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avanafil 50mg, 100mg, 200mg tablets (Spedra®) SMC No. (980/14) 

A. Menarini Farmaceutica Internazionale SRL. 
 
07 August 2015 

 
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 Scotland.  
The advice is summarised as follows: 

 

ADVICE: following a full submission 
 
avanafil (Spedra®) is not recommended for use within NHS Scotland. 
 
Indication under review: Treatment of erectile dysfunction (ED) in adult men. In order for avanafil to 
be effective, sexual stimulation is required. 
 
The pivotal studies demonstrated a statistically significant improvement in ED after administration of 
avanafil compared with placebo in the general ED population and in patients with ED due to diabetes 
or following radical prostatectomy. 
 
The submitting company did not present a sufficiently robust clinical and economic analysis to gain 
acceptance by SMC.  
 

 
Overleaf is the detailed advice on this product. 
 
 
 
Chairman,  
Scottish Medicines Consortium
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Indication 
Treatment of erectile dysfunction in adult men. In order for avanafil to be effective, sexual stimulation 
is required. 

 

Dosing Information 
Avanafil 100mg taken as needed approximately 15 to 30 minutes before sexual activity. Based on 
individual efficacy and tolerability, the dose may be increased to a maximum dose of 200mg or 
decreased to 50mg. The maximum recommended dosing frequency is once per day.  
 

Product availability date 
March 2014 
 

 

Summary of evidence on comparative efficacy 

 
Avanafil is an orally administered phosphodiesterase type 5 (PDE-5) inhibitor which is licensed for the 
treatment of erectile dysfunction (ED).1  The submitting company has requested that SMC considers 
avanafil when positioned for use in a subgroup of the licensed indication, that is, in patients intolerant 
of, or unresponsive to, sildenafil.  
 
The evidence supporting the licensed indication is from three similarly designed phase III multicentre, 
randomised, double-blind, placebo-controlled studies, TA-301, TA-302 and TA-303.2,3,4, TA-301 
included 646 men with ED in the general population; TA-302 included 390 men with ED and 
documented type 1 or 2 diabetes; and TA-303 included 298 men with ED following bilateral nerve-
sparing radical prostatectomy.  All patients were required to have at least a six-month history of mild to 
severe ED; be in a monogamous, heterosexual relationship for ≥ three months; and agree to make 
≥four attempts at intercourse per month.  All enrolled patients first completed a four-week, non-
treatment run-in period during which information on each attempt at sexual intercourse was recorded.  
They were considered eligible to be randomised if they had: ≥50% failure rate in maintaining erections 
of sufficient duration to allow for successful intercourse; an International Index of Erectile Function 
(IIEF) erectile function (EF) domain score of 5 to 25, inclusive; and had made at least four attempts at 
sexual intercourse during the run-in period. Patients with experience of dose-limiting toxicity or 
consistent treatment failure during prior PDE-5 inhibitor treatment were excluded from the studies. TA-
301 excluded patients with diabetes and those who had undergone radical prostatectomy.2,3,4,5

  

 
Eligible patients were randomised equally to receive 12 weeks treatment with avanafil 50mg (TA-301 
only), avanafil 100mg, avanafil 200mg or placebo.  Randomisation was stratified according to ED 
severity, determined by IIEF-EF domain score (range 0 to 30): mild (17 to 25), moderate (11 to 16) or 
severe (≤10).  Study drug was to be taken approximately 30 minutes before sexual activity.  Two 
doses were permitted in a 24-hour period, provided the interval between doses was ≥12 hours.  There 
were no restrictions on the timing of study drug dosing relative to food or alcohol consumption.  
 

