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Abstract

Background: Despite of increasing prevalence of bacterial resistance to antibiotics and possible adverse drug
reactions (ADRs), uncomplicated lower urinary tract infections (UUTIs) are usually treated with antibiotics.
Canephron® N, a herbal medicinal product, was now investigated for safety and efficacy in women suffering
from uUTI.

Methods: In an open-label, non-randomized, multicentre clinical trial 125 Caucasian female patients suffering

from uUTI with a sum score of at least 6 for the symptoms dysuria, frequency and urgency (each rated 0-4) were
enrolled. Patients were treated with 3x2 tablets Canephron® N for seven days. Symptom assessment was performed
by the patient on a daily basis and by the investigator at Day 0, Day 7, Day 37. Primary endpoint was the incidence
of ADRs during the treatment. Secondary endpoints were clinical cure (none of the main symptoms scored as
worse than mild (“1”)) on Day 7, severity of uUTl symptoms on Day 7 and Day 37, patients requiring antibiotic
treatment until Day 7, duration of uUTI symptoms and patients with early recurrence. Changes in safety data
(dipstick analysis of urine; analysis of blood and urine in a central laboratory) were analysed descriptively. Further
post hoc analyses were performed.

Results: None of 19 adverse events within the study period was considered as drug-related or serious. The
responder rate was 71.2 % on Day 7 and 85.6 % on Day 37 (FAS, N = 125) with a significant improvement of all
symptoms (all: p < 0.001). Only 2.4 % of patients required antibiotics during the treatment period and none of
the patients met the definition of recurrence until Day 37. The mean changes of the main symptoms on Day 7
and Day 37 compared to Day 0 were: —1.9/-2.3 (dysuria); —1.8/-2.4 (frequency); —1.6/-1.9 (urgency). Symptomatic
improvement was accompanied by decreased nitrite, leukocytes as well as erythrocyte levels from Day 0 to Day 7
and Day 37.

Conclusions: This trial emphasises the safe usage and efficacious opportunity of a non-antibiotic therapy approach
with Canephron® N and fully justifies a large-scale controlled clinical trial.

Trial registration: Eudra CT nr. 2011-000838-11. ClinicalTrials.gov Identifier NCT01478620

Keywords: Canephron® N; Uncomplicated urinary tract infection (uUTI); Herbal drug; Clinical trial; Safety; Efficacy
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Background

After infections of the respiratory tract, urinary tract infec-
tions (UTIs) represent the second most frequent bacterial
infections in women. Most of them (80 %) are uncompli-
cated UTIs (uUTIs) [1, 2]. Common uUTI symptoms are
frequency, urgency, dysuria and suprapubic pain, while low
back/flank complaints, loin pain and fever are often consid-
ered as symptoms of pyelonephritis. The acute uUTTI is
characterized by absence of structural and functional ab-
normalities of the urinary tract, whereas relevant kidney
diseases and relevant comorbidities increase the risk for
complicated UTI with a more serious outcome [3]. Most
frequent uropathogens are Escherichia coli (E. coli) followed
by Staphylococci, Enterococci and Enterobacteriaceae such
as Klebsiella subspecies (spp.). Acute uUTIs are usually
treated by general practitioners in primary health care.
Studies of UTIs usually focus on bacteriology, drug resist-
ance and bacteriological outcome of antibiotic treatment al-
though newer guidelines for treatment of UTIs require
eradication of both bacteriuria and symptoms [4, 5]. In
order to prevent unnecessary consumption, antibiotics
should be prescribed for symptomatic bacteriuria and not
for symptoms only [6, 7].

It is known that many women with uUTI do not seek
medical help immediately, but try to wait or treat them-
selves with home remedies [8]. The natural course of
untreated uUTIs has previously been described in several
studies with a resolution rate of up to 50 % after three days
[1, 3, 6, 7]. In a well-designed trial, Ferry et al. observed a
spontaneous 28 % cure rate of symptoms in the first week,
followed by 37 % after 5-7 weeks [7]. In a pilot trial,
Bleidorn et al. reported on the non-inferiority of ibuprofen
versus ciprofloxacin based on symptomatic outcome on
Day 4, however, one third of patients of the ibuprofen
group relapsed within the first week [6]. Thus, there is only
little evidence for the natural course of untreated uUT]Is or
for proven alternative treatment options. Facing increasing
antibiotic resistances, efforts to either optimize appropriate
anti-microbial use or to develop alternative treatment gain
in importance.

Canephron® N, a herbal medicinal product containing
centaury herb, lovage root and rosemary leaves was devel-
oped for irrigation therapy of acute and chronic infections
of the urinary tract and for the prevention of kidney gravel
[9]. The individual components have been characterized to
exhibit spasmolytic, diuretic, anti-inflammatory and anti-
microbial properties [9]. Centaury herb, containing xan-
thones, has antibacterial and anticholinergic effects [10, 11]
and is traditionally used as “supportive for expulsion of
kidney stones” as well as for diuresis [12—14]. Lovage root
with its furanocoumarines is proven to have spasmolytic
and diuretic effects [15, 16] and is proven for irrigation
therapy of lower urinary tract inflammation [15]. Rosemary
leaves, containing diterpenes, polyphenols and phenols with
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antioxidative, antibacterial, antiviral, anti-inflammatory;,
spasmolytic and anticonvulsant effects [17, 18], are sup-
portive for renal excretion and diuresis [4, 14, 19, 20]. In a
systematic review of 17 clinical studies with 3115 patients,
Canephron® N was shown to be effective in the treatment
and prophylaxis of UTI compared with standard therapy,
both in adults and children accompanied by a reduced
number of relapses [21]. Only one adverse event (AE) was
reported (skin rash). It was concluded that Canephron®
N has a positive impact on infectious and inflammatory
processes within the urinary tract. However, because
some of these studies were not well-designed, their in-
ternal and external validity remains unclear [21].

