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Patients seek treatment for overactive bladder syndrome (OAB) due to poor
quality of life, and perceived improvement in quality of life (QOL) from
medical therapy is multifactorial. Many feel that efficacy/success of medical
therapy for OAB should not be linked to improvements in 1 or 2 endpoints,
but instead should be linked to patient expectation and QOL improvement.
Ideally, once patient-centered goals are defined, outcomes should be
correlated with relief of symptom(s), patient satisfaction, and goal
attainment expectations as a result of treatment.
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nence Society (ICS) consists of the presence of urinary urgency, with or
without urge incontinence, usually with frequency and nocturia.' The
prevalence rates in both men and women in the United States is estimated at ap-
proximately 17%.' The total cost of OAB for the year 2000 has been estimated at
$12.6 billion.” This cost is made up of diagnostic, treatment, routine care, conse-
quence, and indirect costs from loss of productivity. Due to prevalence and cost
of this condition, there are significant resources being utilized to develop treat-
ments that improve patient quality of life (QOL) and reduce the financial burden
to society.
OAB is a medical problem largely due to its negative impact on daily QOL.
The subjective impact of urinary frequency and urgency (with/without urge

Overactive bladder syndrome (OAB) as defined by the International Conti-
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incontinence) on psychosocial and
physical well-being is an important
aspect of caring for this group of pa-
tients. The severity and degree of
bother associated with the symptoms
of OAB can directly influence a per-
son’s mobility, degree of social isola-
tion, impairment in work-related
activities, disruption of sleep, impair-
ment of domestic and sexual life, and
result in depression.’ Patients may
also develop extreme coping strategies
including self-imposed fluid restric-
tions, avoidance of social events and
travel, and dependence on protective
undergarments. OAB not only affects
the lives of patients, but also the lives
of their caretakers and their QOL.
Thus, many patients and their caretak-
ers seek out treatments that will help
provide improvement in these aspects
of their lives. Unfortunately, relatively

the poor rate of medication persistence
seen in managed care patients with
OAB that are significantly lower than
reported discontinuation rates from
clinical trials.*” Persistence rates for
OAB drugs range from 8% to 29% in
studies with at least 1 year of follow-
up.*>’® When comparing extended-
release (ER) formulations with imme-
diate-release (IR) formulations, no
significant difference was seen in per-
sistence rates after multivariate
analysis.® In a study evaluating pa-
tient reasoning for OAB medication
discontinuation, only one-third of pa-
tients cited a single reason for discon-
tinuation, with most citing multiple
reasons with a mean of 2.3 reasons.™
The more common reasons included:
46.2%, “didn’t work as expected”;
21.1%, “side effects”; 17.29%, cost; and
11.2%, “another medication/medical

Relatively few data are available about the effect of current treatments on

patient quality of life (QOL).

few data are available on the effect of
current treatments on patient QOL.
Most clinical trials evaluating the
efficacy of medications and other
treatments related to OAB define
success as efficacy based on improve-
ments in primary and secondary clin-
ical endpoints. Generally, these clini-
cal endpoints include reduction in
incontinence episodes, micturition
frequency, urgency measures, and
nocturia. The potential problem with
this is that clinically significant
changes in these parameters com-
pared with placebo may not result in
meaningful change in QOL for the pa-
tient or the caretaker and may result
in discontinuation of medication.
Failure to achieve meaningful
changes in quality may be related
to the fact that a particular symptom
is not adequately changed or an ad-
verse event impacts negatively on
QOL. A strong argument for this is

condition required me to stop.” Pa-
tient adherence with prescribed ther-
apy is affected by perceived benefit,
pill burden, complexity of dosing
schedule, memory lapses, and adverse
events."

With patients seeking treatment
for OAB due to poor QOL and per-
ceived improvement in QOL from
medical therapy being multifactorial,
it is clear why many believe that
efficacy/success of OAB medication
probably should not be linked to im-
provements in 1 or 2 endpoints, but
instead should be linked to patient
expectation and QOL improvement.
Ideally, once patient-centered goals
such as the ability to perform certain
tasks are defined, outcomes should
be correlated with relief of symp-
tom(s), patient satisfaction, and goal
attainment expectations as a result
of treatment. We need to establish
more clear-cut evidence of how a

myriad of factors affect treatment
response.

