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Introduction: Pelvic hypoperfusion caused by atherosclerosis has been proposed
as a cause of lower urinary tract dysfunction including overactive bladder
syndrome (OAB). Limited data indicate that OAB patients with concomitant
diabetes or hypertension, known risk factors of atherosclerosis, may exhibit
greater baseline OAB symptoms and slightly smaller therapeutic responses to
treatment, but the impact of a combined presence of diabetes and hypertension
has not been reported. Therefore, we have explored whether the combined
presence of both comorbidities is associated with greater baseline OAB
symptoms than that of either comorbidity alone. Secondary questions were
exploration of the impact of either comorbidity on baseline symptoms, and of
the impact of either comorbidity alone and their combination on therapeutic
responses.

Methods: Data from two non-interventional studies applying treatment with
propiverine ER 30 or 45 mg/d for 12 weeks were analyzed.

Results: Number of urgency episodes in the combination group was greater than
with each comorbidity alone. The impact of comorbidities on baseline intensity of
incontinence, frequency or nocturia or Patient Perception of Bladder Condition
was less consistent or absent. Either comorbidity alone was associated with a
smaller % improvement of symptoms, and their combination had a greater effect
than either alone. However, all attenuations associated with comorbidity were
small relative to the overall improvement.

Conclusions: We conclude that comorbidities of diabetes and hypertension have
detectable effects on OAB symptoms and treatment responses, but the small
magnitude of these alterations does not justify changing existing paradigms for the
clinical management of OAB.
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1 Introduction

Lower urinary tract dysfunction in general and the overactive
bladder syndrome (OAB) in particular are highly prevalent
conditions in the general population (Milsom et al, 2001). An
emerging theory proposes that chronic pelvic hypoperfusion
driven by atherosclerosis may contribute to the genesis and
pathophysiology of lower urinary tract dysfunction including
OAB (Michel et al., 2015; Thurmond et al., 2016). Diabetes and
hypertension are key risk factors for atherosclerosis (Poznyak et al.,
2022). The findings from several clinical studies support this
hypothesis in men with lower urinary tract symptoms (LUTS)
attributed to benign prostatic hyperplasia (BPH) (Michel et al.,
2000; Joseph et al., 2003; Michel et al., 2004b; Rohrmann et al., 2005;
Gupta et al,, 2006; Ponholzer et al,, 2006; Martin et al., 2011),
although some studies did not (Meigs et al., 2001; Gupta et al., 2006;
Martin et al,, 2011). For instance, the concomitant presence of
diabetes was associated with an 1.9 point greater International
Prostate Symptom Score (IPSS), a 1.1 mL/s smaller maximum
urinary flow rate, and an 8.9 mL greater post-void residual in a
cohort of 9,856 men (Michel et al., 2000). Analyzing the same
database, concomitant presence of hypertension was associated with
an 1.3-2.1 points greater IPSS (depending on definition of
hypertension) and a 0.9 mL/s smaller maximum urinary flow rate
(Michel et al., 2004b). Similarly, subjects with concomitant diabetes
had a worse nocturia quality of life score than those without diabetes
in a study of 5,775 men with LUTS attributed to BPH (Michel et al.,
2020c). The presence of diabetes (Fu et al., 2016) or hypertension
was also reported to be associated with a greater progression of male
LUTS (Marshall et al., 2014; Fu et al., 2016).

An association of OAB with diabetes and/or metabolic
syndrome has also been shown in various clinical studies (Martin
etal., 2011; Golabek et al., 2012; Bunn et al., 2015; Zhang et al., 2015)
although a systematic review of such studies concluded that the
evidence was limited and often based on studies of poor quality
(Bunn et al.,, 2015). On the other hand, the presence of diabetes has
more consistently been linked to bladder dysfunction in more than
100 studies in experimental animals (Arioglu-Inan et al, 2018;
Ellenbroek et al., 2018; Yesilyurt et al., 2022). While one large
population-based study has demonstrated an association of OAB
with hypertension (Zhang et al., 2015), evidence for an association of
OAB with hypertension largely relies on studies in experimental
animals that have consistently linked hypertension to an OAB-like
phenotype (Persson et al., 1998; Spitsbergen et al., 1998; Clemow
etal., 1999; Steers et al., 1999; Monica et al., 2008; Ramos-Filho et al.,
2011).

Interestingly, the atherosclerosis key risk factors diabetes and
hypertension often coexist (Poznyak et al., 2022). Such coexistence
may have greater effects on atherosclerosis than either condition
alone. However, the effect of the combined presence of diabetes and
hypertension on OAB has not been explored to our knowledge. A
large population-based study has applied multivariate analysis to
demonstrate that the likelihood of having bothering LUTS in
women was increased independently by both diabetes and
hypertension (Zhang et al., 2015) but did not assess the impact
of concomitant presence.

A related but distinct question is whether patients with OAB and
concomitant diabetes or hypertension exhibit greater symptom
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severity and/or altered responses to treatment with OAB
medications. This has been addressed in a limited number of
studies among OAB patients with concomitant diabetes
(Schneider et al, 2013) or hypertension (Michel et al., 2022).
Based on the pelvic hypoperfusion/atherosclerosis hypothesis of
OAB (Michel et al.,, 2015; Thurmond et al.,, 2016) and the role of
both diabetes and hypertension as risk factors for atherosclerosis
and their frequent co-existence (Poznyak et al., 2022), it can be
expected that the combined presence of both comorbid conditions
should have a greater impact on OAB than either condition alone.
However, little clinical data are available in this regard. There is also
limited data on the question whether the combined presence of
diabetes and hypertension affects therapeutic outcomes in OAB
patients (Erdogan et al., 2022). Therefore, we have used data from
two large non-interventional studies in OAB patients (Amiri et al.,
2021) to explore the association of diabetes, hypertension and their
combination with baseline symptoms of OAB patients and their
effect on therapeutic outcomes in a clinically meaningful way under
real-world conditions. In this regard, the primary question was how
the combination affects baseline OAB symptoms, whereas the effect
of diabetes and hypertension alone on baseline symptoms and the
effect of either comorbidity alone or of their combination on
treatment outcomes were secondary questions.

2 Patients and methods

Our analyses are based on the data from two previously
published non-interventional studies (Amiri et al, 2021). Each
study had been approved by the Ethics Committee of State Board
of Physicians of Saxony, Germany (Sichsische Landesédrztekammer,
Dresden, Germany; EK-BR-14/12-1 and EK-BR-18/14-1). The
underlying studies were performed in accordance with the
Helsinki Declaration of 1964, and its later amendments. The
additional of the
additionally approved by the ethical committee of Medipol
University in Istanbul, Turkey (E-10840098-772.02-4785). While
the planned explorations constitute post-hoc analyses, they are based
on a protocol that had been finalized and published (doi 10.17605/
OSF.IO/TQDN?7) before any data relative to the study questions
were viewed.

analyses databases reported here were

Full details of the two underlying studies have been reported
(Amiri et al, 2021). Briefly, patients with OAB who started
treatment with 30 or 45 mg propiverine per day in its extended-
release formulation based on physician judgement were
systematically followed for an intended observation period of
about 12 weeks. In accordance with the non-interventional
character of the studies, no inclusion or exclusion characteristics
were specified other than those defined in the applicable summary of
product characteristics. Study I consisted of 1,335 and study II of
745 patients. The case record form for each patient had explicitly
asked for the concomitant presence of diabetes and hypertension,
which was used for classification for the present analyses. In line
with the non-interventional character of the studies, participating
physicians were given no instructions on how to diagnose either
comorbidity. In line with the non-interventional character of the
study, the protocol did not specify whether OAB-related data were

collected from voiding diaries or from patient recollection, but the
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applicable German guideline at the time the studies were performed
recommended use of voiding diaries (Dimpfl et al., 2010).

