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The Scottish Medicines Consortium (SMC) has completed its assessment of the above 
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on 
its use in NHS Scotland. The advice is summarised as follows: 
 
ADVICE: following a full submission  
 
darifenacin (Emselex®) is accepted for restricted use within NHS Scotland for the 
symptomatic treatment of urge incontinence and/or increased urinary frequency and urgency 
as may occur in patients with overactive bladder syndrome. 
 
Darifenacin is effective in reducing symptoms associated with overactive bladder, including 
frequency, urgency and incontinence and the treatment effect is similar to another 
antimuscarinic. Darifenacin is associated with adverse effects typical of antimuscarinic 
agents used in this condition. It is restricted to second line use as there are cheaper 
antimuscarinics available that would normally be used as first-line agents. 
 
 
Overleaf is the detailed advice on this product.  
 
 
 
 
Chairman,  
Scottish Medicines Consortium 
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Indication  
Symptomatic treatment of urge incontinence and/or increased urinary frequency and urgency 
as may occur in patients with overactive bladder syndrome. 
 
Dosing information  
7.5mg once daily increasing if necessary after 2 weeks to 15mg once daily.  
 
Product availability date  
November 2006 
 
 

Summary of evidence on comparative efficacy 
 
Darifenacin is a selective muscarinic M3 receptor antagonist. A number of studies have 
investigated darifenacin in patients aged ≥18 years who have experienced symptoms of 
overactive bladder (OAB) for 6 months or more prior to study entry. Patients were also 
required to meet all of the following criteria: 5–50 episodes of incontinence over a seven day 
run-in period; ≥8 micturitions per day on average; ≥1 episode of urgency per day on average. 
In all trials approximately 85% of patients were female. The primary endpoint in these studies 
was the median change from baseline in the number of incontinence episodes per week at 
12 weeks. 
 
A multi-centre, randomized, double-blind, parallel-group, placebo- and active-controlled study 
recruited 450 patients. Following washout and a two-week treatment-free run-in phase, 
patients were randomized to 12 weeks of treatment with darifenacin 15mg daily, darifenacin 
30mg daily, tolterodine 2mg twice daily or placebo. Results for the darifenacin 15mg/day, 
tolterodine and placebo groups were published. At week 12 the reduction in the number of 
incontinence episodes per week favoured darifenacin 15mg over placebo, however, the 
difference between the groups was not significant (see table).  
 
A pooled analysis of three multi-centre, double-blind, randomized, placebo-controlled, 
parallel-group 12-week studies has also been published. The pooled analysis included 1059 
patients; 95% of patients had a primary diagnosis of idiopathic OAB and the remainder had 
OAB of neurogenic origin. Twenty-two percent of patients had previously received drug 
therapy for their OAB symptoms in the three months before study inclusion. Darifenacin 
significantly reduced the median number of incontinence episodes per week compared with 
placebo (see table). For the secondary endpoints of frequency and severity of urgency, 
bladder capacity and number of significant number of incontinence episodes per week 
darifenacin also produced significant improvements over placebo. However, there was no 
significant difference between darifenacin 7.5mg/day and placebo treated patients in terms of 
the mean number of nocturnal awakenings per week for OAB. 
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Table: Primary endpoint; median change at 12 weeks in number of incontinence 
episodes/week in controlled studies.  

Incontinence episodes per week Dose N  
Median at 
baseline 

Median change 
from baseline at 
12 weeks 

P value (vs. 
placebo) 

Fixed dose placebo and comparator arm study 
darifenacin 15mg daily 109 16.2 -11.4 0.049*  
tolterodine 2mg twice daily 221 17.0 -10.3 Not performed 
placebo 113 15.8 -9.0  
Pooled analysis of fixed dose placebo controlled studies  
darifenacin 7.5mg daily 335 16.0 -8.8  0.004 
placebo 271 16.6 -7.0   
darifenacin 15mg daily 330 16.9 -10.6  <0.001 
placebo 384 16.6 -7.5   
* not significant (as significance was pre-set at 0.025 level due to multiple comparisons)   
 

Summary of evidence on comparative safety 
 
In the fixed dose placebo and comparator arm study darifenacin (15mg/day) was associated 
with a higher incidence of dry mouth (35% vs. 27%) and constipation (25% vs. 13%) than the 
tolterodine group. Both dry mouth and constipation were mild to moderate in severity and 
resulted in discontinuation in 2.7% and 1.8% of patients on darifenacin and tolterodine. 
However, diarrhoea was more common in tolterodine-treated patients compared with 
patients treated with darifenacin (5.8% vs. 0.9%). Discontinuation rates due to adverse 
events that were considered to be treatment related were 6.3%, 4.9% and 0.9% for 
darifenacin, tolterodine and placebo, respectively.  
 
