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Navigating the Challenges of OAB: A Primary Care Perspective

Karl Luber, MD, Kaiser Permanente, La Jolla, California
David Smith, MD, Texas A&M University, College of Medicine, Brownwood, Texas
Marc Gittelman, MD, South Florida Medical Research, Aventura, Florida

Introduction

stimated to affect 33 million people in the
E United States,* overactive bladder (OAB) is

more prevalent than many other conditions,
including long-term sinusitis, heart disease, and di-
abetes (Figure 1).1® Although millions of people
experience symptoms of OAB, the prevalence of
this disorder is underestimated because patients of-
ten do not report symptoms. Fewer than 60% of
patients with OAB inform their health care prac-
titioners that they have OAB symptoms,* essen-
tially erecting a barrier to treatment. Additionally,
many physicians do not ask patients if they experi-
ence OAB symptoms. When primary care physi-
cians (PCPs) do detect incontinence, many may
be unaware of the impact this disorder has on their
patients’ quality of life (QOL) and of the inter-
ventions that may be helpful.® Results of a recent
large, Internet-based survey revealed that only
30% of all patients with OAB symptoms who had
discussed their symptoms with a health care
provider believe that their providers consider

Figure 1

OAB to be a serious medical condition.® In anoth-
er recent study, only 50% of vulnerable older pa-
tients were asked about incontinence during an
initial visit to a PCP, and fewer than one third re-
ceived annual continence evaluations. When a
patient presented with incontinence, few physi-
cians recorded an incontinence history (19%);
treatment options were noted in patients’ charts
59% of the time, whereas behavioral treatments
were noted in 13% of cases.’

With increased longevity and a growing elder-
ly population, the prevalence of OAB is expected
to increase. Therefore, more effective strategies,
such as practice-based interventions, need to be de-
signed to change physician performance and resul-
tant outcomes, as well as increase patient satisfac-
tion.® PCPs, often the first clinicians to see patients
with bladder problems, should be educated regard-
ing the screening, detection, and treatment of
OAB. They need to clearly understand the defini-
tion and symptomology of OAB.

Prevalence of selected long-term conditions in the United States'?

Arthritic symptoms
Overactive bladder
Sinusitis

Heart disease

Hay fever

Asthma

Ulcer

Diabetes

Bronchitis

39.4

Reprinted with permission from Watson Pharma, Inc.
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What Is OAB?

AB results from involuntary contractions
O of the detrusor muscle during filling, often

without a known cause, which results in
sustained high bladder pressure. It encompasses
symptoms of urgency (sudden need to urinate), fre-
qguency (more than 8 times over 24 hours), and
nocturia (waking up one or more times during the
night to void), and may include urge inconti-
nence.®* Individuals with OAB often experience
urgency at inconvenient and unpredictable times,
which may result in an incontinence episode. This
compelling need to void may occur, however, with
or without urinary incontinence (Ul).

The causes of incontinence are multifactorial
and may involve factors both within and outside
the lower urinary tract. Identifiable causes include
nerve damage caused by abdominal trauma, pelvic
trauma or surgery, bladder stones, adverse effects of
drugs, and neurologic diseases (ie, multiple sclerosis,
Parkinson’s disease, stroke, or spinal cord lesions).1!
It is not uncommon for individuals to experience
more than one type of incontinence simultaneous-
ly. Proper diagnosis of the type of incontinence is an
essential factor in successful treatment.

Urge urinary incontinence (UUI), also known as
detrusor overactivity, is a symptom of OAB. It in-
volves the compelling need to urinate and the in-
ability to prevent leakage long enough to reach a
bathroom, representing a failure of the bladder to
store urine because of an uninhibited contraction
of the detrusor muscle.?? Ul is more common in
older adults and has social and hygienic conse-
quences for individuals and their caregivers.™

Stress urinary incontinence (SUI) occurs when a
rise in intra-abdominal pressure overcomes urethral
resistance.'* Triggered by physical exertion, includ-
ing sneezing or coughing (Valsalva events), laugh-
ing, bending, or lifting, SUI is common in women
with obesity or uterine prolapse or following child-
birth because of pelvic floor damage.!>'* Because a
Valsalva maneuver can trigger an involuntary con-
traction of the detrusor, it is often difficult for pa-

tients and PCPs to distinguish UUI from SUIL.*

Mixed Ul is a common form of Ul and includes
symptoms of both UUI and SUI, which may fur-
ther complicate the diagnosis.*® Inappropriate blad-
der contractions and weakened sphincter muscles
usually cause this type of incontinence.

