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LAY SUMMARY 

 
Viagra Connect 50 mg film-coated tablets 

(sildenafil) 

 

This is a summary of the Public Assessment Report (PAR) for Viagra Connect 50 mg film-

coated tablets (PL 00165/0392; UK/H/6416/001/DC). It explains how Viagra Connect 50 mg 

film-coated tablets were assessed and their authorisation recommended, as well as the 

conditions of use. It is not intended to provide practical advice on how to use this product. 

The product will be referred to as Viagra Connect® throughout the remainder of this lay 

summary. 

 

For practical information about using Viagra Connect®, patients should read the package 

leaflet or contact their doctor or pharmacist. 

 

What is Viagra Connect® and what is it used for? 

Viagra Connect® is a ‘hybrid generic medicine’. This means that it is similar to a reference 

medicine already authorised in the European Union (EU) called Viagra (Pfizer Limited), 

containing the same active substance, but is authorised under a different legal classification 

(non-prescription) and has a maximum dose of 50 mg, that is taken once per day.  

 

Viagra Connect® is a treatment for adult men (aged 18 years and older) with erectile 

dysfunction (also known as impotence). This is when a man cannot get or keep an 

erection hard enough for satisfactory sexual activity. 

 

How does Viagra Connect® work?  

The active substance in Viagra Connect® is sildenafil. It belongs to a group of medicines 

called phosphodiesterase type 5 (PDE5) inhibitors. It works by relaxing the blood vessels in 

the penis, allowing blood to flow into the penis when the patient gets sexually excited, 

causing an erection. Viagra Connect® will only help achieve an erection in men who are 

sexually excited (stimulated). 

 

How is Viagra Connect® used? 

The patient should always take this medicine exactly as his/her doctor has advised. The 

patient should check with his/her doctor or pharmacist if unsure. The instructions for use are:  

 

¶ take one tablet, as needed, approximately 1 hour before sexual activity; 

¶ swallow the tablet whole with water; 

¶ do not take more than one tablet a day. 

 

An erection will not occur only by taking Viagra Connect®. This medicine will only help  

get an erection with sexual arousal. The patient and his partner should engage in foreplay 

just as the patient would if he were not taking a medicine for erectile dysfunction. 

 

The amount of time this medicine takes to work varies from person to person, but it 

normally takes between 30 to 60 minutes to work.  

 

If the patient feels that the effect of Viagra Connect® is too strong or too weak, he should  

talk to his pharmacist or doctor. 

 

Please read Section 3 of the package leaflet for detailed information on dosing 

recommendations, the route of administration, and the duration of treatment. 



PAR Viagra Connect 50 mg film-coated tablets UK/H/6416/001/DC 

 

 3 

 
  

 

 

This medicine can be obtained without a prescription.  

 
What benefits of Viagra Connect® have been shown in studies? 
It was concluded that, in accordance with EU requirements, Viagra Connect® has been 
shown to have the same quality and to be bioequivalent to Viagra, as the tablets are the same 
formulation. Therefore, the MHRA decided that, as for Viagra; the benefits are greater than 
the risks and recommended that Viagra Connect® can be approved for use.  
 
What are the possible side effects of Viagra Connect®? 
Because Viagra Connect® is a generic medicine, its possible side effects are taken as being 
the same as those of the reference medicine, Viagra. 
 
For the full list of all side effects reported with Viagra Connect®, see Section 4 of the 
package leaflet available on the MHRA website. 
 
 For the full list of restrictions, see the package leaflet. 
 
Why is Viagra Connect® approved? 
It was concluded that, in accordance with EU requirements, Viagra Connect® has been 
shown to have comparable quality and is considered bioequivalent to Viagra. Therefore, the 
MHRA decided that, for Viagra Connect®, the benefits are greater than the risks and 
recommended that it can be approved for use.  
 
What measures are being taken to ensure the safe and effective use of Viagra 
Connect®?  
A Risk Management Plan (RMP) has been developed to ensure that Viagra Connect® is used 
as safely as possible. Based on this plan, safety information has been included in the SmPC 
and the package leaflet for this product, including the appropriate precautions to be followed 
by healthcare professionals and patients.  
 
Known side effects are continuously monitored. Furthermore, new safety signals reported by 
patients and healthcare professionals will be monitored and reviewed continuously, as well. 
 
Other information about Viagra Connect® 
On 13 September 2017, Poland, Sweden and the UK agreed to grant a Marketing 
Authorisation for Viagra Connect®. Following a subsequent national phase, a Marketing 
Authorisation was granted on 28/11/2017 in the UK. 
  
During the procedure, Viagra Connect® was re-classified from a prescription only medicine 
to a pharmacy medicine; an annex following this report describes the reclassification in more 
detail.  
 
The full PAR for Viagra Connect® follows this summary.  
 
For more information about treatment with Viagra Connect®, read the package leaflet or 
contact your doctor or pharmacist. 
 
This summary was last updated in January 2018.  
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I INTRODUCTION 
Based on the review of the data on quality, safety and efficacy, the Reference Member State 
(RMS) and Concerned Member States (CMSs) considered that the application for Viagra 
Connect 50 mg film-coated tablets (PL 00165/0392; UK/H/6416/001/DC) could be approved.  
 
This is a decentralised abridged application submitted under Article 10(3) of Directive 
2001/83/EC, as amended, claiming to be a hybrid medicinal product of the reference product, 
Viagra, which was granted a Marketing Authorisation to Pfizer Limited on 14 September 
1998 following a centralised procedure.  
 
Viagra Connect 50 mg film-coated tablets is a pharmacy medicine (legal status P) containing 
the active substance sildenafil. 
 
Viagra Connect® is indicated in adult men with erectile dysfunction, which is the inability to 
achieve or maintain a penile erection sufficient for satisfactory sexual performance. In order 
for Viagra Connect® to be effective, sexual stimulation is required. 
 
The physiological mechanism responsible for erection of the penis involves the release of 

nitric oxide (NO) in the corpus cavernosum during sexual stimulation. Nitric oxide then 

activates the enzyme guanylate cyclase, which results in increased levels of cyclic guanosine 

monophosphate (cGMP), producing smooth muscle relaxation in the corpus cavernosum and 

allowing inflow of blood. 

 

Sildenafil is a potent and selective inhibitor of cGMP specific phosphodiesterase type 5 

(PDE5) in the corpus cavernosum, where PDE5 is responsible for degradation of cGMP. 

Sildenafil has a peripheral site of action on erections. Sildenafil has no direct relaxant effect 

on isolated human corpus cavernosum but potently enhances the relaxant effect of NO on this 

tissue. When the NO/cGMP pathway is activated, as occurs with sexual stimulation, 

inhibition of PDE5 by sildenafil results in increased corpus cavernosum levels of cGMP. 

Therefore, sexual stimulation is required in order for sildenafil to produce its intended 

beneficial pharmacological effects. 
 
No new non-clinical or clinical studies were conducted, which is acceptable given that the 
application was based on being a hybrid medicinal product of an originator product that has 
been licensed for over 10 years. The applicant has identified and presented data from three 
studies which investigated fixed doses of 25 mg 50 mg and 100 mg strengths of sildenafil 
from the original filing of Viagra, to support the efficacy of this non-prescription status 
product.  
 
The RMS has been assured that acceptable standards of Good Manufacturing Practice (GMP) 

are in place for this product type at all sites responsible for the manufacture, assembly and 

batch release of the product. 

 

For manufacturing sites within the Community, the RMS has accepted copies of current 

manufacturer authorisations issued by inspection services of the competent authorities as 

certification that acceptable standards of GMP are in place at those sites. 
 
A summary of the pharmacovigilance system and a detailed Risk Management Plan (RMP) 
have been provided with this application, and these are satisfactory. 
 
The United Kingdom acted as RMS and Poland and Sweden were the CMS. 
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All Member States agreed to grant a Market Authorisation for the above Viagra Connect 50 
mg film-coated tablets on 13 September 2017. Following a subsequent national phase, the 
UK granted a Market Authorisation (PL 00165/0392) for this product on 28/11/2017. 
 
II QUALITY ASPECTS 

II.1 Introduction  

Viagra Connect 50 mg film-coated tablets contain 50 mg of sildenafil as sildenafil citrate. 

Other ingredients consist of the pharmaceutical excipients: 

 

Tablet core: microcrystalline cellulose, calcium hydrogen phosphate (anhydrous), 

croscarmellose sodium, magnesium stearate 

 

Film coat: hypromellose, titanium dioxide (E171), lactose, triacetin, indigo carmine 

aluminium lake (E132) 

 

The finished product is packaged in PVC/aluminium foil blisters packed into in cartons of 2, 

4 or 8 tablets.  

 

Not all pack sizes may be marketed, however, the marketing authorisation holder has agreed 

to provide mock-ups of any pack size to the relevant regulatory authorities before marketing.   

 

All primary product packaging complies with the current requirements. Satisfactory 

specifications and Certificates of Analysis have been provided for all packaging components. 

 

II.2 DRUG SUBSTANCE 

Sildenafil citrate  

 

Chemical Name:  1-[4-ethoxy-3-(6,7-dihydro-1-methyl-7-oxo-3-propyl-1H-

pyrazolo[4,3-d]pyrimidin-5-yl)phenylsulphonyl]-4-methylpiperazine 

citrate 

Structure: 

 
 

Molecular Formula sildenafil citrate: C22H30N6O4S • C6H8O7   

 

Molecular Weight sildenafil citrate:  666.7 daltons 

 

Appearance:     White to off-white powder 

 

Solubility:   3.5 mg/mL water, 5.8 mg/mL 1M HCl, 42.3 mg/mL 

NaOH 
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Synthesis of the active substance from the designated starting materials has been adequately 

described and appropriate in-process controls and intermediate specifications are applied. 

Satisfactory specification tests are in place for all starting materials and reagents, and these 

are supported by relevant Certificates of Analysis. 

 

Appropriate proof-of-structure data have been supplied for the active substance. All potential 

known impurities have been identified and characterised.  

 

Appropriate specifications have been provided for the active substance. Analytical methods 

have been appropriately validated and are satisfactory for ensuring compliance with the 

relevant specifications. 

 

Satisfactory Certificates of Analysis have been provided for all working standards. Batch 

analysis data that comply with the proposed specification are provided. 

 

Suitable specifications have been provided for all packaging used. The primary packaging 

has been shown to comply with current guidelines concerning contact with foodstuff. 

 

Appropriate stability data have been generated supporting a suitable retest period when stored 

in the proposed packaging. 

 

II.3 DRUG PRODUCT 

Pharmaceutical development 

A satisfactory account of the pharmaceutical development has been provided. 

 

All excipients comply with their respective European Pharmacopoeia monographs, except for 

Indigo carmine aluminium lake (E132) which is controlled in line with its monograph in the 

French Pharmacopoeia.  

 

With the exception of lactose monohydrate none of the excipients used contain material of 

animal or human origin. The supplier of lactose monohydrate has confirmed that it is sourced 

from healthy animals under the same conditions as milk for human consumption.  

 

This product does not contain or consist of genetically modified organisms (GMO). 

 

Manufacture of the product 

A description and flow-chart of the manufacturing method has been provided. 

 

A satisfactory batch formula has been provided for the manufacture of the product, along 

with an appropriate account of the manufacturing process. The manufacturing process has 

been validated at commercial scale.  

 

Finished Product Specification 

The finished product specification is acceptable. Test methods have been described that have 

been adequately validated. Batch data that comply with the release specification have been 

provided. In-house working standards are used, which are compared to European 

Pharmacopoeia references, where available.  Representative Certificates of Analysis have 

been provided. 
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Stability 

Finished product stability studies have been conducted in accordance with current guidelines, 

using batches of the finished product stored in the packaging proposed for marketing. The 

data from these studies support a shelf life of 5 years for the unopened product, with the 

storage condition, “Do not store above 30oC” and “Store in the original package, in order to 

protect from moisture”.  

 

Post approval stability commitments to continue stability testing on batches of the finished 

product are not required, as the long-term stability data covers the shelf-life of the product.  

 

II.4  Discussion on chemical, pharmaceutical and biological aspects 

It is recommended that a Marketing Authorisation is granted for Viagra Connect 50 mg film-

coated tablets. 

 

III  NON-CLINICAL ASPECTS 

III.1 Introduction 

The pharmacodynamic, pharmacokinetic and toxicological properties of the active substance 

sildenafil are well-known. No new non-clinical data have been submitted for this application 

and none are required. An overview based on the literature review is, thus, appropriate. 

 

The applicant’s non-clinical expert report has been written by an appropriately qualified person 

and is satisfactory, providing an appropriate review of the relevant non-clinical pharmacology, 

pharmacokinetics and toxicology. 

 

III.2 Pharmacology 

No new pharmacology data were submitted and none are required for an application of this 

type. 

