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Action Points  

Note that these studies were
published as abstracts and
presented at a conference.
These data and conclusions
should be considered to be
preliminary until published
in a peer-reviewed journal.

Explain that mirabegron, an
investigational beta-3
agonist, significantly
improved incontinence
episodes, daily micturition
frequency, and patient
symptom/quality of life
perceptions in those with
overactive bladder.

Point out that a
prostaglandin EP1 receptor
antagonist was not superior
to placebo in another trial in
patients with overactive
bladder.

WASHINGTON -- Overactive bladder (OAB)
symptoms declined significantly within four weeks
after the start of treatment with the investigational
beta-3 agonist mirabegron, data from a randomized,
placebo-controlled trial showed.

The frequency of urinary incontinence and micturition
decreased significantly with two different doses of
mirabegron. The symptomatic improvement
correlated with improvement in patient-reported
outcomes, including treatment satisfaction, symptom
bother, and quality of life.

Adverse events occurred in similar proportions of
placebo- and mirabegron-treated patients, according
to presentations here at the American Urological
Association meeting.

"The biggest thing physicians need to know about
this drug is that it is the first oral medication that is
not an antimuscarinic and that has demonstrated
appropriate efficacy in treating overactive bladder,"
said Victor Nitti, MD, of New York University in New
York City.

"We observed a nice difference in effects on OAB
symptoms compared with placebo, which is always
good, but the real bonus is a lack of side effects. That, coupled with the fact that it
is not an antimuscarinic, means that for people who don't respond to
antimuscarinics or won't take antimuscarinics, we will at least have something else
to try before moving on to the next level of treatment."

Another OAB candidate drug did not fare so well. The prostaglandin EP1 receptor
antagonist ONO-8359 failed to distinguish itself from placebo and was inferior to
tolterodine, as reported at a late-breaking science session at the AUA meeting.

Not yet approved by the FDA, mirabegron is a first-in-class agent developed
specifically for treatment of OAB. The agent selectively binds and activates beta-3
adrenoreceptors on bladder detrusor muscle to facilitate filling and storage.

Development of the drug addresses an unmet need for OAB therapies with different
mechanisms of action compared with conventional therapies, most notably,
antimuscarinic drugs, said Nitti.

Favorable results from phase II studies of mirabegron led to a phase III,
randomized, placebo-controlled study involving more than 1,300 patients with OAB.
Investigators at 132 sites in the U.S. and Canada randomized the patients to
placebo or to 50- or 100-mg of mirabegron.

The trial's coprimary endpoints were the change in the number of daily episodes of
urinary incontinence and micturitions from baseline to 12 weeks, as reflected in
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The mirabegron study was supported by Astellas Pharma.

Nitti disclosed relationships with Allergan, American Medical Systems, Astellas, Coloplast,
Ethicon Women's Health & Urology, Medtronic, Pfizer, Serenity, and Uroplasty.

Investigators in the mirabegron trial included employees of Astellas Pharma.

The ONO-8359 study was supported by Ono Pharmaceutical.

Chapple disclosed relationships with Allergan, Pfizer, Astellas Pharma, Xention, and Ono
Pharmaceutical.

Investigators in the trial of ONO-8359 included employees of Ono Pharmaceutical.

patient diaries.

Secondary endpoints included change from baseline in other parameters of
incontinence and micturition, as well as patient-reported outcomes.

Women made up three-fourths of the study population, which had a mean age of
60. About 40% of the patients had mixed stress/urgency incontinence with urgency
predominance, a third had no incontinence, and the remainder had urgency
incontinence.

After 12 weeks of randomized treatment, the number of incontinence episodes per
24 hours had declined in all three treatment groups, but significantly greater
reductions occurred in the 50- and 100-mg mirabegron groups: -1.47 and -1.63
episodes, respectively, compared with -1.12 in the placebo group (P<0.05).

A similar pattern emerged from analysis of changes in daily micturition frequency,
which declined by 1.08, 1.66, and 1.75 episodes in the placebo, 50-mg, and 100-
mg mirabegron groups, respectively (P<0.05).

Significant between-group differences favoring mirabegron emerged within four
weeks for both incontinence and micturition frequency. Voided volume, mean level
of urgency, and grade 3-4 urgency episodes all declined significantly more with
mirabegron versus placebo (P<0.05).

The most common adverse events were hypertension (5.5%), urinary tract infection
(3.2%), headache (3.1%), and nasopharyngitis (3.0%). The incidence and severity of
adverse events were similar across the three treatment groups.

Patient-reported outcomes all improved significantly in the mirabegron groups
compared with placebo, including treatment satisfaction, symptom bother, and OAB-
specific health-related quality of life (P<0.05).