There were three co-primary outcomes in each study and these were analysed in the intention to treat 
(ITT) population which included all randomised patients who received ≥1 dose of study drug and had 
≥1 post-treatment efficacy measurement: 

 The change in percentage of sexual attempts in which participants were able to insert the penis 
into the partner’s vagina between the run-in period and the end of the 12-week  treatment period 
(Sexual Encounter Profile 2 [SEP 2])  
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 The change in percentage of sexual attempts in which participants were able to maintain an 
erection of sufficient duration to have successful intercourse between the run-in period and the 
end of the12-week treatment period (SEP 3) 

 The change from baseline to end of treatment in IIEF-EF domain score.2,3,4
 

 
Patients were required to record the date/time of medication use and of initiation of sexual activity, and 
answers to the SEP questions.2,3,4  The IIEF is a 15-item questionnaire, which is a self-administered 
measure of erectile function. It includes five domains: erectile function (6 items), orgasmic function (2 
items), sexual desire (2 items), intercourse satisfaction (3 items), and overall sexual satisfaction (2 
items).  The total score ranges from 0 to 75. For the co-primary outcome of IIEF-EF, a domain score 
≥26 is considered to be normal.2  The questionnaire was completed at each study visit and patients 
were to self-evaluate their erectile function over the previous 4-week period.6  In each study, all doses 
of avanafil significantly improved all three co-primary outcomes compared with placebo at 12 weeks. 
See table 1 for details. 
  
Table 1: Results of co-primary outcomes in pivotal studies (ITT population)6  

TA-301 

Treatment Number of 
patients  

Baseline  
(mean) 

End of treatment 
(12 weeks) 

(mean) 

Change from 
baseline 

(LS mean) 

Percentage of attempts resulting in successful vaginal penetration (SEP2) 

Placebo 155 47 54 7.1 

Avanafil 50mg 154 45 64 18* 

Avanafil 100mg 157 47 74 27* 

Avanafil 200mg 156 48 77 30* 

Percentage of attempts resulting in successful intercourse (SEP3) 

Placebo 155 13 27 14 

Avanafil 50mg 154 14 41 28* 

Avanafil 100mg 157 14 57 43* 

Avanafil 200mg 156 12 57 44* 

IIEF erectile function domain score 

Placebo 152 12 15 2.9 

Avanafil 50mg 152 13 18 5.4* 

Avanafil 100mg 156 13 21 8.3* 

Avanafil 200mg 155 13 22 9.5* 

TA-302 

Percentage of attempts resulting in successful vaginal penetration (SEP2) 

Placebo 127 36 42 7.2 

Avanafil 100mg 126 32 54 22* 

Avanafil 200mg 126 42 64 26* 

Percentage of attempts resulting in successful intercourse (SEP3) 

Placebo 127 10 20 14 

Avanafil 100mg 126 8.2 34 29* 

Avanafil 200mg 126 8.0 40 34* 

IIEF erectile function domain score 

Placebo 125 11 13 1.8 

Avanafil 100mg 125 11 16 4.5* 

Avanafil 200mg 125 12 17 5.4* 
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TA-303 

Percentage of attempts resulting in successful vaginal penetration (SEP2) 

Placebo 96 20 20 7.5 

Avanafil 100mg 94 17 32 22* 

Avanafil 200mg 96 20 41 28* 

Percentage of attempts resulting in successful intercourse (SEP3) 

Placebo 96 4.1 8.9 14 

Avanafil 100mg 94 5.1 23 28* 

Avanafil 200mg 96 5.3 26 29* 

IIEF erectile function domain score 

Placebo 95 9.1 9.3 1.2 

Avanafil 100mg 94 9.1 13 4.7* 

Avanafil 200mg 96 9.5 15 6.2* 
LS=least squares; *statistically significant versus placebo  

 
In TA-301 and TA-302, the beneficial effects on all primary outcomes were independent of baseline 
ED severity.  In TA-301, significant improvement was reported for all doses of avanafil for all primary 
outcomes irrespective of whether patients had previously received treatment for ED; however, only 
7.5% (48/644) of study patients had failed on any previous oral ED treatment, including herbal 
treatments.  Post hoc analysis of efficacy within 15 minutes of dosing found that, of the 300 sexual 
attempts made during this interval, 64% to 71% were successful in the avanafil groups compared with 
27% in the placebo group.2,3

  