QOL Outcomes in OAB
Treatment

Despite improvements in objective
measures, changes in health-related
quality of life (HRQOL) are not neces-
sarily always seen with OAB medical
therapy.'” With QOL the main reason
patients seek treatment for OAB, uti-
lization of QOL measures to evaluate
treatment benefit seems more appro-
priate. The ICS recommends that ther-
apeutic interventions aimed at im-
proving the symptoms of OAB should
also be assessed for their effects on
HRQOL measures. "

Recently many reports have come
out evaluating treatment effects of
various OAB medications on QOL
measures. One tool utilized for this has
been the King’s Health Questionnaire
(KHQ). The KHQ is used as a rapid,
validated tool to assess urinary incon-
tinence and other OAB symptoms. It
consists of 21 questions in 8 different
QOL domains, a domain assessing uri-
nary coping strategies, and a separate
scale measuring the severity of uri-
nary symptoms. Weighted summary
scores for each domain range from 0
to 100, with higher scores representing
worse impairment. A change in each
QOL domain of 5 points or more and a
change of 3 points or more in the
symptom severity scale is a meaning-
ful result. Using pooled data from
placebo-controlled, randomized drug
trials, changes in KHQ parameters
have been assessed for trospium ER,
fesoterodine, solifenacin, and darife-
nacin.'*"” Data for darifenacin came
from phase III extension trials.
Changes in KHQ parameters after
treatment with transdermal oxybu-
tynin, IR tolterodine, and IR oxybu-
tynin have come from open-label
trials.'"®!® In general, after treatment
with these OAB medications (Table 1),
meaningful changes from baseline
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were seen in all domains except for
general health, and in some cases in
the personal relationships and emo-
tions domain.""’

Other QOL questionnaires including
the Overactive Bladder Questionnaire
(OAB-q) and Patient Perception of
Bladder Condition (PPBC) have been
utilized to evaluate effects on QOL by
OAB medication therapy. The OAB-q
is a validated 33-item, self-adminis-
tered symptom bother and HRQOL
questionnaire.” This tool is designed
to assess the effect of OAB symptoms
(frequency and urgency) in both con-
tinent and incontinent male and fe-
male subjects with OAB. The HRQOL
scale consists of 25 items forming 4
subscales (coping, concern/worry, so-
cial interaction, sleep). Subscale and
total scores were transferred onto a 0
to 100 scale, with higher scores indi-
cating better HRQOL. An additional 8
items form the symptom bother scale.
Higher scores on the symptom bother
scale indicate increasing symptom
bother. A threshold of 10 points has
been suggested to represent a mini-
mally important difference on the
OAB-q.”! In an open-label study uti-
lizing darifenacin, significant changes
were seen in PPBC from baseline after
treatment (4.6 to 3.1; P < .0001).2? In
this same group, 72% of patients had
a decline in PPBC score, with 23%
reporting no change and 4.1% report-
ing an increased (worse) score after
treatment. Despite this statistically
significant improvement in PPBC in
the group overall, only 85.6% of pa-
tients deemed themselves to be satis-
fied with treatment. In an open-label
study of solifenacin, a similar decline
in PPBC was seen (4.4 to 2.9) after
treatment with the medication.” In an
open trial with fesoterodine, signifi-
cant changes were also seen in PPBC,
0OAB-q symptom bother, and OAB-q
HRQOL from baseline.**

Despite these studies demonstrating
significant changes in QOL measures

following treatment with various OAB
medications, patient persistence with
OAB medications in a population of
managed care patients ranged from
9% to 13.200 over a 1l-year period
depending on formulation, with no
significant differences between IR or
ER formulation.' This suggests that
these changes in QOL are not clini-
cally significant despite being statisti-
cally significant or that other factors
are involved in determining patient
satisfaction and persistence with ther-
apy. This helps to put forth an argu-
ment that QOL measures alone are
also not ideal measures of treatment
benefit and efficacy.

Defining Success/Efficacy

Objective measures currently used to
assess outcomes of OAB treatments do
not always translate into improve-
ment in QOL and resultant patient
satisfaction with treatment. Statisti-
cally significant changes in QOL mea-

expectations may remain unsatisfied
even after “successful” treatment be-
cause expectations for treatment ben-
efit were not aligned with what could
reasonably be expected in regard to
objective improvement. The role of
expectations can be accounted for
and controlled by ensuring that ex-
pectations are measured at the time of
treatment initiation. Thus, determina-
tion of satisfaction involves a com-
prehensive evaluation of several di-
mensions of care based on patient
expectations as well as provider and
treatment performance. In chronic
diseases like OAB, where a patient
must live with treatment long term,
patient satisfaction may be the only
distinguishing outcome between
treatments.”® High levels of satisfac-
tion have been positively associated
with good health status, fewer med-
ical encounters, and shorter hospital
stays.”” Evidence also suggests that
patient satisfaction may be more

