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Abstract
Background: The clinical effects of mucolytics in patients with chronic obstructive pulmonary
disease (COPD) are discussed controversially. Cineole is the main constituent of eucalyptus oil and
mainly used in inflammatory airway diseases as a mucolytic agent. We hypothesised that its known
mucolytic, bronchodilating and anti-inflammatory effects as concomitant therapy would reduce the
exacerbation rate and show benefits on pulmonary function tests as well as quality of life in patients
with COPD.
Methods: In this double-blind, placebo-controlled multi-center-study we randomly assigned 242
patients with stable COPD to receive 200 mg of cineole or placebo 3 times daily as concomitant
therapy for 6 months during winter-time. The frequency, duration and severity of exacerbations
were combined as primary outcome measures for testing as multiple criteria. Secondary outcome
measures included changes of lung function, respiratory symptoms and quality of life as well as the
single parameters of the exacerbations.
Results: Baseline demographics, lung function and standard medication of both groups were
comparable. During the treatment period of 6 months the multiple criteria frequency, severity and
duration of exacerbations were significantly lower in the group treated with cineole in comparison
to placebo. Secondary outcome measures validated these findings. Improvement of lung function,
dyspnea and quality of life as multiple criteria were statistically significant relative to placebo.
Adverse events were comparable in both groups.
Conclusion: Concomitant therapy with cineole reduces exacerbations as well as dyspnea and
improves lung function and health status. This study further suggests cineole as an active controller
of airway inflammation in COPD by intervening in the pathophysiology of airway inflammation of
the mucus membrane.
Trial registration: ISRCTN07600011

Introduction
Chronic obstructive pulmonary disease (COPD) is considered to be a multi-component disease comprising

structural and functional changes inside and outside the
lungs. Effective medications for COPD are available and
can reduce or prevent symptoms, increase exercise capac-
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ity, reduce the number and severity of exacerbations and
improve health status. In common clinical use are bronchodilators as β-agonists, anticholinergic drugs and methylxanthines as well as glucocorticosteroids. The clinical
effectiveness of these drugs has been shown in many controlled clinical studies [1-7].
Airway inflammation and mucociliary dysfunction in
COPD patients have direct clinical consequences on the
decline of lung function. As a consequence of cigarette
smoking the ciliated epithelium is damaged and the
mucus membrane becomes inflamed, resulting in
decreased mucociliary transport leading to an accumulation of mucus within the airway so that the likelihood of
recurrent respiratory infection is increased. Cineole has
positive effects on the beat frequency of the cilias in the
mucus membrane and has bronchodilating and antiinflammatory effects. Therefore, it is appropriate to postulate that cineole will show positive influence on the exacerbations as well as on the lung function in COPD
patients – even as concomitant therapy [8-13].
We conducted a randomised, placebo-controlled multicenter trial with the concomitant prescription of cineole –
the main constituent of eucalyptus oil – in patients with
stable COPD. The primary hypothesis was that cineole
would decrease the number, severity and duration of exacerbations. Secondary outcome measures were lung function, severity of dyspnea and quality of life as well as
relevant adverse effects.

Materials and methods
Enrolment of participants
Participants were recruited in the offices of 4 general practitioners and 7 specialists in pneumology in Germany.
The study was carried out during the winter seasons 2003/
2004 and 2004/2005 over a treatment period of 6 months
in the winter and starting the enrolment in September at
the earliest. The participants were 40 to 80 years of age
and had airflow limitation with FEV1 of less than 70% and
more than 30% of the predicted value (moderate to severe
COPD; according to GOLD classification stages 2 and 3 of
COPD) [14]. Patients with an increase of more than 15%
and more than 200 ml in FEV1 after inhalation of β-agonists (at least 200 μg Salbutamol or equivalent) were
excluded according to the definition of COPD of the German Airway-League. [15]. All patients were current smokers or ex-smokers with at least 10 pack years. Patients were
excluded if they had severe medical conditions such as
bronchial carcinoma, myocardial infarction, alcoholism,
heart failure. All randomised patients provided written
informed consent and the protocol was approved by the
local Ethics Committees at each of the 11 participating
centres.
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Treatment groups
242 patients were randomly assigned to one of the two
treatment groups with stratification according to the clinical centres. All patients were given the necessary dose of
capsules each containing 100 mg cineole or no active
ingredient. For each group 2 capsules 3 times daily were
prescribed resulting in a dose of 600 mg per day for the
cineole or no cineole for the placebo group as concomitant therapy. Patients were instructed to take the capsules
half an hour before meal so that they could not recognize
the smell of cineole. Capsules with active substance and
placebo looked absolutely identical and were sealed in
blister stripes.