 
The secondary outcomes of change in response from baseline in the four IIEF domains not included in 
the primary outcome (orgasmic function, sexual desire, intercourse satisfaction, overall satisfaction) 
were all significantly improved with all avanafil doses compared with placebo in TA-301 and TA-302, 
and for two domains (intercourse satisfaction and overall satisfaction) in TA-303.2,3,4 Positive 
responses to the Global Assessment Questionnaire (improvement in erections) at 12 weeks were 
significantly better with all doses of avanafil than with placebo in all three studies.6

 

 
A phase III 52-week, open-label extension study, TA-314, evaluated 686 patients who had completed 
study TA-301 or TA-302.  Approximately one third of patients had diabetes mellitus.  All patients 
started treatment with avanafil 100mg and approximately three quarters requested an increase in dose 
to 200mg; three patients requested a dose reduction to 50mg.  The percentage change in mean 
successful attempts (measured from the baseline of the initial double-blind studies to the end of the 52 
week extension study) increased from 44% to 83% for the SEP2 outcome and from 13% to 68% for 
the SEP3 outcome, and the mean IIEF-EF score increased from 12.3 to 22.6.  These results suggest 
that the effects of avanafil are maintained over a one year period.7  

 
TA-501, was a phase IV randomised, double-blind, placebo-controlled time to onset study in 440 
patients with ED which evaluated the effectiveness of avanafil approximately 15 minutes after dosing. 
It included a 4-week run-in period and an 8-week treatment period.  Patients were randomised to 
receive avanafil 100mg (n=147), avanafil 200mg (n=148) or placebo (n=145).  Avanafil demonstrated 
statistically significant improvement in the primary efficacy variable (average per patient proportion of 
successful responses by time after dose administration, to the SEP3 outcome) compared with 
placebo, resulting in successful intercourse in 25% of the attempts for the 100mg dose and 28% for 
the 200mg dose at approximately 15 minutes after dosing, compared with 14% for placebo.1,8 
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Summary of evidence on comparative safety 

 
In the general ED population (TA-301), treatment emergent adverse events were reported in 32%, 
42%, 39% and 26% of patients in the avanafil 50mg, avanafil 100mg, avanafil 200mg and placebo 
groups, respectively, and the most common were headache (4.4%, 7.5%, 9.3%, 1.2%); flushing 
(3.8%, 6.2%, 3.7%, 0); back pain (2.5%, 2.5%, 1.9%, 0.6%); nasal congestion (0.6%, 4.3%, 1.9%, 
1.2%); nasopharyngitis (0.6%, 1.2%, 3.7%, 1.2%) and bronchitis (1.9%, 0.6%, 2.5%, 0.6%).  
Discontinuation due to adverse events occurred in 1.9%, 3.1%, 2.5%, and 3.1% of patients in the 
respective groups.  Haemodynamic adverse events (dizziness or syncope) were reported in <2% of 
patients receiving avanafil. There were no treatment-related serious adverse events.2 
 
In the diabetic ED population (TA-302), treatment emergent adverse events were reported in 35%, 
32% and 24% of patients in the avanafil 100mg, avanafil 200mg and placebo groups, respectively, 
and were considered to be treatment-related in 7.1%, 15% and 3.8% of patients in the respective 
groups.  All drug-related adverse events were mild to moderate in severity and there were no 
treatment-related serious adverse events. Four patients (two in each avanafil group) discontinued the 
study due to adverse events.3 

 
In patients with ED following radical prostatectomy (TA-303), treatment emergent adverse events were 
reported in 38%, 46% and 23% of patients in the avanafil 100mg, avanafil 200mg and placebo groups, 
respectively.  There were no serious adverse events.  Discontinuation due to adverse events occurred 
in two patients each in the avanafil 100mg and avanafil 200mg groups and in one patient in the 
placebo group.4  
 
In the open label long-term extension study, treatment emergent adverse events were reported in 38% 
of patients and were considered to be treatment-related in 11% of patients. There were no treatment-
related serious adverse events or deaths. The overall discontinuation rate was 31%, and 20 patients 
(2.8%) discontinued due to adverse events.7        

 

The adverse effect profile appears to be consistent with that of other PDE-5 inhibitors.  However, no 
direct evidence of comparative safety is available. 
 