Statistically significant changes in QOL measures in trials may also not
translate into patient satisfaction and persistence with medical therapy.

sures in trials may also not translate
into patient satisfaction and persis-
tence with medical therapy. Patient
satisfaction is determined by subjec-
tive personal evaluation of treat-
ments, health services, and health
care providers. Satisfaction is compli-
cated and is affected by objective
clinical improvement, side effects, ac-
cessibility and convenience, availabil-
ity of resources, continuity of care,
availability of information on the dis-
ease, information giving, pleasantness
of surroundings, and quality/compe-
tence of health care providers.”® Pa-
tients’ understanding of their comor-
bidities and potential treatment side
effects also carries an unknown but
finite influence on satisfaction. The
role of expectations in satisfaction
cannot be minimized. A patient’s high

sensitive to change than QOL in clin-
ical trials in chronic diseases.?®

For a condition like OAB, which sig-
nificantly impairs QOL and where dif-
ferent patients will desire different
outcomes from their treatment based
on priorities, satisfaction is a particu-
larly useful outcomes measure. There
are generic and condition-specific
questionnaires that can be utilized to
assess satisfaction with OAB treatment.

The generic Benefit, Satisfaction,
and Willingness (BSW) questionnaire
is composed of 3 items designed to
assess treatment benefit, patient satis-
faction with treatment, and patient
willingness to continue treatment.
This questionnaire has been validated
using data from a 12-week, placebo-
controlled trial of tolterodine in
patients with OAB.?’ In this study,
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correlations were seen between
patient-reported treatment satisfac-
tion and improvement in QOL ques-
tionnaires (OAB-q and KHQ) and ob-
jective micturition variables.

Another potential questionnaire
that may be useful in assessing satis-
faction in OAB patients is the Treat-
ment Satisfaction Questionnaire for
Medication (TSQM). TSQM is not
specific for OAB treatments, but can
be used as a general measure of
treatment satisfaction with medica-
tion for many illnesses. The first
version contains 4 scales: side effects
(4 items), effectiveness (3 items),
convenience (3 items), and global
satisfaction (3 items). It has been
shown to be psychometrically sound
and a valid measure of patients’
satisfaction with medication.®® A
second version exists and is slightly
shorter, but psychometric tests have
shown that it performs equivalently
when predicting measures of concur-
rent validity.”'

The condition-specific Overactive
Bladder Treatment Satisfaction Ques-
tionnaire (OAB-S) is a 5-domain
questionnaire that evaluates expecta-
tions of control, impact on daily liv-
ing with OAB, OAB control, fulfill-
ment of OAB medication tolerability,
and satisfaction with OAB control. In-
ternal reliability coefficients were
good (Cronbach’s alpha, 0.76-0.96)
and test reliability has also been es-
tablished (reliability coefficient, 0.72-
0.87).2'32 0AB-S is available in more
than 16 languages.*> When compar-
ing OAB-S with TSQM, OAB-S was
found to have better test reliability,
discriminating patients by severity
level and in terms of detecting
change in satisfaction levels in OAB
sufferers.**

Another potentially useful way to
assess outcomes of OAB treatment is
goal attainment; it represents an indi-
vidualized approach to a specific
patient and is centered on patient

200 VOL. 11 NO. 4 2009

expectations. Goal attainment scaling
(GAS) has been widely used to assess
drug trials for the treatment of
Alzheimer’s disease.’®*® GAS has been
found to be more responsive to
change than measures commonly
used in evaluating effectiveness of
specialized intervention.*” The Self-
Assessment Goal Achievement (SAGA)
questionnaire has been developed for
use in the OAB arena.’® After inter-
viewing patients with lower urinary
tract symptoms and OAB, researchers

productivity, and decreased use of
sanitary garments.