The diagnosis of COPD was confirmed according to the
current guidelines of "Global Initiative for Chronic
Obstructive Lung Disease" (GOLD). Frequency, duration,
severity and symptoms of exacerbations were defined
according to the literature [16-18]. An exacerbation was
documented when the duration was more than 3 days or
a complex of at least 2 respiratory adverse events with a
duration of more than 3 days occurred. Exacerbation
severity was defined as: mild (Score = 1, increased need for
basic medication of COPD which the individual can manage in its own normal environment), moderate (score = 2,
increased need for medication and he/she feels the need
to seek additional medical assistance) and severe (score =
3, patient recognise obvious and/or rapid deterioration in
conditions requiring hospitalisation). Details for the
number, duration and severity as well as treatment and
symptoms of exacerbations were recorded in the patient's
diary for each day. Since the most relevant differentiation
for exacerbations are frequency, duration and severity, the
multiple criteria were combined as primary outcome
measures for the statistical evaluation.
Secondary outcome measures were the single parameters
of the exacerbation as well as lung function, symptoms
and quality of life. Spirometric measurements were carried out before the beginning of the study determining
reversibility of the airflow limitation by inhalation of
short acting β2-agonists to assure that the reversibility of
lung function was less than 200 ml or 15%. Spirometric
measurement included determination of forced expiratory volume in 1 second (FEV1), forced vital capacity
(FVC) and vital capacity (VC) at the beginning and after 3
and 6 months. Additionally, symptoms score were determined for dyspnea (scores: 0 = caused no problems, 1 =
caused occasionally problems, 2 = caused a lot of problems, 3 = the most important problem the patient had),
weekly frequency of dyspnea (scores: 0 = no day was good,
1 = 1–2 days were good, 2 = 3–4 days were good, 3 =
nearly every day was good, 4 = every day was good), general conditions (scores: 0 = good, 1 = impaired, 2 = bad, 3
= very bad, 4 = unbearable), cough (scores: 0 = never, 1 =
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rarely, 2 = occasionally, 3 = often, 4 = very often, 5 = nearly
continuously).
Diagnosis-related quality of life was determined according to the "St. George's Respiratory Questionnaire" [19].
Visits and Randomization
Before randomisation we ascertained the patients' eligibility and conducted spirometry. After the randomisation
the following parameters were recorded: height, weight,
age, time since first symptoms for the diagnosis of COPD,
documentation of allergies, concomitant disease, smoking habits (documentation of pack years), number of
exacerbations in the year before during winter time, determination of quality of life and current maintenance therapy. The following control visits were carried out after 1,
2, 3, 4, 5 and 6 months recording exacerbations since last
visit, frequency of dyspnea, characterisation of dyspnea,
hypersecretion and cough as well as adverse events, compliance and change of therapy. Spirometry was carried out
at the beginning of the study as well as after 3 and 6
months of treatment. Quality of life was determined at the
beginning and at the end of the study.
Statistical analysis
The proposed sample size for the present trial was 240
patients for both treatment groups. The sample size was
chosen to detect a minimum difference of 15% of exacerbations after 6 months of treatment. Analysis of efficacy
was performed with the intention-to-treat-population
including all eligible patients who received at least one
dose of medication and had at least one follow-up visit.
The number of all exacerbations, duration of exacerbations, degree of severity of exacerbation recorded in
patients diary during the 6 months treatment period were
summarised and the sums compared according to WeiLachin's directional test of multiple criteria (equally
weighted) [20]. Additionally, single parameters characterising the exacerbations and dyspnea were analyzed exploratory as secondary outcome measures at multiple
endpoints according to Wei-Lachin validating the sumformation. The Wilcoxon-Mann-Whitney-U Test was used
for all other secondary outcome measures. Data are
expressed as mean values (with SD) and all tests were twotailed. P-values of 0.05 or less were considered to indicate
statistical significance.

