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urinary incontinence in women diagnosed using
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OBJECTIVE: The purpose of this study was to evaluate clinical out-
comes associated with the initiation of treatment for urgency-predomi-
nant incontinence in women diagnosed by a simple 3-item
questionnaire.

STUDY DESIGN: We conducted a multicenter, double-blinded, 12-
week randomized trial of pharmacologic therapy for urgency-predomi-
nant incontinence in ambulatory women diagnosed by the simple
3-item questionnaire. Participants (N = 645) were assigned randomly
to fesoterodine therapy (4-8 mg daily) or placebo. Urinary incontinence

continence episodes/day, compared with placebo (P = .001). Four se-
rious adverse events occurred in each group, none of which was related
to treatment. No participant had postvoid residual volume of =250 mL
after treatment.

CONCLUSION: Among ambulatory women with urgency-predominant
incontinence diagnosed with a simple 3-item questionnaire, pharmaco-
logic therapy resulted in a moderate decrease in incontinence fre-
quency without increasing significant urinary retention or serious ad-
verse events, which provides support for a streamlined algorithm for

was assessed with the use of voiding diaries; postvoid residual VOIUMe - iaqsis and treatment of female urgency-predominant incontinence.
was measured after treatment.
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RESULTS: After 12 weeks, women who had been assigned randomly to fesoterodine, urgency incontinence

fesoterodine therapy reported 0.9 fewer urgency and 1.0 fewer total in-
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| l rinary incontinence affects up to
one-third of adult women and is

associated with depression, social isola-
tion, physical inactivity, and institution-
alization.'™ Despite recommendations
that nonspecialist clinicians assume a
greater role in diagnosing and treating
incontinence,™® rates of diagnosis and
treatment outside of urology or urogy-
necology remain low.” "'

One obstacle to the diagnosis and
treatment of female incontinence is that
professional organizations traditionally
have recommended an extended evalua-
tion to distinguish between the 2 most
common types of incontinence in women:
urgency and stress.'>"” In addition to a
clinical history and urinalysis test, this
evaluation includes a voiding diary, neu-
rologic examination, pelvic examina-
tion, measurement of postvoid residual
(PVR) volume, and cough stress test.1>1?
Because there are approved medications
to treat urgency but not stress inconti-
nence, !> classification of incontinence
has implications for treatment. How-
ever, the traditional extended evaluation
to classify incontinence in women is not
performed easily in primary care or gen-
eral gynecology settings, which creates a
barrier to treatment.'®

To address this problem, a simple
3-item, self-administered questionnaire
(the 3 Incontinence Questions [3IQ]) was
developed to identify and classify female
incontinence (Appendix, Supplementary
Figure). In a sample of 301 generally
healthy women with ongoing inconti-
nence symptoms, the 31Q demonstrated
good sensitivity and specificity in distin-
guishing between urgency and stress in-
continence, compared with an extended
evaluation.'® To examine the clinical con-
sequences of using the 31Q to guide treat-
ment, we sought to examine the efficacy
and safety of initiating pharmacologic
therapy for urgency incontinence in
women using a streamlined algorithm that
was based on the 31Q.

MATERIALS AND METHODS

Study population

Participants were ambulatory women who
were =18 years old who were recruited
from the general community surrounding

13 clinical sites in the United States (Sup-
plementary Table 1). Women who re-
ported clinically frequent incontinence
during preliminary telephone screening
(ie, =7 incontinence episodes per week in
the past 3 months) were invited to come to
an in-person visit to complete the 3IQ
on paper to self-diagnose incontinence.
Those who self-diagnosed as having ur-
gency-predominant incontinence on the
31Q (ie, those who indicated that they had
incontinence that occurred most often
when they “had the urge or the feeling that
[they] needed to empty your bladder but
could not get to the toilet fast enough”)
were eligible to continue. Therefore, the
study population consisted of women who
indicated that they had either isolated ur-
gency incontinence or mixed incontinence
that was associated predominantly with
urgency. Women completed the 31Q on
their own and did not receive assistance
from research staff in diagnosing or classi-
fying their incontinence. Consistent with
the proposed use of the 3IQ in clinical
practice,'® women subsequently under-
went dipstick urinalysis testing to rule out
urinary-tract infection or hematuria be-
fore enrollment; those who tested positive
could return after completing treatment.
Self-report bladder diaries were used to
document baseline frequency of inconti-
nence; those women whose diaries con-
firmed that they had at least 3 incontinence
episodes in 3 days were eligible to continue.

Other eligibility criteria were selected to
define a community-dwelling sample of
women who would be considered appropri-
ate for evaluation and treatment in primary
care. Specifically, women were excluded if
they self-reported complex medical histories
that automatically would require a specialist
evaluation for incontinence, such as anti-
incontinence surgery in the past 5 years,
other pelvic surgery in the past 6 months, >3
urinary tract infections in the past year, lower
urinary tract or rectal fistula, interstitial cysti-
tis, symptomatic pelvic organ prolapse, uro-
genital cancer or radiation, congenital abnor-
mality that leads to incontinence, or major
neurologic disorder.

Because of the pharmacologic interven-
tion that was used in this study, participants
could not have specific contraindications to
fesoterodine therapy (such as urinary or gas-
tric retention, uncontrolled narrow-angle

glaucoma, myasthenia gravis, severe ulcer-
ative colitis, clinically significant hepatic or
renal disease, toxic megacolon, potent
CYP3A4 inhibitor treatment in the last 2
weeks, or pregnancy or nursing).

Randomization, masking,

and treatments

Eligible women were allocated randomly
ina 1:1 ratio to receive 12 weeks of phar-
macologic treatment with flexible-dose
fesoterodine therapy (Toviaz; Pfizer, Inc,
New York, NY) 4-8 mg (fesoterodine
group) or an identical placebo pill (pla-
cebo group) daily. Randomization was
performed by computer in permuted
blocks of 2-4 without stratification for
clinical site. Active and placebo tablets
were prepared by the University of Cali-
fornia San Francisco pharmacy, where
they were labeled by a pharmacist with
randomization numbers and then dis-
tributed to clinical sites. Participants,
clinical personnel, and statistical staff
were masked to treatment assignment,
and no unmasking occurred during the
trial. All participants were asked to forgo
other pharmacologic incontinence treat-
ments and pelvic floor or bladder physi-
cal therapy for the 12-week trial period
to avoid contamination of treatment
effects.

According to previously established
protocols for participant-directed dos-
ing,'” participants were started initially
on either fesoterodine 4 mg or an identi-
cal placebo pill daily. At their 2-week
telephone call and their 4-week fol-
low-up visit, women were offered the
option of increasing their dose to fesot-
erodine 8 mg or an identical placebo
daily. At their 8-week telephone call, they
were invited to readjust their dose to a
maximum of 8 or minimum of 4 mg
daily.

Clinical efficacy outcomes

All clinical efficacy outcomes were as-
sessed at baseline, 4 weeks, and 12 weeks.
The primary efficacy outcome was a 12-
week change in the average number of
self-reported urgency incontinence epi-
sodes per day that were documented by a
validated 3-day voiding diary in which
women recorded all incontinence and
voiding episodes and indicated which
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