The planned analyses largely followed those of a previous
publication comparing OAB patients with and without diabetes
treated with darifenacin (Schneider et al., 2013). For the
purpose of the current analysis, four groups of patients were
defined:

- Those with neither reported diabetes nor hypertension
(control group)

- Those with reported diabetes but no reported hypertension
(diabetic group)

- Those with reported hypertension but not reported diabetes
(hypertensive group)

- Those with reported concomitant diabetes and hypertension
(combination group)

In line with our previous analyses of this database (Amiri et al.,
2021), medically implausible values were ignored in the analyses. We
defined these as >50 urgency, >30 incontinence, >40 frequency,
and >20 nocturia episodes per 24 h.

For each of the four groups, a descriptive analysis was performed
for the following categorical (gender, prescribed dose at study end),
ordinal (Patient Perception of Bladder Condition (PPBC) score) and
continuous parameters (all others) at baseline:

- Gender

- Age

- Height

- Body weight

- Body mass index

- Number of concomitant medications

- Number of micturitions per 24 h

- Number or urgency episodes per 24 h (only in those reporting
at least 1 episode at baseline)

- Number of incontinence episodes per 24 h (only in those
reporting at least 1 episode at baseline)

- Number of nocturia episodes per 24 h (only in those reporting
at least 1 episode at baseline)

- PPBC score

After 12 weeks of treatment, the following treatment-associated
changes were assessed. Based on our previous analyses (Amiri et al.,
2020), they were calculated as % changes relative to baseline, except
for PPBC which is shown as distribution diagrams (Schonburg et al.,
2022).

- % change in number of micturitions per 24 h

- % change in number or urgency episodes per 24 h

- % change in number of incontinence episodes per 24 h
- % change in number of nocturia episodes per 24 h

Finally, based on other previous analyses (Miiderrisoglu et al.,
2022), we have calculated how many patients became symptom-
free in each group. Becoming symptom-free was defined as
0 episodes of urgency and incontinence and as <8 micturitions
per day. For nocturia, two parallel definitions were applied:
0 episodes in all patients having at least 1 episode of nocturia
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at baseline, and <1 episodes in all patients having at least
2 episodes of nocturia at baseline.

As many of the parameters in question exhibit a non-normal
distribution (Amiri et al., 2020), data are presented as medians with
interquartile ranges, except for categorical variables that are
presented as percentage of n patients and ordinal variables
presented as distribution curves. To enable better comparison
with published data from other studies, means + SD are also
reported. Our analysis and reporting for urgency, incontinence,
micturition frequency, and nocturia was restricted to those
exhibiting that symptom at baseline, which means that, e.g,
patients not exhibiting incontinence were not included in the
calculation of median number of incontinence episodes; the
percentage of patients not exhibiting a given symptom is indicated.

Descriptive statistical analysis was performed with GraphPad
Prism 9.3 or higher (Los Angeles, CA, United States). In line with the
exploratory character of the analyses and with recommendations by
leading statisticians (Amrhein et al., 2019; Michel et al., 2020a), no
hypothesis-testing statistical analyses were performed. Because of
the exploratory character of our analysis, multiple comparison
adjustments were not applied. However, we consider the
concomitant analysis of two studies of similar design to
potentially support robustness of the findings. Rather we focused
on the question whether observed effect sizes were likely to be
clinically relevant.

3 Results
3.1 Demographics and baseline values

3.1.1 Study |

In study I, 691, 114, 370, and 160 subjects were in the control,
diabetic, hypertensive and combination group, respectively. Women
were more frequent in the control and hypertension than in the
diabetes and combination groups (Table 1). Median age was lowest
in the control group, higher in diabetic and hypertensive patients,
and numerically highest in the patients, the latter accounting for an
age difference compared to the control group of 10 years. Height was
comparable across all four groups (Table 1). In contrast, body weight
and BMI was lowest in control patients and highest in combination
patients (Table 1). The median reported number of comedications
was 0 in the control group, 1 in the diabetes and hypertension group,
and 2 in the combination group (Table 1). While subjects without
reported diabetes or hypertension had no reported anti-diabetic or
anti-hypertensive comedication, 80.7% in the diabetic group had at
least one anti-diabetic comedication, 87.0% in the hypertensive
group at least one anti-hypertensive comedication, and 80.0% in
the combination group at least one anti-diabetic and at least one
anti-hypertensive comedication.

Urgency was present in 98.8%, 98.2%, 98.1%, and 99.4% of all
subjects in the four groups. Incontinence was present in 68.2%,
71.6%, 72.0%, 82.5%. A micturition frequency >7 per 24 h was
reported by 94.6%, 99.1%, 94.0%, and 97.5%. Nocturia (at least
1 episode) was found in 94.7%, 97.3%, 97.6%, and 99.4%. In those
expressing a given symptom, the median basal episode number was
mostly lowest in the control and highest in the combination group;
however, except for urgency episodes, differences between groups
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TABLE 1 Demographics and baseline data from study | Data are shown as medians with inter-quartile ranges and as means * SD in parentheses except for
categorical variables that are shown as % of cohort. Data on baseline symptoms are shown only for those exhibiting a pathological value at baseline.

Control Diabetes Hypertension Combination
Gender, % females 68.3 63.1 66.3 59.6
Age, years 63 [52; 73] 70 [62; 76] 72 [64; 77] 73 [66; 77]
61.7 £ 14.3 68.3 = 10.8 70.1 + 9.6 714 + 84
Height, cm 169 [164; 175] 170 [165; 177] 168 [162; 175] 170 [165; 176]
169 + 8 171 £ 8 168 + 8 170 + 8
Body weight, kg 74 [67; 83] 80 [71; 89] 79 [70; 85] 83 [75; 92]
751 +13.2 81.6 £ 159 78.7 + 14.5 859 £ 17.2
BMI, kg/m*/1.73 26 [24; 28] 27 [25; 30] 28 [25; 30] 29 [26; 33]
262 +£39 28.0 £ 4.6 278 £ 4.6 298 £5.3
Comedications, number 0 [0; 0] 1[1;1] 1[1;2] 2 (25 3]
0.31 £ 0.65 1.21 £ 0.99 1.59 + 1.17 2.59 £ 1.63
Urgency episodes/24 h 9 [6; 12] 10 [6; 13] 9 [6; 14] 12 [6; 15]
9.7 £5.7 99 +5.1 102 £ 6.2 113 £55
Incontinence episodes/24 4 (25 6] 3 [2;5.3] 4(2;7] 5[3; 8]
4.8 £3.8 44.£32 4.8 £3.8 62+ 44
Voids/24 h 13 [11; 16] 13 [12; 16] 13 [11; 16] 14 [125 17]
13.6 £ 3.9 139 £ 3.7 139 £ 4.0 14.6 = 4.0
Nocturia episodes/24 h 3 [2; 4] 4 [3; 4.5] 3 [2; 4] 4 (3; 4]
34+17 36+14 35+ 17 35+14
PPBS score, rank 5 [4; 5] 5 [4; 5] 5 [4; 5] 5 [4; 5]
46 +£0.8 47 +£0.7 47 £0.8 48 £0.7

were small (Table 1). The median PPBC score was 5 [95%
confidence interval 4; 5] in all groups (Table 1), and its
distribution was also similar across groups (Figure 1).