Results
A total of 242 patients were randomised and received at
least one dose of study medication. 22 patients were
excluded from the statistical analysis of efficacy because
they did not meet the requirements of the GOLD guidelines since FEV1/VC was > 0.7. 220 patients were eligible
according to the GOLD guidelines having COPD of stage
II and III. The two treatment groups were well matched
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with respect to baseline characteristics (table 1). The mean
age of the participants at entry was 62 years in both
groups. The mean duration of COPD of 13 years as well as
31 pack-years and the basic medication (i.e. ICS, β-agonists, anticholinergics and theophylline) were balanced
between the two groups (table 2). Medication was not
changed during the treatment period except in occurrence
of exacerbations. The baseline lung function and reversibility in both groups were comparable. Treatment compliance was determined by counting the study medication at
each visit and was found high and comparable across the
treatment groups.
Primary outcome measures
Exacerbations
At baseline the mean exacerbation rate was 3.2 in both
groups during the previous year. The number of patients
with exacerbations during the treatment period in the cineole group was 31 patients (28.2%) and 50 patients
(45.5%) in the placebo group. As primary outcome measure the sum of exacerbations for frequency, duration and
severity at all 6 following visits as composite endpoint
(equally weighted) were calculated according to the WeiLachin Test procedure for multiple criteria and showed a
statistically significant difference for the primary outcome
measure between both treatment groups (p = 0.0120)
Table 3. Calculating these single parameters alone exploratory according to Mann-Whitney-U it could be proven
that they were statistically significant too (i.e. for frequency 0.0069 an, duration 0.0210 and for severity
0.0240). Validating these results by Wei-Lachin-Test procedure for multiple endpoints for the number, the degree
and the severity of exacerbations, the degree during the 6month treatment the differences between both treatment
groups were statistically significant (p = 0.0016, 0.0031
and 0.0025) which underlines higher sensitivity of this
test-procedure. Medication of the exacerbations with
additionally applied corticosteroids occurred in 17 cases
in the cineole and in 25 cases in the placebo group which
was not statistically significant different.
Secondary outcome measures
Lung function
Patients only discontinued inhaled β2-agonist prior to
spirometry testing. After inhalation of a β2-agonist the
reversibility of lung obstruction (increase of FEV1) at the
start of the study was 4.5% in the cineole group and 5.5%
in the placebo group (table 1). After 6 months of treatment the mean FEV1 increased by 78 ml (4.7%) in the cineole group (table 4). The mean differences between both
groups were not statistically significant (p = 0.0627). After
6 months of treatment an increase of FVC by 62 ml
(2.7%) after cineole therapy and a decline of 25 ml
(1.1%) after treatment with placebo was determined. The
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Table 1: Base Line Characteristics of the Patients*

CHARACTERISTIC

PLACEBO
(N = 110)

CINEOLE
(N = 110)

Age – yr
Mean
Range

62.5 ± 10.2
40 – 79

62.2 ± 9.1
41 – 79

Sex – M/F

75/35

66/44

Weight – kg
Mean
Range

79 ± 16
48 – 120

79 ± 14
52 – 113

Height – m
Mean
Range

1.71 ± 8.8
1.48 – 1.90

1.70 ± 8.0
1.54 – 1.92

Years since appearance of COPD
Mean
Range

12.8 ± 9.7
1 – 56

13.6 ± 10.9
1 – 59

69
41

68
42

58.0

58.7

1.61 ± 0.5

1.62 ± 0.5

FEV1 % predicted value

54.4

54.9

Reversibility (increase of FEV1 after inhalation of β-agonist) [%]

5.5

4.5

Allergies (number)

10

9

31.5 ± 19

31.3 ± 16

Severity of COPD [number of patients]
Moderate COPD (II)
Severe COPD (III)
FEV1/VC [%]
FEV1 [l]

Pack years
* Plus – minus values are means ± SD.

difference concerning change of FVC and VC between
both treatment groups was not clinically relevant.
Dyspnea
The differences between both groups after 6 months of
treatment are summarised in table 4. The baseline dyspnea scores in the morning, trouble in breathing, dyspnea
at rest and dyspnea during exercise were similar in both
groups, indicating a moderate level of a dyspnea for most
patients at the beginning of the treatment period. CalcuTable 2: Constant concomitant therapy

THERAPY

Inhaled β-agonists* (LABA and SABA)
Inhaled anticholinergics
Inhaled corticosteroids (ICS)
Theophylline
* including combinations

PLACEBO
(N = 110)

CINEOLE
(N = 110)