Efficacy and Effect on Quality
of Life: Oxybutynin Gel

In evaluating effects on QOL, a num-
ber of factors need to be considered
in addition to efficacy. Adverse
events (particularly dry mouth and
constipation), perceived benefit, pill
burden, complexity of dosing sched-
ule, memory lapses, and adverse
events all affect patient satisfaction

Adverse events (particularly dry mouth and constipation), perceived benefit,
pill burden, complexity of dosing schedule, memory lapses, and adverse
events all affect patient satisfaction and adherence to medications.

identified 9 symptoms to be the most
bothersome. These symptoms were
then incorporated into Part 1 of SAGA
as a fixed assessment of 9 symptom
goals. In the second part, patients can
record any other goals they have re-
lated to their symptoms, which is in
line with traditional GAS. At follow-
up, patients rate the level of goal
achievement. Further testing of relia-
bility and validity of SAGA is needed
prior to recommendation for use in
clinical trials.

Patient satisfaction is more sensi-
tive to change than QOL measures in
clinical trials of other diseases.?® High
levels of satisfaction are also associ-
ated with good health status and
fewer medical encounters.”® Patient
satisfaction with OAB treatment has
also been shown to be associated with
compliance with medical therapy.*
Future studies that utilize the ques-
tionnaires evaluating satisfaction
with OAB therapy based on goals may
help us to parse which OAB treat-
ments are more efficacious from a
satisfaction standpoint. This would
allow us to individualize therapy and
increase satisfaction and persistence
with therapy, resulting in reduced
costs for provider visits, less loss of
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and adherence to medications. With
objective clinical improvements being
similar for currently available OAB
medications, it is likely that adverse
events, pill burden, and complexity of
scheduling will drive satisfaction. In
this regard, transdermal medications
offer an advantage in certain patients
as they may result in improved
satisfaction due to no increase in pill
burden, fewer adverse events due to
avoidance of first-pass metabolism,
ease of use, and simplicity of sched-
uling.***" Transdermal oxybutynin
formulations have shown the lowest
incidence of antimuscarinic side ef-
fects of the drugs for OAB. Transder-
mal patches have been shown to be
preferred by caregivers over capsules
in the treatment of Alzheimer’s due to
satisfaction with ease of administra-
tion and less interference with daily
life.* This may also be the case with
OAB therapy, but further investigation
is needed. The newest formulation of
oxybutynin, transdermal gel, has been
shown to be effective for the treat-
ment of OAB with very low side ef-
fects. In the pivotal trial, Staskin and
colleagues showed statistically signif-
icant improvements in key parameters
of urgency, urinary incontinence, and
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urinary frequency versus placebo.*
The mean number of urge inconti-
nence episodes decreased significantly
in patients treated with the topical gel
formulation than in those given
placebo (—3.0 vs —2.5 per day; P <
.0001) and mean urinary frequency
decreased (—2.7 per day; P = .0017).
In addition, voided volume increased
(21.0 mL; P = .0018) significantly in
the oxybutynin gel versus placebo
(—2.0 per day and 3.8 mlL,
respectively). Antimuscarinic side
effects were low, with treatment re-
lated dry mouth at 6.9% and constipa-
tion at 1.3%.% Application site reac-
tions were infrequently observed in
the oxybutynin gel group in only
5.4% of patients and this led to study
withdrawal in only 0.8%.* Skin reac-
tions seem to be significantly less than
those reported for oxybutynin trans-
dermal patch, where erythema and
and itchiness were reported in 8.3%
and 14% of patients.* Oxybutynin
topical gel is associated with fewer
application-site reactions, which is
expected to result in greater satisfac-
tion with therapy than with the oxy-
butynin patch or oral medications.*
Recently, Sand and colleagues**
showed that treatment with oxybu-
tynin transdermal gel translated
into improvements in QOL in women.
In a subanalysis of the phase III trial,
which included 704 women aged

18 years and older (mean, 59 years)
diagnosed with OAB and urinary in-
continence, the Incontinence Impact
Questionnaire (IIQ) and KHQ were
used to assess QOL. Differences in
efficacy and QOL between placebo
and treatment groups were compared
via analysis of covariance. Starting
with week 4 of treatment, patients
using oxybutynin transdermal gel
showed significantly more improve-
ment than patients in the placebo
group, as measured by IIQ (total score,
—73.3 vs —47.8; P = .0001) and KHQ.

Going Forward

A more wideapread utilization of
satisfaction-based questionnaires to
evaluate the success of OAB therapy
needs to be performed to help us
identify more specific determinants of
satisfaction and adherence. This could
allow improvement in current thera-
pies as well as the development of
medications with qualities that result
in improved satisfaction and not just
statistically significant changes in ob-
jective parameters that do not neces-
sarily translate into an effective med-
ication from a patient standpoint. H
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