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1.
Introduction

Otrivine Extra Dual Relief Nasal Spray (hereafter called Otrivine Extra Dual Relief) is a medicine to be used as a nasal spray for the symptomatic treatment of nasal congestion and rhinorrhoea (runny nose) in connection with common colds, in adults 18 years and above. 
The active ingredients are xylometazoline hydrochloride and ipratropium bromide. Xylometazoline is a vasoconstrictor and ipratropium is an anticholinergic agent that has anti-secretory properties. The rationale for this product is that it allows the simultaneous symptomatic treatment of two symptoms, frequently found with common cold, nasal congestion and runny nose.
The Licence holder, GlaxoSmithKline Consumer Healthcare applied to make this product available as a Pharmacy (P) medicine for sale in pharmacies, by or under the supervision of a pharmacist.

The Medicines and Healthcare Products Regulatory Agency (MHRA) considers this product is safe enough to be sold in pharmacies

2.
Background

Xylometazoline hydrochloride and ipratropium bromide act in different ways to help reduce the symptoms of the common cold.  Xylometazoline causes constriction of the blood vessels in the nose which shrinks the mucous membranes and improves air flow in the nose.  Ipratropium is an anticholinergic agent which acts on the lining of the nose to reduce mucous secretion (runny nose). 
In the common cold, the two main symptoms are nasal congestion and runny nose. Otrivine Extra Dual Relief provides relief at the same time from both these symptoms of common cold compared with available single drug treatments. 

Otrivine Extra Dual Relief Nasal Spray containing xylometazoline hydrochloride and ipratropium bromide was first authorised in the UK as a prescription only medicine (POM) in 2012.  This followed an incoming Mutual Recognition application by Novartis Consume Health UK Limited for the product which had been granted under the name Otricomb in 2008 by the Swedish Medical Products Agency, the ePAR for which is in the link.  The product was taken over by GlaxoSmithKline Consumer Healthcare (UK) Trading Limited in 2016.  
This was the first application for pharmacy availability for this product in the UK. 
Both the active ingredients in Otrivine Extra Dual Relief are available in products which contain the single active ingredient alone. Rinatec Nasal Spray contains ipratropium bromide 0.3 mg/ml and has been authorised as a POM product since 1996 for the symptomatic relief of rhinorrhoea in allergic and non-allergic rhinitis.  Xylometazoline hydrochloride has been available for decades in nasal products in the UK, such as Otrivine nasal spray (1mg/ml; 140μg/spray); authorised since 1997 as a General Sales List (GSL) product on self-selection for nasal congestion, perennial and allergic rhinitis (including hay fever) and sinusitis.  There is therefore considerable background evidence for the safety and efficacy of these individual ingredients which has contributed towards the overall review of the suitability of Otrivine Extra Dual Relief for P supply. 
3.
Proposed Terms of Reclassification

The applicant proposed the following conditions for the P availability of Otrivine Extra Dual Relief: 

· For external use as a non-pressurised nasal spray 

· For the symptomatic treatment of nasal congestion and rhinorrhoea in connection with “common colds” in adults 18 years and above 

· Maximum strength: ipratropium bromide 0.6mg/ml, xylometazoline hydrochloride 0.5mg/ml 

· Dose: one spray (ipratropium bromide 84μg, xylometazoline hydrochloride 70μg) into each nostril 2 – 3 times a day 
· Maximum daily dose: three sprays (ipratropium bromide 504μg, xylometazoline hydrochloride 420μg) per nostril per day 
· Maximum pack size: 10ml

4.
Criteria for P classification
To be reclassified from POM to P, a medicine must:

•
Be unlikely to be a direct or indirect danger to human health when used without the 
supervision of a doctor, even if used correctly

•
Be generally used correctly (ie not frequently or to a wide extent used correctly)

•
Not contain substances or preparations of substances where the activity of the product or its 
side effects require further investigation

•
Not normally be prescribed by a doctor for injection (parenteral administration)

These criteria are set out in the Human Medicines Regulations 2012, Regulation 62(3).