In contrast to the mirabegron results, findings from a randomized trial of ONO-8359
showed "no significant improvement or observed tendency for improvement in any
ONO-8539 treatment groups," Christopher Chapple, MD, of the University of
Sheffield in England, said in conclusion.

Chapple reported data from a study involving 435 patients randomized to placebo,
tolterodine, or one of three doses of ONO-8539.

Patients were randomized on the basis of findings from a three-day placebo run-in
that showed at least eight micturitions per 24-hour period, at least one urgency
episode per 24 hours, and at least six urgency episodes during the three-day run-
in.

The primary endpoint was the change from baseline to 12 weeks in the number of
micturitions per 24 hours. Secondary endpoints included change in urgency
episodes per 24 hours, urgency incontinence episodes per 24 hours, and urine
volume voided per micturition.

The results showed no significant differences between any dose of ONO-8358 and
placebo for any of the outcomes.

"The potential for a clinical role for prostaglandin E2 EP1 receptor antagonism in
the management of OAB is minimal in the currently defined OAB patient
population," Chapple said during his summary of the results.

Primary source: American Urological Association
Source reference:
Nitti VW, et al "The selective beta-3 adrenoreceptor agonist mirabegron is effective and well
tolerated in patients with overactive bladder syndrome" AUA 2011; Abstract 1958. 

Additional source: American Urological Association
Source reference:
Nitti VW, et al "Mirabegron improves patient-reported outcomes in patients with overactive
bladder syndrome -- results from a North American study" AUA 2011; Abstract 1959. 

Additional source: American Urological Association
Source reference:
Chapple C, et al "A randomized, double-blind, placebo-controlled phase II study to

Free Download from the Android
Marketplace

MedPage Today BlackBerry App
Access MedPage Today Content direct
from your Blackberry device. 

Download directly from your
BlackBerry phone.

Find Us on the Web

Become a fan 
on FaceBook

Follow us 
on Twitter

Connect with 
us on LinkedIn

Watch us 
on YouTube

MedPage Today Tools

Guide to Biostatistics
Important epidemiologic concepts and common
biostatistical terms to help clinicians translate medical
research into everyday practice.

Urology News Feed Widget for Your Website
Place a free, customizable RSS news feed widget on
your website or blog. We've created over one-hundred
widgets in each of our medical specialties. more about
widgets

AUA specific RSS News feed for your reader,
blog, or website 
http://www.medpagetoday.com/medical-news-rss-
feeds/AUA-Specific.xml 

 

Patients swear by -- and some studies support --
the use of therapies such as tai chi and herbal
remedies for prevention or treatment of various
conditions.

How frequently do you recommend non-
conventional medical therapies?

Regularly

Occasionally

Never

 Submit  

Total Votes: 915
  46  Add Your  Knowledge™ posts:

charles turpin wrote 
"Consider the wild elephant badge. Here in Minnesota
it works to perfection. This is not a joke. Bei..."

gayle eversole, dhom, phd, mh, crnp, nd wrote 
"A naturopath does not use clinical laboratory testing,
however, the naturopathic physician which is the..."

Rob RN wrote 
"william brescia: Yes, Tai Chi can help with managing
arthritis. However, there's really nothing alt..."

Rob RN wrote 
"Bias? NO! Just the desire for REAL evidence as to
the mechanism and plausibility of action for trea..."

more...

 

http://www.medpagetoday.com/Surveys/#ayk
http://www.medpagetoday.com/Surveys/#ayk
http://www.appbrain.com/app/com.medpagetoday.medpage
http://www.facebook.com/MedPageToday
http://www.facebook.com/MedPageToday
http://twitter.com/medpagetoday
http://twitter.com/medpagetoday
http://www.linkedin.com/groups?gid=2824595&goback=.gdr_1272052457716_1
http://www.linkedin.com/groups?gid=2824595&goback=.gdr_1272052457716_1
http://www.youtube.com/user/MedPageToday
http://www.youtube.com/user/MedPageToday
http://www.medpagetoday.com/Medpage-Guide-to-Biostatistics.pdf
http://www.widgetbox.com/search?q=medpage+urology
http://www.medpagetoday.com/About/RSS-Feed-Widgets/
http://www.medpagetoday.com/medical-news-rss-feeds/AUA-Specific.xml
http://www.medpagetoday.com/surveys.cfm?ps=1
http://www.google.com/coop/trust/add?user=010149774059323981942&sig=__wF8FmB8lqo-YIPojH8XlNXPhc_Q=
http://news.google.com/news/section?pz=1&cf=all&ned=us&hl=en&csid=5822a49c71196cd4&ict=ln


investigate the efficacy and safety of the EP-1 receptor antagonist ONO-8539 in overactive
bladder syndrome" AUA 2011; Late-Breaking Science Forum. Presentation No. 7.
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