 

III.3 Pharmacokinetics 

No new pharmacokinetic data were submitted and none are required for an application of this 

type. 

 

III.4 Toxicology 

No new toxicology data were submitted and none are required for an application of this type. 

 

III.5 Environmental Risk Assessment 

Since this product will be used as a substitute for other products that are currently on the 

market, no increase in environmental exposure is anticipated. An Environmental Risk 

Assessment (ERA) is, therefore, not deemed necessary. The applicant has provided suitable 

information to verify that no increase in the exposure of the environment to the active 

ingredient is to be expected.   

 

III.6  Discussion on non-clinical aspects 

It is recommended that a Marketing Authorisation is granted for Viagra Connect 50 mg film-

coated tablets. 
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IV  CLINICAL ASPECTS 

IV.1 Introduction 
As a 10(3) hybrid application, in which the medicine is exactly the same as the reference, the efficacy 

is inferred from the reference product. To support the efficacy for the proposed non-prescription 

status, the applicant has identified and presented data from three studies (Studies 148-102, 148-364 

and 148-101/101B) which investigated fixed doses of 25 mg, 50 mg and 100 mg strengths of 

sildenafil from the original application for the reference product, Viagra.  

 

IV.2  Pharmacokinetics (PK)  
The pharmacokinetics of sildenafil is well established and known from the application for Viagra; the 

reference product for Viagra Connect® 50 mg film-coated tablets. A summary of the data from the 

reference application is supplied. The formulation of the Viagra Connect® 50 mg film-coated tablets 

and the reference are identical and therefore no bioequivalence or pharmacokinetic data is required. 

 
Absorption  

The absolute bioavailability of sildenafil was established in Study 148-208, an open-label, 

randomised, cross-over study where sildenafil was administered as single 50 mg oral or intravenous 

(IV) dose to 12 fasted subjects. Statistical analysis indicated an absolute oral bioavailability of 41% 

and showed that maximum observed plasma concentrations following oral dosing were approximately 

30% of those following IV administration. 

 

When administered orally sildenafil is rapidly absorbed, with maximum plasma concentrations (Cmax) 

occurring 0.5 to 2 hours after dosing across a range of sildenafil doses in most subjects. Proportional 

increases in exposure are seen with increasing sildenafil dose over the clinical dose range 25 mg to 

100 mg. 

 

Influence of food 

The effect of food on sildenafil PK was assessed in two open-label, randomized cross-over studies 

where sildenafil was administered under fed and fasted states as a 50 mg oral dose (Study 148-202 

[N=9]) or as a 100 mg oral dose using the commercial tablet (Study 148-227 [N=34]). Results from 

these studies show that when sildenafil was taken with a high fat meal, overall systemic exposure was 

slightly reduced and the rate of absorption is reduced with a mean delay in Tmax of 60 minutes and a 

mean reduction in Cmax of 29%.  

 

Distribution  

The mean steady state volume of distribution (Vd) for sildenafil is 105 L, indicating distribution into 

the tissues. After a single oral dose of 100 mg, the mean maximum total plasma concentration of 

sildenafil is approximately 440 ng/mL (CV 40%). Since sildenafil (and its major circulating N-

desmethyl metabolite) is 96% bound to plasma proteins, this results in the mean maximum free 

plasma concentration for sildenafil of 18 ng/mL (38 nM). Protein binding is independent of total drug 

concentrations. 

 

In healthy volunteers receiving sildenafil (100 mg single dose), less than 0.0002% (average 188 ng) of 

the administered dose was present in ejaculate 90 minutes after dosing. 

 

Excretion 

The total body clearance of sildenafil is 41 L/h with a resultant terminal phase half life of 3-5 h. After 

either oral or intravenous administration, sildenafil is excreted as metabolites predominantly in the 

faeces (approximately 80% of administered oral dose) and to a lesser extent in the urine 

(approximately 13% of administered oral dose). 

 

Metabolism 

The metabolism of sildenafil in humans results in the formation of a large number of metabolites, 

reflecting various combinations of up to 5 primary pathways of biotransformation, namely 

demethylation at either the N-methyl piperazine and/or N-methyl pyrazole moieties, oxidation of the 

piperazine ring, loss of a 2 carbon fragment from the piperazine ring and aliphatic hydroxylation. 
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Secondary pathways include multiple combinations of the primary pathways plus further oxidation 

and demethylation of the piperazine ring. 

  

The major circulatory metabolites after oral dosing were identified as UK-103,320, which was present 

at concentrations around 54% of those of the parent drug, and UK-150,564, which was present at 

concentrations around 25% of those of the parent drug. 

 

A major route of elimination is N-demethylation to UK-103,320 which is mediated by CYP isozymes; 

CYP2C9 (minor route) and CYP3A4 (major route).  The metabolite UK-103,320 is also a substrate 

for CYP. In vitro studies have demonstrated that UK-103,320 has around 50% of the potency of 

sildenafil as a PDE inhibitor. The major excretory metabolite, UK-150,564, has 10% of the potency of 

sildenafil as a PDE inhibitor. 

 

Pharmacokinetics of metabolites 

The major circulating metabolite results from N-demethylation of sildenafil. This metabolite has a 

phosphodiesterase selectivity profile similar to sildenafil and an in vitro potency for PDE5 

approximately 50% that of the parent drug. Plasma concentrations of this metabolite are 

approximately 40% of those seen for sildenafil. The N-desmethyl metabolite is further metabolised, 

with a terminal half -life of approximately 4 h. 

 

Impaired renal function 

An open-label non-randomised, parallel-group study (study 148-214) was conducted to determine the 

PK of sildenafil (single oral 50 mg capsule) in fasted subjects with varying degrees of renal function. 

Each subject was classified as having normal renal function (creatinine clearance [CLcr] >80 mL/min), 

mild renal impairment (CLcr 50-80 mL/min), moderate renal impairment (CLcr 30-49 mL/min) or 

severe renal impairment (CLcr <30 mL/min). Subjects in all 4 function groups were age and weight-

matched. Systemic exposure to drug and metabolite in the severe group was approximately twice that 

seen in normal healthy individuals. 

 

Impaired hepatic function 

An open-label non-randomised, parallel-group study was conducted comparing the PK of a single 50 

mg oral dose of sildenafil in subjects with chronic, stable hepatic cirrhosis with the PK in age and 

weight matched subjects with normal hepatic function (study 148-221). 

 

The apparent clearance for the cirrhotic subjects was 46% lower and systemic exposure to sildenafil 

approximately 85% greater than that observed in the age and weight-matched subjects. The mean Cmax 

was 47% higher in cirrhotic subjects and kel was also significantly reduced in the cirrhotic group, 

resulting in an increase in t½ of 1 hour compared with normal subjects. There was no significant 

difference in protein binding. The increase in the systemic exposure to the metabolite UK-103,320 was 

approximately twice that seen for the parent drug. The metabolite/parent drug AUC ratio in the cirrhotic 

subjects (71%) was greater than that seen in the normal subjects (52%). These results suggest that the 

elimination of the metabolite is affected by hepatic impairment to a greater extent than that of the parent 

drug. 

 

Gender 

When comparison of the PK data obtained in females was made with those obtained in males no 

clinically significant gender differences in sildenafil PK were noted.  To note also that the use of 

sildenafil in the non-prescription setting will only be for the indication of adult erectile dysfunction 

(ED), and as such it is not for use in women and this is stated in the Summary of Product 

Characteristics (SmPC).  

 

Race 

Four studies were conducted in healthy Japanese subjects. In these 4 studies, subjects received 

sildenafil doses from 10 to 150 mg. In general, the PK profile of sildenafil appeared similar in these 

Japanese subjects to that described in other studies that enrolled subjects in Europe and the United 

States. 
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Elderly 

A parallel group study investigated the effect of age on the PK of a single oral 50 mg dose of 

sildenafil in 15 elderly subjects (aged ≥65 years) and 15 younger subjects (aged 18-45 years) study 

148-001. Higher AUC and Cmax values were observed in the elderly group than in the young group. 

Plasma concentrations of the metabolite UK-103,320 were also significantly increased in the elderly, 

with concentrations approximately twice those observed in the young. 

 
Interactions  

Sildenafil metabolism is principally mediated by the CYP isoforms 3A4 (major route) and 2C9 

(minor route). In vitro studies in human liver microsomes with inhibitors of CYP3A4 demonstrated 

that ritonavir, itraconazole and ketoconazole potently inhibit the N-demethylation of sildenafil with 

50% inhibitive concentration (IC50) values of <0.05 µM. Indinavir (IC50 <1 µM), nelfinavir (IC50 

<1 µM), saquinavir (IC50 = 5 µM) and cimetidine(IC50 = 700 µM) were all shown to be less potent 

inhibitors of sildenafil metabolism.  

 

Clinical drug-drug interaction studies of sildenafil 50 mg or 100 mg with the CYP3A4 inhibitors 

cimetidine (Study 148-002), erythromycin (Study 148-234) and saquinavir (Study 148-239) 

demonstrated that the sildenafil Cmax and AUC increased after co-administration.  

 

Study (148-240) conducted with 100mg of sildenafil and ritonavir showed increase in sildenafil Cmax 

(3.9-fold) and AUC (10.5-fold). 

 

To investigate the potential for sildenafil to inhibit CYP2C9 mediated metabolism of other 

administered agents, drug-drug interaction studies were conducted for the use of sildenafil 50 mg with 

tolbutamide (Study 148-218) and warfarin (Study 148-219). It was concluded that a single 50 mg 

dose of sildenafil had no statistically significant effect on the PK of a single dose of 250 mg 

tolbutamide, and no effect on tolbutamide metabolism. It was also concluded that there is no clinically 

significant interaction between sildenafil 50 mg and warfarin with respect to bleeding time or 

prothrombin time. 

 

Nitrates  

Study 148-209 was a double-blind, randomised, crossover study to assess the effects of sildenafil on 

the haemodynamic responses to GTN in 10 healthy subjects. Sildenafil was administered orally as a 

25 mg dose, 3-times daily for 4 days, with a single morning dose on Day 5. Glyceryl trinitrate was 

given as an IV infusion on Day 4 (starting at 2.5 µg/min and doubling the dose every 5 minutes to a 

maximum of 40 µg/min) and sublingually on Day 5 (500 µg), while subjects were tilted, head-up at 

70° to the horizontal. 

 

Intravenous infusions were stopped or subjects were instructed to spit out the GTN tablet if 

symptomatic hypotension or a fall in blood pressure of 25 mmHg occurred. Subjects tolerated longer 

infusions of GTN whilst taking placebo than whilst taking sildenafil; the median time to end of the IV 

infusion was 13 minutes on placebo compared with 9 minutes on sildenafil. For sublingual GTN, 

11/12 subjects receiving sildenafil spat out the tablet after a median time of 4.5 minutes, compared 

with 4/12 subjects receiving placebo (median time not calculated). After administration of sildenafil 

with sublingual GTN, the mean maximum falls in systolic and diastolic blood pressure were 21 

mmHg and 6 mmHg, respectively, compared with 14 mmHg and 5 mmHg, respectively for subjects 

receiving placebo. 

 

Alpha Blockers 

3 randomised, double-blind, placebo controlled, crossover studies (148-242, A1481068 and 

A1481163) were conducted to investigate the haemodynamic effects of a single dose of sildenafil in 

male subjects with BPH who were stabilised on doxazosin therapy. Doxazosin was administered for 

at least 2 weeks at a dose of 4 mg or 8 mg once daily, before a single dose of sildenafil or matched 

placebo was administered, alongside continued doxozosin. The combination of sildenafil at doses of 

25 mg, 50 mg and 100 mg with doxazosin (4 mg or 8 mg) resulted in decreases in blood pressure and 

increases in pulse rate. 
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Amlodipine 

Study 148-225 was conducted to investigate the effects of sildenafil co-administered with amlodipine 

on the PK of amlodipine and on haemodynamic parameters, in 16 subjects with essential 

hypertension. In addition to their normal daily dose of amlodipine (5 or 10 mg), subjects received a 

single 100 mg dose of sildenafil or placebo. Blood pressure and pulse rate were measured at regular 

intervals up to 8 hours after dosing, and included orthostatic measurements, 2 minutes after standing 

from supine. There were statistically significant reductions in systolic and diastolic blood pressure in 

both standing and supine positions when sildenafil was administered with amlodipine versus 

amlodipine/placebo. 