Overflow incontinence results in continual leak-
age of urine because the bladder is full beyond ca-
pacity.!? This failure to empty the bladder may be
the result of an underactive or contractile detrusor
and is seen in patients with outflow obstruction
and/or spinal cord lesions.

Functional Ul refers to an individual’s inability
to use toileting facilities. It is associated with fac-
tors other than urinary tract problems, such as
long-term physical and/or cognitive impairment.*3

Transient incontinence often occurs in response
to illness or medications that increase the volume
of urine or interfere with the normal functioning of
the urinary tract.®

The Impact of OAB and Ul

Both OAB and Ul pose a significant economic
burden on individuals, their families, and the
health care community. For purposes of cost-of-ill-
ness estimates, costs are separated into intangible,
indirect, and direct expenses.

Intangible Costs

The inability to control urine is one of the more
unpleasant problems an individual can endure, both
physically and psychologically. Such distress consti-
tutes the intangible costs of OAB and Ul and may
cause a decrease in QOL, perhaps as severe as that of
many long-term diseases.t’” Individuals experience
wetness, odor, discomfort, and skin irritation, all of
which can cause embarrassment, shame, and dam-
age to one’s self-esteem. Some try to cope by limiting
their fluid intake. Many fear institutionalization, and
not without cause: studies reveal that Ul is a major
reason given for nursing home admissions.® A re-
cent Internet-based survey, involving 898 women



with symptoms of OAB and 330 controls, revealed
that most women with OAB symptoms feel a
tremendous impact of the disorder on multiple as-
pects of their work, family, and social lives. They are
more likely to believe that they are a burden to fam-
ily members than are their counterparts who do not
have OAB.*° Patients with Ul may limit their phys-
ical and recreational activities, routine chores, and
social interactions. Additionally, coping mecha-
nisms such as planning ahead to locate public bath-
rooms (a behavior known as toilet mapping) can
cause anxiety.?’ Individuals often avoid sexual inti-
macy because they fear urine leakage.?* Other symp-
toms with psychosocial implications include sleep
disruption, diminished self-esteem, and depression.?

Indirect Costs

Reduced productivity and lost wages, as well as
time spent by friends and family on behalf of the
patient, contribute to the indirect costs associated
with OAB.% In 1995, the toll of unpaid caretaking
of individuals with Ul totaled $704 million. This
unpaid caretaking cost, defined as tending to inci-
dental consequences of Ul, such as laundry and
cleaning, was estimated as 10 minutes per day at
$5.50 per hour.?? In 2000, the total loss in produc-
tivity attributable to OAB was $841 million.?
Indirect costs can continue to increase if OAB re-
mains undetected or undertreated.

Direct Costs

Direct costs associated with OAB include the
costs of diagnostics, treatments, routine care, reha-
bilitation, and direct consequences of inconti-
nence. Treatment costs comprise outpatient visits,
surgery, home care, and pharmacologic therapy.?
Consequential costs associated with OAB include
injuries and fractures from falls, often occurring
during nighttime trips to the bathroom (Table 1).
In 2000, the overall direct cost for OAB amounted
to approximately $11 billion, with $1.2 billion
spent by women on pharmacologic treatments.?

Table 1

Direct costs of overactive bladder in
womenz

Estimated annual

Contributing items direct cost
Diagnostic procedures,

treatment, routine care $3.9 billion
Nursing home stays $1.47 billion
Urinary tract infections $1.19 billion
Falls and fractures $306.9 million
Extended hospital stays $49.1 million
Skin conditions $38.4 million

Clinical Challenges for PCPs

Despite the prevalence of OAB and recom-
mendations in Urinary Incontinence in Adults: Acute
and Chronic Management,*® guidelines developed to
improve reporting, diagnosis, and treatment, the
condition remains widely underdiagnosed and un-
derreported. Many individuals do not seek medical
help and, therefore, fail to receive the appropriate
screening, evaluation, and treatment for the condi-
tion. In a survey of women with Ul symptoms
(N = 1970), fewer than half reported discussions
with a physician about incontinence.?* Historically,
physicians are trained to respond to the complaints
of their patients; however, many patients with
OAB do not initiate discussions about their symp-
toms, which adds a barrier to implementing treat-
ment. Compounding the problem, many physicians
do not query their patients regarding OAB and
many clinicians consider the disorder to be a low
priority. Yet PCPs are in a strategic position to ad-
dress these symptoms and to improve the QOL of
patients with OAB by meeting the challenges of
early screening, detection, and treatment.

