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ORIGINAL RESEARCH
TREATMENT OF ACUTE BRONCHITIS IN ADULTS WITH A PELARGONIUM SIDOIDES

PREPARATION (EPS
® 7630): A RANDOMIZED, DOUBLE-BLIND,

PLACEBO-CONTROLLED TRIAL
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ackground: Acute bronchitis is a widespread medical prob-
em, and, although predominantly caused by viruses, antibiotics
re still prescribed unnecessarily. Therefore, it is of utmost im-
ortance to evaluate the use of alternative treatments for acute
ronchitis.

bjective: To evaluate the efficacy and safety of a Pelargonium
idoides preparation (EPs 7630 is a registered trademark of Dr.

illmar Schwabe GmbH & Co. KG, Karlsruhe, Germany) com-
ared with placebo in patients with acute bronchitis.

esign: Randomized, double-blind, placebo-controlled trial us-
ng a design with planned interim analyses.

etting: Six outpatient clinics.

atients: One hundred twenty-four adults with acute bronchitis
resent �48 hours, Bronchitis Severity Score (BSS) �five
oints, and informed consent.

ntervention: EPs 7630 or placebo (30 drops three times daily)
or seven days.

easurements: The primary outcome criterion was the change
f BSS on day seven.

esults: The decrease of BSS from baseline to day seven was 7.2

3.1 points with EPs 7630 (n � 64) and 4.9 � 2.7 points with (
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lacebo (n � 60). The 95% confidence interval for the difference
f effects between the two treatment groups (EPs 7630 minus
lacebo) was calculated as (1.21, 3.56) showing a significant im-
rovement of EPs 7630 compared with placebo on day seven (P

.0001). For each of the five individual symptoms, rates of
omplete recovery were considerably higher in the EPs 7630
roup. Within the first four days, onset of treatment effect was
ecognized in 68.8% of patients in the EPs 7630 group compared
ith 33.3% of patients in the placebo group (P � .0001). Health-

elated quality of life improved more in patients treated with EPs
630 compared with placebo-treated patients. Adverse events
ccurred in 25 of 124 patients (EPs 7630: 15/64 patients, pla-
ebo: 10/60 patients). All adverse events were assessed as nonse-
ious.

onclusions: EPs 7630 was superior in efficacy compared with
lacebo in the treatment of adults with acute bronchitis. It may
herefore offer an effective alternative for acute bronchitis unless
ntibiotics are clearly indicated.

ey words: Acute bronchitis, double-blind, placebo-controlled,
linical trial, EPs 7630, Pelargonium sidoides preparation, herbal
edicine, randomized controlled trial
Explore 2005; 1:437– 445. © Elsevier Inc. 2005)
NTRODUCTION
cute bronchitis is one of the most frequent infections encoun-

ered in general practice and takes a top place under the notifi-
ations of days off work.1,2 It is predominantly caused by a viral
nfection with RNA viruses, particularly the respiratory syncytial
irus (RSV), followed by coxsackie, influenza, parainfluenza,
nd ECHO viruses or adenoviruses. Treatment of acute bron-
hitis is primarily symptomatic. Although acute bronchitis is
reated with antibiotics in up to 70% of cases, the duration of the
isease is not substantially shortened by this practice.3-6 The

Russian Research Institute of Pulmonology, Moscow, Russia,
University of Maryland, College Park, MD,
 Institute for Medical Statistics, Informatics and Epidemiology of the
niversity of Cologne, Cologne, Germany

Corresponding author: Address:
ussian Research Institute of Pulmonology 11th Parkovaya St. 32/61,
oscow 105077 (Russia)
isks associated with initial antibiotic treatment include gastro-
ntestinal adverse effects, allergic reactions, and development of
esistant bacteria leading to a longer duration of treatment and
elapse.7,8 An alternative treatment of acute bronchitis with po-
ential efficacy is the preparation from Pelargonium sidoides (mar-
eted in Germany as Umckaloabo; manufacturer: ISO Pharma-
euticals, Ettlingen, Germany) (Umckaloabo is a registered
rademark of Dr. Willmar Schwabe GmbH & Co. KG,
arlsruhe, Germany). The liquid herbal drug preparation from
elargonium sidoides root is also referred to as EPs 7630 (EPs 7630
s a registered trademark of Dr. Willmar Schwabe GmbH & Co.
G, Karlsruhe, Germany) and is an approved drug in Germany,