 

Alcohol 

Study 148-217 investigated the haemodynamic effects of sildenafil when co-administered with 

alcohol. Subjects received single oral doses of sildenafil 50 mg alone, alcohol 0.5 g/kg alone and 

sildenafil and alcohol together. Blood pressure (supine or at a 70  tilt) and heart rate were measured 

pre-dose and every 15 minutes for 4 hours post-dose. In addition, the PK of alcohol and sildenafil 

were determined. There was a statistically significant difference between groups for the maximum 

decrease in supine diastolic blood pressure (-13.2 mmHg for sildenafil + alcohol; -9.7 mmHg for 

alcohol alone) and maximum decrease in tilted diastolic blood pressure (-17.2 mmHg for sildenafil + 

alcohol; -11.1 mmHg for alcohol alone). These differences in blood pressure between sildenafil and 

placebo were similar to the decreases in blood pressure observed when sildenafil was administered 

alone in healthy volunteers. Administration of sildenafil (50 mg) and alcohol (0.5 g/kg) together did 

not result in any statistically or clinically significant changes in the PK of sildenafil, UK-103,320 or 

alcohol. 

 

IV.3 Pharmacodynamics  
The pharmacodynamics of sildenafil are well established and known from the application for Viagra® 

which is referenced here. A summary from the reference application is supplied and is considered 

sufficient.  

 

Sildenafil is an oral therapy for erectile dysfunction. In the natural setting, i.e. with sexual stimulation, 

it restores impaired erectile function by increasing blood flow to the penis. 

 

The physiological mechanism responsible for erection of the penis involves the release of nitric oxide 

(NO) in the corpus cavernosum during sexual stimulation. Nitric oxide then activates the enzyme 

guanylate cyclase, which results in increased levels of cyclic guanosine monophosphate (cGMP), 

producing smooth muscle relaxation in the corpus cavernosum and allowing inflow of blood. 

Sildenafil is a potent and selective inhibitor of cGMP specific phosphodiesterase type 5 (PDE5) in the 

corpus cavernosum, where PDE5 is responsible for degradation of cGMP. Sildenafil has a peripheral 

site of action on erections. Sildenafil has no direct relaxant effect on isolated human corpus 

cavernosum but potently enhances the relaxant effect of NO on this tissue. When the NO/cGMP 

pathway is activated, as occurs with sexual stimulation, inhibition of PDE5 by sildenafil results in 

increased corpus cavernosum levels of cGMP. Therefore, sexual stimulation is required in order for 

sildenafil to produce its intended beneficial pharmacological effects. 

 

Primary pharmacology  

Studies in vitro have shown that sildenafil is selective for PDE5, which is involved in the erection 

process. Its effect is more potent on PDE5 than on other known phosphodiesterases. There is a 10-

fold selectivity over PDE6 which is involved in the phototransduction pathway in the retina. At 100 

mg doses, there is an 80-fold selectivity over PDE1, and over 700-fold over PDE 2, 3, 4, 7, 8, 9, 10 

and 11. In particular, sildenafil has greater than 4,000-fold selectivity for PDE5 over PDE3, the 

cAMP-specific phosphodiesterase isoform involved in the control of cardiac contractility. 

 

Secondary pharmacology  

Sildenafil causes mild and transient decreases in blood pressure which, in the majority of cases, do not 

translate into clinical effects. The mean maximum decrease in supine systolic blood pressure following 
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100 mg oral dosing of sildenafil was 8.4 mmHg. The corresponding change in supine diastolic blood 

pressure was 5.5 mmHg. These decreases in blood pressure are consistent with the vasodilatory effects 

of sildenafil, probably due to increased cGMP levels in vascular smooth muscle. Single oral doses of 

sildenafil up to 100 mg in healthy volunteers produced no clinically relevant effects on ECG. 

 

IV.4 Clinical Efficacy  
No new clinical studies were conducted for this 10(3) hybrid application. As the formulation is 

identical to that of the reference product, bridging to the efficacy data of the reference is accepted.  

 

A broad range of doses of sildenafil (from 5 to 200 mg) were investigated in the Phase II/III clinical 

programmes as part of the original MAA for sildenafil in the treatment of male ED. To support this 

application for use in the OTC setting, three studies (Studies 148-102, 148-364 and 148-101/101B) 

which investigated fixed doses of 25 mg, 50 mg, and 100 mg (taken as required prior to sexual 

activity) have been identified as pivotal for this application by the applicant as they were conducted as 

fixed dose studies.  These studies are discussed below.  

 

Methods 

The three studies were double-blind, placebo-controlled with the double-blind phase lasting at least 8 

weeks. Patients were randomised to fixed doses of 5 mg (148-101/101B only), 25 mg, 50 mg, 100 

mg, or placebo. 

 

Males aged 18 years or older, in a stable heterosexual relationship with a primary clinical diagnosis of 

ED for at least 6 months duration were recruited into the studies. With erectile dysfunction defined as 

the inability to attain and/or maintain a penile erection sufficient for satisfactory sexual performance 

 

Study 148-102 

 

Study Design: 

A randomised, double blind, placebo controlled, parallel group, fixed dose, multicentre study. Visits 

occurred at Weeks -4, 0, 2, 4, 8, 12, 16, 20 and 24 covering a four week no treatment run-in period 

and 24 weeks of double blind, taken as required (prn) treatment. 

 

Treatments 

Sildenafil and placebo were to be supplied as tablets for oral administration using a double dummy 

technique. Each subject was to be given a randomisation number on entry into the treatment phase at 

Visit 2. The investigator was to provide the subject with tablets in blister packs bearing the 

corresponding randomisation number. Tablets containing 25 or 50mg of sildenafil or matching placebo 

were to be used 

Outcomes/endpoints 

Primary efficacy variables 

The mean responses of subjects in each of the treatment groups to Questions 3 and 4 of the subject 

International Index of Erectile Function (IIEF) a rating of ability to penetrate partner and maintain 

erection after penetration.  

 

Secondary efficacy variable  

The proportion of subjects whose erections improved based on subject responses to the IIEF 

(excluding Questions 3 and 4), responses to questions on the partner questionnaire, responses to 

questions on the event log, the global assessment question, responses to questions on the QoL 

questionnaire and time to discontinuation from the study due to lack of efficacy, due to treatment 

related adverse events or laboratory abnormalities and due to all causes. 

 

Efficacy was assessed by the International Index of Erectile Function (IIEF) sexual function 

questionnaire, optional partner questionnaire, the event logs of erectile function, the global efficacy 

assessment question, the quality of life questionnaire (QoL) and the time to discontinuation data. 
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Sample size 

A sample size of 93 subjects for each treatment group was calculated as being required to achieve a 

power of approximately 80% to detect a difference between the placebo and the sildenafil groups. 

Assuming a 50% drop-out rate for those subjects on placebo (mainly due to lack of efficacy) and a 

10% drop-out rate for those subjects in each sildenafil group, the required randomisation ratio of 

placebo subjects to sildenafil subjects was 2:1. Thus, enrolment of 500 subjects (200 in the placebo 

group and 100 in each of the sildenafil groups) was deemed to be sufficient to detect the specified 

treatment difference with a power of approximately 80%. 

 

Randomisation 

Each subject was given a randomisation number on entry into the treatment phase at Visit 2. The 

investigator provided the subject with tablets in blister packs bearing the corresponding randomisation 

number.  

 

Blinding (masking) 

Sildenafil and placebo were to be supplied as tablets for oral administration using a double dummy 

technique. 

 

Statistical methods 

The responses to questions in the IIEF, partner questionnaire and QoL questionnaire were analysed 

using analysis of covariance including terms for treatment, centre effect, baseline effect and treatment 

by baseline and treatment by centre interactions. The proportion of successful attempts at sexual 

intercourse and the response to the global assessment question were analysed using logistic regression 

including terms for treatment, centre effect and baseline effect.  

 

Two groups of subjects were used in the analyses. Intent to treat (ITT) analyses were performed on all 

primary and secondary efficacy variables and included all subjects who had a baseline measurement 

and at least one measurement after the start of treatment. The last observation carried forward (LOCF) 

algorithm was used to select data such that missing Week 12 and Week 24 data were replaced by 

values from the last available assessment during treatment prior to the respective assessment. 

 

An evaluable completer subset (referred to in this report as “evaluable subset”) was defined prior to 

breaking the blind for analysis. Selection for the evaluable subset restricted entry to those who had 

completed up to and including the Week 12 assessment (or if they had not completed but had efficacy 

measurements within the pre-defined time window) and who had not committed a major protocol 

violation. Evaluable subset analyses were only performed on the primary efficacy variable data 

collected at Week 12 (defined as between Days 72 and 99 inclusive, Day 1 being the first day of 

dosing and Day 85 the target day specified). 

 

Outcomes and estimation 

Mean scores for subjects responding to IIEF Question 3 on frequency of penetration at Week 12 and 

Week 24 (rated on a five point scale with 1 the worst response and 5 the best; “Did not attempt sexual 

intercourse” was scored as 0) are presented in the following table. LS mean is the least squares mean 

derived from the ANCOVA: 

 

 
 

Mean scores for subjects responding to IIEF Question 4 on ability to maintain erection at Week 12 

and Week 24 (rated on a five-point scale with 1 the worst response and 5 the best; “Did not attempt 
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sexual intercourse” was scored as 0) are presented in the following table. LS mean is the least squares 

mean derived from the ANCOVA: 

 

 
 

The ITT and evaluable subset analyses showed a statistically significant treatment effect, with 

frequency of maintained erection increasing and frequency of penetration also increasing with higher 

doses of sildenafil. The difference between the treatment groups was statistically significant with 

frequency of maintained erection increasing with increased dose of sildenafil as shown in the tables 

below. 
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Secondary Efficacy Variables 

 

Study 148-364   

At the Week 12 endpoint (last observation for the ITT analysis and Visit 5 for the evaluable subset 

analysis) the raw and least square mean responses to Question 3 (derived from ANCOVA) (frequency 

of penetration) were as follows: 

 

 

 

At the Week 12 endpoint (last observation for the ITT analysis and Visit 5 for the evaluable subset 

analysis) the raw and least square mean responses to Question 4(derived from ANCOVA)  (ability to 

maintain erection) were as follows: 

 

 

 

The ITT and evaluable subset analyses showed a highly statistically significant treatment effect, with 

sildenafil subjects showing the greater improvement. The frequency of penetration increased with 

increasing dose of sildenafil. In addition, the ability to maintain an erection increased with increasing 

dose of sildenafil. 
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Study 148-101/101B 

Study design 

A randomised, double blind, placebo controlled, parallel group, fixed dose, multicentre, dose-response 

study of sildenafil oral capsules (5, 25, 50 and 100mg) taken as required (prn) over an initial eight-week 

period (Protocol 148-101). 

 

Outcomes/endpoints  

Primary efficacy endpoint 

The ability of the subject to get an erection during sexual activity, as assessed by the response to 

Question 1 of the SFQ. 

 

Secondary efficacy endpoints  

The responses to all the other questions of the SFQ, to Questions A and B of the global assessment, to 

both questions in the partner questionnaire and to questions in the event log, and the time to 

discontinuation from the study due to lack of efficacy, due to adverse events or laboratory 

abnormalities and due to all causes. 

 

Outcomes and estimation  

At Week 8 (last observation for the ITT analysis and Visit 5 for the evaluable subset analysis) and 

Week 24 (last observation up to and including Visit 9), the raw mean and least square (LS) mean 

(derived from ANCOVA) responses to Question 1 (ability to get an erection during sexual activity) 

were as follows: 
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Secondary efficacy variables  

At the Week 8 and Week 24 endpoints, the observed percentages of subjects who said that treatment 

had improved their erections (Question A) were as follows: 

 

 

 

IV.5 Clinical Safety  
Since this is a 10(3) hybrid application, safety is inferred from the reference product. In this case the 

medicine in the application is identical to the reference. Therefore, the safety summary is a collated 

review of safety information from Pfizer’s experience with sildenafil from MAA approval to date, 

drawn from clinical studies, and post-marketing experience data from patients with ED. 

 

A total of 397 subjects received sildenafil 25 mg, 403 subjects received sildenafil 50 mg, 316 subjects 

received sildenafil 100 mg, and 521 subjects received placebo. Median duration of treatment was 

similar in the sildenafil 25 mg, sildenafil 50 mg, and placebo groups (86 to 90 days) but was longer in 

the sildenafil 100 mg group (163 days). 

 

Overall, 9668 subjects received a dose of sildenafil and 7343 subjects received placebo. 

Duration of treatment ranged between 1 day and 352 days in subjects who received sildenafil, and 

between 1 day and 293 days in subjects who received placebo. Median duration of treatment was 

longer in subjects who received sildenafil (75 days in the any sildenafil group,76 days in subjects who 

received sildenafil in flexible-dose studies) than in subjects who received placebo (63 days). 

 

Adverse events (AEs) 

The proportion of subjects reporting 1 or more AEs of any causality in the 50 mg fixed-dose study 

pool was 45.1% in subjects who received placebo; this was higher in subjects who received sildenafil 

(≤ 75.9%). The proportion of subjects reporting any treatment-related AEs was lowest in subjects who 

received placebo (8.6%), and was up to 45.6% in subjects who received sildenafil. 

