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Public Assessment Report

Decentralised Procedure

Maloff Protect 250 mg/100 mg tablets
(Atovaquone and proguanil hydrochloride)

Procedure No: UK/H/6347/001/DC
UK Licence No: PL 25258/0166

Glenmark Pharmaceuticals Europe Limited
LAY SUMMARY
Maloff Protect 250 mg/100 mg tablets 

(Atovaquone and proguanil hydrochloride)

This is a summary of the public assessment report (PAR) for Maloff Protect 250 mg/100 mg tablets (UK/H/6347/001/DC; PL 25258/0166). This product will be referred to as Maloff Protect in this lay summary for ease of reading.
This summary explains how Maloff Protect was assessed and its authorisation recommended as well as its conditions of use. It is not intended to provide practical advice on how to use Maloff Protect.

For practical information about using Maloff Protect, patients should read the package leaflet or contact their doctor or pharmacist.
What is Maloff Protect and what is it used for?
Maloff Protect is a ‘generic medicine’. This means that Maloff Protect is similar to a ‘reference medicine’ already authorised in the EU called Malarone, 250 mg/100 mg film-coated tablets (GlaxoSmithKline UK).
Maloff Protect is used:

· to prevent malaria in adults and children who weigh more than 40 kg
· to treat malaria in adults and children who weigh more than 11 kg
How is Maloff Protect used?

This medicine should be taken exactly as advised by the doctor or pharmacist.

Maloff Protect should be taken with food or a milky drink, where possible. It is best to take Maloff Protect at the same time each day.

Please read section 3 of the package leaflet for detailed information on dosing recommendations, the route of administration, and the duration of treatment.

How does Maloff Protect work?

Maloff Protect belongs to a group of medicines called antimalarials. It contains two active

ingredients, atovaquone and proguanil hydrochloride.

Malaria is spread by the bite of an infected mosquito, which passes the malaria parasite

(Plasmodium falciparum) into the bloodstream. Maloff Protect prevents malaria by killing this

parasite. For people who are already infected with malaria, Maloff Protect also kills these parasites.
How has Maloff Protect been studied?

As Maloff Protect is a generic medicine, studies in patients have been limited to tests to

determine that it is bioequivalent to the reference medicine, Malarone. Two medicines are

bioequivalent when they produce the same levels of the active substance in the body.
What are the benefits and risks of Maloff Protect?

As Maloff Protect is a generic medicine and is bioequivalent to the reference medicine, its

benefits and possible side effects are taken as being the same as those of the reference medicine.
For the full list of restrictions, see the package leaflet.
Why is Maloff Protect approved?

It was concluded that, in accordance with EU requirements, Maloff Protect has been shown to have comparable quality and to be bioequivalent to Malarone. Therefore, the member states

involved in the procedure concluded that, as for Malarone, the benefits of Maloff Protect are greater than its risks and recommended that Maloff Protect can be approved for use.
What measures are being taken to ensure the safe and effective use of Maloff Protect?

A risk management plan has been developed to ensure that Maloff Protect is used as safely as possible. Based on this plan, safety information has been included in the summary of product characteristics and the leaflet for Maloff Protect, 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/healthcare professionals will also be monitored/reviewed continuously.
Other information about Maloff Protect
Denmark and the UK agreed to grant a Marketing Authorisation for Maloff Protect on 9 October 2014. A Marketing Authorisation was granted in the UK on 25 February 2015.

This summary was last updated in July 2017.
The full PAR for Maloff Protect follows this summary. 
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I 
INTRODUCTION
Please note that the below scientific discussion consists of the original assessment for this product licence, plus a summary of a key post approval change at the end of this introduction section.

Based on the review of the data on quality, safety and efficacy, the Reference Member State (RMS) and Concerned Member State (CMS) considered that the application for Maloff Protect 250 mg/100 mg tablets (UK/H/6347001/DC; PL 25258/0166), was approvable.
Maloff Protect is a fixed dose combination of atovaquone and proguanil hydrochloride which acts as a blood schizonticide and also has activity against hepatic schizonts of Plasmodium falciparum. 
The product is indicated for: 

· Prophylaxis of Plasmodium falciparum malaria in adults and in children weighing more than 40 kg.
· Treatment of acute, uncomplicated Plasmodium falciparum malaria in adults and in children weighing 11 kg or more. 
As Maloff Protect is effective against drug sensitive and drug resistant P.falciparum it is especially recommended for prophylaxis and treatment of P. falciparum malaria where the pathogen may be resistant to other antimalarials. 