n the Commonwealth of Independent States (CIS), in the Baltic
tates, in Turkey, in Brazil, and in Mexico for the treatment of
pper respiratory tract infections. Recent investigations have
rovided some explanation of the mechanism of action of EPs
630, which is thought to be related to antimicrobial9 and im-
une-modulatory10,11 properties. Antimicrobial and immune-
odulatory effects have been demonstrated for polymeric poly-
henols (eg, catechin, gallocatechin, gallic acid), the principal
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onstituents of EPs 7630, and for coumarines (eg, umckalin).
he immune-modulatory activities are mediated mainly by the

elease of tumor necrosis factor (TNF-�) and nitric oxides (iNO),
he stimulation of interferon � (INF-�), and the increase of
atural killer cells (NK) activity.11

To date, successful treatment of acute bronchitis with Pel-
rgonium sidoides has been reported in several observational
tudies12,13 and a controlled study with children.14 In a re-
ently published randomized placebo-controlled trial with
dults,15 EPs 7630 was superior in efficacy compared with
lacebo, clearly reduced the severity of symptoms, and short-
ned the duration of sick leave by nearly two days. The
resent clinical trial was designed to evaluate the efficacy and
afety of EPs 7630 compared with placebo in patients with
cute bronchitis.

ETHODS
he trial adhered to the Declaration of Helsinki 1964; the Revi-
ions of Tokyo 1975, Venice 1983, Hong Kong 1989, and Som-
rset-West 1996; and the Guideline for Good Clinical Practice
GCP) 1997 CPMP/ICH/135/95).16,17

atients
pproval by the ethics commission of the Russian State Re-

earch Institute of Pulmonology was given in February 2000.
rom April 2000 to March 2001, the trial was conducted at six
rban primary care outpatient clinics. Patients, who met the
ollowing inclusion criteria, were deemed suitable for the
rial: age �18 years, acute bronchitis with a Bronchitis Sever-
ty Score (BSS15) � five points, and duration of complaints

48 hours. The diagnosis of acute bronchitis was additionally
onfirmed on clinical symptoms as described elsewhere.7,18

Exclusion criteria were as follows: indication for antibiotic
reatment (eg, suspected pneumonia) or treatment with antibi-
tics during the past four weeks before inclusion in the trial;
llergic bronchial asthma; tendency to bleed; severe heart, renal,
r liver diseases; immunosuppression, known or supposed hy-
ersensitivity to the investigational medication; concomitant
edication that might impair the study results (eg, antibiotics)

r supposed interactions of the concomitant medication with
he investigational medication; participation in another clinical
rial during the past three months; patients who are known or
uspected by their mental capability to be noncompliant; or
atients unable to understand the nature, meaning, and conse-
uences of the trial.

tudy Design
he study was a multicenter, prospective, randomized, paral-

el-group, double-blind, placebo-controlled clinical trial. It
as planned according to a group sequential adaptive that
llows for early stopping and sample size recalculation in case
f continuation.19-21 The primary objective was to evaluate
he efficacy and safety of EPs 7630 compared with matched
lacebo in patients with acute bronchitis. The primary out-
ome criterion for assessing the efficacy of EPs 7630 com-
ared with placebo was the change of BSS on day seven. BSS

cores the most important features of acute bronchitis, p

38 EXPLORE November 2005, Vol. 1, No. 6
amely, cough, sputum, rales/rhonchi, chest pain during
oughing, and dyspnea. Each symptom was assessed by the
nvestigator using a verbal five-point rating scale ranging from
ero to four (zero: absent; one: mild; two: moderate; three:
evere; four: very severe). Secondary outcome criteria were as
ollows: BSS �five points at study end, decrease of BSS �five
oints between baseline and study end, onset of treatment
ffect, consumption of paracetamol, change of individual
ymptoms of BSS, patients’ health status using the health-
elated quality of life questionnaires (SF-12 Health Survey,
Q-5D).22-27 Furthermore, treatment outcome, both by the
atient and the investigator, using the Integrative Medicine
utcome Scale (IMOS) consisting of a five-point rating scale