The objective of this trial was to assess safety and thera-
peutic impact of a non-antibiotic therapy approach, treat-
ment with Canephron® N, in the management of uUTIs.

Methods

The present open-label, non-controlled, multicentre,
interventional clinical trial was conducted in nine
Ukrainian sites between October 2011 and June 2012.

The study consisted of a seven-day treatment period
of Canephron® N and a follow-up period until Day 37.
Three visits were planned on Day 0 (Visit 1: Enrolment,
start of treatment), Day 7 + 1 day (Visit 2: End of treat-
ment) and Day 37 + 1 day (Visit 3: End of study). In case
the patients experienced persisting or worsening of
symptoms, antibiotic therapy was allowed, stopping
Canephron® N application (Fig. 1).

The severity of uUTI symptoms was assessed by the pa-
tient on a daily basis in the diary as well as by the investiga-
tor at each study visit (Fig. 1) in the CRF. The following
uUTI symptoms were rated on a 5-point scale (Table 1):
dysuria, frequency, urgency, acute development of incontin-
ence or worsening of incontinence, nocturia, pain or dis-
comfort in lower abdomen or pelvic areas and increased
body temperature (fever). For clinical outcome (clinical
cure, improvement, failure) only the three main symp-
toms, dysuria, frequency, urgency, were assessed. The
symptom score was developed on the basis of several
guidelines for urological diseases [6, 22—24].

Exploratory variables were haematology and clinical
blood chemistry (visit 1 and 2) as well as midstream urine
analysis (specific gravity, pH, leucocytes, erythrocytes, ni-
trite, glucose, protein, ketone, urobilinogen, bilirubin, blood;
Combur 10 Dipstick Test, Roche Germany) and standard
microbiological culture of a central laboratory (visit 1, 2
and 3).

In total 125 patients were enrolled into the trial (full
analysis set (FAS)). Of these, 105 patients were distrib-
uted to the per protocol set (PPS, Fig. 2).

The study was performed in accordance with the
Declaration of Helsinki, International Conference on
Harmonization and Good Clinical Practice (ICH-GCP)
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Fig. 1 Study design overview (uUTI = uncomplicated urinary tract infection)

regulations. A central laboratory was used in order to
standardize the test results.

Main inclusion criteria, patient characteristics

Signed informed consent; female outpatients aging
from 18-65 years; patients suffering from acute symp-
toms of uUTI (cystitis) at screening exhibiting a total
sum score of at least 6 for the following symptoms: dys-
uria (pain during micturition), frequency (pollakisuria),
urgency (Table 1); development of symptoms within a
maximum of six days before screening; non-lactating

Table 1 Rating scale for assessment of uncomplicated urinary tract
infection (UUTI) symptoms by patient and investigator.

Score Rating of uUTI symptoms

0 absent

1 mild (no influence on daily activities or sleep)

2 moderate (minor influence on daily activities or sleep)

3 severe (major influence on daily activities or sleep)

4 very severe (impossible to carry out daily activities or to sleep)

Assessed uUTI symptoms are dysuria, frequency, urgency, acute
development of incontinence or worsening of incontinence, nocturia,
pain or discomfort in lower abdomen or pelvic areas, increased body
temperature. Assessed uUTI symptoms for inclusion and clinical outcome
(clinical cure, improvement, clinical failure) are only the main symptoms,
dysuria, frequency and urgency

female patients or patients with a negative pregnancy
test at screening willing to use effective contraception
methods.

Main exclusion criteria

Exhibiting any signs evoking complicated UTI, pyelo-
nephritis (fever >38 °C, back pain, chills and shivers)
and/or concomitant vulvovaginitis; conditions leading
to complicated infections (renal diseases, urinary tract
abnormalities, past urinary surgery, urine catheterization,
etc.); chronic infection of the urinary tract requiring an
intravenous pyelogram, ultrasound or cystoscopy; current
signs of severe, progressive or uncontrolled life-threatening
systemic disease, that is endocrine, pulmonary, cardiac,
neurological, cerebral, renal, hepatic, haematological or
gastrointestinal disease; other acute infection requiring
antibiotic treatment; patients with proven UTI within
four weeks before enrolment; antibiotic, immunosup-
pressive or immune-stimulant therapy within four
weeks prior to study entry.

Further concomitant therapies were prohibited: Rosmar-
ini folium, Levistici radix and Centauri herba supplements
other than the study product, anti-inflammatorydrugs,
spasmolytics, herbal drugs or supplements, Cranberry juice,
kidney or bladder teas. Paracetamol as primary analgetic
drug was allowed for relieving pain.
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Investigational medicinal product (IMP), dose and mode
of administration

The IMP, Canephron® N coated tablets, was administrated
orally for seven consecutive days, two tablets three times a
day (as specified in the Ukrainian summary of product
characteristics (SmPC)).

Definitions

Based on the symptom assessments a sum score (ranging
from O to 12) was calculated considering only the main
symptoms dysuria, frequency and urgency. A responder
(clinical cure) was defined as a patient with none of these
three symptoms assessed as “worse than mild” with a max-
imum sum score of 3. The number of days from start of
treatment until the respective symptom was assessed as
“not worse than mild” was defined as the duration of each
symptom. For early recurrence the following criteria had to
be fulfilled: patient considered to be a responder on Day 7,
worsening of symptoms in the follow-up period (sum
score > 6) and a microbiological test result indicating > 10*
colony forming units (CFU/ml). For calculation of re-
sponder (clinical cure) rates and early recurrences, investi-
gators’ assessments were used whereas the duration of
symptoms was analysed based on patient diaries” data.