3.1.2 Study I

In study II, 345, 62, 227, and 111 subjects were in the control,
diabetic, hypertensive and combination group, respectively. Their
demographic characteristics are shown in Table 2 and were generally
similar as those in study I, including trends for differentiation
between groups. While subjects without reported diabetes or
hypertension had no reported anti-diabetic or anti-hypertensive
comedication, 82.3% in the diabetic group had at least one anti-
diabetic comedication, 84.1% in the hypertensive group at least one
anti-hypertensive comedication, and 84.7% in the combination
group at least one anti-diabetic and at least one anti-hypertensive
comedication.

Urgency was present in 97.0%, 100%, 97.7%, and 98.1% of all
subjects in the four groups. Incontinence was present in 71.4%,
80.0%, 73.6%, 83.3%. A micturition frequency >7 per 24h was
reported by 94.2%, 96.8%, 92.0%, and 90.1%. Nocturia (at least
1 episode) was found in 96.1%, 93.6%, 97.8%, and 99.1%. In those
expressing a given symptom, the median basal episode number was
highest in the combination group for urgency and incontinence
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although not necessarily greater than in the other groups. Frequency
and nocturia were highest in the diabetes group. However, all
differences between groups were small (Table 2). The median
PPBC score was 5 [4; 5] in all groups, and its distribution was
also similar across groups (Figure 2).

3.2 Treatment responses

3.1.3 Study |

The mean reduction in urgency episodes was 72.8% + 32.0% in
control patients, 66.0% * 29.2% in diabetic patients, 69.5% * 35.7%
in hypertensive patients, and 64.0% + 30.8% in those with both
comorbidities (median values with interquartile ranges shown in
Figure 3). Similarly, the mean reduction in incontinence episodes
was 77.3% £ 37.6% in control patients, 73.1% + 34.5% in diabetic
patients, 81.4% + 33.9% in hypertensive patients, and 69.4% + 37.2%
in those with both comorbidities (Figure 3). The mean reduction in
number of micturitions was 45.9% + 22.9% in control patients,
40.5% * 20.0% in diabetic patients, 45.5% * 24.5% in hypertensive
patients, and 43.5% * 22.4% in those with both comorbidities
(Figure 3). Finally, the mean reduction in nocturia episodes was
62.9% + 30.7% in control patients, 52.8% + 31.6% in diabetic
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patients, 59.6% + 30.7% in hypertensive patients, and 54.0% * 38.0%
in those with both comorbidities (Figure 3). Becoming free of
urgency was reported most often in control (30.8%), less often in
hypertension and least in diabetes or combination (Table 3).
Becoming free of incontinence and nocturia (control: 52.5% and
18.8%, respectively) exhibited a similar picture. While the situation
was also similar for frequency, differences between groups were
smaller than for the other three symptoms.

After 12 weeks of treatment, the median PPBC score had
declined from 5 to 2 [2; 3] in control, to 3 [2; 3] in diabetic, to
2 [2; 3] in hypertensive, and to 3 [2; 4] in those with both
comorbidities. Its distribution was similar in all groups
(Figure 1). Moreover, shifts from baseline to 12 weeks were
similar in all groups (Figure 1).
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3.1.4 Study I

The median and mean reductions in urgency, incontinence, and
urgency episodes and in daily micturitions in study II (Figure 4) was
comparable with that observed in study I (Figure 3). Thus, the mean
reduction in urgency episodes was 66.5% + 31.9% in control patients,
61.4% * 33.2% in diabetic patients, 63.7% + 33.3% in hypertensive
patients, and 58.8% + 47.0% in those with both comorbidities (median
values with interquartile ranges shown in Figure 4). Similarly, the mean
reduction in incontinence episodes was 69.6% + 37.6% in control
patients, 72.9% + 31.1% in diabetic patients, 66.7% + 43.6% in
39.2% in those with both
comorbidities. The mean reduction in micturitions was 42.0% =+
23.6% in control patients, 383% =+ 24.1% in diabetic patients,
40.4% + 23.1% in hypertensive patients, and 41.7% =+ 22.3% in those

hypertensive patients, and 66.0% =+
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TABLE 2 Demographics and baseline data from study Il Data are shown as medians with inter-quartile ranges and as means * SD in parentheses except for
categorical variables that are shown as % of cohort. Data on baseline symptoms are shown only for those exhibiting a pathological value at baseline.

Control Diabetes Hypertension Combination

Gender, % females 62.3 60.7 62.8 62.3
Age, years 64 [51; 73] 70 [64; 76.5] 71 [65; 75] 72 [67; 77]

61.5 £ 14.9 68.6 = 10.5 69.5 + 10.0 712 £9.0
Height, cm 170 [164; 175] 170 [164.8; 176] 169 [164; 176] 169 [164.3; 175]

169.8 £ 7.6 1702 £ 7.7 1694 £ 8.3 169.6 £ 7.8
Body weight, kg 76 [67; 84] 82.5 [73; 90.5] 80 [70; 86] 81 [75; 81.3]

759 + 14.4 84.4 + 16.5 79.3 £ 14.0 83.1 £ 13.5
BMI, kg/m?1.73 26.1 [23.7; 28.3] 285 [26.7; 31.1] 27.1 [25.0; 29.4] 28.1 [26.3; 31.1]

264 + 4.5 29.1 + 4.8 27.6 £ 4.2 289 + 4.1
Comedications, number 0 [0; 1] 1[1;1] 1[1;2] 2 (25 3]

0.36 + 0.64 1.10 £ 0.69 1.67 £ 1.38 2.85 + 1.655 [4; 5]
Urgency episodes/24 h 9 [5.8; 12] 9 [7; 14] 9 [5; 12] 10 [6; 13]

93 +£5.1 108 £7.3 92 +50 10.3 £59
Incontinence episodes/24 4[2; 6] 5 [3; 7.5] 4(2;7] 5(3;7]

48 £3.5 57 +4.0 52+41 5.6 +4.0
Voids/24 h 13 [11; 15] 14.5 [11; 18] 13 [10; 15] 14 [125 17]

134 £39 14.7 £ 4.3 132 £3.7 14.6 £ 4.4
Nocturia episodes/24 h 3[2; 4] 4 [3; 5] 3 [2; 4] 3 [2.5; 4]

34+17 40+19 34+16 36+1.6
PPBS score, rank 5 [4; 5] 5 [4; 5] 5 [4; 5] 5 [4; 5]

4.52 +0.81 4.80 = 0.87 452 + 091 4.51 £ 0.89

with both comorbidities (Figure 4). Finally, the mean reduction in
nocturia episodes was 55.9% * 34.1% in control patients, 48.8% + 32.0%
in diabetic patients, 49.2% + 41.5% in hypertensive patients, and
48.1% + 38.1% in those with both comorbidities. Becoming free of
urgency was reported most often in control (27.0%), less often in
hypertension and least in diabetes or combination (Table 4). Becoming
free of incontinence and nocturia (control: 45.8% and 12.0%,
respectively) exhibited a similar picture. Becoming free of frequency
was similarly often in control (43.8%) and in patients with hypertension,
but lower in those with diabetes or both comorbidities.