In a randomized, double-blind, placebo-controlled, crossover study, where patients with OAB 
received 2-weeks of darifenacin 15mg/day, darifenacin 30mg/day, oxybutynin 5mg three 
times daily and placebo at 10-day intervals, darifenacin 15mg/day was better tolerated than 
oxybutynin with respect to significantly lower rates of dry mouth (13.1% vs. 36.1%).  
 
The European Medicines Agency (EMEA) in the European Public Assessment Report 
(EPAR) for darifenacin concludes that the safety profile appears to be comparable to that of 
other antimuscarinic drugs. They go on to comment that it is not known whether the 
selectivity for the M3 receptor translates into any clinical advantage when treating symptoms 
of OAB.  
 
A Cochrane Collaboration review of anticholinergic drugs versus placebo for overactive 
bladder syndrome was published in 2006. It included 61 trials, testing nine medications; 
darifenacin, emepronium bromide or carrageenate, oxybutynin, propiverine, propantheline, 
tolterodine, trospium chloride and solifenacin. It reported that there was no significant 
difference in the number of patients withdrawing from the active and placebo treatment arms 
due to adverse events but estimated that up to one third of patients withdrew due to 
medication. The risk of dry mouth increased three-fold, depending on the type of medication.  
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Summary of clinical effectiveness issues 
 
The EMEA in the EPAR noted that for darifenacin “at recommended doses, as with other 
anti-muscarinic drugs, the size of the effect in relation to placebo is rather small and casts 
doubts on its clinical significance”. Reanalysis of a published meta-analysis including the 
darifenacin data reassured the EMEA that the effect of darifenacin (at 15mg daily) is likely to 
be similar to that of other marketed anticholinergics. It was concluded that although 
demonstrative head-to-head comparisons are still lacking, the recent availability of an 
independently conducted and published meta-analysis on anticholinergics as treatment for 
OAB has made it simpler to put in context the results obtained for darifenacin.  
 
The Cochrane Collaboration review described previously reported that adults with OAB were 
more likely to report cure or improvement when taking active anticholinergic treatment 
compared with placebo. However, there was a placebo response in 41% of people. The 
additional benefit of active treatment was about 15% more improved or cured (NNT=7). The 
differences between the groups in micturitions and leakage episodes after treatment was 
statistically significant; the difference in improvement between anticholinergic drugs and 
placebo was on average about 4 less leakage episodes and 5 less voids per week in favour 
of anticholinergics. Where quality of life data was available they favoured the medication 
group and were highly statistically significant.  
 
There are limited data for the efficacy of darifenacin beyond 12 weeks. An open-label study 
where patients were treated for up to 2 years showed that the efficacy of darifenacin was 
maintained. The authors of the Cochrane Collaboration review commented that the long-term 
follow-up data [for anticholinergic drugs] come from open label studies, and there is little 
information about the long-term effects and acceptability of anticholinergic therapy. They 
conclude that trials are needed to assess the long-term usefulness of these drugs.  
 

Summary of comparative health economic evidence 
 
A very limited form of economic analysis was provided. The analysis was an implicit cost-
minimisation study comparing darifenacin hydrobromide to either tolterodine or solifenacin, 
being treatments that are used after first-line treatment with generic oxybutynin. These two 
comparators were selected from a range of available second-line treatments, some of which 
had higher costs and some of which had lower costs than darifenacin hydrobromide.  
Compared to tolterodine modified-release tablets and solifenacin, darifenacin hydrobromide 
was cost-saving. 
 
Clinical data to underpin a cost-minimisation approach were provided for the comparison with 
tolterodine using a post hoc analysis. No such data were provided for the comparison with 
solifenacin and therefore the basis for the cost-minimisation argument for this particular 
analysis was lacking. 
 

Summary of patient and public involvement 
 
A Patient Interest Group Submission was not made. 
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Additional information: guidelines and protocols 
 
The Scottish Intercollegiate Guideline Network (SIGN) published guideline 79; management 
of urinary incontinence in primary care, in December 2004. A trial of oxybutynin, propiverine, 
tolterodine or trospium is recommended in patients with significant urgency with or without 
urge incontinence. The guideline predates the availability of darifenacin. 
 
The National Institute for Health and Clinical Excellence (NICE) published guideline (no.40), 
Management of urinary incontinence in women, in October 2006. The guideline recommends 
bladder training lasting for a minimum of 6 weeks as first-line treatment for women with urge 
or mixed urinary incontinence. Immediate release non-proprietary oxybutynin should be 
offered to women with OAB or to women with mixed urinary incontinence, as first-line drug 
treatment if bladder training has been ineffective. If immediate release oxybutynin is not well 
tolerated, NICE suggests that darifenacin, solifenacin, tolterodine, trospium or an extended 
release or transdermal formulation of oxybutynin should be considered as alternatives. NICE 
comment that there is no evidence of a clinically important difference in efficacy between 
antimuscarinic drugs. 
 