For more detailed information, a post-hoc analysis was
performed dividing the non-responders into two sub-
categories, namely patients whose symptoms improved
(but were not cured) and patients with clinical failure of
the treatment. In this classification responders were
denominated as patients who were clinically cured.
Patients were considered as improved if the sum score < 6
and if they do not fulfil the criterion for clinical cure. In
case of clinical failure of the treatment, the sum score of
the patient was>6 (Table 2). Due to the fact that the
methods of the central laboratory for determining the bac-
terial count were sensitive enough to consistently pick up
even lower bacterial counts as initially assumed during gen-
erating the study protocol, it was decided to change the cri-
terion for significant bacteriuria from 10* CFU/ml to the
more sensitive threshold of 10> CFU/ml.

Study endpoints

Primary endpoint was the incidence of adverse drug reac-
tions (ADRs) during the seven-day treatment of uUTI
symptoms with Canephron® N. An ADR was defined as
any untoward medical occurrence which started during
treatment with Canephron® N and which has a causal rela-
tionship to this treatment. AEs were assessed either by

Table 2 Categories of patients’ outcome based on symptom assessment by investigator

Definition according to study protocol

Definition for post-hoc analysis

Responder None of the symptoms dysuria, frequency and urgency

worse than mild (i.e. sum score <3)

Non-Responder At least one of the symptoms dysuria, frequency and

urgency worse than mild

Clinical cure None of the symptoms dysuria, frequency and urgency
worse than mild (i.e. sum score <3)
Improved Sum score < 6 and criterion for clinical cure not fulfilled

Clinical Failure ~ Sum score =2 6




Ivanov et al. Clinical Phytoscience (2015) 1:7

non-directive questioning of the patient at each visit, via
self-reporting by the patient or via physical examination
or laboratory tests.

Secondary endpoints were the proportion of responder
(clinical cure) on Day 7, severity of uUTI symptoms on
Day 7 and Day 37, duration of symptoms, proportion of
patients requiring antibiotic treatment until Day 7 and
the proportion of patients with early recurrence.

Statistics

The primary endpoint of the study, the incidence of
ADRs within the seven-day treatment with Canephron®
N, was evaluated descriptively. Statistical hypothesis tests
of the primary as well as secondary endpoints were not
planned; the sample size was discussed with respect to
the accuracy of the expected proportions of ADRs.
Clopper—Pearson confidence limits for the incidence
rate were calculated.

The assessment of symptom severity was based on a
5-point rating scale (Table 1). Data were analysed de-
scriptively. Changes of the severity of uUTI symptoms
from baseline were analysed by the Wilcoxon-rank test.
Results of vital signs measurements, physical examin-
ation and safety laboratory tests were also analysed
descriptively.

The safety set consisted of patients who received at least
one dose of the study medication, whereas the FAS in-
cluded all patients of the safety set who reported at least
one efficacy endpoint. All patients of the FAS without rele-
vant protocol violations participating in the study were dis-
tributed to the PPS.

The following calculations were performed during the
post-hoc analysis: comparison of the patient and investi-
gator sum score in a descriptive manner, followed by a
Kaplan-Meier curve. In case of significant bacteriuria,
the spectrum of uropathogens was analysed. In case of
“unknown bacteriuria” or “no growth” no bacterial
analysis was possible. For post-hoc analysis the FAS was
used.

Ethical considerations

The clinical trial approval was granted by the competent
authorities of the Ukraine and a favourable opinion of
the Central Commission on Ethics Questions of the
Ministry of Health of Ukraine, the relevant independent
ethics committee, was given prior to the start of the clin-
ical trial. Written informed consent was obtained from
all patients prior to enrolment.

Results

In total, 125 Caucasian women with a mean age of 43.8
years diagnosed with uUTI were enrolled in this open-
label, non-randomized, multicentre interventional study at
nine Ukrainian sites. Eighty-three patients (66.4 %) had an
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Table 3 Reasons for patients being excluded from the per
protocol set (PPS)

Number of patients Reason for exclusion from PPS

1 Non-compliance (<80 %)

2 Missing of relevant lab data

2° Drop out before Day 3

7 Major deviation from visit window

8 Intake of forbidden concomitant therapy

“Dropped out due to lost to follow-up and withdrawal of informed consent

acute uUTI, whereas 42 patients (33.6 %) suffered from an
acute episode of a recurrent infection. The patients demon-
strated excellent compliance (mean 101.8 %). Only 3 out of
122 patients who completed the treatment phase were out
of the accepted compliance range between 80 and 120 % of
the number of tablets to be taken. Twenty patients were
excluded from PPS due to major protocol violations result-
ing in 105 patients within the PPS (Table 3). No patient
dropped out due to switching to antibiotics before Day 3.

Canephron® N was safe and well tolerated. In total 19
AEs, but no serious adverse event (SAE), were reported.
Eleven (8.8 %) of 125 patients experienced at least
one AE, most frequently reporting headache (4.0 %),
followed by abdominal distension (1.6 %). None of the
AEs was considered as drug-related. Thus, the primary
endpoint of the study, the incidence of ADRs within the
seven-day treatment with Canephron® N was 0 % with a
95 % Clopper-Pearson Confidence Interval (CI) between
0.0 and 2.9 % in the safety set.