After 12 weeks of treatment, the median PPBC score had
declined from 5 to 2 [2; 3] in control, to 3 [3; 4] in diabetic, to
3 [2; 4] in hypertensive, and to 3 [2; 4] in those with both
comorbidities. Its distribution was similar in all groups
(Figure 2). Moreover, shifts from baseline to 12 weeks were
similar in all groups (Figure 2).

4 Discussion

To the best of our knowledge, this is the first study exploring
how the concomitant presence of diabetes and hypertension affects
baseline symptom severity in OAB patients. Secondary research
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questions were how each condition alone affects baseline symptom
severity and how each condition alone and their combination affect
treatment outcomes.

4.1 Critique of methods

Our analyses are based on published data from two non-
interventional studies (Amiri et al., 2021). The use of such
observational data has intrinsic advantages and limitations. A
potential disadvantage may be that the participating physicians
were not provided with specific instructions how to diagnose the
presence of concomitant diabetes and hypertension. Similarly, it has
not been captured whether type 1 or 2 diabetes was present, but
previous work indicates that this differentiation may, if anything,
link to the prevalence of OAB whereas no difference in severity has
been reported (Kempler et al, 2011). These limitations were
required for the overall character of a non-interventional study
but may have led to over- or underdiagnosis of comorbidities.
Similarly, information on the duration of the comorbidities
would have been of interest, but that had not been captured in
the case record form to maintain the non-interventional character of
the studies. The fact that number of reported comedications was
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comparison in patients with both comorbidities.

considerably lower than what would be expected in a German
population of this age (Selke Krulichova et al., 2021), indicates
that comedication, and by inference also comorbidities may have
been captured sub-optimally. The advantage is that use of data from
non-interventional studies provides real-world evidence. This is
important because for instance randomized controlled trials often
have a long list of in- and exclusion criteria, which limit
extrapolation to the general population, particularly regarding
comorbidities. Of note, our study is based on patients seeking
treatment for OAB symptoms, ie., is not a population-based
study. Therefore, it does not allow direct conclusions on the
frequency of comorbidities. Accordingly, our analyses were
limited to the question how the comorbidities of diabetes,
hypertension and their combination are related to symptom
intensity at the time of presentation.

Frontiers in Pharmacology

Our data are based on a post-hoc analysis that had not been
envisioned when the studies were planned and conducted. However,
itis a strength of our data that they were based on a protocol that had
been written, published, and approved by an additional ethical
committee before data related to the present study questions had
been observed. Pre-specification of analyses is a criterion to identify
studies with a high probability to be reproducible (Vollert et al.,
2020; Vollert et al., 2022).

Baseline and outcome data on OAB symptoms are often
reported as means, which implicitly assumes that they exhibit a
normal distribution. However, the assumption of a normal
distribution appears untrue (Amiri et al., 2020). Therefore,
our prespecified analysis protocol had specified to report
data as medians with inter-quartile ranges (which does not
assume a normal enable

distribution); however, to
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FIGURE 3

Violin plots of % changes in study | in number of (A) urgency, (B)
incontinence, (C) frequency, and (D) nocturia episodes per 24 h.
Median and interquartile ranges are indicated by the horizontal solid
and dashed lines, respectively, within each plot. Note that only
subject with a pathological value at baseline were included a very small
number of subjects exhibited a worsening, indicated here as negative
value.

TABLE 3 Patients becoming free of a given symptom upon treatment in study |
Data are shown as % of patients who had exhibited a symptom at baseline but
did not at end of study. Not exhibiting a symptom was defined as 0 for urgency
and incontinence and as <7 for micturition frequency. For nocturia it was
defined as 0 or as <1.

Control Diabetes Hypertension Combination
Urgency 30.8 18.5 26.5 18.0
Incontinence 52.5 423 59.9 34.7
Frequency 47.2 47.8 41.5 40.3
Nocturia (0) 18.8 9.5 10.9 8.2
Nocturia 63.4 48.5 55.4 48.5
(1)

comparability with previously published data, means + SD are
also reported.

It had also been specified in the published protocol for the
present analyses that they were exploratory in nature. Therefore, in
line with recent recommendations from leading statisticians
(Amrhein et al., 2019; Michel et al., 2020b), no hypothesis-testing
p-values were calculated. Moreover, in line with the non-
interventional character of the underlying studies and the focus

Frontiers in Pharmacology

A urgency improvement B incontinence improvement
200
= 100 =
o o
g ° §
> >
2 -100 °
o o
£ 200 E
e o
= 00 = 300
-400 T T T T -400 T T T T
@\ & & S 6¢>\ & & S
& F £ F & & & &
d o &' & < R & Ny
& QQ{“ & & &S
) & @Q &
C frequency improvement D nocturia improvement
100 1004 $%
é 3
€ 0NN Y € 05
@ Q
5 5
g 100 g 100
° 2
2 200 g -200
o o
= 300 = 300
—"cc T T T T —"cc T T T T
S & & & R
o‘,‘é 0&0 &\o © © oéo & o‘{é
< 6\0 oéo &6\0 &0\(‘ (@ &o <
@Q & & @QQ
FIGURE 4

Violin plots of % changes in study Il in number of (A) urgency, (B)
incontinence, (C) frequency, and (D) nocturia episodes per 24 h.
Median and interquartile ranges are indicated by the horizontal solid
and dashed lines, respectively, within each plot. Note that only
subject with a pathological value at baseline were included a very small
number of subjects exhibited a worsening, indicated here as negative
value.

TABLE 4 Patients becoming free of a given symptom upon treatment in study Il
Data are shown as % of patients who had exhibited a symptom at baseline but
did not at end of study. Not exhibiting a symptom was defined as 0 for urgency
and incontinence and as <7 for micturition frequency. For nocturia it was
defined as 0 or as <1.