5.
Assessment of suitability for pharmacy availability

5.1
 Prescription Only Criteria

The MHRA assessed the application against the criteria for classification as a Prescription Only Medicine, as stated in section 4.
5.1.1
Direct danger

Direct danger means that a danger may be present if the product causes adverse reactions that are important. The most frequently reported side effects for Otrivine Extra Dual Relief are generally mild to moderate in nature and stop when the medicine is stopped; these include nasal bleeding, dry nose, nasal discomfort, dry mouth, altered taste sensation and headache. 
Individuals who are considered to be at risk of serious adverse reactions with ipratropium bromide and xylometazoline will not receive Otrivine Extra Dual Relief unless advised by a doctor or other qualified prescriber. These individuals include people who have heart disease and/ or high blood pressure, people known to have diabetes, an overactive thyroid gland or narrow angle glaucoma (sudden build-up of pressure in the eye). The nasal spray is not for use by people who have had surgery carried out through the nose or mouth, people who suffer from glaucoma or who have a very dry nose.  Otrivine Extra Dual Relief will also not be made available to women who are pregnant, planning to become pregnant or breastfeeding. They will be advised to consult their doctor. Children will also not receive this product through pharmacies because there is insufficient information available about use in children.

Although drug-drug interactions (interactions between ipratropium bromide or xylometazoline and other drugs taken at the same time) have been identified, people who are known to be using any of the drugs known to interact with Otrivine Extra Dual Relief would not receive the medicine. Therefore, the danger of drug-drug interactions leading to adverse reactions is low for this product.

5.1.2
Indirect danger

Indirect danger to human health, even when the product is used correctly, could occur where treatment might mask or hide an underlying condition requiring medical attention and supervision. Use of the medicine might delay diagnosis and definitive treatment and jeopardise the chance of more successful therapy. Therefore, it is important that the condition or symptoms, for which a medicinal product not subject to a medical prescription is indicated, can be correctly assessed by the patient and that the product can be used without medical supervision. 

Otrivine Extra Dual Relief will be used to treat common cold symptoms of congestion and runny nose; these are well known and easily recognised so no diagnosis of the condition is needed. Training material will be made available for pharmacists and their staff to enable them to confirm whether this is the correct choice of treatment for an individual. 
The symptoms of common cold occur only for a short time and Otrivine Extra Dual Relief should only be used for a maximum period of 7 days.  The risk of masking the symptoms of a more serious disease within this time frame is low.  The short period for using the nasal spray reduces the risk of people developing rebound congestion (congestion from an adverse reaction to xylometazoline when it is used for too long).  
5.1.3
Incorrect use – frequently and to a very wide extent

The risks of misuse including use for self-treatment are low and no different from that of the prescription medicine. Ipratropium bromide and xylometazoline are not known to have abuse potential.  There is no evidence that similar products already available via pharmacies for treatment of the symptoms of common colds are used incorrectly. 

5.1.4
Activity and/or adverse reactions require further investigation
Products containing ipratropium bromide have been used as prescription medicines since 1996 and xylometazoline has been used in general sales medicines for decades.  The activity and adverse reactions of the active substances are well established therefore this criterion does not apply. 

5.1.5
Is normally prescribed as an injection

This product is for oral use only, so this does not apply.

5.2
 Risk Management Plan

The application contained a risk management plan (RMP). RMPs are documents that contain information on a medicine’s safety profile and one or more of the following:

•
How any risks identified in the safety profile will be prevented or minimised in patients

•
Plans for studies and other activities to gain more knowledge about the safety and efficacy of 
the medicine

•
Risk factors for side effects

•
Measuring the effectiveness of measures taken to prevent or minimise risks.

The RMP for this product identified the main risks associated with the product and proposed how these will be managed in the product information (Summary of Product Characteristics, labelling and patient information leaflet) and by the provision of training material for pharmacists and their staff. 

5.2.1
Pharmacy Guide 
A guide to safely recommending Ortivine Extra Dual Relief Nasal spray will be provided for pharmacists and pharmacy staff, which covers the following areas: 

· the common cold and its symptoms 

· information about Otrivine Extra Dual Relief - who it is for, how it works 
· instruction for use 

· how to distinguish the product from other Otrivine products 
· When to recommend the product and when not 

· Warnings, precautions and advice to use as recommended and not to use for more than 7 days. 

