
NEW PRODUCTS n

Prescriber July/August 2013  z 39prescriber.co.uk

The NICE guideline on the manage-
ment of lower urinary tract symptoms

(LUTS) in men recommends drug treat-
ment when conservative measures alone
are ineffective.1 The drug treatment of
first choice is an alpha-blocker for mod-
erate to severe LUTS symptoms, an
antimuscarinic for overactive bladder syn-
drome (OAB) and a 5-alpha reductase
inhibitor for men with an enlarged
prostate. 

For women with urinary incontinence
and OAB, NICE recommends oxybutynin,
followed by other antimuscarinic agents,
as first-line drug therapy if nonpharmaco-
logical measures and lifestyle change are
unsuccessful.2

Mirabegron
Mirabegron (Betmiga) is a selective beta3-
agonist that relaxes the bladder detrusor
muscle and enhances urine storage. It is
licensed for the symptomatic treatment
of urgency, increased micturition fre-
quency and/or urgency incontinence in
adults with OAB.

NICE has recommended mirabegron
as an option for treating the symptoms of
OAB for people in whom antimuscarinic
drugs are contraindicated or clinically

ineffective, or have unacceptable side-
effects.

The recommended dose is 50mg
once daily. This should be halved in
patients with moderate hepatic impair-
ment or severe renal impairment;
mirabegron is contraindicated in patients
with severe hepatic impairment or end-
stage renal disease, and in patients with
uncontrolled hypertension. 

Its metabolism is reduced by strong
inhibitors of CYP3A, eg itraconazole, clar-
ithromycin, and the dose should be
reduced or treatment avoided in patients
taking these drugs who also have
impaired renal or hepatic function (see
SPC for details). The cost of one month’s
treatment is £29.

Clinical trials
Mirabegron has been evaluated in three
similar 12-week phase 3 trials in patients
with OAB (urinary frequency and urgency
with or without incontinence) of at least
three months’ duration.3 The primary end-
points were the change in number of
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KEY POINTS

nmirabegron is a selective beta3-agonist for the treatment
of urgency, increased micturition frequency and/or
urgency incontinence in adults with overactive bladder

n available as 25mg and 50mg sustained-release tablets; dosage 50mg once daily

n one month’s treatment (30 tablets) costs £29.00 (25mg and 50mg)

n in clinical trials it reduced the number of micturition episodes by a mean of 0.55
per day and the number of incontinence episodes by a mean of 0.4 per day
compared with placebo

n this was associated with improvements in urgency symptoms and gains in
health-related quality of life

n adverse effects include tachycardia and urinary tract infections; associated with
a lower frequency of dry mouth than tolterodene

n NICE has approved mirabegron for treating the symptoms of OAB for people in
whom antimuscarinic drugs are contraindicated or clinically ineffective, or have
unacceptable side-effects
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Place in therapy
The storage symptom component of LUTS
encapsulated by the term OAB is now
recognised to be an important clinical
symptom complex affecting approxi-
mately 10 per cent of the population at
some time. 

The cardinal symptom of OAB is
urgency (a compelling desire to void that
is difficult to defer) accompanied by uri-
nary frequency of more than eight voids
per day and nocturia of two or more
voids per night and, in up to one-third of
cases (usually female), urgency inconti-
nence. 

In up to two-third of these patients
there is the underlying functional abnor-

mality on urodynamic testing of bladder
(detrusor) overactivity.

Over the last 40 years the primary
pharmacotherapy for OAB has been anti-
cholinergic (antimuscarinic) therapy,
which many patients find lacks efficacy
or is poorly tolerated due to side-effects.
Mirabegron is a new class of drug that
acts via beta3 adrenoceptors to relax
bladder smooth muscle.

This is an interesting development
as it heralds the introduction of a class
of therapy that appears to have similar
efficacy to anticholinergics without 
the usual side-effects seen with anti-
cholinergic agents, namely dry mouth,
heartburn, visual effects, constipation
and potential cognitive dysfunction,

particularly in the elderly who may be
on other therapy with anticholinergic
activity. 

Mirabegron has been shown in the
phase 3 studies to be devoid of these
side-effects with no evident cardiovas-
cular safety concerns. It looks to be
equally effective as primary therapy or
in patients who have failed prior anti-
cholinergic therapy either as a conse-
quence of poor tolerability or lack of
efficacy.

In the first instance it will be useful
to see how effective this therapy is in
real-life clinical practice, and it will ini-
tially be used as second-line therapy
after failed treatment with anticholiner-
gic agents. 

incontinence and micturition episodes
per day (both based on a three-day mic-
turition diary). One study included toltero-
dine as an active control but was not
powered to compare efficacy. Two studies
included the unlicensed dose of 100mg
per day; these data are not reported
below.

Randomised patients were mostly
women (72–83 per cent) with a median
age of about 60 who reported moder-
ately severe OAB (averaging 11–12 
micturitions per day, two or three incon-
tinence episodes and moderate to
severe urgency). About half had previ-
ously been treated with an antimus-
carinic drug.3

The three trials have been pooled for
analysis showing that, overall,
mirabegron is broadly as effective as
other drugs for OAB.3 Compared with
placebo, mirabegron 50mg per day sig-
nificantly reduced the number of micturi-
tion episodes by a mean of 0.55 per day
and the number of incontinence episodes
by a mean of 0.4. One study evaluated
the 25mg per day dose, for which the cor-
responding mean reductions were 0.47
and 0.4. These effects were evident
within four weeks. 

Mirabegron also significantly reduced
the frequency of nocturia by a mean of
0.14 episodes per 24 hours.

Mirabegron reduced urgency and the
mean number of urgency incontinence
episodes. After 12 weeks, it significantly

increased the odds of improving conti-
nence: the proportion of patients report-
ing no incontinence episodes was 44 per
cent with mirabegron and 38 per cent
with placebo; the proportions with ≥50
per cent reduction in incontinence
episodes were 70 and 60 per cent
respectively. 

About one-third of patients taking
mirabegron reported eight or fewer mic-
turitions per day compared with about one-
quarter of those taking placebo. These
changes were associated with significant
improvements in bothersome symptoms
and health-related quality of life.

Adverse effects
Mirabegron does not increase intraocular
pressure or prolong the QT interval.4 The
most frequently reported adverse events
were urinary tract infection (2.9 per cent)
and tachycardia (1.2 per cent). Mirabegron
was associated with a lower frequency of
dry mouth than tolterodine (1.7 vs 10.4
per cent; placebo 1.7 per cent). 3

Four per cent of patients discontin-
ued mirabegron due to adverse events,
about the same as those assigned to
placebo.4
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Table 1. Adverse reactions recorded in the three 12-
week phase 3 clinical trials

Common (1/100–1/10)
urinary tract infection
tachycardia

Uncommon (1/1000–1/100)
vaginal infection, cystitis
palpitation, atrial fibrillation
dyspepsia, gastritis
urticaria, rash, macular rash, papular rash, pruritus
joint swelling
vulvovaginal pruritus
raised blood pressure, increased GGT, AST, ALT

Rare (1/10 000–1/1000)
eyelid oedema
lip oedema
leukocytoclastic vasculitis, purpura



It may well subsequently be more
widely used as first-line therapy and per-
haps particularly indicated in male
patients (no concern over inducing reten-
tion) and the elderly (no concern over cog-
nitive dysfunction). In addition one can
speculate that it may prove efficacious in
the management of OAB as a combina-
tion therapy, potentially with a lower dose

of anticholinergic drug than might other-
wise need to be the case.
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