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Abstract :

Objective : To determine the efficacy of tolterodine in patients with overactive bladder.

Design Open study.

Setting : Gynaccological Outpatient Clinic, Department of Obstetrics & Gynecology, Faculty of
Medicine Siriraj Hospital, Mahidol University,

Subjects : From August 2000 to June 2001, thirty patients who met the symptomatic definition of

overactive bladder without local or metabolic causes were enrolled in this study.

Intervention: Tolterodine 2 mg bid were given to the patients for 12 weeks.

Main outcome measurement : Patients’ global opinion on results of treatment, change in voiding frequency,
urgency episodes, urge incontinence episodes, and adverse events {rom medication.

Results: Patients’ global opinion showed a marked improvement in the condition in 6 cases (4 cases
showed improvement in 2 weeks while the other 2 cases within 4 wecks of treatment), some improvement in
90 ecases and failure of treatment in 4 cases (| casc discontinued at 2 weeks due to severe headache, 2 cases
at 4 and & weeks due to lack of improvement and 1 case at 4 wecks due to economic problems).

The mean namber of voids per 24 hours showed a trend to decrease since the start of treat-
ment from 12 times per 24 hours to 6 limes per 24 hours after 12 weeks of treatment.

The mean number of days with urgency per week showed a decreasing trend since the start
of treatment from 2.8 days per week to less than | day per week after 12 weeks of treatment.

The mean number of days with incontinence per week decreased from 3.5 days per week at
the start of treatment to less than 1 day per week after 12 weeks of treatment.

The adverse events from medication included dry mouth in 15 cases (12 cases with mild
degree and 3 cases with moderate degree), 5 cases had flatulence, 5 cases had slow urinary stream and 35 cases
had headache (including 1 case who discontinued the treatment after 2 weeks).

Conclusion : Tolterodine is effective in improving patient’s view of their bladder condition, decreasing
urinary frequency, urgency episodes and urge incontinence episodes. It is also well-tolerated by the patients.

*Department of Obstetrics & Gynecology, Faculty of Medicine Siriraj Hospital, Mahidal Universiry, Banghok
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INTRODUCTION

An overactive bladder is described as
urgency of vrination with or without urge
incontinence, usually with frequency and nocturia,!
It is one of the major causes of female urinary
incontinence. The overactive bladder (OAB) 15 a
symptomatic diagnosis and is suggestive of
urodynamically demonstrable detrusor overactivity
and it is assumed there is no urinary infection or other
obvious pathology 1o account for the symptoms.’

This condition has a negative impact on
health-related quality of life, depressive symptoms,
and quality of sleep.® In addition, older women with
an overactive bladder are at great risk for falls and
fractures, which can increase the risk of morbidity
and mortality in these women.?

The prevalence of overactive bladder in
Asian women was recently reported to be as high as
53.1% with the majority reporting urgency (635.4%)
as the most common symptom; the prevalence of urge
incontinence was 11.49." In Thailand, overactive
bladder is still a largely hidden problem.

Although the etiology of overactive bladder
is largely unknown®, much is known about the
physiology underlying abnormal bladder contrac-
tions. Under normal conditions the central nervous
system controls voluntary micturition through a
spinal reflex mechanism that ultimately allows the
release of acetylcholine from newrons that innervate
the bladder.* This results in activation of muscarinic
receptors on the detrusor muscle and contraction of
the bladder muscle, Pharmacologic treatment with
anticholinergic agents has been the primary strategy
for preventing unwanted bladder contractions by
blocking acetylcholine signaling to the detrusor
muscle. However, muscarinic receptors are located
in organs and tissues throughout the body, and the
lack of organ selectivity of traditional anticholinergic
agents is associated with such side effects as dry

mouth, dizziness, somnolence, and impaired memory
and cognition.

Tolterodine, an anticholinergic agent
developed specifically for the treatment of overactive
bladder, and oxybutynin are 2 early agents that have
been extensively studied in the United States and
Europe.® However, in comparative clinical trials,
tolterodine caused significantly less side effects,
{especially dry mouth) than oxybutynin.”

As yet, there are no published studies
concerning the efficacy of tolterodine in the treatment
of overactive bladder in Thailand, The aim of this
study is o determine the efficacy of tolterodine in
patients with overactive bladder at Siriraj Hospital.

