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Abstract : This is an open-label, non-comparative controlled study of the efficacy and safety of a
herbal secretolytic preparation (Sinupret®) as a single therapy in patients with sinusitis. The study was
conducted at the Department of Otolaryngology, Siriraj Hospital, Bangkok, during the period January -
December 2000, Thirty-nine patients with symptoms and signs of sinusitis, which were confirmed by
abnormal endoscopic findings and abnormal radiological findings, were included. All patients received
Sinupret®, two sugar-coated tablets orally three times a day for 21 days. Symptoms and signs were
evaluated on three occasions: the first (day 0, V1) before the treatment started, the second (V2) on day 14,
and the third {V3) on day 21. There were no other additional adjunctive treatments, Primary outcome
measures were the change in the percentage of patients who had three main symptoms (i.e. nasal obstruc-
tion, nasal discharge and sinus headache), abnormal endoscopic findings (i.e. mucosal swelling and nasal
secretion), and abnormal radiological findings (i.e. air-fluid level, opacification, and mucoperiosteal
thickening). Global assessment was rated by the patients using a visual analogue scale (VAS). The clinical
response was classified as cure, improvement, failure, and relapse. Treatment success was defined as cure
or improvement. Adverse events were also recorded.

There were 14 males and 25 females, with a mean age of 39.7 + 14.1 years (16-75).
Twenty three patients had chronic sinusitis (CS) and 16 patients had acute sinusitis (AS). The duration of
symptoms in the CS group was 16.4 + 25.6 months (1-96), and in the AS proup was 21.3 + 9.4 days (7-30). At
V1, 34 pafients (87.2 %) had nasal discharge, 26 patients (66.7 % ) had obstruction, and 25 patients (64.1 9o)
had sinus headache. At V3, the percentages of patients who had symptoms decreased significantly to
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64.1%, 41.0% and 38.5% for these three symptoms respectively. The same was true for the percentage of
patients who had abnormal endoscopic findings, The percentage of patients showing radiological evidence
of improvement was 61.5% (33.3% normal, 28.2% improvement), with no change in 38.5% of patients.
Treatment success was recorded in 31 out of 39 patients (79.4% : cure 23.0%, improvement 56.4%). In
lfour patients { 10.3 % ) treatment failed and in four other patients ( 10.3% ) there was a relapse in symptoms
and signs, Adverse events were reported in 4 patients (10.3 %), which were mild and resolved spontaneously.

This study showed the efficacy and safety of a 3-week course of a herbal secretolytic
preparation (Sinupret®) in the treatment of sinusitis, either acute or chronic. The incidence of adverse
events was low and they were tolerated by the patients, The use of this herbal secretolytic preparation as
a sole treatment is effective in most cases of uncomplicated sinusitis. This can decrease the risk of adverse
drug reactions from antibiotic therapy and is a cheaper treatment.

Key words : herbal secretolytic preparation, acule sinusitis, chronic sinusitis
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INTRODUCTION

The medical management of sinusitis
consists of treatment of infections, medication to
improve ostial patency and thus promote ventilation
and drainage of the sinuses, promotion of mucociliary
function and to reduce inflammation of the sinonasal
mucosa. According to various guidelines for the
treatment of sinusitis, antibiotics are the first line of
therapy.'® Amoxycillin, co-trimoxazole and
erythromycin used empirically are the drugs of
choice, because of the difficulty in oblaining sinus
specimens for culture and sensitivity, Even if the
specimens can be obtained, a few days delay are
needed before the results of the culture are reported.
For acute sinusitis, the recommended duration of
antibiotic therapy is 14 days, and in patients with
chronic sinusits, this usually requires 3 to 6 weeks
of therapy.

However, recent studies have questioned the
value ol antibiotics in treating acute sinusitis.® In
well-controlled studies of antral aspiration culture
in patients with acute maxillary sinusitis, bacteria
were found in only 60 1o 80% of the patients, ™ From
this we can assume that the remaining 20 to 40% of
acute maxillary sinusitis cases are nol bacterial in
erigin, so administration of antibiotics in these cases
may be unnecessary and a waste of money,
Furthermaore, the increased incidence of drug resistant
organisms and adverse drug reactions with antibiotic
therapy have detrimental effects,'? which favours the
idea of non-antibiotic therapy for acute, uncompli-
cated sinusilis. Some studies have even predicted
that this is the end of antibiotic treatment i adults
with acule sinusitis-like complaints.'