At the end of the seven-day treatment period, 71.2 % of
patients of the FAS (Table 4) and 70.8% of the PPS met the
definition of clinical cure. The clinical cure rates on Day 37

Table 4 Change of patient symptom status from Day 7 to Day
37 categorized by age

Day 7 Day 37
N % N %
Total (N=125) Clinical Cure 89 712 107 856
Improvement 24 19.2 10 80
Clinical Failure 12 9.6 8 64
<45 years (N =68) Clinical Cure 55 809 64 94.1
Improvement 9 132 2 29
Clinical Failure 4 59 2 29
>45 years (N=157) Clinical Cure 34 59.7 43 754
Improvement 15 263 8 14.0
Clinical Failure 8 14.0 6 105

Number (N) and percentage (%) of patients whose symptom status was
assessed as “clinical cure” (sum score* < 3), “improvement” (3 < sum score < 6)
or “clinical failure” (sum score > 6) on Day 7 and Day 37, for all patients and
categorized into women aged < 45 years or > 45 years (full analysis

set, N=125)

*sum of the three main symptoms (dysuria, frequency and urgency) rated on a
5-point scale (0 - absence, 1 - mild, 2 - moderate, 3 - severe, 4 - very severe)
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were 85.6 % (FAS) and 85.8 % (PPS) respectively. The clin-
ical cure rate was higher in younger women (<45 years;
cure rate of 80.9 % on Day 7 and 94.1 % on Day 37 respect-
ively) than in women over the age of 45 years (cure rate of
59.7 % on Day 7 and 75.4 % on Day 37 respectively) (FAS;
Table 4). On Day 7, the average improvement (mean
change from baseline, FAS) in the sum score of dysuria, fre-
quency and urgency was —5.4 on Day 7 and -6.6 on Day 37
compared to a mean baseline score of 7.3 (Fig. 3). The
mean changes of the individual symptoms on Day 7/37
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(FAS) compared to Day 0 were: —-1.9/-2.3 (dysuria); —
1.8/-2.4 (frequency); -1.6/-1.9 (urgency); —0.4/-0.5 (incon-
tinence); -0.8/-1.1 (nocturia) and -1.0/-1.2 (pain). All
changes from baseline were statistically significant
(p<0.001). There were only minor differences be-
tween the symptom ratings by the investigators and
by the patients (Fig. 3). The Kaplan-Meier plot illus-
trated in Fig. 4 depicts the number of responders
(symptoms absent versus symptoms not worse than mild)
within the study period demonstrating a fast relieving of

uUTI Sumscore

Investigator and Patient assessment

Fig. 3 Comparison between uUTI sumscore assessed by patients and investigators. The uUTI Sumscore includes the symptoms dysuria, frequency
and urgency; uUTI Sumscore was assessed on Day 0, Day 7 and Day 37 (full analysis set, N=125)
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Fig. 4 Kaplan-Meier curve visualizing the proportion of responders at each study day. Responder defined as symptoms dysuria, frequency and
urgency not worse than mild (blue line) or absent (green line) (full analysis set, N =125)
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symptoms in patients exhibiting none of the symptoms dys-
uria, frequency, urgency worse than mild within the first
days of treatment (FAS).

The duration of symptoms was on average 5.1 days
(frequency), 3.5 days (dysuria), 2.9 days (urgency), 2.4
days (nocturia), 1.7 days (pain) and 0.9 days (incontin-
ence). The number of non-responders, i.e. the number
of improved patients and patients with clinical failure
(Table 2), decreased within the seven-day treatment
period and up to Day 37 in favour of the proportion of
clinical cured patients (Table 4; FAS).

An increased body temperature was not observed in
any patient on Day 7 or Day 37. Three of 125 patients
required antibiotics within the seven-day treatment
period. After Day 7 none of the patients met the defin-
ition of recurrence. No clinically relevant trend was ob-
served in the laboratory tests (haematology and clinical
chemistry), vital signs and physical examinations. None
of the patients finished the trial taking antibiotics.

There was a clear reduction in the number of patients
exhibiting positive results in particular of erythrocytes
(RBC), leucocytes (WBC) and nitrite in urinalysis. WBC
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negativity improved from 17.6 % (Day 0) to 70.4 % (Day 7)
and 77.6 % (Day 37). On Day 37, 93.6 % of the patients
were nitrite-negative and 80.0 % RBC-negative (dipstick
tests, Table 5, FAS). Of 65 patients suffering from signifi-
cant bacteriuria on Day 0, only 40 still exhibited >10°
CFU/ml up to Day 37. However, of 50 patients without sig-
nificant bacteriuria, 14 developed a significant bacteriuria
up to Day 37. Of 10 patients with unknown bacteriuria on
Day 0, 7 patients showed a significant bacteriuria on Day
37 (Fig. 5). Thus, the total number of patients with signifi-
cant bacteriuria and the bacterial spectrum remained
almost unchanged on Day 0, Day 7, and Day 37 with E. coli
as the most frequent uropathogen followed by Enterococci
(Table 6). The clinical cure rate of patients exhibiting <10°
CFU/ml on Day 0 was 88.0 % on Day 7 and 98.0 % on Day
37, whereas the corresponding cure rates in patients exhi-
biting >10> CFU/ml on Day 0 were 62.9 % on Day 7 and
774 % on Day 37, respectively, and thus significantly lower
(p < 0.005). In the group <10> CFU/ml the number of pa-
tients with clinical failure was 1 (2.0 %) on Day 7 and 0 (0.0
%) on Day 37, whereas the number of patients with clinical
failure in the group > 10°> CFU/ml was 7 (11.3 %) on Day 7
and 4 (6.5 %) on Day 37 (Table 7).