“complete recovery,” “major improvement,” “slight to mod-
rate improvement,” “no change,” “deterioration”),15 and sat-
sfaction with treatment were assessed, utilizing the Integra-
ive Medicine Patient Satisfaction Scale (IMPSS), a five-point
cale, comprising the ratings “very satisfied,” “satisfied,” “neu-
ral,” “dissatisfied,” “very dissatisfied.”15 The safety of treat-
ent was assessed with respect to frequency, nature, and

everity of adverse events (AEs) to tolerability assessed by
nvestigators and by patients using a verbal four-point rating
cale and the results of laboratory tests including leukocytes,
rythrocyte sedimentation rate, �-glutamyl transpeptidase, as-
artate aminotransferase, alanine aminotransferase, Quick
est, and partial thromboplastin time (PTT).

After completing informed consent, eligible patients were ran-
omly allocated to one of two treatment groups according to a
ist generated on a computer by block randomization. For the
atients who were not enrolled, all reasons were documented.
ith enrollment, every patient was assigned the lowest patient

umber for randomization that was available at the respective
enter and received the investigational medication with the re-
pective patient number. The research staff was blinded to treat-
ent allocation assignment and the data that were collected at

ll time points.
At baseline visit (day zero), demographic data, symptoms

ypical for acute bronchitis, history of present illness, and
linical findings including laboratory results as well as mac-
oscopic and microbiologic examination of sputum were ob-
ained. The study medication and patient diary were provided
o the patient at baseline. Following enrollment, examina-
ions occurred on days three through five and day seven. At
ach contact, the investigator assessed the clinical status of
he patients, reviewed the patient diary, documented the con-
umption of investigational medication and of paracetamol
s well as any change in concomitant medications, and asked
bout occurrence of any AEs. Treatment outcome and toler-
bility were assessed separately by the patient and the inves-
igator. On day seven or at premature withdrawal of the pa-
ient, there was a final assessment including laboratory tests
nd sputum examination. In addition, the patient was asked
o assess the length of time until onset of treatment effect as
ell as satisfaction with treatment.
The investigational medication was administered in bottles

f 50 mL containing either EPs 7630 (100 g finished product
ontain 80 g EPs 7630; additional ingredient of the finished

roduct: 20 g glycerol 85%) or placebo. Placebo was matched

Treatment of Bronchitis With Herbal Medicine
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o a formulation of EPs 7630 with regard to color, smell, and
aste as well as viscosity. The medication was manufactured
y Dr. Willmar Schwabe GmbH & Co. KG, Karlsruhe, Ger-
any. The formulation of EPs 7630 and its botanical origin
ere identical to the finished commercial product, Umck-
loabo (ISO Arzneimittel GmbH & Co. KG, Ettlingen, Ger-
any). The investigators were blinded to the treatment allo-

ation assignment.
The patients were instructed to take 30 drops three times daily

4.5 mL per day) at 30 minutes before or after the meals starting
t day zero (after baseline visit) and continuing until day seven
prior to last visit). Any other medication that had been taken
ithin the past six months or in parallel to the investigational
edication had to be documented. In case of fever (�39.0°C),

aracetamol tablets 500 mg were allowed. Criteria for withdraw-
ls were as follows: no decrease of BSS compared with baseline
nonresponder), complete recovery, intake of prohibited medi-
ations (eg, antibiotics), occurrence of AEs, or lack of compli-
nce.

All data collected were entered by the investigators into note-
ook computers using an electronic case report form (eCRF) and
ransmitted via modem to the data collection center at the con-
ract research organization (CRO). Monitoring was conducted
ccording to ICH GCP guidelines.17 The monitor checked daily
he data entered into the eCRFs for completeness and plausibil-

EPs® 7630

Screen

Includ

Rand
n 

Day 0, n = 64Not treated, n = 0

Day 3-5, n = 64Termination, n = 3
Reason for termination:
Lack of efficacy, n = 1 ;

