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Abstract

Lower urinary tract symptoms (LUTS) associated with overactive
bladder (OAB) are more likely to respond to antimuscarinic ther-
apy than to alpha blockade. As such, initial treatment of men with
storage symptoms should incorporate an antimuscarinic agent. For
men who are truly refractory to current pharmacotherapies, there
is emerging evidence to support the use of botulinum toxin A.

blockers are a logical first-line therapy. However, their mech-

anism of action is such that they are effective primarily against
obstructive voiding symptoms. Patients with an overactive blad-
der (OAB) component, with storage symptoms, are not likely to
respond fully to alpha blockade, but may respond to therapy with
an antimuscarinic drug. Therefore, for individuals with LUTS sug-
gestive of OAB pathophysiology, inclusion of an antimuscarinic in
first-line therapy may be a more appropriate option. The following
review provides a summary of the evidence supporting the use of
antimuscarinics alone or in combination with alpha-blockers in
male LUTS. In addition, the review includes strategies to consider
for men with truly refractory LUTS.

I:or men with lower urinary tract symptoms (LUTS), alpha-

Antimuscarinics for male LUTS

Combination with alpha-blockers

Clinical practice guidelines for male LUTS endorse the sequen-
tial use of antimuscarinics in combination with alpha-blockers for
ongoing storage symptoms.' This recommendation is supported
by the results of the NEPTUNE study, a placebo-controlled trial
evaluating tamsulosin alone or in combination with solifenacin in
approximately 1,500 men with benign prostatic hyperplasia (BPH)
and a substantial storage LUTS component.? The co-primary study
endpoints were changes in total International Prostate Symptom
Score (IPSS) and total urgency score (TUS), from baseline to treat-
ment end. Patients were randomized to one of four groups: tam-

sulosin oral controlled absorption system 0.4 mg (TOCAS) + soli-
fenacin 6 mg; TOCAS 0.4 mg + solifenacin 9 mg; TOCAS 0.4 mg
alone or placebo.

All three active treatment groups showed statistically significant
improvements in TUS versus placebo (Fig. 1). The TOCAS 0.4 mg +
solifenacin 6 mg combination was significantly superior to TOCAS
0.4 mg alone.

For the analysis of total IPSS, both doses of combination ther-
apy and TOCAS 0.4 mg alone showed significant improvements
versus placebo. There was no significant difference between the
combination and TOCAS monotherapy arms. The rates of treat-
ment-emergent adverse events and urinary retention requiring
catheterization were low.

The NEPTUNE trial also has an open-label extension study that
has yet to be presented or published. Analysis of data from this
extension study is expected to yield information on the long-term
efficacy, safety and switch behaviour for combination therapy.

Antimuscarinic monotherapy

Although this approach is not recommended by clinical practice
guidelines for initial therapy, it does make sense to consider it for
patients with monosymptomatic OAB. Clinical trial evidence has
demonstrated that antimuscarinic monotherapy is associated with
significant improvements in symptoms compared to placebo. An
analysis of 582 men pooled from four clinical trials in OAB showed
that treatment with solifenacin 5 or 10 mg daily was associated
with reductions in urgency, incontinence and micturition frequency
compared to placebo (Fig. 2).?

Urinary retention

The key issue of urinary retention risk relates to the concern that anti-
muscarinic therapy might counteract the ability of the innervation to
mediate the detrusor contraction of voiding. In practice, short-term
studies show a small increase of post-void residual and no increase
in acute urinary retention, beyond what would be expected from
natural history studies.**
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Fig. 1. Antimuscarinic + alpha-blocker in male lower urinary tract symptoms:
Effect on total urgency score. TOCAS: tamsulosin oral controlled absorption
system; sol: solifenacin.

Refractory patients

While antimuscarinic and/or alpha-blockade therapy is effective for
symptom relief in a large proportion of patients with LUTS associ-
ated with OAB, a substantial minority do not achieve adequate
symptomatic treatment response.

In these cases, the clinician should consider whether the issue
relates to additional symptoms (mixed LUTS), confounding mech-
anisms (polyuria, infection), behavioural factors, poorly responding
symptoms (nocturia; nocturnal polyuria), or “alternative diagno-
ses.” Attention to treatment compliance, conservative measures,
and tailoring of antimuscarinic therapy (dose, combination and
side-effect amelioration) can improve response.

Other pharmacotherapeutic options

The complex basic science offers scope for new therapeutic tar-
gets that aim to counteract triggering or propagation of overactiv-
ity. However, the systems physiology is of such complexity®’ that
targeting end organ excitability remains the foremost strategy.
Botulinum toxin A injections have demonstrated efficacy in OAB;?
beta, agonists target another pathway that may also prove to be a
therapeutic option in the foreseeable future.’

Conclusions

The approach to the management of male LUTS should be based on
the symptomatology, with alpha-blocker monotherapy considered
the best initial treatment for obstructive symptoms, antimuscarinic
therapy for the storage symptoms of OAB, and the combination of
both agents for patients with LUTS of suspected mixed pathology.

For patients with OAB who are refractory to initial treatments
(i.e., persistent urgency), consider alternative diagnoses and ensure
correct implementation of both conservative measures and pharma-

LUTS and OAB

Antimuscarinic therapy helps storage LUTS

Meta-analysis: subgroup analysis of 582 men from 4 RCTs (phase Ill)
evaluating efficacy/ safety of solifenacin (12 weeks) in OAB patients
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Fig. 2. Antimuscarinic monotherapy for men with overactive bladder.

cotherapy. Emerging pharmacotherapeutic options for truly refrac-
tory OAB include botulinum toxin A and beta, agonists.
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