Discussion

During one year, 11 % of women suffer from at least one
UTI episode and more than half of all women have one or
more infections during their lifetime [25]. Each year, in
the United States, acute cystitis is responsible for 3.6 mil-
lion office visits by women 18-75 years old, accounting
for direct costs of $ 1.6 billion [25]. Most of acute lower
UTIs (acute bacterial cystitis) are uncomplicated. They
were not associated with signs or symptoms of upper UTIs
(fever, chills, flank pain) or with other characteristics sug-
gesting a higher risk of upper or complicated infection (e.g.
diabetes mellitus, pregnancy, immunosuppression, previous

Table 5 Changes in Urine Dipstick status from Day 0 to Day7
and Day 37

Urine Dipstick Day 0 Day 7 Day 37
N % N % N %
Nitrite Missing 0 0.0 3 24 4 32
Negative 98 784 115 920 117 93.6
Positive 27 216 7 56 4 32
RBC Missing 0 0.0 3 24 4 3.2
Negative 70 56.0 92 73.6 100 80.0
Positive 55 440 30 240 21 16.8
WBC Missing 0 0.0 3 24 5 4.0
Negative 22 17.6 88 704 97 776
Positive 103 824 34 27.2 23 184

Number (N) and percentage (%) of patients with missing, negative or positive
dipstick urine analysis results regarding nitrite, red blood cells (RBC) and white
blood cells (WBC) on Day 0, Day 7 and Day 37 (full analysis set, N =125)
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Table 6 Changes in patients bacteriuria spectrum

Day 0 Day 7 Day 37

N % N % N %
Patients 125 100 122 100 121 100
Patients with significant bacteriuria 65 520 65 533 61 504
Total isolates 87 100 83 100 79 100
E.coli 35 402 36 434 31 392
Klebsiella spp. 4 46 4 48 4 5.1
Proteus spp. 3 34 2 24 5 6.3
Other Enterobacteriaceae 1 13 36 2 25
Enterococci 34 391 28 337 32 405
Staphylococci 4 46 4 48 3 38
Streptococci 1 1.1 2 24 0 0.0
Other Gram positives 5 57 4 48 2 2.5

Number (N) and percentage (%) of patients with significant bacteriuria (> 10°
colony forming units (CFU)/ml) on Day 0, Day 7 and Day 37 and the respective
spectrum of uropathogens

pyelonephritis, structural abnormalities of the urinary tract).
After initial infection many women have sporadic or mul-
tiple recurrences. E. coli causes 70 to 90 % of episodes of
acute uUTIL, followed by Staphylococcus saprophyticus,
mainly in young women. Standard treatment is antibiotic
therapy with associated rates of adverse reactions ranging
from 7-40 % for trimethoprim, 0-40 % for nitrofurantoin,
7-21 % for norfloxcacin and 13 % for ciprofloxacin [25].
Duration of antibiotic treatment in this indication is usually
short-term: in a placebo-controlled clinical trial a significant
symptomatic and bacteriological short-term benefit was ob-
served in the therapy of uUTI with three-day treatment
with nitrofurantoin, compared to placebo. After a follow-up
period of two weeks, no statistically significant differences
were found [21]. In addition, antibiotic use may harm
patients suffering from asymptomatic bacteriuria. In the
study of Cai et al. [26] it was concluded to be beneficial not
to treat younger women suffering from asymptomatic
bacteriuria with antibiotics due to a possible protective ef-
fect of colonizing bacteria. Solely symptomatic treatment of
acute uUTT also seems to be an option. Bleidorn et al. re-
ported similar results with ibuprofen versus ciprofloxacin
based on symptomatic outcome in a pilot trial; however,
one third of patients in the ibuprofen group relapsed within
the first week [5].

Therefore, alternatives to antibiotic treatment are war-
ranted. Cranberry, long advocated for prevention of
acute cystitis, contains proanthocyanidines inhibiting the
attachment of pathogens to uroepithelium [27]. 200—500
mg cranberry juice or concentrate tablets reduce the risk
of symptomatic recurrences by 12-20 %, but are not
applicable for treatment of uUTIs [28].

With regard to the current state of uUTI treatment,
the study was designed to evaluate the safety profile of
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Fig. 5 Changes in bacteriuria status of patients throughout the clincical trial. Number of patients with significant, non significant and unknown
bacteriuria on Day 0, Day 7 and Day 37 respectively and the changes in bacteriuria status throughout the clinical trial (full analysis set, N=125). In
case of “unknown bacteriuria” or “no growth” no bacterial analysis was possible

Canephron® N as well as the impact of a non-antibiotic
therapy in the treatment of uUTL The threshold for signifi-
cant bacteriuria varies between 10° and 10° CFU/ml de-
pending on uropathogens, gender and type of urine sample
[7], therefore the selected thresholds of 10* CFU/ml and
10% CFU/ml for this study were in an acceptable range. The
inclusion as well as exclusion criteria clearly fitted the

Table 7 Changes of patient symptom status from Day 7 to Day
37 categorized by status of significant bacteriuria

Day 7 Day 37
N % N %
Total (N= 1259 Clinical cure 89 73.0 107 884
Improvement 24 19.7 10 8.2
Clinical failure 9 73 4 33
<10%ml (N=50)  Clinical cure 44 880 49 98.0°
Improvement 5 10.0 1 20
Clinical failure 1 20 0 0.0
210%ml (N=62)  Clinical cure 39 629° 48 77.4°
Improvement 16 258 9 14.5
Clinical failure 7 113 4 6.5
Unknown (N = 10) Clinical cure 6 60.0 10 100.0
Improvement 3 300 0 00
Clinical failure 1 100 0 0.0