Free of symptoms, n = 1 ;
 Not allowed concomitant

medication, n = 1

Day 7, n = 61

Figure 1. Flowchart inclu
ty using the implemented monitoring tools. On-site monitoring a

reatment of Bronchitis With Herbal Medicine
isits including source data verification occurred every four
eeks at each study site.
In-house and on-site audits as well as a system audit at the

xternal CRO were performed. No deviations from GCP were
ound. Treatment allocation was sealed and remained so until
he end of the study.

tatistical Analysis
or all interim analyses as well as the final analysis, separate
nalyses plans were made based on blind data reviews accord-
ng to ICH guidelines E9 and E10.28 The experiment-wise
ype I error rate was set at � � 0.025 (one-sided). The critical
alues of the group sequential test design were calculated for
he standardized cumulative test statistic based on Pocock’s
esign.29 For one-sided � � 0.025, the resulting adjusted
ignificance levels at each interim analysis k were given by �k

0.007907 with corresponding critical values �k � 2.413
ach (k � one, two, three, four). All interim and final confir-
atory statistical analyses of the primary outcome variable
ere based on all available data according to the intention-

o-treat principle. The last observation carried forward
LOCF) procedure was applied in case of premature with-
rawal from the trial. All confirmatory comparisons of the
wo treatments were carried out as planned, namely as two-
actorial analysis of covariance on the primary outcome vari-

Placebo

 242

 124

ed,

Day 0, n = 60 Not treated, n = 0

Day 3-5, n = 60
Termination, n = 4

Reason for termination:
Lack of efficacy, n = 2 ;
Violation against
selection criteria, n = 2

Day 7, n = 56

reasons for withdrawals.
ed, n =

ed, n =

omiz
= 124

ding
ble with the two factors treatment group and site and with

439EXPLORE November 2005, Vol. 1, No. 6
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he baseline value as a covariate. Results are displayed as
eans � standard deviation. For confirmatory analysis, 95%

epeated confidence intervals (RCIs) were calculated.19-21

ESULTS

aseline, Compliance, and Withdrawals
ll of the 124 of 242 (51.2%) patients who met the criteria
bove and gave their written informed consent for trial par-
icipation were enrolled and randomized in sequence at each
tudy site into the two treatment groups. Therefore, the data
f 124 patients were analyzed on an intention-to-treat basis:
4 of 124 patients received EPs 7630 and 60 of 124 patients
eceived placebo. By day seven, three of 64 patients of the EPs
630 group and four of 60 patients of the placebo group had
ropped out. Details for withdrawals are presented in Figure
.
Among the 124 patients in the ITT data set, the predomi-

ance of females was slightly higher in the EPs 7630 group
EPs 7630: 49/64 patients [76.6%]; placebo: 38/60 patients
63.3%]). Demographic and baseline characteristics are listed

able 1. Demographic Information and Other Characteristics at
aseline (Values � Number of Patients, n � 124, ITT-analysis).

Demographic Information
EPs 7630
(n � 64)

Placebo
(n � 60)

ale 15 22
emale 49 38
ean age � SD, y 36.2 � 13.0 35.9 � 13.2
ean height � SD, cm 168.2 � 8.5 169.2 � 8.4
ean weight � SD, kg 71.9 � 15.0 68.8 � 14.4
istory of respiratory infections*
Bronchitis (chronic/seldom) 0/30 0/27
Angina tonsillaris (chronic/

seldom) 0/9 3/12
Rhinopharyngitis (chronic/

seldom) 3/31 1/31
Otitis media (chronic/seldom) 0/6 1/4
Other (chronic/seldom) 1/3 2/1

re-treatment of respiratory
tract infections* 22 19

Antibiotics 4 1
Acetylcysteine 2 0
Antitussives 13 9
Symptomatic treatment 10 10
Other 5 6

moker status
urrent smoker 16 15
x-smoker 10 19
ever smoker 12 13
o remark or classification not

possible 26 13

*Multiple responses possible.
n Table 1. History of respiratory tract infections and pretreat- a

40 EXPLORE November 2005, Vol. 1, No. 6
ent of respiratory tract infections as well as number of cur-
ent smokers were similar in both groups. The final analysis
as carried out after all patients enrolled had completed the

rial, and the database was finally cleaned and locked.