83
29
27
38

88
35
25
32

lating the values at all 6 visits at multiple endpoints the
difference between both treatment groups were statistically significant for trouble in breathing, dyspnea in the
morning and dyspnea at rest. Dyspnea during exercise did
not show a statistically significant difference between
treatment groups.
Quality of life
At 6 months the mean improvement of SGRQ total symptom score was -9.1 after treatment with cineole and -4.1
after treatment with placebo (table 5). The difference
between treatment groups was not statistically significant
(p = 0.0630). The improvement of the symptom score was
statistically significant (p = 0.0224). The differences of
changes of activity score and impact score were not statistically significant between the two groups.
Multiple criteria
Symptomatic of COPD patients is characterized by lung
function, dyspnea and quality of life. In order to include
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Table 3: Mean of sum of number, duration and severity of exacerbations during 6 months of treatment with cineole or placebo*

Sum of exacerbations (number)#
Sum of duration (days)#
Sum of severity (score)#
Summarized parameter
(directional test)

PLACEBO

CINEOLE

SCORE
0.9 ± 1.46
5.7 ± 8.9
1.4 ± 2.2

SCORE
0.4 ± 0.82
4.0 ± 10.9
0.8 ± 1.5

P VALUE†
0.0069
0.0210
0.0242
0.0120

* Plus – minus values are means ± SD.
† P-Values are for the comparison between the two groups.
# The sum of the exacerbation parameters is calculated by addition of the documented parameters at all visits.

these relevant secondary outcome measures together we
used these parameters equally weighted as multiple criteria. The increase of FEV1, amelioration of dyspnea and
improvement of total score of "SGRQ" were calculated
according to the Wei-Lachin Test procedure for multiple
criteria and showed a statistically significant difference for
the relevant secondary outcome measure between both
treatment groups (p = 0.0024).
Other findings
Concomitant therapy with β-agonists and anticholinergics, corticosteroids or combinations and methylxanthines in both groups were comparable (table 2). The
global assessment of efficacy showed a significant difference, which correlated with the amelioration of clinical
findings after treatment with cineole.
Side effects
All patients receiving the study medication (including
those with FEV1/VC > 0.7) were included in the safety
examination. During treatment side effects were seen in
22 patients whereas in 17 cases adverse events were not
related to the study medication. In the placebo group 11
adverse events were estimated not being related to the

study medication whereas 2 cases were interpreted as
being related to the study medication (heartburn). During
treatment with cineole 9 cases of adverse events were
reported whereas 6 adverse events were reported not being
related to the study medication. In 3 patients (nausea,
diarrhoea, heartburn) the adverse events were estimated
being related to the study medication. The difference
between the two treatment groups was neither clinically
relevant nor statistically significant. Safety examinations
of the global assessment showed no difference between
the two treatment groups. During the 6 months of treatment compliance was good in all patients.

Discussion
Patients with COPD experience exertional breathlessness
caused by bronchoconstriction, mucous secretion, edema
of the airway wall and loss of attachments to the terminal
airways [14]. Hence pharmacological therapy has focused
on the treatment of airway obstruction and inflammation
to improve symptoms primarily dyspnea as well as health
status. Bronchodilators are the mainstay of pharmacotherapy for patients with COPD. On the other hand it is
well known that mucociliary dysfunction has direct clinical implications. Mucus is beneficial in normal quantities

Table 4: Secondary outcome measures during 6 months Of treatment with cineole or placebo for change of lung function and dyspnea
symptoms *

LUNG FUNCTION AND SYMPTOMS

FEV 1 [l]
FVC [l]
VC [l]
Trouble in breathing #
Dyspnea in the morning $
Dyspnea at rest $
Dyspnea during exercise $