Number (N) and percentage (%) of patients whose symptom status was
assessed as “Clinical cure”, “Improvement” or “Clinical failure” on Day 7 and
Day 37, for all patients and categorized into subgroups with (> 10% colony
forming units (CFU)/ml) or without (< 10% CFU/ml) significant bacteriuria (full
analysis set, N = 125)

“lost for follow up: 3 patients on Day 7 and 4 patients on Day 37

Pdifference between patients with and without significant bacteriuria is
statistically significant (chi® test; p < 0.005) on Day 7 and on Day 37

intended indication which was demonstrated by only 2.4 %
of patients receiving antibiotics.

In this study a resolution rate of 71.2 % after seven-day
treatment and 85.6 % after 37 days (FAS, N =125) was
achieved under Canephron® N treatment, which was much
more effective than reported spontaneous resolution
[6-8, 21 — 26]. This hints at the efficacy of Canephron®
N treatment. A three-day treatment with nitrofurantoin, ex-
hibited no significant symptomatic difference to untreated
patients after 14 days [21]. In contrast the symptomatic as
well as anti-inflammatory effect is extended up to four
weeks after the end of treatment with Canephron® N on
Day 7 (Fig. 4, Tables 4 and 5).

In a recent meta-analysis of 464 studies of uUTI in
women, frequency and dysuria had a positive correlation
with bacteriuria [29], supporting the observation of symp-
tomatic as well as inflammatory resolution under treatment
with Canephron® N in this study. On the other hand,
asymptomatic bacteriuria does not necessarily need anti-
biotic therapy even in patients suffering from recurrent
cystitis [3, 26].

During UTI, microorganism adhering to the bladder
urothelium cause inflammatory reactions, the bladder gets
hyperactive and patients suffer from increased micturition
frequency and pain. Canephron® N possesses relevant anti-
adhesive and anti-inflammatory activity, possibly modulat-
ing the overactive bladder function, easing bladder func-
tions and preventing adhesion of E. coli, as demonstrated in
several in vitro and in vivo experiments [30, 31]. The bac-
terial spectrum in patients suffering from significant bac-
teriuria did not change significantly during the treatment as
well as observation period in this study (Table 6), indicating
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no direct anti-microbial effect of the drug, possibly support-
ing the concept of an immunological adaption process be-
tween uroepithelium and adhering microorganism. The fast
symptomatic resolution of uUTI under Canephron® N
treatment supports the assumption that the multiple phar-
macodynamic targets of Canephron® N are suitable for the
treatment of uUTL

Conclusions

Canephron® N was safe and well tolerated, no ADRs or
SAEs were reported. The responder rate was 71.2 % on Day
7 and 85.6 % on Day 37 (FAS, N =125). A significant im-
provement was observed for the sum score as well as for all
single symptoms on Day 7 and Day 37. Only 2.4 % of pa-
tients required antibiotics during the seven-day treatment
period and none of the patients suffered from a recurrence
until Day 37 after assessed as clinical cure on Day 7. The
resolution of symptoms continued four weeks after end of
treatment in contrast to many anti-microbial therapies. As
this study was designed to show the safety of Canephron®
N treatment, it is not possible to give a definite statement
about efficacy, but the fast symptomatic resolution of uUTI
under Canephron® N treatment hints at the efficacy of
Canephron® N that needs to be further investigated.

This trial emphasises the safe usage and potential
opportunity of a non-antibiotic therapy approach with
Canephron® N and fully justifies a large-scale controlled
clinical trial to finally establish the significance of
Canephron® N in the management of acute phases of
uUTIs.

Abbreviations

AEs: adverse events; ADRs: adverse drug reactions; ASS: acetyl salicylic acid;
BfArM: Bundesamt flr Arzneimittel und Medizinprodukte (German Federal
Institute for Drugs and Medical Devices); CFU: colony forming units;

Cl: confidence interval; E. coli: Escherichia coli; FAS: full analysis set;
ICH-GCP: International Conference on Harmonization - Good Clinical Practice;
IMP: Investigational medicinal product; NSAIDs: non-steroidal
anti-inflammatory drugs; PPS: per protocol set; RBC: red blood cells;

SA: safety set; SAEs: serious adverse events; SmPC: summary of product
characteristics; spp.: subspecies; uUTI: uncomplicated urinary tract infection;
UTI: urinary tract infections; WBC: white blood cells.

Competing interests

Dimitry Ivanov, Tatyana Kostinenko, Liliya Martynyuk, and Nikolay Kolesnik were
investigators of this study sponsored by Bionorica SE, Neumarkt, Germany, and
Dimitry Ivanov also Bionorica (speaker’s bureau).

Dimitri Abramov-Sommariva, Kathrin Moritz, and Herbert Eskotter were
emplyees of Bionorica.

Kurt G. Naber: Basilea (investigator, consultant), Bayer (speaker’s bueau),
Bionorica (investigator, consultant, scientific publication, speaker’s bureau),
Boehringer Ingelheim (consultant), Cubist/MSD (consultant), Daiichi Sankyo
(speaker’s bureau, scientific publication), Galenus (consultant), Leo Pharma
(consultant, speaker’s bureau), Melinta (consultant), MerLion (investigator,
consultant, scientific publications), OM Pharma/Vifor (investigator, consultant,
speaker’s bureau, scientific publications), Paratek (consultant), Rempex Pharm
(consultant), Rosen Pharma (investigator, consultant, scientific publications,
speaker’s bureau), Shionogi (consultant), Zambon (investigator, consultant,
speaker’s bureau).