Control Diabetes Hypertension Combination
Urgency 27.0 21.0 20.8 17.1
Incontinence 45.8 42,9 384 36.7
Frequency 43.8 333 41.5 34.0
Nocturia (0) 12.0 3.6 4.5 4.0
Nocturia 57.3 34.0 49.2 37.9
(=1)

on real-world-evidence, we had not been interested to test whether
certain associations occurred to a greater extent of any magnitude
than expected based on chance alone, ie., were statistically
significant. As even small differences of limited medical relevance
can become statistically significant in large datasets, we were rather
interested in the question whether the comorbidities of diabetes,
hypertension and their combination affected measured parameters
to a clinically relevant extent. To compensate for the lack of
hypothesis testing, we have concomitantly analyzed data from
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two studies of similar design, which increases the robustness of our
findings. These strengths and limitations should be considered in the
interpretation of our data.

4.2 Baseline data

The four groups differed in age in each of the two studies. While
the diabetic groups were by average 6-7 years older than controls,
hypertensives were another 1-2 years older, and the combination
group was oldest. Previous non-interventional studies had also
reported that OAB patients with concomitant diabetes (Schneider
et al,, 2013) or hypertension (Michel et al., 2022) were older than
those without. The age differences associated with comorbidities
reported here are quantitatively similar to those in the previous
studies. There were also minor differences in gender distribution
across the four groups of our studies. However, other non-
interventional studies found that age and gender have only a
small impact on baseline symptom severity in multivariate
analyses (Michel et al., 2002; Schneider et al., 2010). The present
groups with comorbidities also had a slightly greater BMI than the
control groups, an expected feature particularly of T2DM
populations. However, previous large studies had found that
differences in BMI also do not affect baseline symptoms or
treatment outcomes to a clinically relevant extent (Schneider
et al,, 2010; 2013). Therefore, no age-, gender- or BMI-adjusted
analyses were deemed necessary and, for this reason, not
implemented in our prespecified analysis protocol.

OAB patients with diabetes or hypertension reported more
comedications than controls, and the combination group had
more than either the diabetes or hypertension group. While this
is highly plausible in principle, it is noteworthy that the median and
mean number of 0 and <0.4 comedications, respectively, in the
control group was surprisingly small for the age group under
investigation. Recent analyses based on prescribing data in
6 million elderly individuals in Germany found that the average
person aged >65 years used a median number of 7 medicines and
only 6.5% did not receive any medication (Selke Krulichova et al.,
2021). Thus, the overall number of concomitant medications
apparently was under-reported, a consistent phenomenon of
non-interventional studies including those with a large fraction
with concomitant diabetes and/or hypertension (Michel et al,
1998; Michel et al., 2004a; Michel et al., 2008; Schneider et al.,
2013). However, in line with all of the above reports, the present
studies also found that number of comedications increased in the
presence of comorbidities. Taken together and with additional
consideration of the exploratory nature of our analyses, these
findings justify that the analyses are based on univariate analysis.

Previous non-interventional studies had reported that OAB
patients with concomitant diabetes (Schneider et al., 2013) or
hypertension (Michel et al., 2022) had more severe symptoms
than those without. This observation had more often been made
in male populations with LUTS suggestive of BPH (Michel et al.,
2000; Joseph et al., 2003; Michel et al., 2004b; Rohrmann et al., 2005;
Gupta et al., 2006; Ponholzer et al., 2006; Martin et al., 2011; Michel
et al,, 2020c). It was confirmed in the present studies (secondary
study aim). However, the effect sizes for concomitant diabetes and
hypertension were small in the present and the previous studies, for
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instance <1.5 urgency, incontinence, frequency or nocturia episodes
per 24h in the present analyses. Thus, OAB patients with
concomitant diabetes or hypertension seeking treatment present
with a slightly greater symptom intensity than control patients. The
fact that all parameters exhibited similar data in the present as in the
previous studies for the isolated comorbidity of diabetes or
hypertension, validates our overall findings.

The primary research question of our analyses had been whether
the concomitant presence of both comorbidities, diabetes and
hypertension, is associated with a greater symptom intensity than
either comorbidity alone. Consistent across both studies, the dual
comorbidity was associated with a greater median number of
urgency episodes than either comorbidity alone, accounting for
1-2 additional episodes per 24 h. Similar findings were made for
incontinence and frequency in study I, but this was not confirmed in
study II where incontinence episodes were as frequent in patients
with only diabetes and those with diabetes and hypertension as
comorbidity. While our data point to some degree of comorbidity
dose-response relationship, they also indicate that the associations
are too weak to enable consistent detection, perhaps except for
urgency. An apparent exception of this is PPBC, which was almost
identical across the four groups. A previous non-interventional
study had also reported that concomitant diabetes had only little
impact on patient-reported outcome scores at baseline (Schneider
et al., 2013).

4.3 Treatment responses

While the primary research question of the present analyses had
a pathophysiological focus, two of our secondary questions related to
treatment impact. Previous studies had reported that concomitant
diabetes (Schneider et al., 2013) or hypertension (Michel et al., 2022)
were associated with a reduced treatment response to two other
muscarinic receptor antagonists, darifenacin and solifenacin,
respectively. The two present studies with propiverine confirmed
these observations. However, it is a consistent finding of all four
studies that the attenuation of treatment responses by concomitant
diabetes or hypertension was small relative to the overall
improvement upon treatment. For instance, the median %
reduction in number of urgency episodes was 72.8% in the
control as compared to 66.0%, 69.5% and 64.0% in those with
concomitant diabetes, hypertension and their combination,
respectively, in study I Thus, comorbidity did not attenuate
treatment responses by >10%. Whether an individual patient can
detect differences of this magnitude is unclear. The fraction of
patients becoming free of a given symptom may better reflect
individual patient experience (Miiderrisoglu et al., 2022). These
fractions were also reduced by presence of a single comorbidity
and, in most cases, to a greater extent if both comorbidities were
present. However, the chance to become free of a given symptom
remained considerable, particularly for incontinence and frequency.

4.4 Conclusion

of diabetes and
hypertension are associated with a greater intensity of symptoms

We conclude that the comorbidities
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as compared to controls in OAB patients seeking treatment. The
combined presence of both comorbidities is associated even greater

baseline  symptoms. =~ While  these  associations  are
pathophysiologically interesting, their extent is unlikely to have
major impact on individual patients. From a treatment

perspective it possibly is more relevant that presence of one or
two comorbidities were associated with attenuated treatment
responses, but the degree of attenuation was small. Considering
that there are no specific treatments for lower urinary tract
dysfunction with comorbidities such as diabetes (Erdogan et al.,
2022), existing OAB medications remain the best treatment option
even if comorbidities are present. Therefore, we consider the present
findings to be of pathophysiological and pharmacological interest
but propose that they do not justify changing existing paradigms for
the clinical management of OAB.

Data availability statement

The raw data supporting the conclusion of this article will be
made available by the authors, without undue reservation.

Ethics statement

The studies involving human participants were reviewed and
approved by Ethics Committee of State Board of Physicians of
Saxony, Germany (Sichsische Landesirztekammer, Dresden,

Germany. The patients/participants provided their written
informed consent to participate in this study. The additional
analyses reported here have been approved by the ethical

committee of Medipol University in Istanbul, Turkey.