 

The proportion of subjects who received sildenafil and who experienced any AEs that were 

considered treatment-related increased with increasing dose of sildenafil (25.4% in the sildenafil 25 

mg group, 33.7% in the sildenafil 50 mg group, and 45.6% in the sildenafil 100 mg group). The most 

common AEs of any causality were headache (≤20.9% sildenafil; 5.6% placebo), flushing (≤15.2% 

sildenafil; 0.8% placebo), and dyspepsia (≤12.7% sildenafil; 1.0% placebo). 
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The most common treatment-related AEs were headache (≤16.5% sildenafil; 3.3% placebo), flushing 

(≤14.9% sildenafil; 0.6% placebo), dyspepsia (≤6.6% sildenafil; 0.4% placebo), dizziness (≤3.8% 

sildenafil; 0.6% placebo), and nasal congestion (≤2.2% sildenafil; 0% placebo). 

 

The highest frequencies of treatment-related AEs mostly occurred with sildenafil 100 mg. Treatment-

related AEs that occurred most frequently at lower doses of sildenafil occurred in ≤1.5% subjects. 

 

Serious adverse events  

A total of 32 severe AEs were reported by 4.8% of subjects in the placebo group, 26 severe AEs were 

reported by 5.5% of subjects in the sildenafil 25 mg group, 40 severe AEs by 7.7% of subjects in the 

sildenafil 50 mg group, and 31 severe AEs by 7.3% of subjects in the sildenafil 100 mg group. The 

most common severe AE was headache: 4 events in the sildenafil 25 mg group, and 7 events in both 

the sildenafil 50 mg and sildenafil 100 mg groups. 

 

The most common severe treatment-related AEs were headache (2 events sildenafil 25 mg, 4 events 

sildenafil 50 mg, and 5 events sildenafil 100 mg), and flushing (0 events placebo; 0 events sildenafil 

25 mg, 1 event sildenafil 50 mg, and 2 events sildenafil 100 mg). 

 

Deaths  

¶ Of the 9668 subjects who were exposed to any dose of sildenafil, 2 subjects died: 1 subject with a 

history of coronary artery disease died of a myocardial infarction 13 days after starting a fixed-

dose of sildenafil 100 mg, and 1 subject died following an accident at work 30 days after flexible 

dosing with sildenafil 100 mg. 

¶ In addition, of the 7343 subjects who received placebo, 1 subject with a history of coronary artery 

disease died of a myocardial infarction. 

 

Adverse events of special interest 

Cardiovascular Adverse Events in the overall database of 75 studies 

ED can be associated with a number of conditions associated with cardiovascular disease, including 

hypertension and hypercholesterolaemia, and also with diabetes mellitus or cardiovascular disease. 

Therefore, cardiovascular AEs in the 75 DB PC study pool were analysed by subjects with and 

without cardiovascular risk factors at baseline. 

 

More than 50% of subjects in the analysis pool had cardiovascular risk factors at baseline (5242/9668 

subjects on any dose of sildenafil and 4262/7343 of subjects on placebo). The frequency of subjects 

with cardiovascular AEs was slightly higher in subjects with cardiovascular risks than in subjects 

without cardiovascular risks, however, the frequencies were similar in subjects who received 

sildenafil and placebo: 2.4% and 2.3% of subjects who received sildenafil and placebo, respectively, 

with cardiovascular risk; 0.9% and 1.1% of subjects who received sildenafil and placebo, 

respectively, without cardiovascular risk. 

 

The most common all-causality cardiovascular AEs in subjects with cardiovascular risk factors at 

baseline were reported with similar frequency in subjects who received sildenafil and placebo. The 

most frequently reported preferred terms for cardiovascular AEs in subjects with cardiovascular risk 

factors at baseline were: blood pressure increased (0.3% on any dose of sildenafil; 0.3% placebo), 

hypertension (1.0% on any dose of sildenafil; 1.1% placebo), angina pectoris (0.2% on any dose of 

sildenafil; <0.1% placebo), and atrial fibrillation (<0.1% on any dose of sildenafil; 0.1% placebo). 

 

All-causality cardiovascular AEs were mostly mild or moderate. Although cardiovascular AEs 

occurred with similar frequency in subjects with cardiovascular risk factors who received sildenafil 

(2.6%) and placebo (2.4%), there were more severe cardiovascular AEs in subjects with 

cardiovascular risk factors who received sildenafil (30 events) than in those who received placebo. 

However, none of the severe cardiovascular AEs in subjects with cardiovascular risk factors who 

received sildenafil were considered treatment related.   

 

Bleeding Disorders 
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The frequency of subjects with bleeding AEs was similar in subjects who received sildenafil (1.1%) 

and placebo (0.6%). There were no clear indications of an effect of dose of sildenafil on the frequency 

of subjects with bleeding AEs: 0.7% of subjects in the sildenafil 25 mg group, 1.9% of subjects in the 

sildenafil 50 mg group, and 1.3% of subjects in the sildenafil 100 mg group. The most common all-

causality bleeding AEs were reported with slightly higher frequency in subjects who received 

sildenafil compared with those who received placebo. The most frequently reported AEs were: 

epistaxis (0.3% any sildenafil; <0.1% placebo) and haematuria (0.1% any sildenafil; <0.1% placebo). 

 

Erection Adverse Events 

The frequency of erection AEs was low. There were 12 subjects (0.1%) who received sildenafil and 1 

subject (<0.1%) who received placebo with erection AEs but none of these AEs were cases of 

priapism. 

 

The preferred terms for all-causality erection AEs were: erection increased (9 subjects, <0.1% any 

sildenafil; 0 subjects placebo) and painful erection (3 subjects, <0.1% any sildenafil; 1 subject, <0.1% 

placebo). 

 

Selected Visual Adverse Events Including Non-Arteritic Anterior Optic Ischemic Neuropathy 

The frequency of selected visual AEs was low. There were 8 subjects (<0.1%) who received sildenafil 

and 3 subjects (<0.1%) who received placebo with selected visual AEs. 

 

The visual AEs were: visual acuity reduced (4 subjects, <0.1% on any dose of sildenafil; 3 subjects, 

<0.1% placebo), visual field defect (3 subjects, <0.1% on any dose of sildenafil; 0 subjects placebo), 

and blindness (1 subject, <0.1% on any dose of sildenafil; 0 subjects placebo). 

 

Eye Haemorrhage 

The frequency of eye haemorrhage AEs was low. There were 13 subjects (0.1%) who received 

sildenafil and 6 subjects (<0.1%) who received placebo with eye haemorrhage AEs. The most 

common eye haemorrhage AEs were: retinal haemorrhage (5 subjects, <0.1% on any dose of 

sildenafil; 0 subjects placebo), conjunctival haemorrhage (4 subjects, <0.1% on any dose of sildenafil; 

3 subjects, <0.1% placebo), and eye haemorrhage (1 subject, <0.1% on any dose of sildenafil; 2 

subjects, <0.1% placebo). 

 

Sudden Hearing Loss 

Cases of sudden decrease or loss of hearing have been reported post-marketing in temporal 

association with the use of PDE-5 inhibitors, including sildenafil. In some of the cases, medical 

conditions and other factors were reported that may have also played a role in the otologic AEs. 

The frequency of selected auditory AEs was low but was higher in subjects who received sildenafil 

(22 subjects [including 18 subjects with tinnitus], 0.2%) than in subjects who received placebo (2 

subjects, <0.1%). 

 

The most common auditory AEs was tinnitus: 18 subjects, 0.2% any sildenafil; 2 subjects, <0.1% 

placebo. The other selected auditory AEs (deafness, deafness unilateral, hypoacusis, and barotitis 

media) were each reported by 1 subject who received sildenafil. 

 

Laboratory findings  
All-causality investigations AEs were reported with similar frequency in subjects who received 

sildenafil (1.9%) and placebo (1.4%) in the overall database of 75 studies. Investigations AEs were 

considered to be treatment-related in 0.8% of subjects who received sildenafil and 0.5% of subjects 

who received placebo. The most common treatment-related AEs were: blood creatine phosphokinase 

increased (14 subjects, 0.1% sildenafil; 5 subjects, <0.1% placebo), and heart rate increased (2 

subjects, <0.1% sildenafil; 16 subjects, 0.2% placebo. 

 

Safety in special populations 

 
Age 
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There was no indication of a differential effect of sildenafil compared with placebo by age category. 

In subjects who received placebo, the frequency of subjects with AEs increased with increasing age 

category: 40.0% of subjects aged 18 to ≤44 years; 45.0% of subjects aged 45 to ≤64 years; and 48.8% 

of subjects aged ≥65 years. 

 

 

Race 

The most frequently reported preferred terms for all-causality AEs in white and other race subjects 

who received any dose of sildenafil in fixed and flexible-dose studies were headache (14.9% and 

15.0%, respectively), flushing (9.9% and 8.8%, respectively), and dyspepsia (5.9% and 3.6%, 

respectively). In black subjects, the most common preferred term for all causality AEs was also 

headache (12.0%), but the next most common AE was dyspepsia, which was reported in 2.7% of 

black subjects; flushing was reported by 1.5% of black subjects who received any sildenafil. Asian 

subjects had a different order of frequency of the most common AEs in subjects who received any 

sildenafil compared with white, black and other race subjects: flushing (10.4%), headache (8.3%) and 

dizziness. 

 

Renal Disease 

Approximately 1% of subjects in the analysis pool had renal disease (107/9668 subjects on any dose 

of sildenafil; 86/7343 subjects placebo). The frequency of subjects with renal disease and AEs was 

higher in subjects who received sildenafil (57.0%) than in subjects who received placebo (47.7%).  

The most frequently reported adverse events in subjects with renal disease were: headache (13.1% on 

any dose of sildenafil; 4.7% placebo), flushing (13.1% on any dose of sildenafil; 3.5% placebo), and 

dyspepsia (5.6% on any dose of sildenafil; 1.2% placebo). 

 

The frequencies of subjects with renal disease and treatment-related AEs were 34.6% of subjects who 

received sildenafil and 12.8% of subjects who received placebo. All-causality AEs in subjects with 

renal disease were mostly mild or moderate. Of the 107 subjects with renal disease who received 

sildenafil, 10 subjects (9.3%) reported a total of 12 severe AEs compared with 3 of 86 subjects (3.5%) 

with renal disease who received placebo and reported a total of 3 severe AEs. 

 

Serious Adverse Events (SAEs) were reported for 7 subjects (6.5%) with renal disease who received 

sildenafil and 2 subjects (2.3%) who received placebo. The SAEs were all single reports. For subjects 

with renal disease who received sildenafil, the SAEs were: abdominal pain, small intestinal 

obstruction, osteomyelitis, scrotal abscess, syncope, pulmonary oedema, and arteriosclerosis. 

 

The SAEs in subjects with renal disease who received placebo were: cardiac failure congestive, and 

renal failure. In conclusion, among those with renal disease, the frequency of AEs was 57.0% in 

subjects who received sildenafil and 47.7% in subjects who received placebo. It would appear 

therefore that subjects with renal disease were more likely to experience AEs than subjects without 

renal disease. However, the most frequently reported preferred terms (headache, flushing, and 

dyspepsia) were consistent with the known adverse effects of sildenafil. Subjects with renal disease 

discontinued sildenafil and placebo with similar frequency. 

 

Hepatic disease  

The most common all-causality AE in subjects with hepatic disease was reported with similar 

frequency in subjects who received sildenafil and placebo: headache was reported by 5 subjects 

(13.2%) with hepatic disease who received sildenafil and by 2 subjects (11.1%) who received 

placebo. The greatest difference between sildenafil and placebo treatments in subjects with hepatic 

disease was for the preferred term flushing (7.9% any sildenafil; 0% placebo). Overall, the of subjects 

with hepatic disease in the 75 DB PC study pool was small (38 subjects any sildenafil; 18 subjects 

placebo). However, within this small subgroup, there were no indications of a difference between 

sildenafil and placebo in the frequency, intensity or outcome of AEs. 

 

Safety related to drug-drug interactions and other interactions 
Alpha-Blockers 
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Approximately 6% of subjects in the analysis pool were taking concomitant alpha-blockers (579/9668 

subjects on any dose of sildenafil; 540/7343 of subjects on placebo). The frequency of subjects who 

received any dose of sildenafil with concomitant alpha-blockers and reported AEs was 47.3%, 

The most common AEs in subjects with concomitant alpha-blockers were: headache (9.3% any 

sildenafil; 2.4% placebo), flushing (6.4% on any dose of sildenafil; 1.1% on placebo) and dyspepsia 

(4.0% on any dose of sildenafil; 0.7% placebo. 