The adjunctive non-pharmacologic
treatments that provide additional symptomatic
benefits are steam inhalation (with eucalyptus, tea
tree, or lavender oil), astringents, spicy foods, saline
irrigation and herbal remedies."”

A plant-based secretolytic compound
(Sinupret™) consisting of gentian root, vervain leaves,

elder flowers, sorrel leaves, and primrose flowers and
calyces, has been used in the treatment of acute and
chronic inflammation of the sinuses and respiratory
tract."™ The activity profile of this herbal secretolytic
agent is characterized by marked secretolysis and
anti inflammatory activiey.'™"

The objective of this study is 1o demonstrate
the clinical efficacy and safety of the herbal
secretolytic agent (Sinupret™) in the treatment of Thai
patients with sinusitis,

MATERIALS AND METHODS

This was an open-label, non-comparative
controlled study, conducted at the Department of
Otolaryngology, Siriraj Hospital, Bangkok, Thailand,
during the period January-December 2000, The study
was approved by the Ethical Committee on Human
Rights Related to Research Invelving Human
Subjects, Faculty of Medicine Siriraj Hospital,
Mahidol University,

Out-patient adult males and females aged
16 years or elder with either acute, chronic or an
acule exacerbation on chronic sinusitis, were
included. Diagnosis was established on the basis of
clinical symptoms (i.e. nasal discharge, nasal
chstruction and sinus headache), and the presence of
discharge in the nasal cavity or in the middle meatus
or from the sinus ostia on endoscopic examination.
The diagnosis was confirmed by abnormal
radiological findings in one or more of the paranasal
sinuses (i.e. air fluid level, opacification, and
mucoperiosteal thickening). Written informed
consent was obtained from all patients,

Patients were excluded from the study il they
had a severely deviated nasal septumn or nasal polyps
that obstructed the osteomeatal complex. Odonto-
genic maxillary sinusitis was also excluded, Patients
with respiratory diseases that required drug therapy
(i.e. asthma, chronic bronchitis and COPD), chronic
liver disease, renal failure and other systemic diseases
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were all additional eriteria for exclusion. Pregnant
or lactating women were also excluded from the study,

Patients who fulfilled the inclusion criteria,
received the herbal combination preparation
(Sinupret®, Bionorica, Germany), given as a sugar-
coated tablet, two tablets, three tmes a day for 21
days. There were no additional medicines given for
the treatment of sinusitis. Patient compliance was
measured by counting the remaining tablets at the
follow up visits.

Symptoms and signs were evaluated on
three pccasions, i.e., the first (day O, V1) before
treatment started, the second (V2) on day 14, and the
third (V3) on day 21. The presence of three main
symptoms (nasal discharge, nasal obstruction, and
sinus headache) was recorded by physicians, Nasal
endoscopic examination to detect mucosal swelling
and secretions in the nasal cavity or in the middle
meatus was also performed. A plain x-ray of the sinus
(Caldwel]l and Waters' views) was done at V1 and
again at the end of treatment (V3) to observe any
changes in the radiological findings. The clinical
response was classified as cure, improvement, failure
or relapse at day 14 and day 21 of treatment. Cure
was defined as complete resolution of symptoms and
signs and/or no radiological evidence of disease;
improvement if there was incomplete resolution of
symptoms and signs and/or radiological improve-
ment; and failure if there was no change in the
symptoms and signs or radiological findings, and
relapse if an initial improvement or cure was followed
by a worsening or recurrence of the symptoms and
signs. Treatmenl success was defined as cure or
improvement.

Global assessment was evaluated by using
a visual analogue scale (VAS) to measure overall
improvement in symptoms, patients rating from
1004% (severe symptoms) to 0% (no symploms).

The safety of Sinupret” was assessed with
regard to adverse drug reactions. All adverse cvents,
gither ohserved by the investigators or reported by
the patients, were recorded at each visit and evaluated
by the investigalors with regard to severity, onsel,
duration and whether a causal relationship to the
study drug existed.

Statistical Analysis

The percentage of patients who had the three
main symptoms and abnormal endoscopic findings
were compared between visits, using the McNemar
Test. The mean VAS before and after treatment were
compared using Paired t-test, A significance level of
0.05 was used.