Author contributions

AM: Analysis of data; development of primary manuscript draft;
critical reading of manuscript for important intellectual content and
approval of final manuscript. AS: Supervision of AM; Critical
reading of manuscript for important intellectual content and
approval of final manuscript. SM: Conceptualization of project;

References

Amiri, M., Murgas, S., Stang, A., and Michel, M. C. (2020). Do overactive bladder
symptoms and their treatment-associated changes exhibit a normal distribution?
Implications for analysis and reporting. Neurourol. Urodynamics 39 (2), 754-761.
doi:10.1002/nau.24275

Amiri, M., Schneider, T., Oelke, M., Murgas, S., and Michel, M. C. (2021). Factors
associated with decisions for initial dosing, up-titration of propiverine and treatment
outcomes in overactive bladder syndrome patients in a non-interventional setting.
J. Clin. Med. 10, 311. doi:10.3390/jcm10020311

Amrhein, V., Greenland, S., and McShane, B. (2019). Scientists rise up against
statistical significance. Nature 567 (7748), 305-307. doi:10.1038/d41586-019-00857-9

Arioglu-Inan, E., Ellenbroek, J. H., and Michel, M. C. (2018). A systematic review of
urinary bladder hypertrophy in experimental diabetes: Part I. Streptozotocin-induced
rat models. Neurourol. Urodynamics 37 (4), 1212-1219. doi:10.1002/nau.23490

Bunn, F., Kirby, M., Pinkney, E., Cardozo, L., Chapple, C., Chester, K., et al. (2015). Is
there a link between overactive bladder and the metabolic syndrome in women? A
systematic review of observational studies. Int. J. Clin. Pract. 69 (2), 199-217. doi:10.
1111/ijcp.12518

Frontiers in Pharmacology

10

10.3389/fphar.2023.1144470

critical reading of manuscript for important intellectual content
and approval of final manuscript. JR: Conceptualization of project;
critical reading of manuscript for important intellectual content and
approval of final manuscript. MM: Conceptualization and lead of
project; development of data analysis plan, development of primary
manuscript draft; critical reading of manuscript for important
intellectual content and approval of final manuscript.

Funding

The underlying studies had been funded by APOGEPHA
Arzneimittel GmbH, Dresden, Germany. Overall work related to
diabetes and bladder function in the lab of MM is funded by
Deutsche Forschungsgemeinschaft (Mi 294/10-1).

Acknowledgments

We thank the patients and physicians for participating in the
underlying studies.

Conflict of interest

SM is employed by APOGEPHA Arzneimittel GmbH. MM has
been a consultant and/or speaker for Apogepha, Astellas, Dr.
Willmar Schwabe and GSK.

The remaining authors declare that the research was conducted
in the absence of any commercial or financial relationships that
could be construed as a potential conflict of interest.

Publisher’s note

All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Clemow, D. B,, Spitsbergen, J. M., McCarty, R,, Steers, W. D., and Tuttle, J. B. (1999).
Altered NGF regulation may link a genetic predisposition for hypertension with
hyperactive voiding. J. Urology 161 (4), 1372-1377. d0i:10.1097/00005392-
199904000-00098

Dimpfl, T., Kélbl, H., Peschers, U., Petri, E., Gauruder-Burmester, A., Hofner, K., et al.
(2010). The overactive bladder. Available: https://www.awmf.org/uploads/tx_szleitlinien/015-
0071_S2k_Ueberaktive_Blase_2010-abgelaufen.pdf (Accessed 3 10, 2022).

Ellenbroek, J. H., Arioglu-Inan, E., and Michel, M. C. (2018). A systematic review of
urinary bladder hypertrophy in experimental diabetes: Part 2. Comparison of animal
models and functional consequences. Neurourol. Urodynamics 37 (8), 2346-2360.
doi:10.1002/nau.23786

Erdogan, B. R, Liu, G., Arioglu-Inan, E., and Michel, M. C. (2022). Established and
emerging treatments for diabetes-associated lower urinary tract dysfunction. Naunyn
Schmiedeb. Arch. Pharmacol. 395 (8), 887-906. doi:10.1007/s00210-022-02249-9

Fu, Y., Zhou, Z., Yang, B., Zhang, K., He, L., and Zhang, X. (2016). The relationship
between the clinical progression of benign prostatic hyperplasia and metabolic
syndrome: A prospective study. Urol. Int. 97 (3), 330-335. doi:10.1159/000448484

frontiersin.org


https://doi.org/10.1002/nau.24275
https://doi.org/10.3390/jcm10020311
https://doi.org/10.1038/d41586-019-00857-9
https://doi.org/10.1002/nau.23490
https://doi.org/10.1111/ijcp.12518
https://doi.org/10.1111/ijcp.12518
https://doi.org/10.1097/00005392-199904000-00098
https://doi.org/10.1097/00005392-199904000-00098
https://www.awmf.org/uploads/tx_szleitlinien/015-007l_S2k_Ueberaktive_Blase_2010-abgelaufen.pdf
https://www.awmf.org/uploads/tx_szleitlinien/015-007l_S2k_Ueberaktive_Blase_2010-abgelaufen.pdf
https://doi.org/10.1002/nau.23786
https://doi.org/10.1007/s00210-022-02249-9
https://doi.org/10.1159/000448484
https://www.frontiersin.org/journals/pharmacology
https://www.frontiersin.org
https://doi.org/10.3389/fphar.2023.1144470

Mduderrisoglu et al.

Golabek, T., Kiely, E., and O’Reilly, B. (2012). Detrusor overactivity in diabetic and
non-diabetic patients: Is there a difference? Int. Braz. J. Urology 38 (5), 652-659. doi:10.
1590/81677-55382012000500010

Gupta, A., Gupta, S., Pavuk, M., and Roehrborn, C. G. (2006). Anthropometric and
metabolic factors and risk of benign prostatic hyperplasia: A prospective cohort study of
air force veterans. Urology 68 (6), 1198-1205. doi:10.1016/j.urology.2006.09.034

Joseph, M. A., Harlow, S. D., Wei, J. T, Sarma, A. V., Dunn, R. L, Taylor, J. M. G,,
etal. (2003). Risk factors for lower urinary tract symptoms in a population-based sample
of African-American men. Am. J. Epidemiol. 157 (10), 906-914. doi:10.1093/aje/kwg051

Kempler, P., Amarenco, G., Freeman, R., Frontoni, S., Horowitz, M., Stevens, M., et al.
(2011). Management strategies for gastrointestinal, erectile, bladder, and sudomotor
dysfunction in patients with diabetes. Diabetes Metab. Res. Rev. 27 (7), 665-677. doi:10.
1002/dmrr.1223

Marshall, L. M., Holton, K. F., Parsons, J. K, Lapidus, J. A., Ramsey, K., Barrett-
Connor, E., et al. (2014). Lifestyle and health factors associated with progressing and
remitting trajectories of untreated lower urinary tract symptoms among elderly men.
Prostate Cancer Prostatic Dis. 17 (3), 265-272. doi:10.1038/pcan.2014.22