Screening for OAB

The most immediate clinical challenge in man-
aging OAB is improving communication between
PCPs and their patients to better screen for symp-

SEPTEMBER 2004 < 5

OVERACTIVE BLADDER



OVERACTIVE BLADDER

toms of the disorder. The first step in screening for
OAB is identifying those at risk for Ul (see Risk fac-
tors for Ul). The next step includes incorporating
routine diagnostic questions (see Suggested assess-
ment questions) into annual patient visits, along with
obtaining a urinary history and performing a physi-
cal examination and laboratory evaluation.
Questions about OAB symptoms, particularly Ul,
urgency, and frequency of urination, can be added to
routine questioning about gastrointestinal (GI)
symptoms and bowel habits or, alternatively, in the
form of a standardized symptom questionnaire.?®> A
self-administered questionnaire given to patients in
the waiting room or a nurse-administered question-
naire in the examination room can minimize the
practitioner’s screening time.

Risk factors for UI*4

= Menopause = Cognitive dysfunction
= Medications < Immobility

= Nerve damage = Fecal impaction

Diagnosing OAB

If the screening results are positive, the PCP
should then complete a more detailed evaluation.
This should include the duration of symptoms, the
timing and volume of voids, the precipitants, associ-
ated symptoms, daily fluid and caffeine intake, and
medications currently being taken (see Agents that
mimic OAB or affect bladder control), as well as a re-
view of the patient’s medical history.

A physical examination should include the
abdomen, prostate, and genitalia for men, internal
pelvic and external genital area for women, and
rectal and neurologic exams for both.? Mental
and functional status should also be evaluated. For
patients with symptoms, a urinalysis provides in-
formation on the presence or absence of an infec-
tion, glycosuria, proteinuria, or hematuria. The
Agency for Health Care Policy and Research has
recommended an estimation of postvoid urine

residual (PVR) in its clinical practice guideline as
a secondary measure for assessing treatment out-
comes in studies of UI.*8 However, PVR is the sub-
ject of controversy because of the lack of norma-
tive data, the variability in measurements, and the
increase in residual urine that may occur with
pharmacologic treatment of UI.>?® In one clinical
study,?” it was observed that voiding difficulty
(feelings of incomplete emptying, the need to
strain, or urinary hesitancy), pelvic organ pro-
lapse, and absence of SUI symptoms were predic-
tive of an elevated PVR in 82% of cases. However,
only 10% of women with UUI had elevated PVRs.
Therefore, PVRs may not be useful as a routine di-
agnostic procedure for OAB in female patients.
Formal urodynamics are unnecessary for most in-
continent patients but may be useful in clarifying
the diagnosis of OAB in complicated cases or
when empiric therapy is unacceptable or has
failed.?® In general, urodynamics are of limited
benefit when administered routinely because they
have not yet been shown to be reproducible over

Suggested assessment questions?

= How often must you use the bathroom to
empty your bladder during waking hours?

= How often do you awaken during the night
to empty your bladder?

= During the last week, have you leaked urine
on your way to the bathroom?

= During the last week, have you had a wetting
accident?

= Do you use pads, tissues, or cloth in your un-
derwear to catch leaking urine?

= Have you had an urgent sense of needing to
empty your bladder?

= Do you avoid places that may not have a
nearby restroom?

= Does a frequent need to urinate interfere
with your activities?




Agents that mimic OAB or affect bladder
control*

= Anticholinergics (antidepressants, antipsy-
chotics, narcotics)

= Antihypertensives (alpha-blockers, beta-
blockers, calcium channel blockers)

= Rosiglitazone
= Alcohol
= Diuretics (Rx and caffeine)

a period of several years, even within individual
patients.?>3 To assist with the diagnostic process,
patients may be instructed to use a bladder diary,
which can help identify triggers and provide a

Figure 2
Sample page from a bladder diary

more complete clinical picture of a patient’s blad-
der control problems.