RESULTS

A total of 39 patients (14 males and 25
females) with a mean age of 39.7 + 14,1 years (range
16-75) were included in the study. The diagnosis
was acule sinusitis in 16 patients and chronic
sinusitis or acute exacerbation on chronic sinusitis
in 23 patients. The duration of symptoms in the acute
group was 21.3 £ 9.4 days (7-30 days), and that of the
chronic group was 16.4 + 25.6 months (1-96 months).

AtV (before treatment), 34 patients (87.2%)
had nasal discharge, 26 patients (66.7%) had nasal
obstruction, and 25 paticnts (64.1%) had sinus
headache., After 2 weeks treatment (V2) the
percentages of patients who had symptoms decreased
to 74.4%, 48.7%, and 33.3%, and after 3 weeks
treatment (V3), these percentages were significantly
decreased to 64.1%, 41.0%, and 38.5% for nasal
discharge, nasal obstruction, and sinus headache
respectively (Table 1),

ALV, 35 patients (89.7%) had nasal
mucosal swelling, and 39 patients (100%) had
secretions in the nasal cavity or middle meatus, After
treatment, the percentages of patients who had
mucosal swelling and nasal secretion were
significantly decreased to 59.05% and 79.5% at the
second visit (V2), and to 59.0% and 69.2% al the
third visit (V3) respectively (Table 2). The
radiological findings before treatment were abnormal
in 100% of patients (air-fluid level 28.2%,
opacification 35.9%, and mucosal thickening
35,99, After 3 weeks treatment, 33.3% of the sinus
plain films were normal. An air-fluid level and
opacification were found in only 2.6% and 12.8%
respectively.  The total improvement of pathology
seen on the plain films was 61.5% (33.3% normal,
28.2% improvement) and no change in the pathology
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Table 1. Percentage aof patients who had symptoms at cach visit.

Symptoms Mao. of patients (%} P value
Visit 1 Visit 2 Visit 3 V1-¥2 V1-v3
Masal discharge 34 (87.2) 29 (74.4) 25(64.1) 0.219 0.006%
Masal obstruction 26 (66.7) 19 (48.7) 16 (41.0) 0.146 0.021*
Sinus headache 25 (64.1) 13 (33.3) 15 (38.5) 0.021% 0.021*
*Significance level p < 0.05
Table 2. Percentage of patients who had abnormal endoscopic findings at each visit,
Findings No. of patients { %) P value
Visit 1 Visit 2 Visit 3 V1-¥2 V1-¥3
Mucosal swelling 35 (80.7) 23 (59.0) 23 (59.0) 0,008 0.008*
Masal secretion 30(100.09 31(79.5) 27(69.2) 0.001* 0.000*
- mucopurulent 21 (533.8) 37T T(17.9)
- mucoid 18 (46.2) 2B(7L.8) 200513

#*Significance level p < 0.05

Table 3. Changes in pathology scen on a plain film of the sinuses after 3 weeks treatment with herbal

preparation.
Before treatment After 3 weeks treatment No. of cases ]
Adr-fluid level Mucosal thickening f 15.38
Adr-fuid level Clear 3 12.82
Opacification Mucosal thickening 6 15.38
Opacification Clear 2 512
Mucosal thickening Clear 3 12:82
Total improvement 24 61.5
Opacification Opacification 5 12.82
Adr-fluid level Air-Tuid level l 2.56
Mucosal thickening Mucosal thickening | 23.07
Total no change 15 38.5
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was found in 38.5% of patients (Table 3),

The mean VAS before treatment was 84.7 +
19.9, which significantly decreased to 49.1 + 23.0
and 28.2 + 20.7 at V2 and V3 respectively.

A satisfactory clinical response to herbal
secretolytic preparation treatment was recorded in
31 out of 39 patients (79.45), i.e., cure in 9 (23.0%)
and improvement in 22 (56.4%) paticnts. Four
patients {10.3%) had clinical improvement at V2 but

the clinical symptoms relapsed at the end of V3. The
other four patients ( 10.3%) were considered treatment
Faitlures; one with acute sinusitis and three with
chronic sinusitis {Table 4).

Adverse events were reported in 4 patients
(10.3%) which were mild and resolved spontaneously
without premature cessation of treatment in all cases.
The adverse evenls were dizziness, swelling of the
lip, diarrhea and weakness.

Table 4. Clinical response after 14 days (V2) and 21 days (V3) of treatment.