MATERIALS AND METHODS

From August 2000 to June 2001, thirty
patients in the Gynaecological Outpatient Clinic,
Department of Obstetrics & Gynecology, Siriraj
Hospital who met the symptomatic definition of
overactive bladder were recruited (o the study. The
exclusion crileria included associated genuine
urinary stress incontinence, urinary tract infection
more than 3 times a year, diabetes mellitus, renal and
hepatic disease, associaled diseases in which the use
of anticholinergic drug was contraindicated (such as
narrew angle glaucoma, urinary retention, myasthenia
gravis). Written, informed consent to enter to the study
was obtained after appropriate counselling.

The patients were then given oral
tolterodine 4 milligrams daily in equally divided
doses for 12 weeks, Accompanied by the medica-
tion, the patients were asked to record their overall
opinion about the treatment, to keep a voiding
diary, and 1o record adverse events during treatment.

The efficacy measurements consisted of the
patients’ overall opinion of the results of treatment,
voiding frequency, urgency episodes, urge inconti-
nence episodes and adverse events of medication.
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The patients’opinion about treatment was
classificd on the basis of a subjective decision into
the following categories : marked improvement, im-
provement and no improvement / failure.

RESULTS

In this study, the patients’ ages ranged from
28-60 years (mean 48.2 years). The duration of

symptoms varied from 2 months to several years. Half
af them had had previous treatments including other
anticholinergics, many kinds of antimicrobials and
other meihods,

The patients’opinion about the results of
treatment is shown in Table 1,

Table 1. Patients’ opinion about the results of treatment,

Results Cases/Total (%)
Marked improvement a6/ 30 (20)
4 cases in 2 weeks after medication staned
2 cases in 4 weeks alter medication started
Improvement 20/ 30(66.7)
Failure 4/30(13.3)

| case discontinued at 2 weeks due 1o severe headache
2 cases discontinued at 4 and 8 weeks due to lack of improvement
1 case discontinued at 4 weeks due o difficully in paying for the treatment

The mean number of voiding per 24 hours
showed a decreasing trend since the start of treat-
ment from 12 times per 24 hours o 6 times per 24
hours after 12 weeks of treatment as shown in Figure
i

The mean number of days with urgency per
week showed a decreasing trend  since the start of
treatment from 2.8 days per week to less than | day
per week after 12 weeks of treatment as shown in
Figtre 2.

The mean number of days with inconti-
nence per week decreased from 3.5 days per week at
the start of reatment to less than | day per week after
12 weeks of reatment as shown in Figure 3.

The adverse events of medication are shown
in Table 2.

Mean number

Weeks

Figure f. Changing trend of voiding frequency.
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Figure 3. Changing trend of urge incontinence
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Table 2. Adverse events of medication,
Adverse events Number of cases

Dry mouth 15

mild degree 12

moderate degree 3
Flatulence k]
Slow urinary stream 5
Headache 5

{including 1 case who discontinued the treatment after 2 weeks)

DISCUSSION

Overactive bladder is a major clinical
problem that affects a patient’s quality of life and
activities of daily living.® Considerable economic
costs are associated with this condition, and these
costs continue to increase as the size of the elderly
population, (those with the highest prevalence of
overactive bladder) increases.”

Treatment options for overactive bladder
include conservative treatment (such as bladder
retraining drills, pelvic floor exercises, biofeedback,

electical stimulation), pharmacotherapy, neuro-
modulation and surgery. However, most of these
options are still under evaluation for their
usefullness."

Pharmacotherapy is becoming increasingly
important and is currently the mainstay of treatment
for overactive bladder since it can be highly effective
in providing relief of symptoms,"

However, nearly all of the older drugs (such
as oxybutynin, propantheline, and imipramine)
produce some unwanted side effects, which limit their
uses in some patients,”
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Tolterodine is found to have better efficacy
and side effect profile than other drugs.’

In our study, we found many patients who
had been treated using many kinds of antimicrobials.
This may explain the reason why overactive bladder
is still a hidden problem in Thailand. Many
physicians are not familiar with this condition and
treat it as a case of cystitis or urinary tract infection.

The results of treatment showed favorable
outcomes both from the viewpoint of the patients’
own assessment of their symptoms and the doctors’
evaluation of the objective findings from the voiding
diary. These findings are the same as those found by
olher investigators, '

We did not include measurement of urine
volume per voiding which is one of the important
parameters determining the success of treatment n
the main outcome measurement since it was difficult
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