Bladder Diaries

Bladder diaries provide a format for recording
the number of diurnal and nocturnal voids and the
intervals between voids as well as the number of Ul
episodes that occur. Diaries also provide a record of
absorbent pad use, fluid and caffeine intake pat-
terns, circumstances associated with incontinence,
and void volumes (Figure 2).2° Bladder diaries can
also enhance patients’ awareness of their bladder
habits, including leakage patterns, and may reduce
incontinence episodes, possibly decreasing urge ac-
cidents. Once it is confirmed that a patient has
OAB, treatment may be initiated.

NAME DATE
TIME FLUIDS URINATION ACCIDENTS
Type and Strong urge Amount Amount of Activity
Hours amount of to urinate urinated in leakage preceding
fluid intake (Y, N) toilet (S, M, L) (S, M, L) leakage
EXAMPLE 1 glass Y s s Walking dog
6-9 AM
9 AM-12 PM
12-3 PM
3-6 PM
6-9 PM
9 PM-12 AM
12-3 AM
3-6 AM
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Treating OAB: An Integrated Approach

Treating patients with OAB is always challeng-
ing and it is important for physicians to set realistic
goals. Because a cure is rarely achieved, the most ef-
fective goal is symptom management. Two of the
major categories of treatment—behavioral inter-
ventions and pharmacologic therapy—will be dis-
cussed in this supplement. Although each category
is shown to be effective in managing OAB symp-
toms, reasonably convincing data suggest that using
both methods together is better than using either
alone for some patients.®*2 One study®' revealed
that after 8 weeks of treatment with behavioral
therapy alone, there was a 57% reduction in Ul
episodes; when drug therapy was added for an addi-
tional 8 weeks, there was a further reduction in Ul
episodes (88% compared with baseline). Con-
versely, after 8 weeks, drug therapy alone reduced
Ul episodes by 73%, increasing to 84% compared
with baseline when behavioral therapy was added
for an additional 8 weeks. A treatment plan should
be tailored to each patient individually, including
factors such as age, emotional stability, and physical
and mental comorbidities.

Teaching patients behavioral techniques pro-
vides them with the skills necessary to improve
bladder control. Such interventions involve altering
a patient’s behavior, environment, or contributory
activities.?>® The following techniques range from
simple to complex and require patients to have good
cognitive functioning and caregiver assistance:

Lifestyle changes. These changes assist in man-
agement of symptoms by altering one’s normal
habits. Such alterations include smoking cessation,
weight reduction, and the adequate management of
fluid and food intake.

Bladder training (also referred to as bladder re-
training). This method utilizes scheduled voiding
and the systematic delay of voiding, meaning that
the patient extends the time between each void to
increase the intervals between episodes. It is rec-
ommended for patients with OAB and mixed Ul,

but may also benefit patients with SUI.1

Pelvic floor muscle (also referred to as Kegel exer-
cises). Muscle-toning exercises help to strengthen
the pelvic floor muscles and increase the patient’s
bladder control. These exercises are recommended
for patients with SUI and OAB.!

Biofeedback. This method is often used with
pelvic floor muscle exercises and is recommended
for bladder training. A visual or audio device is used
to alert patients when the appropriate bladder mus-
cles are being contracted as recommended.

Electric stimulation. This course of action in-
volves direct electrical stimulation of the pelvic
floor. It is recommended for women with SUI and
for both men and women with OAB or mixed Ul.

Devices. By supporting areas of organ prolapse,
devices such as pessaries are often used to reduce
leakage that may occur because of uterine prolapse
or cystocele and the resultant SUI.%

Pharmacologic Options

When a patient's QOL is severely compro-
mised by OAB, or if a patient fails to or cannot
comply with behavioral strategies, physicians may
consider medication. Although pharmacologic
therapies used to treat OAB include antimus-
carinics, estrogen (for postmenopausal women with
atrophic vaginitis), and alpha-adrenergic antago-
nists (for men with benign prostatic hypertrophy),
only oxybutynin (OXY), tolterodine (TOL), and
trospium, all antimuscarinic agents and competi-
tive inhibitors of acetylcholine at muscarinic re-
ceptors, have been approved for this indication.
OXY and TOL are associated with a wealth of clin-
ical experience. Both agents have demonstrated ef-
ficacy in reducing OAB symptoms in several place-
bo-controlled, double-blind clinical trials.®>-3° OXY
and TOL control detrusor hyperactivity by altering
autonomic tone of the bladder and relaxing
smooth-muscle spasms.*®4* However, all antimus-
carinics can have bothersome anticholinergic-
related side effects, such as dry mouth, dry eyes,