PLACEBO
BASE LINE
1.61 ± 0.5
2.23 ± 0.8
2.81 ± 0.8
1.8 ± 0.9
1.1 ± 0.7
0.7 ± 0.7
2.0 ± 0.6

3 MONTHS
1.62 ± 0.5
2.25 ± 0.8
2.71 ± 0.7
2.1 ± 0.9
0.9 ± 0.7
0.4 ± 0.6
1.8 ± 0.7

CINEOLE
6 MONTHS
1.61 ± 0.5
2.22 ± 0.7
2.68 ± 0.8
2.2 ± 1.0
0.7 ± 0.7
0.4 ± 0.6
1.7 ± 0.8

BASE LINE
1.62 ± 0.5
2.33 ± 0.8
2.80 ± 0.8
1.9 ± 0.9
1.1 ± 0.8
0.6 ± 0.6
2.0 ± 0.6

3 MONTHS
1.67 ± 0.5
2.36 ± 0.9
2.73 ± 0.8
2.4 ± 1.0
0.7 ± 0.7
0.3 ± 0.5
1.7 ± 0.7

6 MONTHS
1.70 ± 0.6
2.36 ± 0.9
2.72 ± 0.9
2.5 ± 1.1
0.5 ± 0.6
0.3 ± 0.5
1.5 ± 0.9

p-Value
0.0627†
0.2409†
0.2060†
0.0103&
0.0466&
0.0156&
0.1252&

* Plus – minus values are means ± SD. Higher scores on the symptoms-sum-score indicate more disease activity.
† P-Values are for the comparison of the changes from base line to 6 months between the two groups.
&P-Values for the comparison are calculated by the multiple criteria calculation of 6 visits by Wei-Lachin between the two groups.
# Scores: 0 = no day was good, 1 = 1–3 days were good, 2 = nearly every day was good, 3 = every day was good in a week.
$ Scores: 0 = did not cause any problems, 1 = sometimes caused problems, 2 = caused a lot of problems, 3 = the most important problem the
patient had
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Table 5: Secondary outcome measures for saint george's respiratory questionnaire (sgrq): Change of total symptom score, symptom
score, activity score and impact score During 6 months of treatment with cineole or placebo*

SGRQ SCORES

Symptom score
Activity score
Impact score
TOTAL SYMPTOM SCORE

PLACEBO
BASE LINE
57.4 ± 20.2
53.4 ± 21.9
37.2 ± 20.9
45.6 ± 18.9

CINEOLE

6 MONTHS
48.5 ± 24.9
50.0 ± 24.8
33.9 ± 23.3
41.3 ± 22.5

BASE LINE
57.3 ± 20.4
52.1 ± 20.5
35.8 ± 20.2
44.4 ± 17.8

6 MONTHS
43.8 ± 24.3
43.5 ± 22.4
27.4 ± 19.2
34.5 ± 18.9

P VALUE †

0.0224
0.2032
0.1126
0.0630

* Plus – minus values are means ± SD. Lower scores on the scores indicate higher quality of life.
† P-Values are for the comparison of the changes in scores from base line to 6 months treatment between the two groups.

but in case of mucus hypersecretion when cilia fail, the
mucus pool allows bacterial colonisation. The presence of
pooled bacteria results in the release of bacterially-derived
toxins that destroy the underlying epithelium and trigger
a neutrophilic response [21]. Taking into account the
known pharmacological effects of the defined natural
product cineole it was assumed that this compound might
be beneficial for patients with COPD.

greater improvement than after treatment with placebo.
Differences in change of FEV1 were not statistically significant (p = 0.0627). These findings correlate with a decline
of FEV1 in the placebo group of 0.4% and an increase of
4.8% in the cineole group. This value is nearly identical
with the increase of FEV1 after the inhalation of β-agonists, when testing the reversibility, before concomitant
therapy with cineole started for six months.

Exacerbations have been shown to be reduced in various
studies evaluating treatment with inhaled β-agonists or
corticosteroids or combinations. The major finding of the
present study is that cineole provides a significantly
greater reduction of frequency, duration and severity of
exacerbations than placebo. The exacerbations were analyzed as multiple criteria for the relevant specifications frequency, duration and severity. The result for the primary
outcome measure could be validated exploratory for the
single parameters showing a statistical significant difference too. Therefore, both testing procedures are valid
whereas the testing multiple criteria is more sensitive. This
proof of efficacy is an important contribution to the
known pharmacological properties of cineole which
therefore is not a mucolytic agent only. The result of this
study suggests important new evidence of superior therapeutic efficacy of additional therapy with cineole to better
control COPD exacerbations compared to the currently
recommended combined therapy with ICS and LABA.
Furthermore, additional therapy with cineole may positively interact with anti-inflammatory activity of recommended airway therapies in COPD and may serve to
protect airways from other environmental agents.