Clinical Acute rhinosinusitis Chronie rhinosinusitis Total cases
response Mo, of cases [ Te) No. of cases ( 9) No. of cases (%)

V2 V3 V2 V3 V2 V3
Cure® 3(18.8) 6(37.5) 00y 3(13.0) 3T 9{23.00)
Improvement* 12{75.0) 8 {50.00 17 (73.9) 14 (61.0) 20 (74.4) 22 (56.4)
Failure 1(6.2) 1(6.3) 6 (20.1) 3713.0) T(17.9) 4(10.3)
Relapse 0{0) 1 (6.3) )] 3(13.0) 0 () 4{10.3)
Total no. of patients 16 16 23 23 3o 39

*Satisfactory clinical response = cure + improvement

DISCUSSION

This study demonstrated a satisfactory
clinical response in 79.4% of patients (23% cure and
56.4% improvement)., This was supported by the
significant decrease in the pereentage of patients who
had symptoms at the end of treatment (Table 1), and
a significant improvement in nasal endoscopic
findings at both 2 weeks and 3 weeks of treatment
(Table 2}, and also signiflicant improvement in the
mean VAS at both V2 and V3. If the patients in the
study were separated into acute and chronic sinusitis
groups, a satisfactory clinical response in those with
acule sinusitis was obtained in 87.5% (37.5% cure
and 50% improvement) and in those with chronic
sinusitis 74.0% (13% cure and 61% improvement).
These figures are comparable to other studies using
Sinupret™ in treating sinusitis, i.e., Low'" (94.5%
good success in children age 2-7 years and 71.9%
good success in children age 8-14 years), Richstein,
et al'™ (75% clinical success in chronic sinusitis),

Khan' (86% very good response), Gorall™(95%
clinical success in acute sinusitis, 8% clinical
success in chronic sinusitis),

The weakness of this study was that it was
not a double-blind placebo controlled study, and also
bacterial culture was not performed. However, in &
double blind study comparing Sinupret® vs. placebo
in the treatment of chronic sinusitis, clinical success
was obtained in 759 (Sinupret®) vs. 409 (placebo), "

Ferguson® has summarized series of clinical
studies of antibiolic therapy in patients with acute
sinusitis, showing efficacies ranging from 74% 1o
95%. The clinical response rates of Sinupret®in the
treatment of acute (87.5%) and chronic sinusitis
(74.0%) are about the same as antibiotic therapy. A
recent, well designed, randomised placebo-controlled
trial of antibiotic treatment in acute maxillary
sinusitis, wsing 7-days amoxycillin versus placebo,
with adjunctive treatment (xylometazoline 0.1%
steam inhalation), demonstrated equal eflicacy (83 %
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amxyeillin vs 77% placebo, p = 0.200." This raises
the question of the use of antibiotic in the treatmemt
of acute, uncomplicated maxillary sinusitis, and
proves the efficacy of adjunctive treatment, which
may alone be enough in the treatment of acute,
uncomplicated sinusitis,

However, if we take a look in detail of the
clinical success of antibiotic therapy'* in the
treatment of acule sinusitis, the cure rate is higher
than that of Sinupret® (more than 50% cure in
antibiotic therapy vs. only 37.5% cure in our study),
In cur opinion, if patients receive this herbal
secretolytic agent for a longer period such as 4 1o 6
weeks, the clinical response, especially the cure rate
may be higher. One of the objective of treatment of
sinusilis 1% 1o promete ventilation and drainage of
the nose and paranasal sinuses. This can be achieved
by decongestion ol the nasal and sinus mucous
membrane as well as decreasing the viscosity of the
secretions. This herbal secretolytic agent acts by
decongesting the nasal mucous membrane and
reducing the viscosity of secretions.' Also the
secretolysis makes it possible for the ciliated
epithelium to remove inlected secretions by
mucociliary transport,"

Concerning adverse reactions of Sinupret”,
the rate of adverse reactions reported in the
literature® is 0.8%, which is lower than ambroxol
(1.09%), acetyleysteine (4.3%), myriol (5.8%), and
other herbs (11.1%); and 1s comparable 1o our study
(10.3%:),

Sinusitis is a common disease which
appears to be increasing in frequency in the clinical
practice of both general practitioners and specialists,
i.e., ololaryngologists, pediatricians, allergists and
lamily physicians. The incidence of sinusitis is
14.7% in the United States general population.® In
the United States alone, there were more than 13
million antibiotic prescriptions for sinusitis per year,
which cost about 5 375 million. In 1997, the annual
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