Summary of clinical effectiveness issues 

 

Avanafil is the fourth PDE-5 inhibitor to be licensed in the UK for treatment of ED.  All PDE-5 inhibitors 
for treatment of ED are subject to NHS prescribing restrictions in Scotland.  The regulations require 
the prescriber to ensure that patients meet at least one of the following defined conditions: diabetes, 
multiple sclerosis, Parkinson’s disease, poliomyelitis, prostate cancer, severe pelvic injury, single gene 
neurological disease, spina bifida, spinal cord injury; men with ED receiving treatment for renal failure 
by dialysis; or who have had a prostatectomy, radical pelvic surgery, renal failure treated by 
transplant; or men who have been assessed and/or advised by the relevant consultant as suffering 
severe distress as a result of ED.9 

 
The submitting company has requested that SMC considers avanafil when positioned for use in a 
subgroup of the licensed indication, that is, in patients intolerant of, or unresponsive to, sildenafil.  It 
has been reported that up to 35% of patients with ED fail to respond to treatment with PDE-5 
inhibitors.10  
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The pivotal studies demonstrated statistically significant improvement for avanafil over placebo in all 
primary outcomes in the general ED population and in patients with ED due to diabetes or following 
radical prostatectomy.  The terms “responder” and “clinically significant change from baseline” were 
not defined before the three pivotal studies. Post-hoc analysis, defining a minimum clinically important 
difference (MCID) from baseline for SEP2, SEP3 and IIEF as an improvement of 21%, 23% and >4 
points, respectively, demonstrated superiority of all doses of avanafil to placebo for all three co-
primary outcomes in each pivotal study.6  An open-label, uncontrolled extension study indicated that 
treatment benefit was maintained up to one year.7  The efficacy of avanafil has been demonstrated 15 
minutes after dosing.1,8  Three quarters of patients in the long-term extension study requested an 
increase to the 200mg dose, although subsequent analysis found no significant difference in efficacy 
between the 100mg and 200mg doses.7  

 
No evidence was submitted by the company to support the efficacy or comparative effectiveness of 
avanafil in patients intolerant of or unresponsive to sildenafil.  The pivotal studies excluded patients 
who had experienced consistent treatment failure or had dose-limiting toxicity with other PDE-5 
inhibitors. In TA-301, previous oral treatment for ED (PDE-5 inhibitor or herbal treatments) had been 
used by 72% (463/644) of patients but only 7.5% (48/644) patients had failed on these.2 

 
The pivotal studies were all placebo-controlled and there are no direct data comparing avanafil with 
other PDE-5 inhibitors.  All three studies permitted the use of two doses of avanafil in a 24-hour period 
provided the interval between doses was ≥12 hours, which exceeds the maximum licensed dose.  It is 
not known if this affected the results. 
 
The submitting company presented a Bayesian network meta-analysis (NMA) comparing avanafil, 
tadalafil and vardenafil (one dose each), using placebo as the anchor treatment.  The NMA included 
eleven studies that recruited men with ED and assessed one outcome, SEP3.  This was not 
expressed in terms of change from baseline in percentage of successful attempts, but instead the 
company used a binary outcome and estimated the number of incremental responders, defined as the 
difference in mean percentage between baseline and end-of-study for each arm.  Statistical advice 
sought by SMC noted that using this binary outcome has the potential to introduce bias as cut-offs will 
be arbitrary and use of the full scale for any measure is preferred. 
 
The results (random effects and vague prior) were: tadalafil versus avanafil, odds ratio 1.92 (95% 
credible interval: 0.55 to 7.86) and vardenafil versus avanafil 2.06 (credible interval: 0.72 to 6.91).  The 
results were similar when an informative prior was used and were also supported by a sensitivity 
analysis including 18 studies which used both 12-week and 4-week outcome data.  The 95% credible 
intervals (2.5 and 97.5 percentiles of the posterior probability distribution) for the odds ratio estimates 
in these comparisons were wide and included 1.  This suggests no evidence of superiority although 
the central estimate is approximately double for vardenafil and tadalafil compared to avanafil, while 
overlap of credible intervals is also consistent with similarity.  Rank probabilities based on the location, 
spread, and overlap of the posterior distributions of the relative treatment effects, suggest a greater 
than 80% probability that avanafil would be ranked third after vardenafil and tadalafil.  Avanafil may be 
less efficacious than tadalafil and vardenafil in terms of the SEP3 outcome. 
 