Conclusion
These collective findings underline that cineole not only
reduces exacerbation rate but also provides clinical benefits as manifested by improved airflow obstruction,
reduced severity of dyspnea and improvement of health
status. Therefore, cineole can provide a useful treatment
option for symptomatic patients with COPD in addition
to treatment according to the guidelines. These results
have to be seen in context with socio-economic aspects. As
COPD is an extremely costly disease and a cause of major
financial and social burden concomitant therapy with cineole can be recommended, especially due to the lack of
relevant side effects and relatively low cost. The results of
our study provide good evidence that cineole will show
benefits as additional therapeutic regimen in patients
with COPD. These findings correspond to the interpretation of the efficacy-study with Carbocysteine but not with
Acetylcysteine, because this medication did not show a
significant reduction of exacerbations [22,23].

Competing interests
The authors declare that they have no competing interests.

Authors' contributions
In general, quality of life deteriorates slowly in patients
with COPD. During the period of 6 months treatment of
this study we observed a decrease of the scores of SGRQ in
both treatment groups. The reason for this finding in the
placebo group, too, seems to be due to patients receiving
better medical attention when involved in clinical trials.
The higher rate of exacerbations in the winter before the
study began in both treatment groups is due to the same
reason. Our present data with cineole therapy underline a

The study was designed and the protocol developed by
HW, C S and UD. CS worked as principal investigator. Statistical analysis was carried out by UD. The results were
interpreted by HW, CS and UD. All authors gave substantial critical input in revising the manuscript.

Acknowledgements
This study was funded by a grant of Cassella-med, Cologne, Germany.

Page 6 of 7
(page number not for citation purposes)

Respiratory Research 2009, 10:69

References
1.

2.

3.

4.

5.

6.

7.

8.

9.

10.

11.

12.

13.

14.
15.

16.
17.

Burge PS, Calverley PMA, Jones PW, Spencer S, Anderson JA, Maslen
TK: Randomised, double-blind, placebo controlled study of
fluticasone propionate in patients with moderate to severe
chronic obstructive pulmonary disease: the ISOLDE trial.
BMJ 2000, 320:1297-130.
Calverley PMA, Anderson JA, Celli B, Ferguson GT, Jenkins C, Jones
PW, Yates JC, Vestbo J, for the TORCH investigators: Salmeterol
and fluticasone propionate and survival in chronic obstructive pulmonary disease. N Engl J Med 2007, 356:775-789.
Calverley PMA, Boonawat W, Cseke Z, Zhong N, Peterson S, Olsson
H: Maintenance therapy with budenoside and formoterol in
chronic obstructive pulmonary disease. Eur Respir J 2003,
22:912-919.
Calverley PMA, Pauwels R, Vestbo J, Jones P, Pride N, Gulsvik A,
Anderson J, Maden C: Combined salmeterol and fluticasone in
the treatment of chronic obstructive pulmonary disease: a
randomized controlled trial. Lancet 2003, 361:449-456.
Niewoehner DE, Rice K, Cote C, Paulson D, Cooper JAD Jr, Korducki L, Cassino C, Kesten S: Prevention of exacerbations of
chronic obstructive pulmonary disease with tiotropium, a
once-daily inhaled anticholinergic bronchodilator. Ann Intern
Med 2005, 143:317-326.
Szafranski W, Cukier A, Ramirez A, Menga G, Sansores R,
Nahabedian S, Peterson S, Olsson H: Efficacy and safety of budesonide/formoterol in the management of chronic obstructive
pulmonary disease. Eur Respir J 2003, 21:74-81.
Seemungal TAR, Donaldson GC, Bhowmik A, Jeffries DJ, Wedzicha
JA: Time course and recovery of exacerbations in patients
with chronic obstructive pulmonary disease. Am J respir Crit
Care Med 2000, 161:1608-1613.
Juergens UR, Dethlefsen U, Steinkamp A, Gillissen A, Repges R, Vetter H: Anti-inflammatory activity of 1.8-Cineole (Eucalyptole) in bronchial asthma: a double-blind placebo controlled
trial. Respiratory Medicine 2003, 97:250-256.
Juergens UR, Engelen T, Stöber M, Racké K, Gillissen A, Vetter H:
Inhibitory activity of 1,8-cineol (eucalyptol) on cytokine production in human mononuclear phagocytes in vitro. Pulm
Pharmacol Ther 2004, 17:281-287.
Juergens UR, Stoeber M, Schmidt-Schilling L, Kleuver T, Vetter H:
Anti-inflammatory Effects of Eucalyptol (1.8-Cineole) in
Bronchial Asthma: Inhibition of Arachidonic Acid Metabolism in Human Blood Monocytes Ex Vivo. Eur J Med Res 1998,
3:407-412.
Kaspar P, Repges R, Dethlefsen U, Petro W: Sekretolytika im Vergleich, Änderung der Ziliarfrequenz und Lungenfunktion
nach Therapie mit Cineol und Ambroxol. Atemw-Lungenkrkh
1994, 20:605-614.
Kehrl W, Sonnemann U, Dethlefsen U: Therapy of acute nonpurulent rhinosinusitis with cineole: results of a double-blind,
randomized, placebo-controlled trial.
Laryngoscope 2004,
114:738-742.
Wittmann M, Petro W, Repges R, Dethlefsen U: Effects of Cineol
and Ambroxol on Different Parameters of Lung Function in
Subjects with COPD: A Double-Blind Randomised Study.
ALA/ATS International Conference, Poster 316, San Francisco, California,
May 19th 1997 .
Global Strategy for Diagnosis, Management and Prevention
of Chronic Obstructive Lung Disease Update 2006 [http://
www.goldcopd.com].
Worth H, Buhl R, Cegla U, Criée CP, Gillissen A, Kardos P, Köhler
D, Magnussen H, Meister R, Nowak D, Petro W, Rabe KF, SchultzeWerninghaus G, Sitter H, Teschler H, Welte T, Wettengel R: Deutsche Atemwegsliga and Deutsche Gesellschaft für pneumologie. Leitlinie der Deutschen Atemwegsliga und der
Deutschen Gesellschaft für Pneumologie zur Diagnostik und
Therapie von Patienten mit chronisch obstruktiver Bronchitis und Lungenemphysem (COPD).
Pneumologie 2002,
56:704-738.
Burge PS: Prevention of Exacerbations: How are we doing and
can we do better? Proc Am Thoracic Soc 2006, 3:257-261.
Anthonisen NR, Manfreda J, Warren CPW, Hershfield ES, Harding
GKM, Nelson NA: Antibiotic therapy in exacerbations of
chronic obstructive pulmonary disease. Ann Intern Med 1987,
106:196-204.