Official guidelines and local information on the prevalence of resistance to antimalarial drugs should be taken into consideration. Official guidelines will normally include WHO and public health authorities' guidelines.
The application was submitted using the Decentralised Procedure (DCP) with DK as the RMS and the UK as CMS. The application was submitted under Article 10.1 of Directive 2001/83/EC, as amended. The applicant referred to a reference product which has been authorised for not less the 6/10 years in the EEA: Malarone 250 mg/100 mg film-coated tablets (PL 10949/0258) by Glaxo Wellcome UK Limited, registered on 21 October 2004. 
No new non-clinical and clinical studies were conducted, which is acceptable for this abridged application. No scientific advice was given to the MAH with respect to this product and no paediatric development program was submitted, as these are not required for a generic application.
With the exception of the bioequivalence studies, no new clinical studies were conducted, which is acceptable given that the application was based on being a generic medicinal product of an originator product that has been licensed for over 10 years.
A Risk Management Plan (RMP) and a summary of the pharmacovigilance system have been provided with this application and are satisfactory.

The RMS has been assured that acceptable standards of GMP (see Directive 2003/94/EC) are in place for this product type at all sites responsible for the manufacturing of the active substance as well as for the manufacturing and assembly of this product prior to granting its national authorisation.
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.

For manufacturing sites outside the Community, the RMS has accepted copies of current GMP Certificates of satisfactory inspection summary reports, ‘close-out letters’ or ‘exchange of information’ issued by the inspection services of the competent authorities (or those countries with which the EEA has a Mutual Recognition Agreement for their own territories) as certification that acceptable standards of GMP are in place at those non-Community sites.

All involved Member States agreed to grant a Marketing Authorisation for the above product at the end of the procedure (Day 105 – 09 October 2014). After a subsequent national phase, the UK granted a Marketing Authorisation (PL 25258/0166) for this product on 25 February 2015. The UK subsequently became RMS for the product on 24/02/2016. The product is no longer authorised in Denmark.
When initially approved, the tablets were a prescription only medicine (POM).
Summary of key post-approval change:

Prescription Only to Pharmacy Reclassification - granted 3 July 2017 see Annex 1

· II 
QUALITY ASPECTS

II.1 
Introduction
This product is a film-coated tablet. Each tablet contains 250 mg atovaquone and 100 mg proguanil hydrochloride.
The excipients present are:

Core: Poloxamer 188, Microcrystalline Cellulose, Low-substituted Hydroxypropyl Cellulose,

Povidone K30, Sodium Starch Glycolate Type A, Silica colloidal anhydrous, Magnesium

Stearate.

Coating: Hypromellose, Titanium Dioxide E171, Iron Oxide Red E172, Macrogol 400,

Macrogol 8000. 
All excipients used comply with their respective European Pharmacopoeia monographs. 

None of the excipients used contain material of animal or human origin. 
The finished product is packed in PVC/PVDC (clear) and hard tempered aluminium foil blister (PVC/PVDC-Alu) in a cardboard carton containing 12 tablets.
Satisfactory specifications and Certificates of Analysis have been provided for all packaging components. All primary packaging complies with the current European regulations concerning materials in contact with food.
II.2 
Drug Substance
(1)   


Atovaquone
INN: 
Atovaquone
Chemical name: 
1,4- naphthalenedione, 2-[4-(4-chlorophenyl) cyclohexyl]-3-hydroxy-trans
Structural formula:
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Molecular formula: 
C22H19ClO3
Molecular mass: 
366.837 
Appearance: 
Yellow powder
Solubility:
Freely soluble in N-methyl-2-pyrrolidone and in Tetrahydrofuran; soluble in chloroform; sparingly soluble in acetone and Dimethyl sulfoxide; slightly soluble in octanol, ethyl acetate and polyethylene glycol 200; very slightly soluble in 0.1N sodium hydroxide; insoluble in water.
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. 

An appropriate specification is provided for the active substance. Analytical methods have been appropriately validated and are satisfactory for ensuring compliance with the relevant specification limits.

Satisfactory certificates of analysis have been provided for all working standards. Batch analysis data are provided that comply with the proposed specification.

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.
(2) 


Proguanil Hydrochloride

INN: 
Proguanil Hydrochloride

Chemical name: 
1-(4-Chlorophenyl)-5-(1-methylethyl)biguanide hydrochloride
Structural formula:
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Molecular formula: 
C11H17Cl2N5
Molecular mass: 
290.2 
Appearance: 
White or almost white, crystalline powder.
Solubility:
Slightly soluble in water, sparingly soluble in ethanol, practically insoluble in methylene chloride.
Proguanil hydrochloride is the subject of a European Pharmacopoeia monograph.