fficacy Evaluation
rimary efficacy. At baseline, BSS was similar in both treat-
ent groups (9.0 � 2.2 points in the EPs 7630 group, 9.1 � 2.2

oints in the placebo group). The decrease of BSS over time is
hown in Figure 2. On day seven (LOCF), BSS decreased by 7.2

3.1 points with EPs 7630 and by 4.9 � 2.7 points with placebo
P � .0001). The 95% RCI for the difference of effects between
he two treatment groups (EPs 7630 minus placebo) was calcu-
ated as (1.2, 3.6) showing a highly significant superiority of EPs
630 compared with placebo on day seven. This superiority of
Ps 7630 was noticeable at the first follow-up contact (days 3-5)
lready (BSS: 4.4 � 2.2 points under EPs 7630, 6.2 � 2.5 points
nder placebo, P � .0001).

econdary efficacy. Response criteria based on BSS on day sev-
n: A BSS of less than five points was observed in 61 of 64
atients (95.3%) with EPs 7630 compared with 35 of 60 patients
58.3%) with placebo (P � .0001). A decrease of BSS of at least
ve points compared with baseline was seen in 58 of 64 patients

90.6%) treated with EPs 7630 and 31 of 60 patients (51.7%)
reated with placebo (P � .0001). Rapid recovery, defined as
ulfillment of both of outcomes above, was observed in 58 of 64
atients (90.6%) with EPs 7630 and 25 of 60 patients (41.7%)
ith placebo (P � .0001).
Individual symptoms of BSS on day seven: For each of the

ve individual symptoms, the rate of complete recovery on day
even was considerably higher in the EPs 7630 group (Figure 3).
he assessments by the physicians agreed well with the self-
ssessments by the patients. Only negative final assessments of
hange under placebo were more frequent in the patients’ self-

igure 2. Decrease of the Bronchitis Severity Score (BSS) under EPs
630 compared with placebo (n � 124, ITT analysis).
ssessments than in the investigators’ assessments. At the final

Treatment of Bronchitis With Herbal Medicine
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Figure 3. Change of individual symptoms of BSS under EPs 7630 compared with placebo (n � 124, ITT analysis).
441reatment of Bronchitis With Herbal Medicine EXPLORE November 2005, Vol. 1, No. 6
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isit, recovery rates for the symptoms rales/rhonchi, chest pain
uring coughing, and dyspnea exceeded 90% among the pa-
ients in the EPs 7630 group presenting with the respective symp-
oms at baseline. Among the corresponding patients in the pla-
ebo group, the recovery rates of these three symptoms
emained below 60%. For example, on day seven, rales/rhonchi
ad disappeared in 55 of 60 patients (91.7%) under EPs 7630 and

n 29 of 59 patients (49.2%) under placebo (P � .0001), and chest
ain during coughing had disappeared in 55 of 58 patients
94.8%) of the EPs 7630 group and 29 of 52 patients (55.8%) of
he placebo group (P � .0001). Among the five symptoms,
ough was the symptom with the highest baseline scores and the
lowest recovery in both groups. In the EPs 7630 group, cough
isappeared in 20 of 64 patients (31.3%) compared with three of
0 patients (5.0%) in the placebo group (P � .0001).
Further clinical symptoms on day seven: All five additional

ymptoms showed higher recovery rates in the EPs 7630 group
ompared with placebo. The highest recovery rates were found
or fever (EPs 7630 group: 93.2%; placebo group: 82.9%) and for
ain in the limbs (EPs 7630 group: 92.9%; placebo group:
6.9%), followed by headache (EPs 7630 group: 86.7%; placebo
roup: 77.8%) and fatigue/exhaustion (EPs 7630 group: 84.1%;
lacebo group: 66.1%). The weakest but most different recovery
ates were found for the symptom hoarseness. On day seven,
oarseness had disappeared in 45 of 58 patients (77.6%) under
Ps 7630 and in 20 of 52 patients (38.5%) under placebo (P �

0001).