http://respiratory-research.com/content/10/1/69

18.
19.

20.
21.
22.

23.

Rodriguez-Rosin R: Toward a consensus definition for COPD
exacerbations. Chest 2000, 117:398-401.
Jones PW, Quirk FH, Baveystock CM, Littlejohns P: A Self-complete Measure of Health Status for Chronic Airflow Limitation. The St. George's Respiratory Questionnaire. Am Rev
Respir Dis 1992, 145:1321-1327.
Wei LJ, Lachin JM: Two-sample asymptotically distributionfree tests for incomplete multivariate observations. J Amer
Statist Assoc 1984, 79:653-661.
Randell SH: Airway epithelial stem cells and the pathophysiology of chronic obstructive pulmonary disease. Proc Am Thorac
Soc 2006, 3(8):718-725.
Zheng JP, Kang J, Huang SG, Chen P, Yao WZ, Yang L, Bai CX, Wang
CZ, Wang C, Chen BY, Shi Y, Liu CT, Chen P, Li Q, Wang ZS, Huang
YJ, Luo ZY, Chen FP, Yuan JZ, Yuan BT, Qian HP, Zhi RC, Zhong NS:
Effect of Carbocysteine on acute exacerbation of chronic
obstructive pulmonary disease (PEACE Study): a randomised
placebo-controlled
study.
Lancet
2008,
371:2013-2018.
Decramer M, Rutten-van Mölken M, Dekhuijzen PN, Troosters T, van
Herwaarden C, Pellegrino R, van Schayck CP, Olivieri D, Del Donno
M, De Backer W, Lankhorst I, Ardia A: Effects of N-acetylcysteine
on outcomes in chronic obstructive disease (Bronchitis Randomized on NAC Cost-Utility Study, BRONCHUS): a randomized placebo-controlled trial. Lancet 2005, 365:1552-1560.

Publish with Bio Med Central and every
scientist can read your work free of charge
"BioMed Central will be the most significant development for
disseminating the results of biomedical researc h in our lifetime."
Sir Paul Nurse, Cancer Research UK

Your research papers will be:
available free of charge to the entire biomedical community
peer reviewed and published immediately upon acceptance
cited in PubMed and archived on PubMed Central
yours — you keep the copyright

BioMedcentral

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

Page 7 of 7
(page number not for citation purposes)