All aspects of the manufacture and control of the active substance, proguanil hydrochloride, are covered by European Directorate for the Quality of Medicines and Healthcare (EDQM) Certificates of Suitability. The proposed specifications are in accordance with the Ph. Eur. monograph and additional in-house requirements for residual solvents and particle size.
II.3 
Medicinal Product
Pharmaceutical Development

The objective of the development programme was to develop a generic equivalent of Malarone, 250 mg/100 mg film-coated tablets (GlaxoSmithKline UK).
Comparative dissolution and impurity profiles have been presented for the proposed and reference products.
Manufacture of the product
A satisfactory batch formula has been provided for the manufacture of the product, along with an appropriate description of the manufacturing process. The manufacturing process has been validated at production scale and has shown satisfactory results.
Finished Product Specification

The finished product specification is satisfactory. The test methods have been described and adequately validated. Batch data have been provided that comply with the release specifications. Certificates of Analysis have been provided for any working standards used.

The product specifications cover appropriate parameters for this dosage form. Validation of

the analytical methods have been presented. Batch analysis has been performed on 3 batches.

The batch analysis results show that the finished product meets the specifications proposed.

Stability of the product
Finished product stability studies have been conducted in accordance with current guidelines and in the packaging proposed for marketing.

Based on the results a shelf-life of 30 months with no special storage conditions is set. This is satisfactory.

Bioequivalence/bioavailability

Satisfactory Certificates of Analysis have been provided for the test and reference batches used in the bioequivalence studies.
II.4 
Discussion on chemical, pharmaceutical and biological aspects
The grant of a Marketing Authorisation is recommended.

III 
NON-CLINICAL ASPECTS

III.1
Introduction

Pharmacodynamic, pharmacokinetic and toxicological properties of atovaquone and proguanil hydrochloride are well known. As atovaquone and proguanil hydrochloride are widely used, well-known active substances, the applicant has not provided additional studies and further studies are not required. Overview based on 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

Not applicable for this product type. Refer to section ‘III.1; Introduction’ detailed above.

III.3
Pharmacokinetics

Not applicable for this product type. Refer to section ‘III.1; Introduction’ detailed above.

III.4
Toxicology

Not applicable for this product type. Refer to section ‘III.1; Introduction’ detailed above.

III.5
Environmental Risk Assessment (ERA)

Since Maloff Protect tablets are intended for generic substitution, their use will not lead to an increased exposure to the environment. An environmental risk assessment is, therefore, not deemed necessary.
III.6
Discussion on the non-clinical aspects

No new non-clinical studies were conducted, which is acceptable given that the application was based on being a generic medicinal product of an originator product that has been licensed for over 10 years.

There are no objections to the approval of this application from a non-clinical point of view.

IV 
CLINICAL ASPECTS

IV.1 
Introduction
The clinical pharmacology of atovaquone and proguanil is well-known. With the exception of data from the bioequivalence study detailed below, no new pharmacodynamics or pharmacokinetic data are provided or are required for this application.
No new efficacy or safety studies have been performed and none are required for this type of application. A comprehensive review of the published literature has been provided by the applicant, citing the well-established clinical pharmacology, efficacy and safety of proguanil hydrochloride. 

IV.2 
Pharmacokinetics
Clinical efficacy and safety (Bioequivalence)

To support the application, the applicant has submitted one bioequivalence study performed on the 250/100 mg atovaquone/proguanil hydrochloride film-coated tablet. 
The study was an open-label, randomised, two-treatment, two-sequence, two-period, two-way crossover, single-dose bioavailability study conducted under fed conditions with a wash out period of 32 days between the two administrations. One 250/100 mg tablet was administered in each period. The study was carried out under fed conditions in accordance with the recommendation in the SmPC; this is considered justified as the rate and extent of absorption of atovaquone is increased when administered with a high-fat meal. 

The pharmacokinetic variables evaluated were standard and were evaluated for parent compound of atovaquone and parent compound as well as active metabolite cycloguanil as supportive data for proguanil hydrochloride. Bioequivalence was determined based on AUC0-t, AUC0-inf and Cmax as primary variables using normal confidence intervals of 80-125%. The results obtained demonstrate that the test product is bioequivalent with the reference product, Malarone film-coated tablets. Test product was tolerated equally well as reference product.
Results
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* For these Parameters N=24

Note: Descriptive statistics for Pharmacokinetic parameters, AUC(0-∞), Kel and t1/2 was computed and reported only for those subjects whose extrapolation area or residual area was found to be ≤ 20%.

1. Least square geometric means for Ln-transformed data.

2. Ratio calculated as Test LSM divided by Reference LSM

3. Estimated intra-subject CV, %CV=100*SQRT (eMSE – 1), where MSE is the mean square error term from the ANOVA for Ln- transformed data.