 

There were no indications of an increase overall in symptomatic hypotension in subjects with ED and 

concomitant sildenafil and alpha-blocker administration. Syncope was reported by 0.2% of subjects 

with concomitant alpha-blockers who received sildenafil in any fixed or flexible-dose studies, and by 

0.4% of subjects who received placebo. The frequency of subjects with syncope overall was <0.1% 

both in subjects who received sildenafil and in subjects who received placebo. Twenty (3.5%) 

subjects with concomitant alpha-blockers who received sildenafil reported a total of 23 severe AEs; 

20 subjects (3.7%) with concomitant alpha-blockers who received placebo reported a total of 25 

severe AEs. 
 

Severe, treatment-related AEs of cerebrovascular accident, dry mouth, and syncope, were reported in 

subjects with concomitant alpha-blockers who received sildenafil; severe, treatment-related AE of 

myocardial infarction, and headache were reported in subjects with concomitant alpha blockers who 

received placebo. SAEs were reported for 13 subjects (2.2%) with concomitant alpha-blockers who 

received sildenafil and 8 subjects (1.5%) who received placebo. The SAEs in the subjects with 

concomitant alpha-blockers who received sildenafil were: cardiac arrest (2 subjects, 0.3%), and 

angina pectoris, pericarditis, unilateral deafness, respiratory tract infection, musculoskeletal chest 

pain, cerebrovascular accident, reversible ischaemic neurological defect, syncope, bladder 

obstruction, haematuria, urinary retention, and bronchospasm (1 subject, 0.2%, for each SAE). The 

SAEs in the subjects with concomitant alpha-blockers who received placebo were: myocardial 

infarction (3 subjects, 0.6%), and ventricular tachycardia, fluid overload, aortic aneurysm, deep vein 

thrombosis, colitis, neck pain, and migraine with aura (1 subject, 0.2% for each SAE). 

 

Nitrates 

Consistent with its known effects on the nitric oxide/cGMP pathway, sildenafil has been shown to 

potentiate the hypotensive effects of nitrates. Therefore, chronic administration of nitrates was an 

exclusion criterion in all sildenafil Phase 2 and Phase 3 studies, and co-administration of sildenafil 

with nitric oxide donors (such as amyl nitrate) or nitrates in any form is a contraindication to 

treatment with prescription sildenafil one subject had moderate presyncope while taking sildenafil 50 

mg on Day 7 of a flexible-dose study. Sildenafil was stopped temporarily and treatment given. 

 

CYP3A4 Inhibitors 

Sildenafil metabolism is principally mediated by the cytochrome (CYP) P450 isoforms 3A4 (major 

route) and 2C9 (minor route). 

 

Approximately 4% of subjects in the analysis pool were taking concomitant CYP3A4 inhibitors 

(399/9668 subjects on any dose of sildenafil; 345/7343 of subjects on placebo). The frequency of 

subjects with concomitant CYP3A4 inhibitors and AEs in the any sildenafil group was 68.4%, which 

is higher than in the full 75 DB PC who received sildenafil. 

 

The most common all-causality AEs in subjects with concomitant CYP3A4 inhibitors were: headache 

(15.5% any sildenafil; 3.8% placebo), flushing (11.3% on any dose of sildenafil; 1.2% of subjects on 

placebo), and dyspepsia (7.8% on any dose of sildenafil; 1.4% on placebo.  Therefore, the most 

common all-causality AEs in subjects with concomitant CYP3A4 inhibitors who received sildenafil in 

any fixed or flexible-dose studies were the same as in all subjects in the full 75 DB PC who received 

sildenafil (Table 13), although the frequencies were higher in subjects taking concomitant sildenafil 

and CYP3A4 inhibitors. 

 

Discontinuation due to AES 
A total of 90 AEs of any causality were reported in the 50 mg fixed-dose study pool: 20 AEs led to 

discontinuation of 17 subjects (3.3%) from the placebo group; 18 AEs led to discontinuation of 10 

subjects (2.5%) from the sildenafil 25 mg group; 31 AEs led to discontinuation of 14 subjects (3.5%) 
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from the sildenafil 50 mg group; and 21 AEs led to discontinuation of 12 subjects (3.8%) from the 

sildenafil 100 mg group. 

 

A total of 261 all-causality AEs led to discontinuation of 170 subjects (1.8%) from any dose of 

sildenafil, compared with 117 all-causality AEs that led to discontinuation of 89 subjects (1.2%) from 

placebo. The most frequently reported AEs that led to discontinuation were nervous system disorders. 

The most common all-causality AE (by preferred term) that led to discontinuation was headache (43 

subjects, 0.4% any dose of sildenafil; 9 subjects, 0.1% placebo). There were no other individual AEs 

(preferred terms) that led to discontinuation of ≥ 0.1% subjects who received any dose of sildenafil or 

placebo. Other common AEs (4 or more subjects) that led to discontinuation from sildenafil were: 

dyspepsia (13 subjects any sildenafil; 1 subject placebo); nausea (10 subjects any sildenafil; 4 subjects 

placebo); vomiting (6 subjects any sildenafil; 1 subject placebo); cerebrovascular accident (5 subjects 

any sildenafil; 0 subjects placebo); flushing (6 subjects any sildenafil; 2 subjects placebo); dizziness 

(4 subjects any sildenafil; 3 subjects placebo); acute myocardial infarction (4 subjects any sildenafil; 

2 subjects placebo); abdominal pain upper (4 subjects any sildenafil; 1 subject placebo); and 

abdominal pain, chromatopsia, fatigue, nasal congestion, and pain in extremity (4 subjects any 

sildenafil; 0 subjects placebo for each AE). 

 

The most common treatment-related AEs that led to discontinuation were headache (42 subjects, 

0.4% any sildenafil; 8 subjects, 0.1% placebo), and dyspepsia (12 subjects, 0.1% any sildenafil; 1 

subject, <0.1% placebo). All other treatment-related AEs that led to discontinuation occurred at a 

frequency of <0.1% both in subjects who received any dose of sildenafil and in subjects who received 

placebo. 

 

Post marketing experience 
It is estimated that nearly 44 million patients were exposed to prescription Viagra worldwide since 

October 2003 through 15 December 2015. During this period it is estimated that the total number of 

prescriptions written were: 2,812,893 for 25 mg dose; 19,134,182 for 50 mg dose; 20,381,453 for 100 

mg dose. The prescriptions for the 50 mg and 100 mg dose were each written nearly 7 times more 

often than for the 25 mg dose. 

 

Overall, the most frequently reported preferred terms in the post-marketing dataset (≥ 2% occurrence) 

were: drug ineffective (33.7%), headache (8.9%), flushing (5.7%), erectile dysfunction (4.7%), 

erection increased (4.2%), drug effect incomplete (2.9%), dizziness (2.4%), nasal congestion (2.2%), 

and drug effect decreased (2.2%). 

 

No cardiac preferred terms had a reporting proportion ≥ 2%. Cardiac preferred terms with a reporting 

proportion of ≥ 1% overall were: myocardial infarction (1.8%) and palpitations (1.0%). The reporting 

proportion for myocardial infarction and palpitations, respectively, was similar between dose groups 

(25 mg 1.3% and 1.7%), 50 mg (1.7% and 1.5%), 100 mg (1.2% and 0.7%), and were reflective of the 

overall reporting proportion (1.8% and 1.0%, respectively). Overall, the reporting proportion of all 

non-cardiovascular AEs in the 3 dose groups was similar and reflective of the total dose group. These 

AEs were either labelled or consistent with labelled AEs in the SmPC. 

 

Overall conclusion on safety and efficacy 

As a 10(3) hybrid application, in which the medicine is exactly the same as the reference, the efficacy 

is inferred from the reference. To support the efficacy for the proposed non-prescription status, the 

applicant has identified and presented data from three studies (Studies 148-102, 148-364 and 148-

101/101B) which investigated fixed doses of 25mg, 50mg and 100mg strengths of sildenafil from the 

initial application of Viagra.  

 

These studies were double-blind, placebo controlled in which males aged 18 years and above with a 

diagnosis of erectile dysfunction (of broad spectrum aetiology) for at least 6 month duration were 

recruited.  

 

The primary efficacy endpoint for studies 148-102 and 148-364 was subject response scores to 

questions 3 and 4 of the IIEF (frequency of penetration and frequency of maintained erection after 
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penetration). For study 148-101/101B, the sexual function questionnaire was used. Both the IIEF and 

SFQ have been widely used in clinical studies and recognised as a useful aid for the diagnosis of 

erectile dysfunction and therefore considered appropriate.  

 

The secondary endpoints included responses to the other questions of the IIEF; assessment of the 

domains of erectile and orgasmic function, sexual desire, intercourse satisfaction, overall sexual 

satisfaction and a global efficacy assessment question.  

 

Generally, all the doses of sildenafil were demonstrated to be significantly better when compared to 

placebo in terms the primary endpoint questions 3 and 4 of the IIEF (frequency of penetration and 

frequency of maintained erection after penetration) at week 12 for studies 148-102, 148-364 and for 

the equivalent question from the SFQ for study 148-101/101B at week 8.  Efficacy was maintained at 

week 24 for studies 148-102 and 148-101/101B.  An increased dose response was demonstrated for 

both questions 3 and 4 of the IIEF. The results of the secondary efficacy endpoints were also 

significantly better than placebo.  

 

In terms of safety, it is considered that the safety profile of sildenafil is generally well characterised, 

overall, there is no significant safety concern with regards to sildenafil that are not already well 

documented. 

 

In conclusion, the data from three studies (Studies 148-102, 148-364 and 148-101/101B) which 

investigated fixed doses of 25mg, 50mg and 100mg strengths of sildenafil from the original filing of 

Viagra show that sildenafil at the proposed 50mg dose is effective in the treatment of erectile 

dysfunction. Therefore, efficacy of sildenafil 50mg (fixed dose) for the stated indication is adequately 

demonstrated for the reference product and this proposed product. There were no issues to highlight.  

 

IV.6 Risk Management Plan (RMP) 

The marketing authorisation holder has submitted an RMP, in accordance with the 

requirements of Directive 2001/83/EC as amended, describing the pharmacovigilance 

activities and interventions designed to identify, characterise, prevent or minimise risks 

relating to Viagra Connect 50 mg film-coated tablets. 

 

A summary of safety concerns, as approved in the RMP, is listed below: 

 

 
 

Routine pharmacovigilance and routine risk minimisation are proposed for all safety 

concerns. 

 

IV.7 Discussion of the clinical aspects 
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It is recommended that a Marketing Authorisation is granted for Viagra Connect 50 mg film-

coated tablets. 

 

V USER CONSULTATION 

A user consultation with target patient groups on the package leaflet has been performed and 

the results submitted in accordance with Article 59 of Council Directive 2001/83/EC, as 

amended. The results indicate that the package leaflet is well-structured and organised, easy 

to understand and written in a comprehensive manner. The test shows that the patients/users 

are able to act upon the information that it contains. 

 

VI. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND 

RECOMMENDATION 

The quality of the product is acceptable, and no new non-clinical or clinical safety concerns 

have been identified. Extensive clinical experience with sildenafil is considered to have 

demonstrated the therapeutic value of the compound.  

 

The benefit-risk is, therefore, considered to be positive.   

 

PRODUCT LITERATURE 

In accordance with Directive 2010/84/EU the Summaries of Product Characteristics (SmPC) 

and Patient Information Leaflets (PIL) for products granted Marketing Authorisations at a 

national level are available on the MHRA website. 

 

The currently approved labelling for Viagra Connect® 50 mg film-coated tablets can be 

found below:  
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The Medicines and Healthcare products Regulatory Agency (MHRA) is the UK government agency 
responsible for regulating medicines and medical devices. We continually review the safety of medicines and 
vaccines in the UK, and inform healthcare professionals and the public of the latest updates through several 
means, including public reclassification reports. Suspected side-effects to any drug or vaccine can be 
reported to MHRA by both healthcare professionals and members of the public via the Yellow Card Scheme 
(http://www.mhra.gov.uk/yellowcard). 
 
Article I. © Crown copyright 2017. Produced by VRMM, MHRA. You may re-use this information 
(excluding logos) free of charge in any format or medium, under the terms of the Open Government 
Licence. To view this licence, visit http://www.nationalarchives.gov.uk/doc/open-government-licence/ or 
email: psi@nationalarchives.gsi.gov.uk Where we have identified any third party copyright material you 
will need to obtain permission from the copyright holders concerned. 
Article II.  
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1. About Viagra Connect® 

Viagra Connect® (containing sildenafil 50mg) is a treatment for adult men (aged 18 years and 
older) with erectile dysfunction, also known as impotence. This is when a man cannot get and 
maintain an erection hard enough for satisfactory sexual activity. Sildenafil is currently a 
prescription only medicine. 
 