Martin, S. A., Haren, M. T., Marshall, V. R, Lange, K., and Wittert, G. A.Members of
the Florey Adelaide Male Ageing Study (2011). Prevalence and factors associated with
uncomplicated storage and voiding lower urinary tract symptoms in community-
dwelling Australian men. World J. Urology 29 (2), 179-184. doi:10.1007/s00345-010-
0605-8

Meigs, J. B., Mohr, B., Barry, M. J., McNaughton Collins, M., and McKinlay, J. B.
(2001). Risk factors for clinical benign prostatic hyperplasia in a community-based
population of healthy aging men. J. Clin. Epidemiol. 54 (9), 935-944. d0i:10.1016/s0895-
4356(01)00351-1

Michel, M. C., Bohner, H., Késter, J., Schifers, R. F., and Heemann, U. (2004a). Safety
of telmisartan in patients with arterial hypertension. An open-label observational study.
Drug Saf. 27 (5), 335-344. doi:10.2165/00002018-200427050-00005

Michel, M. C., Chess-Williams, R., and Hegde, S. S. (2015). Are blood vessels a target
to treat lower urinary tract dysfunction? Naunyn-Schmiedeberg’s Archives Pharmacol.
388 (7), 687-694. doi:10.1007/s00210-015-1137-y

Michel, M. C., Heemann, U, and de la Rosette, J. J. M. C. H. (2022). Weak association
between arterial hypertension and overactive bladder baseline symptoms and treatment
responses. Front. Pharmacol. 13, 1081074. doi:10.3389/fphar.2022.1081074

Michel, M. C., Heemann, U., Schumacher, H., Mehlburger, L., and Goepel, M.
(2004b). Association of hypertension with symptoms of benign prostatic hyperplasia.
J. Urology 172 (4), 1390-1393. d0i:10.1097/01.ju.0000139995.85780.d8

Michel, M. C., Mehlburger, L., Bressel, H. U., Schumacher, H., Schifers, R. F., and
Goepel, M. (1998). Tamsulosin treatment of 19,365 patients with lower urinary tract
symptoms: Does comorbidity alter tolerability? J. Urology 160 (3), 784-791. doi:10.
1016/50022-5347(01)62787-3

Michel, M. C., Mehlburger, L., Schumacher, H., Bressel, H. U., and Goepel, M. (2000).
Effect of diabetes on lower urinary tract symptoms in patients with benign prostatic
hyperplasia. J. Urology 163 (6), 1725-1729. doi:10.1097/00005392-200006000-00021

Michel, M. C., Murphy, T. J., and Motulsky, H. J. (2020a). New author guidelines for
displaying data and reporting data analysis and statistical methods in experimental
biology. Drug Metabolism Dispos. 48 (1), 64-74. doi:10.1124/dmd.119.090027

Michel, M. C., Murphy, T. J., and Motulsky, H. J. (2020b). New author guidelines for
displaying data and reporting data analysis and statistical methods in experimental
biology. Mol. Pharmacol. 97 (1), 49-60. doi:10.1124/mol.119.118927

Michel, M. C,, Schneider, T., Krege, S., and Goepel, M. (2002). Do gender or age affect
the efficacy and safety of tolterodine? J. Urology 168 (3), 1027-1031. doi:10.1016/S0022-
5347(05)64567-3

Michel, M. C., Schumacher, H., Mehlburger, L., and de la Rosette, J. J. M. C. H.
(2020c). Factors associated with nocturia-related quality of life in men with lower
urinary tract symptoms and treated with tamsulosin oral controlled absorption system
in a non-interventional study. Front. Pharmacol. 11, 816. doi:10.3389/fphar.2020.00816

Michel, M. C., Wetterauer, U., Vogel, M., and de la Rosette, J. ]. M. C. H. (2008).
Cardiovascular safety and overall tolerability of solifenacin in routine clinical use: A 12-
week, open-label, post-marketing surveillance study. Drug Saf. 31 (6), 505-514. doi:10.
2165/00002018-200831060-00005

Milsom, 1., Abrams, P., Cardozo, L., Roberts, R. G., Thiiroff, ]. W., and Wein, A. J.
(2001). How widespread are the symptoms of an overactive bladder and how are they
managed? A population-based prevalence study. BJU Int. 87 (9), 760-766. doi:10.1046/j.
1464-410x.2001.02228.x

Frontiers in Pharmacology

11

10.3389/fphar.2023.1144470

Monica, F. Z. T,, Bricola, A. A. O., Bau, F. R,, Lopes Freitas, L. L., Teixeira, S. A.,
Muscara, M. N,, et al. (2008). Long-term nitric oxide deficiency causes muscarinic
supersensitivity and reduces $3;-adrenoceptor-mediated relaxation, causing rat detrusor
overactivity. Br. J. Pharmacol. 153 (8), 1659-1668. doi:10.1038/bjp.2008.39

Miiderrisoglu, A. E., Oelke, M., Schneider, T., Murgas, S., de la Rosette, J., and Michel,
M. C. (2022). What are realistic expectations to become free of overactive bladder
symptoms? Experience from non-interventional studies with propiverine. Adv. Ther. 39
(6), 2489-2501. doi:10.1007/s12325-022-02114-4

Persson, K., Pandita, R. K., Spitsbergen, J. M., Steers, W. D., Tuttle, J. B, and
Andersson, K. E. (1998). Spinal and peripheral mechanisms contributing to hyperactive
voiding in spontaneously hypertensive rats. Am. J. Physiology 275, R1366-R1373.
doi:10.1152/ajpregu.1998.275.4.R1366

Ponholzer, A., Temml, C., Wehrberger, C., Marszalek, M., and Madersbacher, S.
(2006). The association between vascular risk factors and lower urinary tract symptoms
in both sexes. Eur. Urol. 50 (3), 581-586. d0i:10.1016/j.eururo.2006.01.031

Poznyak, A. V., Sadykhov, N. K., Kartuesov, A. G., Borisov, E. E., Melnichenko, A. A.,
Grechko, A. V., et al. (2022). Hypertension as a risk factor for atherosclerosis:
Cardiovascular risk assessment. Front. Cardiovasc Med. 9, 959285. doi:10.3389/fcvm.
2022.959285

Ramos-Filho, A. C., Ménica, F. Z., Franco-Penteado, C. F., Rojas-Moscoso, J. A., Biu,
F. R, Schenka, A. A, et al. (2011). Characterization of the urinary bladder dysfunction
in renovascular hypertensive rats. Neurourol. Urodyn. 30 (7), 1392-1402. doi:10.1002/
nau.21074

Rohrmann, S., Smit, E., Giovannucci, E., and Platz, E. A. (2005). Association between
markers of the metabolic syndrome and lower urinary tract symptoms in the Third
National Health and Nutrition Examination Survey (NHANES III). Int. . Obes. 29(3),
310-316. doi:10.1038/s].ij0.0802881

Schneider, T., Marschall-Kehrel, D., Hanisch, J. U., and Michel, M. C. (2010). Do
gender, age or life style factors affect responses to anti-muscarinic treatment in
overactive bladder patients? Int. J. Clin. Pract. 64 (9), 1287-1293. doi:10.1111/j.
1742-1241.2010.02442.x