Page 10 of 11

Authors' contributions

KN, DAS, HE and KM contributed to the design of the study, analysis and
review of study-results. DI, NK, TK and LM were clinically involved in
execution of the study and data collection. All authors reviewed and
approved the final manuscript.

Acknowledgements

We gratefully thank all participating clinical sites for their commitment and
successful conduct of this clinical trial..

Kolesnik, Nikolay State Enterprise Institute of Nephrology of AMS of Ukraine,
Dekhtiarivska str. 17-B, 04050 Kyiv, Ukraine.

Lesovoy, Vladimir, Regional Clinical Center of Urology and Nephrology
named after V. I. Shapoval, Moskovskiy prosp 195, 61037 Kharkov, Ukraine
Pirogov, Victor, State Institution "Institute of Urology" of Academy of Medical
Sciences of Ukraine, Yu. Kotsubinsky str. 9a, 04053 Kiev, Ukraine

Antonyan , Igor, Chair of Urology of KhMAPE based on the urology
department of polyclinic “Doctor Alex”, Vorobjova str. 4, 61057 Kharkov,
Ukraine.

Ivanov, Dmitry, Communal establishment of Kiev regional Council "Kiev
regional City Hospital", Baggovutivska str. 1, 04107 Kiev, Ukraine

Kostinenko, Tatyana, Centre of Nephrology and Dialysis, Mykolaiv Regional
Hospital, Kyivska str. 1, 54058 Mykolaiv, Ukraine

Martynyuk , Liliya, Nephrology Department of Ternopil Medical University,
Termnopil Regional Municipal Hospital, Clinichna str. 1, 46002 Ternopil,
Ukraine

Lyulko , Aleksey, Chair of Urology of ZMAPE, urological department of
Zhaporizhzhya Regional Clinical Hospital, Orekhivske shosse 10, 69600
Zaporozhye, Ukraine.

Kostev , Fedor, Chair of Urology/Nephrology Odessa State Medical University,
Urological dept. N1/N2, hospital N10, Malynovskogo str. 61, 65074 Odessa,
Ukraine

We acknowledge the extensive performance of the Contract Research
Organisation Harrison Clinical Research now SynteractHCR throughout the
project.

We thank Jorg Michael Schierholz, Starnberg, Germany, for his medical and
scientific support as well as the valuable discussions regarding the preparation of
the manuscript.

We greatly acknowledge the support extended throughout the study by Christine
Neubauer, Martina Holler, Mirjiam Rittmeyer, Patrick Dubovy and Hubert Steind|,
Bionorica SE, Neumarkt i. d. OPf, Germany, in making this manuscript a success.

Author details

'Kiev regional City Hospital, Baggovutivska, str. 1, 04107 Kiev, Ukraine.
“Bionorica SE, Kerschensteinerstr. 11-15, 92318 Neumarkt, Germany.
3Pralat-Otto-Muiller-Platz 2, 50670 Koln, Germany. *Centre of Nephrology and
Dialysis, Mykolaiv Regional Hospital, Kyivska str. 11, 54058 Mykolaiv, Ukraine.
*Termnopil Regional Municipal Hospital, Clinichna str. 1, 46002 Ternopil,
Ukraine. ®Institute of Nephrology of AMS of Ukraine, Dekhtiarivska str. 17-B,
04050 Kyiv, Ukraine. “Karl-Bickleder Strasse 44c, 94315 Straubing, Germany.

Received: 22 January 2015 Accepted: 6 July 2015
Published online: 22 September 2015

References

1. Little P, Moore MV, Turner S, Rumsby K, Warner G, Lowes JA, et al. Effectiveness of
five different approaches in management of urinary tract infection: randomised
controlled trial. BMJ. 2010;340:c199. doi:10.1136/bmj.c199.

2. Dingermann T, Loew D. Urologika. In: Phytopharmakologie. Stuttgart. Wiss.
Verlagsgesellschaft Stuttgart 2003, 250-258.

3. Wagenlehner FME, Weidner W, Naber KG. An update on uncomplicated
urinary tract infections in women. Current Opintion in Urology.
2009;19:368-74.

4. S3 Guideline (S3 Leitlinie) AWMF-Register-Nr. 043/044
Harnwegsinfektionen Epidemiologie, Diagnostik, Therapie und
Management unkomplizierter bakterieller ambulant erworbener
Harnwegsinfektionen bei erwachsenen Patienten.

5. Scottish intercollegiate Guidelines network (SIGN) management of
suspected urinary tract infecftions in adult. A national clinical guideline,
SIGN Publication no 88 Edinburgh 2006.

6. Bleidorn J, Gagyor |, Kochen MM, Wegscheider K, Hummers-Pradier E.
Symptomatic treatment (ibuprofen) or antibiotics (ciprofloxacin) for


http://dx.doi.org/10.1136/bmj.c199

Ivanov et al. Clinical Phytoscience (2015) 1:7

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

uncomplicated urinary tract infection? - Results of a randomized controlled pilot
trial. BMC Medicine. 2010,8:30.

Ferry SA, Holm SE, Stenlund H, Lundholm R, Monsen TJ. The natural course
of uncomplicated lower urinary tract infection in women illustrated by a
randomized placebo controlled study. Scand J Inf Dis. 2004;36:296-301.
Jolleys JV. The reported incidence of urinary symptoms in women in one
rural general practise. Brit J Gen Pract. 1990,40:335-7.