This report relates specifically to the proposal to reclassify Viagra Connect® from a 
prescription to pharmacy medicine. If you want more information on sildenafil as a prescription 
medicine then please refer to sildenafil Public Assessment Reports available here: 
http://www.mhra.gov.uk/public-assessment-reports/ 
 
What is in Viagra Connect®? 
Viagra Connect® are tablets containing 50 mg sildenafil citrate. 
 
This was the first application for a sildenafil product to be available as a pharmacy medicine.  
 
What is sildenafil citrate used for? 
Sildenafil belongs to a group of medicines called phosphodiesterase type 5 (PDE5) inhibitors. 
It works by blocking the phosphodiesterase enzyme, which normally breaks down a substance 
known as cyclic guanosine monophosphate (cGMP). During sexual stimulation, cGMP is 
produced in the penis, where it causes the muscle in the spongy tissue of the penis (the 
corpora cavernosa) to relax, allowing the flow of blood into the corpora, producing the 
erection. By blocking the breakdown of cGMP, sildenafil improves erectile function. Sexual 
stimulation is still needed to produce an erection. 
 
NHS Choices provides health advice about erectile dysfunction: 
http://www.nhs.uk/conditions/Erectile-dysfunction/Pages/Introduction.aspx 

 
Who has made the proposal? 
The licence holder for Viagra Connect® tablets (Pfizer Consumer Healthcare Limited) has 
applied to make this product available as a pharmacy medicine. Pharmacy medicines can be 
supplied without prescription only from pharmacies, by or under the supervision of a 
pharmacist. 
 

Pfizer Consumer Healthcare Limited is referred to as óthe applicantô throughout this document. 
 
What is the view of the Commission on Human Medicines? 
The Commission on Human Medicines (CHM) has advised that this product can be available 
as a pharmacy medicine. The CHM advises ministers on the safety, efficacy and quality of 
medicinal products. CHM is an advisory non-departmental public body, sponsored by 
the Department of Health. 

 
2. Proposed terms of reclassification 

1. What are the details of this change? 
Viagra Connect® will be available through pharmacy outlets in the following circumstances: 

-  For oral use 
-  Strength: 50 mg sildenafil citrate 
-  For adult men with erectile dysfunction 
-  Dose: 50 mg tablet to be taken as needed with water approximately 1 hour before 

sexual activity 
-  Maximum dose: 50 mg 
-  Maximum daily dose: 50 mg 
-  Maximum pack size: 8 tablets 

 
Medicines containing sildenafil will still also be available to obtain on prescription. 

http://www.mhra.gov.uk/public-assessment-reports/
http://www.nhs.uk/conditions/Erectile-dysfunction/Pages/Introduction.aspx
https://www.gov.uk/government/organisations/department-of-health
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3. How was the proposal assessed for Viagra Connect® being available as a 
pharmacy medicine? 

A medicine will be non-prescription unless it fulfils the criteria for prescription control as set out 
below. Prescription-only status will apply where: 

1. A direct or indirect danger exists to human health, even when used correctly, if used 
without medical supervision 

2. There is frequently incorrect use which could lead to direct or indirect danger to human 
health 

3. Further investigation of activity and/or side-effects is required 

4. The product is normally prescribed for parenteral administration (by injection) 

In the UK, these criteria are laid down in the Human Medicines Regulations 2012, regulation 
62(3).1 The MHRA assessed the application against the criteria for prescription control to 
assess the suitability for pharmacy availability. 

The company has produced pharmacy training and a checklist that pharmacists can choose to 
use when supplying the medicine. This checklist can be used to determine whether the 
medicine is suitable for a patient by asking a series of questions around cardiovascular health, 
other medicines and other conditions. The patient will have the patient information leaflet and 
packaging to refer to, which contain the key safety messages. 

3.1 Criterion 1 ï ñIt is likely to present a direct or indirect danger to human health, 
even when used correctly, if used without medical supervisionò 
The main criterion that must be considered in the reclassification of Viagra Connect® to 
pharmacy status is that it does not present a direct or indirect danger to human health if used, 
even correctly, without the supervision of a doctor. A direct danger may be present if the 
product causes adverse reactions that are important because of their seriousness, severity, or 
frequency. A danger may also be present if the reaction is one for which there is no suitable 
preventative action such as being able to identify the group of patients who are at risk if they 
use the product without medical supervision so that they can be excluded from using the 
pharmacy product. Direct danger may arise from drug interactions with commonly used 
medicines. For the product to be suitable for pharmacy status the drug interactions would 
need to be preventable.  
 
3.1.1 Direct danger to human health 
The safety profile of sildenafil is favourable and well known when used under medical 
supervision, especially for the adverse events and interactions. Overall there are no identified 
concerns related to how it works, interactions with other medicines, and side effects that are 
not already well documented. The main known or potential adverse effects of sildenafil relate 
to pharmacological effects arising from the elevation of cGMP in other tissues such as 
systemic vascular smooth muscle, the retina, platelets, and gastrointestinal smooth muscle. 
The most commonly reported adverse reactions in clinical studies among sildenafil-treated 
patients were headache, flushing, dyspepsia (indigestion), nasal (nose) congestion, dizziness, 
nausea (feeling sick), hot flush, visual disturbance, cyanopsia (vision tinted blue), and blurred 
vision. 

 
The particular areas that could potentially lead to direct danger are; 

¶ Use with nitrates  

¶ Use with certain other medications (CYP3A4 inhibitors, alpha-blockers, guanylate 
cyclase stimulators) 

¶ Previous episodes of non-arteritic anterior ischaemic optic neuropathy (NAION) 

¶ Priapism 
 

                                                 
1 The Human Medicines Regulations 2012. http://www.legislation.gov.uk/uksi/2012/1916/contents/made  

http://www.legislation.gov.uk/uksi/2012/1916/contents/made
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Nitrates 
Use at the same time with nitrates or nitric oxide donors (such as glyceryl trinitrate, isosorbide 
mononitrate, nicorandil, or amyl nitrate (also known as ñpoppersò), which are used for angina 
(chest pain) or heart failure, can lead to a dangerous fall in blood pressure. Therefore, Viagra 
Connect® must not be used at the same time as nitrates or nitric oxide donors. 
 
CYP3A4 inhibitors, guanylate cyclase stimulators, alpha-blockers  
Ritonavir (a CYP3A4 inhibitor) increases the concentration of sildenafil in the blood by four 
times. Therefore, Viagra Connect® must not be used at the same time. 
 
PDE5 inhibitors, including sildenafil, must not be used at the same time with guanylate cyclase 
stimulators, such as riociguat (used to treat high blood pressure in the lungs), because this 
may potentially lead to symptomatic hypotension (low blood pressure causing dizziness). 
 
Clinical trial data indicates a reduction in sildenafil clearance when taken with other CYP3A4 
inhibitors (with the exception of ritonavir). This means that if sildenafil is taken with these types 
of medicines it stays longer in the bloodstream. Although no increased incidence of adverse 
events was observed in these patients, the prescription-only product recommends a starting 
dose of 25 mg sildenafil for these patients.  
 
Use of sildenafil at the same time as alpha-blocker medicines may lead to symptomatic 
hypotension in a few susceptible individuals. To minimise the potential of developing postural 
hypotension (a sudden fall in blood pressure when standing up, which can lead to dizziness or 
fainting) in patients receiving alpha-blocker treatment, the prescription-only product 
recommends a starting dose of 25 mg sildenafil.  
 
As it is not practical to reduce the dose to 25 mg in the pharmacy model of supply, and to 
simplify the supply model Viagra Connect® must not be supplied to men taking CYP3A4 
inhibitors and alpha-blockers, and these men should be referred to their doctor. 
 
NAION 
Non-arteritic anterior ischaemic optic neuropathy (NAION; a loss of vision because of damage 
to the optic nerve) has been reported rarely post-marketing in temporal association with the 
use of all PDE5 inhibitors, including sildenafil. Therefore, Viagra Connect® must not be used 
in any patient with a history of vision loss or in anyone with an inherited eye disease (such as 
retinitis pigmentosa). 
 
Priapism 
Prolonged and sometimes painful erections lasting longer than 4 hours (priapism) have been 
occasionally reported with sildenafil in post-marketing experience. The product information 
advises patients who have conditions that may expose them to priapism (such as sickle cell 
anaemia, multiple myeloma, or leukaemia) to consult a doctor before using Viagra Connect®, 
and that after using, if an erection persists longer than 4 hours, the patient should seek 
immediate medical assistance.  

 
Renal Impairment 
No dosage adjustments are required for patients with mild to moderate renal (kidney) 
impairment. However, since sildenafil clearance is reduced in individuals with severe renal 
impairment (creatinine clearance <30 mL/min), individuals previously diagnosed with severe 
renal impairment must not be supplied Viagra Connect® and must be advised to consult their 
doctor before taking this product, since the 25 mg prescription dose may be more suitable for 
them.  

 
 

Hepatic Impairment 
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Sildenafil clearance is reduced in individuals with hepatic (liver) impairment (for example, 
cirrhosis). Individuals previously diagnosed with hepatic impairment must not be supplied 
Viagra Connect® and must be advised to consult their doctor before taking Viagra Connect® 
tablets, since the 25 mg prescription dose may be more suitable for them.  
 
Can direct risk be minimised as a pharmacy medicine? 
It is essential for pharmacists to be aware of the above issues relating to interacting 
medicines, renal and hepatic impairment, NAION, and priapism. It is considered that 
pharmacists can question patients on the medicines that they are currently taking and on their 
medical history, and that pharmacies in England have access to Summary Care Records.2 
This will assist the pharmacist in identifying patients with renal and hepatic impairment and 
those on interacting medicines (especially nitrates), and these patients will be signposted to 
their doctor. The pharmacist will also question patients to identify if they have suffered from 
any eye problems or any conditions that predispose them to priapism. Additionally, the product 
information (including the patient information leaflet and label) has been strengthened for 
pharmacy supply to clearly state that these men should not take Viagra Connect®. 
 
The counselling points available on the checklist for pharmacists remind the patient to seek 
medical attention immediately if they develop an erection that lasts more than 4 hours or 
experience any sudden visual impairment. These points are also clearly included in the patient 
information leaflet provided with the product, which the patient can refer to. 
 
The MHRA considers that the direct risks can be minimised to an acceptable level for 
pharmacy supply of Viagra Connect®. 
 
3.1.2 Indirect danger to human health 
Medicines may present an indirect danger when particular symptoms are caused by a range of 
different conditions. If the patient cannot easily self-diagnose the cause of such symptoms it 
may be inappropriate to provide a product to treat the symptoms without also treating and 
managing the underlying disease.  
 
An important example of an indirect danger is when treating the symptoms might mask an 
underlying condition requiring medical attention. Consideration should be given to whether an 
indirect danger might exist and if so, whether the risk, its frequency and the seriousness of the 
consequences would make reclassification unacceptable. Additional warnings, such as a 
recommendation to seek medical advice if symptoms continue beyond a stated time period, 
may be necessary in such instances. 
 
Erectile dysfunction is a symptom of cardiovascular disease, and may also be caused by 
psychological factors or alcohol use. If these are not identified by the pharmacist an indirect 
danger to health may exist.  
 
Cardiovascular disease and risks 
Several medical conditions are associated with erectile dysfunction, most notably 
cardiovascular disease and diabetes mellitus, and there is generally low awareness among 
both the public and healthcare professionals of these established links. The applicant states 
that pharmacy availability of Viagra Connect® is likely to increase the number of men with 
erectile dysfunction who seek treatment. This should lead to an increase and/or earlier 
diagnosis of erectile dysfunction by a healthcare professional, along with earlier diagnosis of 
potential underlying conditions such as cardiovascular disease or diabetes, by increasing 
patient awareness of the association of erectile dysfunction with other more chronic conditions 
and facilitating dialogue with a healthcare professional. 

                                                 
2 A summary care record is an electronic record of important patient information, created from GP records. It can be seen 
and used by authorised staff in other areas of the health and care system involved in the patientôs direct care.  
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For Viagra Connect®, it is proposed that patients with certain cardiovascular conditions and 
risk factors who are not suitable to be supplied this product will be provided with clear 
instructions to consult a doctor. These patients are those: 
 

(a) With severe cardiovascular disorders, such as a recent acute myocardial infarction 
(heart attack) or stroke (within the last 6 months), unstable angina or severe cardiac 
failure. 

(b) With uncontrolled hypertension (high blood pressure), moderate to severe valvular 
disease (problems with heart valves), left ventricular dysfunction (problems in heart 
muscle), hypertrophic obstructive and other cardiomyopathies (inflammation of the 
heart muscle), or significant arrhythmias (irregular heart beat). 