The NMA has several important limitations.  The study populations differ from the proposed 
positioning as none of the studies included patients who had not responded to, or were intolerant of, 
sildenafil.  There were differences in patient baseline characteristics and variation in SEP3 results for 
the control arms in the individual studies (from 4.9% to 26%).  
 
Two other NMA comparing oral PDE-5 inhibitors have been published.  One of these included 118 
studies involving seven PDE-5 inhibitors, although it only included two avanafil studies which were the 
same studies included in the submitting company’s NMA.  For the only outcome that included avanafil 
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(Global Assessment Questionnaire question 1 - improvement of erectile function), the NMA suggested 
a lower expected efficacy for avanafil than for the other PDE-5 inhibitors licensed in the UK (tadalafil, 
vardenafil and sildenafil).  The absolute effects and rank test suggested that tadalafil was the most 
effective PDE-5 inhibitor, followed by vardenafil.11  In a separate analysis, the European Association of 
Urology investigated trade-offs between efficacy and adverse events for various PDE-5 inhibitors in 
treating ED.  It included 82 studies (47,626 patients) for efficacy analysis and 72 studies (20,325 
patients) for adverse event analysis.  In the trade-off analysis of starting dosages, sildenafil 50mg had 
the greatest efficacy but also the highest rate of overall adverse events. Tadalafil 10mg had 
intermediate efficacy but the lowest overall rate of all adverse events. Vardenafil 10mg and avanafil 
100mg had similar overall adverse events to sildenafil 50mg but a markedly lower global efficacy.  The 
authors concluded that sildenafil 50mg seemed to be the treatment of choice if high efficacy was the 
main issue and tadalafil 10mg seemed to be the treatment of choice if the main concern was 
tolerability.12 
 
A potential advantage of avanafil may be that the interval between drug administration and sexual 
activity is shorter (15 to 30 minutes) than with the other PDE-5 inhibitors: sildenafil (approximately 60 
minutes); vardenafil (25 to 60 minutes); tadalafil (≥30 minutes).  Tadalafil is licensed for both on 
demand use and (at a lower dose) for regular daily use.13,14,15  

 

Summary of comparative health economic evidence 

 
The company presented a cost-minimisation analysis which compared avanafil 50mg, 100mg and 
200mg against tadalafil 10mg and 20mg, vardenafil 10mg and 20mg and sildenafil (Viagra®) 25mg, 
50mg and 100mg in the licensed indication.  The company has positioned avanafil for use in patients 
intolerant of, or unresponsive to, generic sildenafil.  A one year time horizon was used and the 
analysis was performed from a Scottish NHS perspective. 
 
Data used to support the comparable efficacy of avanafil 100mg, tadalafil 10mg and vardenafil 10mg 
were derived from the NMA.  The company concluded that the efficacy of avanafil was not credibly 
different from the selected comparators tadalafil or vardenafil when used at the recommended 
dosages and considering the most patient-relevant endpoint, SEP3. 
 
The cost-minimisation analysis focussed on medicine costs only and no other costs were considered 
in the analysis.  The medicine costs for each comparator were derived from Prescribing Cost Analysis 
(PCA) data for Scotland. 
 
The results of the cost-minimisation analysis indicated that the current annual cost per patient treated 
with tadalafil, vardenafil and sildenafil (Viagra®) was estimated to be £554.  The company estimated 
that had these patients been treated with avanafil the cost would be £385 per patient, which 
represented a 30% reduction.  The company also estimated that the potential cost saving to NHS 
Scotland of substituting tadalafil, vardenafil and sildenafil (Viagra®) with avanafil was £100,603 per 
month or £1.21m per year. 
 