reatment Outcome and Onset of Treatment Effect
n the IMOS, recovery and improvement were seen by the

hysicians more frequently in the EPs 7630 group (Figure 4). On
ay seven, 54 of 64 EPs 7630-treated patients (84.4%) but only
8 of 60 patients under placebo (30.0%) were assessed as major
mproved or completely recovered. Patients’ assessments
howed a very strong agreement with the assessments by physi-

igure 4. Treatment outcome under EPs 7630 compared with pla-
ebo (n � 124, ITT analysis).
ians. This assessment was already pronounced on days three to i

42 EXPLORE November 2005, Vol. 1, No. 6
ve. Forty-three of 64 patients (67.2%) of the EPs 7630 group
howed “major improvement” or “complete recovery” as com-
ared with 11 of 60 patients (18.3%) in the placebo group.
With regard to the onset of treatment effect, patients noticed

n effect earlier with EPs 7630 than with placebo. Two of 64
3.1%) patients receiving EPs 7630 reported an effect within two
o five hours, 14 of 64 (21.9%) within one to two days, 28 of 64
43.8%) within three to four days, 17 of 64 (26.6%) within five to
ix days, and two of 64 (3.1%) stated not having noticed any
ffect during the treatment period. In the placebo group, no
atient had noticed an effect within two to five hours, six of 60
10.0%) patients reported an effect within one to two days, 14 of
0 (23.3%) within three to four days, 26 of 60 (43.3%) within five
o six days, and 14 of 60 (23.3%) stated not having noticed any
ffect. Thus, within the first four days, onset of treatment effect
as recognized in 44 of 64 patients (68.8%) with EPs 7630 com-
ared with 20 of 60 patients (33.3%) with placebo (P � .0002).

ealth-Related Quality of Life
t baseline, self-assessments in both groups were comparable on

he five dimensions of EQ-5D. On day seven, remission was
eported by the majority of patients receiving EPs 7630, whereas,
ith placebo, there were as many patients reporting “remission”
s patients with “no change” (Figure 5). Overall, EPs 7630 was
ssociated with less impairment. Group differences were most
arked in pursuance of “usual activities” (78.2% vs 34.8%, re-

pectively), followed by “mobility” (85.0% vs 54.1%, respec-
ively), “anxiety/depression” (78.0% vs 48.8%, respectively), and
pain/discomfort” (78.0% vs 47.3%, respectively) and were still
ound in “self-care” (90.5% vs 75.0%, respectively). In addition,
Q-VAS increased by 34 units in the EPs 7630 group and by 24
nits in the placebo group (P � .001).
With regard to the SF-12 Health Survey, results indicate better

uality of life after treatment with EPs 7630 compared with
lacebo. For example, more patients receiving EPs 7630 reported
hat their health was, in general, improved on day seven com-
ared with placebo (61.9% vs 41.4%, P � .012), and 32.8% of
atients with EPs 7630 had a lot of energy on day seven com-
ared with 25.4% of patients receiving placebo (P � .187).

atisfaction With Treatment
ccording to the entries of the patient diaries, 51 of 64 patients

79.7%) in the EPs 7630 group and 26 of 60 patients (43.3%) in
he placebo group were satisfied with their treatment (P �
0001). Only one of 64 patients (1.6%) in the EPs 7630 group and
ight of 60 patients (13.3%) in the placebo group were dissatis-
ed (P � .0001).

olerability and Safety Evaluation
he tolerability assessments by the investigators and the patients
n day seven were similar. A very good or good tolerability was
eported by 98.4% of the patients in the EPs 7630 group and by
6.7% of the patients in the placebo group.
A total of 25 of 124 patients (20.2%) experienced at least one

E during the trial: 15 of 64 patients (23.4%) in the EPs 7630
roup and 10 of 60 patients (16.7%) in the placebo group, with

ntensities ranging from mild to moderate. All AEs were assessed

Treatment of Bronchitis With Herbal Medicine
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Figure 5. Change of the five dimensions of EQ-5D under EPs 7630 compared with placebo (n � 124, ITT analysis).
443reatment of Bronchitis With Herbal Medicine EXPLORE November 2005, Vol. 1, No. 6
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s nonserious. Regarding the coagulation parameters Quick and
TT, no differences between the two treatment groups were
bserved.