(c) With increased susceptibility to vasodilators, including those with left ventricular 
outflow obstruction or aortic narrowing (heart problems causing blood flow issues), 
or those with the rare syndrome of multiple system atrophy manifesting as severely 
impaired autonomic control of blood pressure. 

(d) Who feel very breathless or experience chest pain after light or moderate physical 
activity, such as walking briskly for 20 minutes or climbing 2 flights of stairs. 

 
The following patients are considered to be at low cardiovascular risk and will be able to use 
the product, providing they are considered to be fit for sex (in response to questioning on d 
above): 

(e) patients who have been successfully revascularised (for example, via coronary 
artery bypass grafting, stenting, or angioplasty), patients with asymptomatic 
controlled hypertension, and those with mild valvular disease. 

 
The applicant will be supplying a checklist with this product that enables a pharmacist to 
perform a basic screening for cardiovascular health. It is considered that the patients in 
categories (a) to (c) can be identified by the pharmacist asking a series of questions about 
cardiovascular health history and the medicines they are taking. Those patients who are not 
suitable for supply would be referred to a doctor.  
 
The more nuanced area is category (e) ï those patients who are considered at low 
cardiovascular risk from sexual activity. It is considered that patients who have been 
successfully vascularised, those with asymptomatic controlled hypertension, and those with 
mild valvular disease are considered suitable to take the product if they are fit for sex. It is 
proposed that cardiovascular fitness for sex is assessed by a simple question (can you walk 
briskly for 20 minutes or climb 2 flights of stairs without getting breathless?). It is considered 
that, although it is difficult to quantify this question, it is a simple and practical way to 
determine fitness considering that there is a low risk of cardiovascular events with the use of 
sildenafil.  
 
In addition to the checklist, the applicant is providing training material that provides 
background information and covers the management of erectile dysfunction, misconceptions 
around the condition, and how Viagra Connect® should be supplied. The pharmacy training 
materials and checklist assists pharmacists in identifying these patients appropriately. In 
addition, the leaflet and label clearly warns patients, using patient-friendly terminology, that 
they should not take the product if they suffer from certain cardiovascular conditions.  

 
Erectile dysfunction with a psychological cause 
Difficulties with erections can sometimes develop because of depression or anxiety. 
Psychological causes account for 1 in 10 cases of erectile dysfunction. Psychological causes 
can occur for a wide range of reasons. These include issues such as performance anxiety in 
relation to erectile dysfunction and the fear this will keep occurring, lack of sexual knowledge, 
past sexual problems, or life stress. 
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Erectile dysfunction can often have both physical and psychological causes. For example, 
erectile dysfunction may be a symptom of depression and/or in men with erectile dysfunction, 
the emotional stress commonly associated with loss of sexual function may lead to 
depression. Additionally, antidepressant drugs can also cause erectile dysfunction.  
 
It is important for the pharmacist to look out for signs of untreated depression, which may not 
have been picked up before. There is no reason why Viagra Connect® should not be supplied 
for those men with erectile dysfunction with a psychological origin. However, lifestyle advice 
should also be provided in conjunction with supply of the product. This could be generic 
lifestyle advice and stress-reducing tips, whereas others may need to be referred to the doctor 
or supported by counselling. Details relating to this are provided in the pharmacy training 
materials and the checklist advises the pharmacist to check for signs of concern from a 
psychological perspective and how to guide the patient accordingly. 
 
Alcohol use 
Alcohol is a depressant and using it heavily can dampen mood, decrease sexual desire, and 
make it difficult for a man to achieve erections or reach an orgasm while under the influence. 
Drinking alcohol to excess in both the short term and the long term can cause erectile 
dysfunction. As such, there may be patients with erectile dysfunction who wish to take Viagra 
Connect® who may have underlying issues with alcohol use.  
 
It is acceptable for Viagra Connect® to be used in these patients, although it would be 
advisable that the pharmacist advises the patient about moderating alcohol intake and the 
possible effect excess alcohol may have on sexual performance, even if they are using Viagra 
Connect®. The pharmacist should also look at the consultation as an opportunity to help guide 
the patient to make lifestyle changes. The pharmacy training guide emphasises the actions 
patients can take for themselves in relation to erectile dysfunction. This includes reference to 
the reducing alcohol intake to help to prevent the erectile dysfunction in the first place. 
Furthermore, if the pharmacist believes that the man has an issue with short or long term 
alcohol intake, they can refer to him to his doctor or other relevant supportive services. 
 
Can indirect danger be minimised as a pharmacy medicine? 
The information provided to the pharmacist (the pharmacy training, and the checklist) and the 
information for the patient (leaflet, label) help to identify those patients who have certain 
cardiovascular problems, and help to inform the patient that the product is not suitable for 
them so they should see their doctor.  
 
The training and checklist also help pharmacists to recognise patients who may be suffering 
from depression, anxiety, and alcohol use, and to counsel, support, and refer these patients 
appropriately. 
 
There is a low risk of masking underlying disease (an óindirect dangerô under criterion 1). 
However, this is considered to be minimised by the supply model provided and also 
outweighed by the benefits of patients being able to access a legitimate supply from a 
pharmacist who can provide healthcare advice and signpost the patient to their GP if 
appropriate.  
 
3.2 Criterion 2 ï ñIt is frequently and to a very wide extent used incorrectly, and as a 
result is likely to present a direct or indirect danger to human healthò 

 Addiction, dependence, recreational use, and misuse can be considered to be incorrect use. 
 
There is no indication from controlled clinical trial or post-marketing data that patients develop 
dependence or addiction to sildenafil. There are no underlying pharmacological mechanisms 
or neural or behavioural signs and symptoms that suggest that sildenafil would induce drug-
seeking behaviour. There have been no reports of drug abuse or drug dependence associated 
with the use of sildenafil in clinical trials. 
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There is evidence that sildenafil, often obtained illegally, is used with the recreational use of 
other drugs (for example, methamphetamine, methylenedioxy-N-methylamphetamine, poppers 
(e.g. amyl nitrate), and opioids) in people who do not normally have erectile dysfunction. This 
appears to be mainly in healthy men who use erectile dysfunction medicines to counteract 
effects of recreational drugs. It is unknown whether these users would purchase Viagra 
Connect® from a pharmacy if that option was available, so it is not known whether 
reclassification would have any effect on this group. However, there appears to be little 
evidence of harm from this intentional incorrect use that leads to a direct or indirect danger to 
health and it is considered that the second prescription only medicine criteria is not fulfilled. 
 
The concurrent use with poppers, including amyl nitrate, causing blood vessel dilation and 
blood pressure drop leading to myocardial infarction is a well-established concern. Use with 
amyl nitrate is contraindicated in the product information, and it is considered that this is an 
acceptable risk minimisation measure.  
 
Viagra Connect® cannot be supplied to men without erectile dysfunction, women, and 
children/adolescents under 18 years old. 

 
3.3 Criterion 3 ï ñIt contains substances or preparations of substances of which the 
activity requires, or the side effects require, further investigationò 
The safety profile of sildenafil is well known. It has been available in the UK as a prescription 
only medicine for 18 years and it is widely used, therefore this criterion is not considered to be 
applicable to the non-prescription application. There is no indication that any issue requires 
further investigation. Therefore, Viagra Connect® does not meet the requirements for medical 
prescription in relation to this criterion. 
 
3.4 Criterion 4 ï ñIt is normally prescribed by a doctor for parenteral administration 
(that is, by injection).ò 
This product is a tablet, so this criterion does not apply. 

 
4. Further details on the application 

2. 4.1 Risk Management Plan 
As is required for all new marketing authorisation applications, the application contained a 
risk management plan (RMP) which documents the following: 

¶ the known safety profile of the medicine including any important identified and potential 
risks 

¶ what is not known about the safety profile (ómissing informationô) 

¶ how the safety profile will be monitored after the medicine is licensed, including any 
plans for further studies to actively gain more knowledge about the safety of the medicine 
(óadditional pharmacovigilance activitiesô) 
¶ how any important risks will be prevented or minimised in patients (órisk minimisation 
measuresô) and how the utility and effectiveness of the risk minimisation measures will be 
assessed 

The RMP for this product has detailed the important identified and potential risks based on the 
known safety profile of sildenafil which has been established through 18 years of use in the 
POM setting.  In addition, the RMP for this product includes the important potential risk 
ñSerious cardiovascular events associated with sexual activity in men with pre-existing or 
undiagnosed cardiovascular disease and/or risk factorsò. This relates specifically to the 
Pharmacy supply of Viagra Connect® and the possibility that men wonôt be assessed by their 
GP for underlying cardiovascular (or other) causes of their erectile dysfunction and an 
opportunity to diagnose and treat underlying cardiovascular disease may be missed. Viagra 
Connect® must not be given to men in whom sexual activity is not advised. To address this 
potential risk the applicant is providing Pharmacy training materials and a checklist (see 
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section 4.1.1). This will be supplied in addition to the routine risk minimisation measures (SPC, 
labelling and patient information leaflet).   

In addition, the applicant will be undertaking a survey-based study to assess the utility and 
effectiveness of the proposed pharmacy risk minimisation material in conveying the key 
messages to pharmacists and how these impact on self-reported pharmacy practice. (The 
outcome measure is that Viagra Connect® will have been supplied to only men in whom its 
use is appropriate and/or appropriate advice issued). 

The applicant has proposed routine pharmacovigilance activities to take place; no additional 
safety studies are planned. This is accepted given the well-established safety profile of 
sildenafil. 

4.1.1 Pharmacy support materials 

Additional resources will be provided for pharmacists, which cover the following areas: 

Essential information for pharmacists ï The training guide provides information to pharmacists 
on the safe use of Viagra Connect®. 

Pharmacist checklist ï The checklist contains a list of yes/no questions to determine the 
patientôs cardiovascular health, interacting medicines, and whether the patient has any 
conditions that mean Viagra Connect® must not be taken. Points for counselling are also 
included, as are advice cards for those who have and havenôt been supplied Viagra 
Connect®. The use of the checklist is not compulsory, as pharmacists can choose to use this 
as appropriate depending on their experience and the patientôs preferences.  

5. Consultation on Pharmacy availability 

Consultation document ARM943, which summarises the proposals on the pharmacy only 
(POM) to pharmacy (P) reclassification of Viagra Connect®, was posted on the GOV.UK 
website on 27 March 2017. The deadline for comments was given as 18 April 2017.  
 
ARM 94 can be accessed via the following link:  
https://www.gov.uk/government/consultations/proposal-to-make-sildenafil-50mg-film-coated-
tablets-available-from-pharmacies 
 
47 responses were received. 33 responses supported the proposal, 13 did not support the 
proposal, and 1 was unsure about the proposal. 
 
Of the 47 responses received, 12 were from specified pharmacy, medical, trade or charity 
organisations. These organisations included Community Pharmacy Scotland; Dispensing 
Doctorsô Association; Guild of Healthcare Pharmacists; HEART UK ï The Cholesterol Charity; 
Menôs Health Forum; Proprietary Association of Great Britain (PAGB); Prostate Cancer UK; 
Royal Pharmaceutical Society; National Pharmacy Association; and Self Care Forum. Two 
organisations wished to remain confidential; both supported the proposal. 
 
Of 12 pharmacists who responded, 7 practised in primary care, 3 in secondary care, and 2 did 
not specify their area of practice. Responses were also received from 10 doctors and 3 
members of the public. Another 10 responses were received from community pharmacy 
companies, pharmaceutical companies, pharmacy students, and unknown respondents (who 
did not specify in what capacity they were responding) 
 

                                                 
3 ARM stands for Application to Reclassify a Medicine. An ARM consultation is a public consultation inviting views from all 
stakeholders on a proposal to reclassify a medicine from POM to P or from P to GSL 

https://www.gov.uk/government/consultations/proposal-to-make-sildenafil-50mg-film-coated-tablets-available-from-pharmacies
https://www.gov.uk/government/consultations/proposal-to-make-sildenafil-50mg-film-coated-tablets-available-from-pharmacies
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The 33 responses that supported the proposal included all responses from pharmacy, 
medical, or charity organisations; most GPs; all members of the public; all the community 
pharmacy companies; and all the pharmaceutical companies. 
 
The 13 responses that did not support the proposal included 8 pharmacists, 3 GPs, 1 student, 
and 1 unknown respondent. 

 
5.1  Responses agreeing with the proposal to reclassify sildenafil tablets as a 
pharmacy medicine 
A number of organisations, doctors and pharmacists believed that sildenafil fulfils the criteria 
for a POM to P reclassification. In support of this, the following general themes were raised by 
many respondents: 

(a) Pharmacists are expert healthcare professionals with the skills and expertise to 
assess whether a treatment is appropriate and to give advice about a condition, side 
effects, interactions, contraindications, and cautions, as well as lifestyle and usage 
advice 

(b) The checklist provided is comprehensive and will adequately support pharmacists to 
supply this medicine appropriately or advise a person to contact another medical 
professional 

(c) Making sildenafil available as a pharmacy medicine will increase awareness of 
erectile dysfunction, and provide an opportunity to make people aware that erectile 
dysfunction could be a symptom of cardiovascular disease or diabetes. 