6.
Advice from the Commission on Human Medicines

The Commission on Human Medicines advised in favour of Pharmacy availability of Otrivine Extra Dual Relief Nasal Spray for the symptomatic treatment of nasal congestion and rhinorrhoea in connection with “common colds” in adults 18 years and above with a dose of one spray (ipratropium bromide 84μg, xylometazoline hydrochloride 70μg) into each nostril 2 – 3 times a day and a maximum pack size of 10ml.
7.
Consultation on Pharmacy Availability of Otrivine Extra Dual Relief Nasal Spray
Consultation ARM 90 proposing pharmacy availability of Otrivine Extra Dual Relief was issued on 25 February 2015, with a deadline for comments of 18 March 2015. A copy of the consultation document and details of the responses are available on the MHRA website. 
8.
Responses to consultation ARM 90 

Three responses were received: 2 were in favour and 1 gave no definitive view. 

The responses in favour were from the Royal Pharmaceutical Society (RPS) and the Guild of Healthcare Pharmacists (GHP).  The remaining response was from an individual paramedic. 
Some issues were raised by respondents including: 

· The risk of spraying the product in the eyes 

· Suitability for adolescents aged 12 years and above 

· Evidence for efficacy of the combination of active ingredients 

· Content of pharmacy training material 

· The risk of rebound rhinorrhoea (runny nose) 

· Clarification of advice in the Patient Leaflet for the elderly aged above 70 years and for people with glaucoma and those predisposed to narrow angle glaucoma. 
Although some new points for clarification were raised, the major issues had already been considered by CHM when they advised on the product’s suitability for Pharmacy classification. No new concerns were raised in relation to the suitability of this product for supply without prescription that had not already been addressed during previous assessment of this product.

The following sections detail the key issues raised by respondents and how they have been addressed. 

The risk of spraying the product in the eyes 
The label and leaflet already include the following advice: 

“Avoid spraying Otrivine Extra Dual Relief in or around the eyes. If this happens thoroughly rinse the eyes with cold water. Your vision may become temporarily blurred and the eye irritated, painful and red. If this happens contact your doctor for advice. Worsening of narrow-angle glaucoma may also occur.” 

This advice is considered satisfactory to address the small number of isolated reports of eye complication when the product is inadvertently sprayed into the eyes. 
Suitability for adolescents aged 12 years and above

an age limit of 18 years is considered a suitable risk minimisation measure for the P product; further evidence of safe use in those aged 12 years and above would be required for the product to be available for this age group.
Evidence for efficacy of the combination of active ingredients 

The data to support this product have been extensively assessed and considered suitable for the grant of a Marketing Authorisation both by EU member states and more widely throughout the world in countries such as Australia and New Zealand. The EU guideline on clinical development of fixed combination medicinal products requires that applicants provide a suitable justification for the active ingredients and their relative strengths.  The CHM had no concerns in relation to efficacy of this product. 

Content of pharmacy training material

It was recognised that the relevant pharmacy professional organisations training material should have an opportunity to contribute to the pharmacy training material produced by the applicant company. 
The risk of rebound rhinorrhoea (runny nose) 

This is a well-known side effect, from the xylometazoline in the product, an ingredient which is already available in non-prescription products both from pharmacies and on self-selection in general sales outlets.  The label and leaflet state that the product should not be used for more than 7 days and the leaflet includes the following warning: 

“Prolonged or excessive use may cause stuffiness in the nose to return or worsen and swelling of the nasal mucosa.” 

This is considered acceptable, especially as the lower strength of 0.5% is used in this product rather than the 1% strength which is available in many non-prescription product for runny nose.  
The Patient Information Leaflet advice 

The leaflet has been revised to 

· include advice against use by people aged over 70 years as there is insufficient information about safety and efficacy 
· clarify advice for people with glaucoma and those predisposed to narrow angle glaucoma  

· advise against use by more than one family member. 
9.
Conclusion

Assessment of the responses to consultation on the application for Otrivine Extra Dual Relief Nasal Spray has revealed no new issues of concern in addition to those considered by CHM and on which CHM were reassured. In light of the advice from CHM, the Licensing Authority has taken the decision to approve Pharmacy legal status for Otrivine Extra Dual Relief Nasal Spray. 
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