blurred vision, constipation, and drowsiness, which
often limit dosing and decrease patient adherence.
In fact, several studies have demonstrated that ad-
herence with oral antimuscarinics is generally poor,
mainly because of intolerability and, in some cases,
lack of efficacy.*2#3 Because of the long-term nature
of this disorder, the problem of intolerability pre-
sents another clinical challenge.

Oxybutynin

OXY has been prescribed for OAB and associ-
ated UUI for many years in doses ranging from 5 to
15 mg daily.** OXY is available in orally adminis-
tered immediate-release (OXY-IR) and extended-
release (OXY-ER) forms, as well as in a transdermal
patch (OXY-TDS).

OXY-IR is effective for treating neurogenic
and non-neurogenic overactivity of the detrusor
muscle with Ul and has reduced incontinent
episodes by >50% in approximately 60% to 80% of
patients.’8414 OXY-IR also decreases urinary fre-
quency and increases void volume,!8404144
Although the efficacy of OXY-IR is well docu-
mented, it is limited by anticholinergic side effects,
primarily dry mouth and constipation. Anti-
cholinergic adverse events (AEs) associated with
OXY are thought to be linked to high plasma con-
centrations of the active metabolite N-desethyl-

Table 2

oxybutynin (N-DEQO), which appears in the serum
after first-pass metabolism of the parent compound
in the gut wall and in the liver.384546

Similar to studies of OXY-IR, studies of OXY-
ER also report significant reductions in episodes of
Ul and urinary frequency in patients with symp-
toms of OAB.*47-50 W/ith this formulation, absorp-
tion of OXY occurs mostly in the colon, thereby
avoiding the first-pass metabolism that occurs early
in the small intestine with the IR formulation.
Compared with the IR formulation, OXY-ER ap-
pears to be more tolerable, demonstrating a lower
incidence of anticholinergic AEs, including dry
mouth.404

OXY-TDS has recently become available for
the treatment of OAB and Ul. OXY-TDS, a thin,
flexible, clear patch, is applied twice weekly to the
abdomen, buttock, or hip for controlled delivery of
3.9 mg/day of OXY. In clinical trials, the use of
OXY-TDS has resulted in significant reductions in
incontinence episodes and urinary frequency.®5152
OXY-TDS has also demonstrated a tolerability
profile similar to placebo. In a clinical study com-
paring OXY-TDS with placebo, there was no sig-
nificant difference in anticholinergic-mediated
AEs, including dry mouth between OXY-TDS and
placebo (Table 2).% Fewer than 10% of patients re-
ceiving OXY-TDS in clinical trials reported dry

Transdermal oxybutynin and long-acting tolterodine vs placebo: Most common

adverse events®

OXY-TDS (%)

Adverse event (n=121)
Dry mouth 4.1
Constipation 3.3
Abnormal vision 2.5
Dizziness 0.8
Application-site pruritus 14
Application-site erythema 8.3

OXY-TDS = oxybutynin transdermal delivery system; TOL-LA = long-acting tolterodine.

Reprinted with permission from Watson Pharma, Inc.

Placebo (%) TOL-LA (%)

(n=117) (n=123)
17 7.3
17 5.7
0.9 0.8
0.9 2.4
4.3 2.4
17 0.8
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Table 3

Adverse events: Transdermal oxybutynin vs placebo®

Study 1
OXY-TDS (%)

Adverse event (n=125)
Application-site pruritus 16.8

Dry mouth 9.6
Application-site erythema 5.6
Constipation -
Diarrhea 3.2
Abnormal vision =
Application-site vesicles 3.2
Application-site macules -
Application-site rash -
Dysuria 2.4

OXY-TDS = oxybutynin transdermal delivery system.
Reprinted with permission from Watson Pharma, Inc.

mouth, the most common AE associated with anti-
muscarinics.®®>%? In one randomized, double-blind,
phase 3 study with 361 patients, the most common
AEs associated with OXY-TDS included pruritus
(14%) and erythema (8.3%) at the site of applica-
tion. However, the majority of occurrences were
mild to moderate in nature (Table 3).>® The de-
crease in anticholinergic AEs associated with
OXY-TDS has been hypothesized to be because of
the pharmacokinetics of OXY associated with this
delivery method.