ISCUSSION
he results of this trial show that acute bronchitis can be treated
uccessfully with EPs 7630. The clinical relevance of the treat-
ent effects observed is supported by the treatment outcome as

ssessed by physicians and patients on the Integrative Medicine
utcome Scale. Although only 30% of patients under placebo

howed complete recovery or major improvement, nearly 85%
f patients receiving EPs 7630 did. Treatment outcome as rated
y the patients corresponded closely to the assessments by the
nvestigators.

It is often assumed in antibiotic treatment of acute bronchitis
hat patient satisfaction with care for acute bronchitis depends
ostly on physician-patient communication rather than on an-

ibiotic treatment.30 Results from patient diaries in this study
emonstrate patient satisfaction with treatment. Approximately
0% of patients treated with EPs 7630 compared with only 43%
f placebo-treated patients were very satisfied or satisfied with
heir treatment. In case of EPs 7630, patient satisfaction corre-
ates with the EPs 7630 treatment.

Another important factor for the treatment success of EPs
630 is the change in health-related quality of life. After seven
ays, nearly 80% of EPs 7630-treated patients were able to pur-
ue their daily activities again, whereas less than half of the
atients receiving placebo could do so. Studies investigating
he quality-of-life aspect in the treatment of acute bronchitis are
elatively rare. In a trial comparing doxycycline to placebo in the
reatment of acute bronchitis, no differences were found be-
ween the two groups with regard to general well-being and
imitation of activity.31 Results from a trial comparing cefu-
oxime axetil with placebo treatment for acute bronchitis32 show
n the one hand similar cure rates at the end of treatment in the
wo groups and on the other hand better health-related quality
f life for patients in the antibiotic group. According to the
F-36 questionnaire, patients treated with antibiotics declared
ore beneficial changes after eight days than patients in the

lacebo group, with mean scores of 78.1 and 70.5, respectively (P
.03). In another trial comparing azithromycin with vitamin C

reatment of acute bronchitis, difference in health-related qual-
ty of life was small and not significant.33 Eighty-nine percent of
atients in each treatment group had returned to their usual
ctivities by day seven. It was concluded that azithromycin was
o better than low-dose vitamin C for acute bronchitis and that
urther studies are needed to identify the best treatment for this
isorder.
Even though acute bronchitis is a common diagnosis, its

efinition is still unclear. The diagnosis is based on clinical
ndings, without standardized diagnostic signs and sensitive
r specific confirmatory laboratory tests.34 Development of
enerally acknowledged criteria is therefore strongly desir-
ble. The BSS15 used in this study includes the symptoms
ales/rhonchi and dyspnea, which may be looked at differ-
ntly in countries around the world. In addition, because of

he lack in internationally standardized criteria, all outcomes
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pplied in this study are self-report. Also because of this, the
evelopment of commonly accepted diagnostic criteria is
ighly desirable.
EPs 7630 was well tolerated, with no serious AEs during the

rial. Several outcomes studies confirm the relatively low num-
er of AEs during treatment with EPs 7630.35 If one compares
he occurrence of AEs during EPs 7630 treatment with antibiotic
reatment, the frequency of AEs reported for the use of antibi-
tics is higher.6,36 Thus, treatment of acute viral bronchitis,
nless caused by bacteria, with antibiotics appears to be rela-
ively ineffective and is furthermore associated with consider-
ble adverse effects. As proposed by Hirschmann,37 practitio-
ers should explain to their patients that antibiotics will not
asten resolution of their symptoms, which will often respond
o other medications.

Taken together, the results of this and those of the formerly
ublished placebo-controlled trials with a total of nearly 800
atients demonstrate the efficacy of EPs 7630 in the treatment
f acute bronchitis.15,35 In comparison, the effect of antibi-
tic treatment for patients with a clinical diagnosis of acute
ronchitis appears to be modest.7 Moreover, antibiotics have
otential adverse effects rates up to 35%36 but are neverthe-

ess prescribed for 60% to 80% of patients with acute bron-
hitis.7 The results of the trials with EPs 7630 offer a convinc-
ng argument for an alternative for the treatment of acute
ronchitis.7,38

In summary, the results of our trial show EPs 7630 to be an
fficacious, safe, and well-tolerated herbal medicine in the man-
gement of acute bronchitis. It can be considered a reasonable
hoice for all patients attending general practitioners with this
cute condition.
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