The company were requested to provide an alternative set of results which presented the average 
yearly cost per patient for avanafil 50mg, 100 mg and 200mg versus each of the comparators in the 
analysis. The results indicated that avanafil 100mg and 200mg generated saving versus tadalafil 
10mg and 20mg and vardenafil 10mg and 20mg respectively. However avanafil 50mg did not 
generate savings versus vardenafil 5mg and was more expensive. The analysis also reported savings 
for avanafil 50mg, 100mg and 200mg versus sildenafil (Viagra®) 25mg, 50mg and 100mg respectively. 
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Sensitivity analysis was provided by the company which assumed that four doses per prescription 
were used in the analysis. The results were consistent with the additional analysis described above; 
however, avanafil 100mg was equal in cost to vardenafil 10mg.  
 
The main weaknesses were as follows: 

 The appropriateness of selecting a cost-minimisation analysis as the relevant format of the 
economic analysis is dependent on demonstrating the comparable efficacy and safety of the 
treatments under review.  There are a number of limitations with the submitted Bayesian NMA.  
The NMA posterior probability distributions, and the submitted rank probabilities, suggest that 
avanafil (100mg) may be less effective than vardenafil (10mg) and tadalafil (10mg).  The 
patient populations in the included studies were different from the proposed second line 
positioning.  Also, the NMA focused on one dose of avanafil (100mg), vardenafil (10mg) and 
tadalafil (10mg) but the economic analysis also included 200mg of avanafil and 20mg of 
vardenafil and tadalafil.  No evidence was presented to support equivalent efficacy at these 
other doses in the analysis and the company indicated that there were insufficient studies 
available.  SMC expert responses did not support a consensus clinical opinion about expected 
comparable efficacy and safety between PDE-5 inhibitors at the additional doses considered in 
the economic evaluations.  The NMA also did not include sildenafil (Viagra®) which was part of 
the cost-minimisation analysis.  

 The inclusion of sildenafil (Viagra®) in the economic evaluation is not consistent with the 
company’s second line positioning i.e. in patients who were intolerant or unresponsive to 
sildenafil. The company response indicated that by sildenafil they were referring to the generic 
form of the medicine and the very few patients treated with sildenafil (Viagra®) would be 
switched to avanafil on cost-minimisation grounds.  

 The analysis presented by the company included sildenafil (Viagra®) 25mg which was 
substituted for avanafil 50mg.  However, low dose vardenafil (5mg) was not included in the 
analysis for comparison against avanafil 50mg.  The company response indicated that avanafil 
50mg was considered a viable alternative to sildenafil (Viagra®) 25mg as it is cheaper.  
However, the company stated that vardenafil 5mg is not a comparator in the analysis because 
it is less expensive than avanafil 50mg.  Therefore, avanafil 50mg dose had been included in 
the cost-minimisation analysis when it generated saving versus a comparator and then 
excluded when it did not. In addition, the company noted that they did not consider this 
approach to be inconsistent.  The company was requested to provide further evidence to 

support the conclusion that vardenafil 5mg is not a relevant comparator in the analysis. Their 

response stated that, in studies, very few patients dose-reduced to vardenafil 5mg, as 
supported by low rates of usage of the 5mg preparation in prescribing data. The company also 
stated that even if vardenafil 5mg had been included, the impact on the cost savings would 
have been very small.  

 There were also weaknesses with the design of the analysis as the company was unable to 
confirm that the data used in the economics reflected the proposed second line positing.  

 
Due to the above uncertainties, the economic case has not been demonstrated. 
 

Summary of patient and public involvement 

 
A Patient Group submission was not made. 