Naber KG. Efficacy and safety of the phytotherapeutic drug Canephron® N
in prevention and treatment of urogenital and gestational disease: review
of clinical experience in eastern europe and central asia. Research and
reports in Urology. 2013;5:39-46.

EMEA, HMPC. Community herbal monograph on Centaurium erythraea rafn,
herba. EMEA/HMPC/105536/2008, 12 March 2009.

European Scientific Cooperative on Phytotherapy (ESCOP), Centaurii herba
(Centaury herb). In: ESCOP Monographs. 2nd ed. Stuttgart-New York:
Thieme Verlag, 2003, p 70-73.

Blaschek W, Ebel S, Hackenthal E, Holzgrabe U, Keller K, Reichling J, Schulz V.
Centaurium. In: Hager Handbook. 6th ed. Stuttgart. Wissenschaftliche
Verlagsgesellschaft mbH. 2007, 159-168.

Claisse R. Drogues de la Pharmacopée traditionelle de la ragion de
Rabat-Salé. In: Plantes médicinales et phytothérapie. 1989. Tom XXIII.

no. 4: 315-331.

Fournier. Centaurée Jaune. In: Le livre des Plantés Medicinales et
Vénéneuses de France 1947, 324-327.

German Commission E monograph for Levistici radix, In : Bundesanzeiger
No.101 dated 1 June 1990.

Willuhn G. Levistici radix, Liebstockelwurzel. In: Wichtl M, editor. Teedrogen.
4th ed. Stuttgart. Wiss. Verlagsgesellschaft;.2002. p. 335-337.

EMA, HMPC. Community herbal monograph on Rosmarinus officinalis L.,
folium. EMA/HMPC/13633/2009, 15 July 2010.

European Scientific Cooperative on Phytotherapy (ESCOP), Rosmarini folium
(Rosemary leaf). In: ESCOP Monographs. 2nd ed. Stuttgart-New York: Thieme
Verlag, 2003, p 429-436.

British Herbal Medicines Association. Rosmarinus. In: British Pharmacopoeia,
1983, 180-181.

Fluck. Romarin. In: Petit Guide panoramique des Herbes Médicinales.

1973, p. 124,

Christaensen TC, De Meyere M, Verschraegen G, Peersmann W, Heytens S,
De Maeseneer JM. Randomized controlled trial of nitrofurantoin versus
placebo in the treatment of uncomplicated urinary tract infection in adult
women. Brit J Gen Pract. 2002;52:729-43.

Rubin RH, Beam Jr TR, Stamm WE. An Approach to Evaluating Antibacterial
Agents in the Treatment of Urinary Tract Infection. Clin Infect Dis.
1992;14:5246-51.

Malterud K, Baerheim A. Peeing Barbed Wire. Symptom Experiences in
Women With Lower Urinary Tract Infection. Scand J Prim Health Care.
1999;17:49-53.

Falagas ME, Kotsantis IK, Vouloumanou EK, Rafailidis PI. Antibiotics versus
placebo in the treatment of women with uncomplicated cystitis: a meta-
analysis of randomized controlled trials. J Infect. 2009;58(2):91-102.

Fihn SD: Acute uncomplicated urinary tract infection in women. NEJM 2003,
349;3: 259-266.

Cai T, Mazzoli S, Mondaini N, Meacci F, Nesi G, Délia C, et al. The Role of
Asymptomatic Bacteriuria in Young Women With Recurrent Urinary Tract
Infections: To Treat or Not to Treat? Clin Infect Dis. 2012;55(6):771-7.

Foo LY, Lu Y, Howell AB, Vorsa N. A-type proanthocyanidine trimers from
cranberry that inhibit adherence of uropathogenic P-fimbiriated E.coli. J Nat
Prod. 2000,63:1225-12228.

Kontiokari T, Sundquist K, Nuutine M, Pokka T, Koskela M. Randomised trial
of cranberry-lingonberry juice and Lactobacillus GG drink for the prevention
of urinary tract infections in women. BMJ. 2001,322:1571.

Bent S, Nallamothu BK, Simel DL, Fihn SD, Saint S. Does these women have
an acute uncomplicated UTI? JAMA. 2002,287:2701-10.

Brenneis C, Kinstle G, Haunschild J: Spasmolytic activity of Canephron N®
on the contractility of rat and human isolated urinary bladder. Abstract
2012, 13th International Congress of the Society for Ethnopharmacology.
Kunstle G, Brenneis C, Haunschild J: Efficacy of Canephron® N against
bacterial adhesion, inflammation and bladder hyperactivity. Abstract 2013,
28th European Association of Urology Congress (poster presentation).
Poster No. 671, Session 55: From bench to bedside in pain and OAB.

Page 11 of 11

Submit your manuscript to a SpringerOpen®
journal and benefit from:

» Convenient online submission

» Rigorous peer review

» Immediate publication on acceptance

» Open access: articles freely available online
» High visibility within the field

» Retaining the copyright to your article

Submit your next manuscript at » springeropen.com



https://www.researchgate.net/publication/275092208

	Abstract
	Background
	Methods
	Results
	Conclusions
	Trial registration

	Background
	Methods
	Main inclusion criteria, patient characteristics
	Main exclusion criteria
	Investigational medicinal product (IMP), dose and mode of administration
	Definitions
	Study endpoints
	Statistics
	Ethical considerations

	Results
	Discussion
	Conclusions
	Abbreviations
	Competing interests
	Authors' contributions
	Acknowledgements
	Author details
	References