Additional information: previous SMC advice 
 
On 4 October 2005, following a re-submission to the Scottish Medicines Consortium 
solifenacin succinate (Vesicare) was accepted for use within NHS Scotland for the 
symptomatic treatment of urge incontinence and/or increased urinary frequency and urgency 
as may occur in patients with overactive bladder syndrome. Solifenacin is effective in 
reducing symptoms associated with overactive bladder, including frequency, urgency and 
incontinence. It is associated with adverse effects typical of antimuscaranic agents used in 
this condition. There are cheaper antimuscarinics available that would normally be used as 
first-line agents. 
 
On 8 July 2005 following a full submission oxybutynin transdermal patch (Kentera) was 
accepted for restricted use within NHS Scotland for the treatment of urge incontinence and/or 
increased urinary frequency and urgency in patients with unstable bladder, restricted to 
patients who derive clinical benefit from oral oxybutynin but who experience intolerable 
anticholinergic side effects. It should be used in conjunction with non-pharmacological 
measures, including pelvic floor muscle exercises and bladder retraining. Transdermal 
oxybutynin appears to have similar efficacy to oral antimuscarinics and a lower rate of 
anticholinergic adverse events. However, patients have the additional effect of application 
sire reactions, which in some patients lead to treatment discontinuation. Transdermal 
oxybutynin has a lower total cost than oral tolterodine, but a higher total cost than oral 
oxybutynin.  
 

Additional information: comparators  
 
NICE guidance recommends oxybutynin (immediate release, extended release or 
transdermal formulation), darifenacin, solifenacin, tolterodine and trospium in patients in 
whom bladder training has been ineffective. 

 5



 

Additional information: costs 
 
Product Regimen Cost per year 

(£) 
darifenacin  7.5-15mg once daily 340 
oxybutynin tablets generic 2.5mg twice daily -5mg four times daily 63-87 
oxybutynin tablets (Ditropan) 2.5mg twice daily -5mg four times daily 59-231 
oxybutynin MR tablets (Lyrinel 
XL) 

5-20mg daily 150-599 

oxybutynin 3.9mg transdermal 
patch (Kentera) 

One patch twice weekly 354 

propiverine tablets 
(Detrunorm) 

15mg once to four times daily 159-636 

tolterodine tablets (Detrusitol) 1-2mg twice daily 377-398 
tolterodine MR capsules 
(Detrusitol XL) 

4mg daily 377 

trospium tablets (Regurin) 20mg twice daily 315 
solifenacin tablets (Vesicare) 5-10mg daily 335-437 
flavoxate (Urispas) 200mg three times daily 144 
Costs are from the eVadis database accessed on 5 March 5 2007.  Doses are shown for general 
comparison and do not imply therapeutic equivalence. 
 

Additional information: budget impact 
 
Other data were also assessed but remain commercially confidential.* 
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Advice context: 
 

No part of this advice may be used without the whole of the advice being quoted in full.  
 

This advice represents the view of the Scottish Medicines Consortium and was arrived at 
after careful consideration and evaluation of the available evidence. It is provided to inform 
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not 
override the individual responsibility of health professionals to make decisions in the exercise 
of their clinical judgement in the circumstances of the individual patient, in consultation with 
the patient and/or guardian or carer. 

 
This assessment is based on data submitted by the applicant company up to and including 
02 April 2007. 
 
* Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the 
SMC on guidelines for the release of company data into the public domain during a health 
technology appraisal: http://www.scottishmedicines.org.uk/ 
 
Costs in the ‘Cost of relevant comparators’ section are based on prices available at the time 
the papers were issued to SMC for consideration.  Further details are available on the SMC 
web site at http://www.scottishmedicines.org.uk/updocs/Costing%20FAQs.pdf 
 
The undernoted references were supplied with the submission.  Those shaded grey are 
additional to those supplied with the submission. 
 
Romanzi L, DelConte A, Kralidis G. Impact of darifenacin versus tolterodine on incontinence 
episodes in patients with overactive bladder. Obstet Gynecol 2005;105:88S (A3522). 
 
Chapple C, Steers W, Norton P et al. A pooled analysis of three phase III studies to 
investigate the efficacy, tolerability and safety of darifenacin, a muscarinic M3 selective 
receptor antagonist, in the treatment of overactive bladder. BJU Int 2005;95:993-1001. 
 
Steers W, Corcos J, Foote J, Kralidis G. An investigation of dose titration with darifenacin, an 
M3-selective receptor antagonist. BJU Int 2005;95:580-6. 
 
Nabi G, Cody JD, Ellis G, Herbison P, Hay-Smith J. Anticholinergic drugs versus placebo for 
overactive bladder syndrome in adults. Cochrane Database of Systematic Reviews 2006, 
Issue 4. Art. No.: CD003781. DOI: 10.1002/14651858.CD003781.pub2. 
 
European Medicines Agency. European Public Assessment Report (Scientific discussion) for 
darifenacin 12256904en6.  Accessed on 21.2.07.  
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