Schneider, T., Marschall-Kehrel, D., Hanisch, J. U., and Michel, M. C. (2013). Does
concomitant diabetes affect treatment responses in overactive bladder patients? Int.
J. Clin. Pract. 67 (11), 1138-1143. doi:10.1111/ijcp.12196

Schénburg, S., Murgas, S., Fornara, P., and Michel, M. C. (2022). Associations
between the Patient Perception of Bladder Condition score and overactive bladder
syndrome symptoms at baseline and upon treatment. Neurourol. Urodyn. 41,
1399-1405. doi:10.1002/nau.24960

Selke Krulichov4, I., Selke, G. W., and Thiirmann, P. A. (2021). Trends and patterns in
EU(7)-PIM prescribing to elderly patients in Germany. Eur. J. Clin. Pharmacol. 77 (10),
1553-1561. doi:10.1007/s00228-021-03148-3

Spitsbergen, J. M., Clemow, D. B., McCarty, R,, Steers, W. D., and Tuttle, J. B. (1998).
Neurally mediated hyperactive voiding in spontaneously hypertensive rats. Brain Res.
790, 151-159. doi:10.1016/s0006-8993(98)00061-4

Steers, W. D., Clemow, D. B., Persson, K., Sherer, T. B., Andersson, K. E., and Tuttle,
J. B. (1999). The spontaneously hypertensive rat: Insight into the pathogenesis of
irritative symptoms in benign prostatic hyperplasia and young anxious males.
Exp. Physiol. 84 (1), 137-147. doi:10.1111/].1469-445x.1999.tb00079.x

Thurmond, P., Yang, J. H., and Azadzoi, K. M. (2016). LUTS in pelvic ischemia: A
new concept in voiding dysfunction. Am. J. Physiology 310, F738-F743. doi:10.1152/
ajprenal.00333.2015

Vollert, J., Macleod, M., Dirnagl, U., Kas, M. J., Michel, M. C.,, Potschka, H., et al.
(2022). The EQIPD framework for rigor in the design, conduct, analysis and
documentation of animal experiments. Nat. Methods 19 (1), 1334-1337. doi:10.
1038/541592-022-01615-y

Vollert, J., Schenker, E., Macleod, M., Bespalov, A., Wuerbel, H., Michel, M., et al.
(2020). Systematic review of guidelines for internal validity in the design, conduct and
analysis of preclinical biomedical experiments involving laboratory animals. BMJ Open
Sci. 4 (1), €100046. doi:10.1136/bmjos-2019-100046

Yesilyurt, Z. E., Matthes, J., Hintermann, E., Castafieda, T. R,, Elvert, R, Beltran-
Ornelas, J. H., et al. (2022). Analysis of 16 studies in nine rodent models does not
support the hypothesis that diabetic polyuria is a main reason of urinary bladder
enlargement. Front. Physiology 13, 923555. doi:10.3389/fphys.2022.923555

Zhang, L., Zhu, L., Xu, T., Lang, J., Li, Z., Gong, J., et al. (2015). A population-based
survey of the prevalence, potential risk factors, and symptom-specific bother of lower
urinary tract symptoms in adult Chinese women. Eur. Urol. 68 (1), 97-112. doi:10.1016/
j.eururo.2014.12.012

frontiersin.org


https://doi.org/10.1590/S1677-55382012000500010
https://doi.org/10.1590/S1677-55382012000500010
https://doi.org/10.1016/j.urology.2006.09.034
https://doi.org/10.1093/aje/kwg051
https://doi.org/10.1002/dmrr.1223
https://doi.org/10.1002/dmrr.1223
https://doi.org/10.1038/pcan.2014.22
https://doi.org/10.1007/s00345-010-0605-8
https://doi.org/10.1007/s00345-010-0605-8
https://doi.org/10.1016/s0895-4356(01)00351-1
https://doi.org/10.1016/s0895-4356(01)00351-1
https://doi.org/10.2165/00002018-200427050-00005
https://doi.org/10.1007/s00210-015-1137-y
https://doi.org/10.3389/fphar.2022.1081074
https://doi.org/10.1097/01.ju.0000139995.85780.d8
https://doi.org/10.1016/S0022-5347(01)62787-3
https://doi.org/10.1016/S0022-5347(01)62787-3
https://doi.org/10.1097/00005392-200006000-00021
https://doi.org/10.1124/dmd.119.090027
https://doi.org/10.1124/mol.119.118927
https://doi.org/10.1016/S0022-5347(05)64567-3
https://doi.org/10.1016/S0022-5347(05)64567-3
https://doi.org/10.3389/fphar.2020.00816
https://doi.org/10.2165/00002018-200831060-00005
https://doi.org/10.2165/00002018-200831060-00005
https://doi.org/10.1046/j.1464-410x.2001.02228.x
https://doi.org/10.1046/j.1464-410x.2001.02228.x
https://doi.org/10.1038/bjp.2008.39
https://doi.org/10.1007/s12325-022-02114-4
https://doi.org/10.1152/ajpregu.1998.275.4.R1366
https://doi.org/10.1016/j.eururo.2006.01.031
https://doi.org/10.3389/fcvm.2022.959285
https://doi.org/10.3389/fcvm.2022.959285
https://doi.org/10.1002/nau.21074
https://doi.org/10.1002/nau.21074
https://doi.org/10.1038/sj.ijo.0802881
https://doi.org/10.1111/j.1742-1241.2010.02442.x
https://doi.org/10.1111/j.1742-1241.2010.02442.x
https://doi.org/10.1111/ijcp.12196
https://doi.org/10.1002/nau.24960
https://doi.org/10.1007/s00228-021-03148-3
https://doi.org/10.1016/s0006-8993(98)00061-4
https://doi.org/10.1111/j.1469-445x.1999.tb00079.x
https://doi.org/10.1152/ajprenal.00333.2015
https://doi.org/10.1152/ajprenal.00333.2015
https://doi.org/10.1038/s41592-022-01615-y
https://doi.org/10.1038/s41592-022-01615-y
https://doi.org/10.1136/bmjos-2019-100046
https://doi.org/10.3389/fphys.2022.923555
https://doi.org/10.1016/j.eururo.2014.12.012
https://doi.org/10.1016/j.eururo.2014.12.012
https://www.frontiersin.org/journals/pharmacology
https://www.frontiersin.org
https://doi.org/10.3389/fphar.2023.1144470

	Association of diabetes, hypertension, and their combination with basal symptoms and treatment responses in overactive blad ...
	1 Introduction
	2 Patients and methods
	3 Results
	3.1 Demographics and baseline values
	3.1.1 Study I
	3.1.2 Study II

	3.2 Treatment responses
	3.1.3 Study I
	3.1.4 Study II


	4 Discussion
	4.1 Critique of methods
	4.2 Baseline data
	4.3 Treatment responses
	4.4 Conclusion

	Data availability statement
	Ethics statement
	Author contributions
	Funding
	Acknowledgments
	Conflict of interest
	Publisher’s note
	References


