of treatment.
Rather not L
L L . Rather satisfied
Not satisfied |satisfied with the . . Completely
Groups i Not sure (3 point) | with the treatment L ]
(1 point) treatment i satisfied (5 points)
. (4 points)
(2 points)
n 4 6 23 157 310
Group 1 (n=500)
% 0,8 1,2 4,6 31,4 62
n 0 2 14 172 312
Group 2 (n=500)
% 0,4 2,8 34,4 62,4
n 8 37 329 622
All patients (n = 1000)
% 0,4 0,8 3,7 32,9 62,2

Table 7: Parents’ /Adoptive parents’ satisfaction with cough treatment with Stodal at the end of the treatment period.

e In Group 2 the severity of nocturnal cough statistically sig-

nificantly decreased by 1.25: from 1.71 on the first day of
treatment to 0.46 on the 7% day of treatment (p < 0.001);

In total population the severity of nocturnal cough statisti-

cally significantly decreased by 1.21: from 1.68 on the first

day of treatment to 0.47 on the 7™ day of treatment (p <

0.001);
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¢ 951 (95,1%) parents/adoptive parents positively rated the
cough treatment and gave satisfaction rating with cough

treatment of 4 and 5 points;

¢ No respiratory tract complications were reported.

Thus, Stodal reduces the duration of cough treatment during
ARI to 7 days.

During the study AEs were reported in 5 patients (0.5%). No

serious AEs were reported.

The results of this study demonstrated efficiency and safety
of Stodal drug product in cough treatment in children aged 2 to 7
years old with mild to moderate ARI, which allows to recommend
Stodal to be included in treatment regimens beginning from the

first days of the disease.
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