(d) Medicines for erectile dysfunction, especially the brand Viagra, are a popular target 
for counterfeit medicines, particularly when purchased online. Making Viagra 
Connect® available to buy without prescription from pharmacies will provide easier 
access for men to a legitimate, quality supply, and reduce the risks associated with 
counterfeit online supplies.  

(e) Empowering people to look after themselves appropriately has many benefits by 
giving people faster and more convenient access to appropriate medicines. It makes 
more effective use of GPsô time by reducing the number of consultations for self-
treatable conditions and reduces NHS costs. 

 
The following is a summary of the key issues raised: 
 
5.1.1 Interaction with nitrates 
Some respondents noted that it was very important to emphasise the risks of taking sildenafil 
with nitrates, in particular poppers such as amyl nitrate. The Commission on Human 
Medicines (CHM) considered that taking Viagra Connect® with nitrates (nitrate-containing 
medicine and amyl nitrate or ópoppersô) was a potential serious safety concern, but that the 
product information (leaflet and label) minimised these risks. 
 
The pharmacy checklist includes a question about the use of nitrates, and a warning about 
taking Viagra Connect® with nitrates, including amyl nitrate, is reiterated in the counselling 
points associated with the checklist. 
 
5.1.2 Erectile dysfunction is a symptom of underlying disease 
Responses noted the importance of emphasising that erectile dysfunction is a symptom of 
underlying disease (such as heart and blood vessel problems, high blood pressure, diabetes, 
and high cholesterol), and that pharmacists should educate men about this and advise them to 
go to their GP for a health check. 
 
Two respondents noted that advising patients to consult their doctor within 6 months may 
result in delay in diagnosis of an underlying condition and that patients should be encouraged 
to see their doctor as soon as possible.  
 



 

 11 

 
  

 

CHM considered the potential that treatment for erectile dysfunction may mask an underlying 
disease. It was considered that the proposed contraindications and warnings, alongside the 
pharmacy checklist and the product information, minimised these risks. 6 months was 
considered a pragmatic timeframe that balances the challenges of getting men to go to their 
doctor against the opportunity for early detection of underlying disease. However, because 6 
months was considered the maximum timeframe, the applicant was requested to change both 
the leaflet and checklist to reflect that patients should be advised to see a doctor as soon as 
possible, within 6 months.  
 
5.1.3 Checklist 
The responses relating to the pharmacy checklist were positive, and many responses noted 
that it was similar to the information requested in a patient group direction (PGD).4 The 
applicant was requested to make a number of minor improvements, as a consequence of 
some responses received: The checklist now: 

¶ Clearly states that it is an optional tool, and pharmacists should use their professional 
judgement to decide when/how/how much of the checklist to use, because checklists 
can be seen as a barrier to supply by both pharmacists and patients 

¶ Includes a prompt that the pharmacist can also check the Summary Care 
Record/Patient Medication Record to check some aspects of medical 
history/interacting medicines 

¶ Includes that men currently prescribed the product can be supplied the product if they 
meet the criteria for pharmacy supply 

¶ Has been rephrased in parts to ensure the questions are easily understood by patients 

 

5.1.4  Patient information leaflet 
Multiple comments were received that stated that the patient information leaflet was useful and 
comprehensive. 
 
5.1.5 Label 
A comment was received that the labelling could be more discrete, especially because the 
explicit ñHelps you get and keep an erectionò could cause issues with patient privacy and 
should be removed. It is noted that the indication and usage instructions are on the back of the 
pack. 
 
The Viagra name is well recognised so the statement on the label about what the medicine is 
used for is likely to make little difference with regards to making the product more discrete. 
Although it is not required by law for the label and/or patient leaflet to contain a statement 
saying what the product is used for, this is normal for medicines that can be sold without 
prescription. On balance, it is recommended that the statement about what the medicine is 
used for remains on the front of the pack to aid in the supply of the product and in patient 
understanding.  
 
5.1.6 Communications 
One organisation stated that the communications to the public and healthcare professionals 
will need to be carefully considered. They must be clear on what the medication can and 
cannot be supplied for, and must publicly empower the pharmacist and their team to safely sell 
this product. 
 
The pharmacy checklist and training material have been assessed for appropriateness. The 
advertising and promotional material will be pre-vetted by the MHRA before the product is 
launched. 
 

                                                 
4 Patient group directions (PGDs) are written instructions to help supply or administer medicines to patients, usually in 
planned circumstances. They are put together by a multi-disciplinary group including a doctor, a pharmacist and a 
representative of any professional group expected to supply the medicines under the PGD.  
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5.1.7 Training materials 
A number of respondents referred to the training materials and welcomed their availability.  
 
One respondent (an academic) suggested that it should be compulsory for pharmacists to 
undertake the training before selling the P product. From a regulatory perspective, a condition 
of this reclassification is that the applicant is required to ensure that  the checklist and training 
materials are made available for all pharmacists. However, whether the pharmacist uses this 
training material or not is a professional decision.  
 
5.1.8 Other 
Comments were received on prescribing restrictions, price, and reclassifying by substance 
rather than by specific product. These areas fall outside the scope of a reclassification 
application. 
 
5.2 Responses disagreeing with the proposal to reclassify sildenafil tablets as a 
pharmacy medicine 
5.2.1 Insufficient access to Summary Care Records/patients not disclosing medical history  
Some respondents who did not support the reclassification stated that Summary Care 
Records are not widely used so pharmacists and their staff could not check a manôs medical 
history or check whether he was taking any medicines that should not be taken at the same 
time as sildenafil. Also, they raised concerns that patients may not respond truthfully or reliably 
to questions about their medical history or medicines currently being taken.  
 
As of January 2016, in England, 96% of patients have had their Summary Care Record 
uploaded, and pharmacists have access to these records. The Summary Care Record can 
support community pharmacists to deliver patient centred services by providing information on 
a patientôs medical conditions and concurrent medication. Summary Care Record access in 
community pharmacy has shown benefits to patients by enabling access to more information 
so pharmacists and pharmacy technicians can provide a safer, more efficient, and better-
informed service for those patients who require it.5 However, it is not the only tool that 
pharmacists can use to establish whether the patient is on any interacting medicines or has 
contraindicated/cautioned conditions; the pharmacist can either use the patient medication 
record (a record of previously prescribed medicines at that pharmacy) or question the patient 
appropriately. CHM previously considered this issue and felt that the pharmacy checklist, 
patient leaflet, and label minimised the risks of drug interactions and inappropriate supply 
under the proposed pharmacy circumstances for use.  
 
5.2.2 Matters relating to professional standards for pharmacists 
A few objections were raised about matters relating to professional standards for pharmacists 
and pharmacy staff. These included the following issues: 

¶ pharmacists may be coerced into supplying the product by patients and the possible 
threat of complaints to head office, regulators, and local news 

¶ there may be a breach of patient confidentiality 

¶ patients may not wish to discuss their symptoms with the pharmacist 
 
These all fall outside the legal criteria on which reclassification of a medicine is based. Also, 
some of these arguments could be equally applied to many prescription and over-the-counter 
medicines. These are a professional standards issue, and cannot be considered as part of the 
assessment of a reclassification application, as these are not part of the criteria for 
prescription control laid down in the Human Medicines Regulations 2012, regulation 62(3). 

 
 
 

                                                 
5 Health and Social Care Information Centre. Community pharmacy access to Summary Care Records: proof of concept report v1.1. Health and 

Social Care Information Centre. 2015. 

 

http://systems.hscic.gov.uk/scr/library/poc_report.pdf
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5.2.3 Pharmacists have limited time resource 
An objection was raised that pharmacists would not have time to ascertain whether the 
medicine is suitable, especially considering the cardiac risks. 
 
CHM were satisfied that the pharmacy materials would help to ensure that patients were 
appropriately identified, and that men with high cardiovascular risk were excluded from supply. 
However, pharmacy workload is, again, a professional issue and does not fall within the 
reclassification assessment process. 
 
5.2.4 Risk of abuse 
The risk of abuse was raised as an objection ï there was a concern that sildenafil would be 
misused for recreational sexual enhancement to compensate for the use of other drugs that 
may cause erectile dysfunction.  

 
CHM has previously considered this risk of abuse and accepted that there is no suggestion 
from the controlled clinical trial or post-marketing data that patients develop dependence or 
addiction to Viagra Connect®. 
 
There is some published evidence of intentional incorrect use of sildenafil, outside the 
prescription setting, particularly through illicit routes of supply and when used at the same time 
as recreational drugs. However, there appears to be little evidence of harm from this 
intentional incorrect use that leads to a direct or indirect danger to health and it is considered 
that the second prescription only medicine criteria relating to the risk of abuse (see section 
3.2) is not fulfilled. 

 
5.2.5 Erectile dysfunction with a psychological cause 
An objection was raised that pharmacists do not have the clinical competence, medical 
history, sensitivity, and skill to supply sildenafil to patients who have erectile dysfunction with a 
psychological cause. 
 
It was considered by the ad hoc stakeholder group, and subsequently by CHM, that the 
availability of Viagra Connect® to men who had erectile dysfunction with a psychological 
cause would be beneficial as this was an important group to bring into the healthcare system. 
Pharmacists are experienced at dealing with a variety of sensitive issues and will consider 
possible causes of erectile dysfunction such as undiagnosed depression, anxiety, and 
excessive alcohol use, and will provide lifestyle advice or advise men to seek medical advice if 
appropriate. 
 
In contrast, a consultation response from a GP supported the use of this medicine in the short 
term for younger men who require a confidence boost. 
 
5.2.6 Sildenafil is available free of charge on prescription 
A comment was raised that as sildenafil is available on prescription free of charge to a large 
number of patients, the pharmacy medicine would only be requested by men who have been 
unable to obtain this medicine from their doctor. 
 
It is considered that the risks of men intentionally using the product inappropriately are 
outweighed by the benefits that the pharmacy route of supply can bring ï by providing a more 
convenient way to obtain sildenafil, thus bringing a hard-to-reach group into healthcare earlier 
with the potential to increase identification of cardiovascular disease and also reducing the 
risks of men obtaining counterfeits via the internet. 
 
5.2.7 Patients may purchase a larger quantity 
Comments raised a concern that patients may buy more than one pack, especially as records 
are not made of pharmacy sales. 
 



 

 14 

 
  

 

The possibility of multiple purchases exists with every pharmacy medicine, and it is only a 
significant issue if the product is likely to be abused and, as a result, cause harm. CHM has 
previously advised that the risk of abuse does not apply to the proposed product. Additionally, 
the opportunity for multiple purchases already exists (for example via different online 
prescribers or different online or traditional pharmacies through a Patient Group Direction).  

 
6. Advice from the Commission on Human Medicines 

CHM considered the reclassification application and the responses to the public 
consultation and advised in favour of Pharmacy availability of Viagra Connect® under the 
circumstances outlined above ð for adult men with erectile dysfunction with a maximum 
dose of one tablet each day, and a maximum pack size of 8 tablets. 
 
7. Conclusion 

Assessment of the responses to consultation on the application for Viagra Connect® has 
revealed no new issues of concern in addition to those considered by CHM and on which 
CHM were reassured. Considering the advice from CHM before and after consultation, the 
MHRA has taken the decision to approve pharmacy (P) legal status for Viagra Connect®. 
 
Pharmacy availability of Viagra Connect® tablets will be of value to men who suffer from 
erectile dysfunction. Patients can be assessed for suitability by a pharmacist and made aware 
of the risks, situations where supply is not appropriate, and potential interactions with other 
drugs.  
 
The risks of indirect danger arising from missed diagnosis of underlying disease are minimised 
through the pharmacist using their professional judgement and the checklist to identify men for 
whom the product is not suitable and referring them to a doctor.  
 
It is also considered that there is a low risk of direct danger and of intentional abuse that will 
lead to a danger to human health. Furthermore, these low risks are outweighed by the benefits 
that this route of supply can bring ï by bringing a hard-to-reach group into a healthcare 
environment with the potential to increase early identification of heart disease and also reduce 
the risks associated with use of counterfeits obtained via the internet. 
 
8. Further information 

The summary of product characteristics and the patient information leaflet are available on the 
MHRA website: http://www.mhra.gov.uk/spc-pil/ 
 
The responses to the consultation are published here: 
https://www.gov.uk/government/consultations/proposal-to-make-sildenafil-50mg-film-coated-
tablets-available-from-pharmacies 
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