The transdermal route of administration main-
tains long-lasting, consistent drug delivery of OXY
over a 96-hour treatment period, with marked re-
duction in the plasma concentrations of N-DEO
relative to oral OXY-IR. This reduction occurs be-
cause transdermal delivery bypasses first-pass me-
tabolism in the Gl tract and hepatic tissue.*>** This
factor provides the likely explanation for the rela-
tively low incidence of dry mouth and constipation
in clinical trials involving OXY-TDS.3:55%6

Study 2
Placebo (%) OXY-TDS (%) Placebo (%)
(n=132) (n=121) (n=117)
6.1 14.0 4.3
8.3 4.1 1.7
2.3 8.3 1.7
- &8 -
2.3 - -
- 2.5 -
- 25 -
- 8.8 0.9
Tolterodine

TOL, another widely used antimuscarinic, has
also been shown in clinical evaluations to be effec-
tive in the treatment of OAB. TOL is available in
both immediate-release (TOL-IR) and long-acting
(TOL-LA) formulations.

The TOL-IR tablet was the first available for-
mulation of TOL, requiring twice-daily administra-
tion. In a pooled analysis, TOL-IR (1 or 2 mg twice
daily) was superior in tolerability to OXY-IR (5 mg
3 times daily), particularly regarding dry mouth.%
Although associated with a lower incidence of AEs
relative to OXY-IR, the tolerability of TOL could
likely be improved by reducing the fluctuations in
serum concentrations associated with twice-daily
administration of the compound.®

TOL-LA (4 mg once daily) has demonstrated
an improved safety profile, a result of the lower
serum peak concentrations following sustained re-
lease of the drug over 24 hours. This formulation of
TOL has shown significant improvement in symp-
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Figure 3

Comparative efficacy of oxybutynin-ER and tolterodine-IR: Reduction in weekly urge
incontinence episodes in the OBJECT trial®3*°

[ Baseline M end of study
I 24.1

>0 25
X O
[Ty e)
23 201
- o
°
g5 157
ES 7.8
Z 5 10 6.1

5- i

0

Oxybutynin-ER
(n =160)

Tolterodine-IR
(n=172)

ER = extended release; IR = immediate release; OBJECT = Overactive Bladder: Judging Effective Control and Treatment; Ul = urinary incontinence.

toms of OAB compared with placebo and appears
to be more effective than TOL-IR, with a lower fre-
quency of dry mouth.®

Tolterodine vs Oral Oxybutynin

The safety and efficacy of TOL and oral OXY
have been compared in 2 large clinical trials. The
Overactive Bladder: Judging Effective Control and
Treatment (OBJECT) trial was a prospective, ran-
domized, multicenter, double-blind, parallel study
in 378 patients with OAB that compared OXY-ER
10 mg once daily with TOL-IR 2 mg twice daily.*°
OXY-ER was significantly more effective than
TOL-IR in reducing each of the main outcome
measures: weekly UUI episodes (P = .03)
(Figure 3), total incontinence episodes (P = .02),
and urinary frequency (P = .02). Both treatment
groups had similar rates of dry mouth and other
anticholinergic-related AEs.® The Overactive
Bladder: Performance of Extended Release Agents
(OPERA) trial® was a multicenter, randomized,

double-blind, active-control study in 790 women
with OAB symptoms that compared OXY-ER
10 mg daily with TOL-LA 4 mg daily. Reductions
in weekly UUI and total incontinence episodes
were similar with both ER formulations. However,
OXY-ER was significantly more effective than
TOL-LA in reducing urinary frequency (P = .003),
and 23% of women taking OXY-ER reported no
episodes of Ul compared with 16.8% of women tak-
ing TOL-LA (P = .03). Although dry mouth was
more common with OXY-ER compared with TOL-
LA (29.7% vs 22.3%, respectively, P = .02), tolera-
bility was otherwise comparable between the 2
treatment groups. The findings of these 2 studies
support the notion that OXY may be more effective
in reducing Ul episodes. However, the tolerability
of TOL, at least with respect to dry mouth, appears
to be superior to that of oral OXY.*