 

Additional information: guidelines and protocols 
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The European Association of Urology updated their guidelines on the treatment of ED in March 2015.  
To date, no data are available from double- or triple-blind multicentre studies comparing the efficacy 
and/or patient preference for sildenafil, tadalafil, vardenafil, and avanafil.  Choice of drug will depend 
on the frequency of intercourse (occasional use or regular therapy, 3 to 4 times weekly) and the 
patient’s personal experience.  Patients need to know the duration of action of the drug, its possible 
disadvantages, and how to use it. The guidelines state that the two main reasons why patients fail to 
respond to a PDE-5 inhibitor are either incorrect drug use or lack of efficacy of the drug and that an 
adequate trial involves at least six attempts with a particular drug.  The management of non-
responders depends upon identifying the underlying cause which include: counterfeit drugs obtained 
on the black market, incorrect use of the medicine, dose timing and lack of adequate sexual 
stimulation.  The guidelines note that switching to a different PDE-5 inhibitor might be helpful.  If drug 
treatment fails, then patients should be offered an alternative therapy such as intracavernosal injection 
therapy or use of a vacuum erection device.16   

 
The British Society for Sexual Medicine guidelines for the management of ED were updated in 
September 2013, however, the recommendations on treatment have remained unchanged.  The 
guidelines state PDE-5 inhibitors (sildenafil, tadalafil, vardenafil) are the first-line therapy for ED.  Such 
treatments provide short-acting and long-acting response with proven efficacy and safety.  The 
guidelines provide recommendations in the classification of non-responders: ‘patients should receive 
eight doses of a PDE-5 inhibitor with sexual stimulation at maximum dose before classifying a patient 
as a non-responder’.  Among those who anticipate sexual activity more than twice per week, tadalafil 
is highlighted as the most cost effective regimen with the least reported adverse events.17 
 

Additional information: comparators 

 
For the proposed positioning (second-line to sildenafil), tadalafil and vardenafil are the relevant 
comparators.  
 

Cost of relevant comparators 

 

Drug Dose Regimen Cost per year (£) 
 

Avanafil 50mg to 200mg taken orally on demand* 128 to 256 

Tadalafil 2.5mg to 5mg taken orally once every day** 715 

10mg to 20mg taken orally on demand* 351 

Vardenafil 5mg to 20mg taken orally on demand* 98 to 305 

Sildenafil 25mg to 100mg taken orally on demand* 14 to 16 
Doses are for general comparison and do not imply therapeutic equivalence. Costs are from eVadis and MIMS 
on 19 May 2015. 
*cost based on one dose per week; **for patients who anticipate sexual activity at least twice weekly   

 

Additional information: budget impact 

 
The submitting company estimated there to be 7,278 patients eligible for treatment with avanafil in 
year 1, rising to 7,685 patients in year 3, with an estimated uptake rate of 31% (2,227 patients) in year 
1 and 57% (4,342 patients) in year 3.  The company estimated the gross medicines budget impact to 
be £813k in year 1, rising to £1.6m in year 3.  As medicines were assumed to be displaced, the net 
medicines budget impact was estimated to be savings of £385k in year 1 rising to £751k in year 3. 
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The budget impact template only estimated costs and savings over a three year period because of the 
expected availability of generic tadalafil and vardenafil in 2018, and the company was not able to 
provide a five year estimate in the available time frame.    
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14. Tadalafil film-coated tablets (Cialis®) Summary of product characteristics. Eli Lilly and Company 
Ltd. Electronic Medicines Compendium. Last updated 03/04/2013 

 
15. Vardenafil film-coated tablets (Levitra®) Summary of product characteristics. Bayer plc. 

Electronic Medicines Compendium. Last updated 06/06/2014 
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16.  Hatzimouratidis K, Eardley I, Giuliano F et al. Guidelines on male sexual dysfunction: Erectile 

dysfunction and premature ejaculation. European Association of Urology Guidelines Updated 
March 2015 

 
17.  British Society for Sexual Medicine.  Guidelines on the management of erectile dysfunction.  

Obstetrics, Gynaecology & Urology 2013.  
 
This assessment is based on data submitted by the applicant company up to and including 14 July 
2015. 
 
Drug prices are those available at the time the papers were issued to SMC for consideration. SMC is 
aware that for some hospital-only products national or local contracts may be in place for comparator 
products that can significantly reduce the acquisition cost to Health Boards. These contract prices are 
commercial in confidence and cannot be put in the public domain, including via the SMC Detailed 
Advice Document. Area Drug and Therapeutics Committees and NHS Boards are therefore asked to 
consider contract pricing when reviewing advice on medicines accepted by SMC. 
 
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. 
 
 
 
 
 
 