Transdermal Oxybutynin vs Tolterodine
The safety and efficacy of OXY-TDS were com-
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pared with that of TOL-LA in a 12-week, double-
blind, placebo-controlled, randomized trial in pa-
tients with urge or mixed Ul who had been previ-
ously treated for OAB.*® The reduction in Ul
episodes was similar with both agents. However, dry
mouth and constipation were commonly reported
with TOL-LA. Dry mouth occurred in 7.3% of pa-
tients who received TOL-LA (P = .0379 vs place-
bo) compared with 4.1% of those who received
OXY-TDS (P = .0268 vs placebo) and 1.7% of
those who received placebo. Therefore, the inci-
dence of dry mouth did not differ statistically be-
tween OXY-TDS and placebo, although it did be-
tween TOL-LA and placebo. The incidence of
constipation was 5.7% with TOL-LA and 3.3%
with OXY-TDS.

The most common treatment-related AEs in
the OXY-TDS group were application-site reac-
tions, including erythema (8.3% vs 1.7% with
placebo) and pruritus (14% vs 4.3% with placebo).
AEs resulted in treatment discontinuation by 13
patients in the OXY-TDS group (10.7%) vs 2 pa-
tients (1.6%) in the TOL-LA group. Owing to its
several advantages, such as fewer side effects, as
well as its convenience (twice-weekly administra-
tion), OXY-TDS is an innovative, appealing addi-
tion to the OAB drug armamentarium available to
physicians.

Trospium

Trospium chloride is a unique anticholinergic
agent recently approved in the United States for
the treatment of OAB. It is recommended to be
administered at a dosage of 20 mg given twice dai-
ly.8261 Unlike TOL or OXY, trospium has a quater-
nary amine structure that inhibits the ability of the
drug to easily cross the blood-brain barrier, thus
potentially decreasing the incidence of central ner-
vous system effects typically associated with anti-
cholinergic agents.®>%4 Unlike other antimuscarinic
agents, however, administration of trospium with
high-fat meals significantly reduces absorption

(yielding area under the curve and maximum serum
concentration values 70%-80% lower than those in
the fasting state). Therefore, trospium must be giv-
en on an empty stomach 1 hour before or 2 to 3
hours after meals.®® In a head-to-head comparison
of trospium 20 mg twice daily and oral OXY-IR
5 mg twice daily, both drugs were equivalent in de-
creasing urinary voiding frequency.®® Trospium,
however, demonstrated a more favorable dry mouth
AE profile compared with OXY. In a recent multi-
center, parallel, randomized, double-blind, placebo-
controlled trial, 523 patients with OAB symptoms
were treated with either trospium or placebo.®
Overall, by the end of week 1, patients treated with
trospium averaged significantly fewer voids
(P <.001) compared with patients receiving place-
bo and sustained this improvement throughout the
study. At the end of the study, trospium-treated pa-
tients experienced a significant average decrease of
>2 incontinent episodes (60%) per 24 hours from
baseline compared with a decrease of 1.3 episodes
(44.2%) in the placebo group (P <.0001). The most
common AEs were dry mouth and constipation. No
studies have yet been conducted comparing trospi-
um with OXY-TDS.

Conclusion

The current clinical challenge that PCPs face
in the treatment of OAB is threefold: screening, de-
tection, and treatment. Many individuals assume
that both Ul and OAB are signs of “old age” and
therefore unavoidable. As a result, they refrain from
discussing symptoms with their PCPs. On the oth-
er hand, although the primary care setting is ideal
for the screening, detection, basic evaluation, and
initial management of OAB, most PCPs fail to ask
patients about this condition. Consequently, the
disorder goes undiagnosed and undertreated, de-
spite advancements in behavioral therapy and med-
ical treatment options. The understanding and
management of OAB needs to evolve. Improving
patient-provider communication regarding OAB is



imperative in increasing the proportion of patients
who receive effective treatment for their symptoms.
Once the lines of communication between patients
and providers about bladder problems are open,
most cases of OAB can be managed using current-
ly available treatments for OAB, either behavioral,
pharmacologic, or often a combination of both.
Currently available drug delivery systems include
OXY-IR, OXY-ER, TOL-IR and TOL-ER,
OXY-TDS, and trospium.
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