4. Confidence interval on the ratio.
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Conclusion on bioequivalence studies:

Based on the submitted bioequivalence study Maloff Protect tablets are considered bioequivalent to Malarone film-coated tablets.
IV.3
Pharmacodynamics

No new data have been submitted and none are required for applications of this type.
IV.4
Clinical efficacy

No new data on efficacy have been submitted and none are required for applications of this type. 

IV.5
Clinical safety

No new safety data were submitted and none are required.
IV.6
Risk Management Plan (RMP)
The MAH has submitted a risk management plan, 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 Maloff Protect tablets.
A summary of safety concerns, as approved in the RMP, is listed below:

[image: image6.png]Summary table of Safety concerns

Summary of safety concerns
Important identified risks

Important potential risks
Important missing information

Severe  allergic  reactions  including
angioedema and anaphylaxis

Pancytopenia associated with use in severe
renal impairment

Severe skin reactions (including Stevens
Johnson syndrome and erythema multiforme)
Seizures

Hallucinations

Hepatitis

Interaction with Warfarin (may potentiate the
anticoagulant effect)

Depression

Experience in patients with severe hepatic
insufficiency

Treatment of cerebral malaria and other
severe manifestations of complicated malaria
Experience of use during pregnancy
Experience in lactating women





Routine pharmacovigilance and routine risk minimisation are proposed for all safety concerns. This is satisfactory. 
IV.7
Discussion on the clinical aspects
The grant of a Marketing Authorisation is recommended.
V
User consultation

The package leaflet has been evaluated via a user consultation study in accordance with the requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC. The language used for the purpose of user testing the PIL was English. The results show that the package leaflet meets the criteria for readability as set out in the Guideline on the readability of the label and package leaflet of medicinal products for human use.
IV 
OVERALL CONCLUSION AND BENEFIT-RISK ASSESSMENT AND RECOMMENDATION
The quality of the product is acceptable, and no new non-clinical or clinical concerns have been identified. Bioequivalence has been demonstrated between the applicant’s product and the reference product. The benefit-risk assessment is, therefore, considered to be positive.
Table of content of the PAR update for MRP and DCP

Steps taken after the initial procedure with an influence on the Public Assessment Report 
	Scope 
	Procedure number
	Product information affected
	Date of start of the procedure
	Date of end of procedure
	Approval/ non approval
	Assessment report attached

Y/N (version)

	To add additional pack sizes of 24 and 36 tablets. 
	UK/H/6347/001/IB/008/G 
	Patient Information Leaflet, Label and SmPC
	22/07/2016
	21/08/2016
	Approved
	N

	To change the medicinal product name for Maloff 250mg/100mg film-coated tablets to Maloff Protect 250mg/100mg tablets. 
	UK/H/6347/001/IB/009 
	Patient Information Leaflet, Label and SmPC
	23/08/2017
	22/09/2017
	Approved
	N

	To delete the 12 tablet pack size.
	UK/H/6347/001/IA/010/G
	Patient Information Leaflet, Label and SmPC
	24/03/2017
	23/04/2017
	Approved
	N

	Prescription Only to Pharmacy Reclassification
	PL 25258/0166 – 0014 

(UK national procedure)
	Patient Information Leaflet, Label and SmPC
	18/10/2016
	03/07/2017
	Approved
	Y 

(Annex 1)


Annex 1
Prescription Only to Pharmacy Reclassification

Maloff Protect 250mg/100mg Film-Coated Tablets

Atovaquone 250mg/Proguanil hydrochloride 100mg

PL 25258/0166 - 0014

Glenmark Pharmaceuticals Europe Ltd
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1.
Introduction

Maloff Protect 250mg/100mg Film Coated Tablets (hereafter referred to as Maloff Protect) is a medicine to be taken by mouth to prevent malaria infection in adults travelling to areas where malaria is widespread. 

The active ingredients are atovaquone and proguanil hydrochloride. Both are in a class of drugs called biguanides used to prevent and treat malaria.

Malaria is a serious disease caused by a parasite passed to humans by the bite of an infected mosquito which passes the malaria parasite into the bloodstream. Maloff Protect prevents malaria by killing these parasites in the blood.

The Licence holder, Glenmark Pharmaceuticals Europe Ltd 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

Atovaquone and proguanil hydrochloride belong to a group of medicines called antimalarials. They act in different ways to kill the malaria parasite. When used together to prevent malaria they are more effective than when each substance is used alone. They are also used to treat malaria infection but Maloff Protect will only be available as a Pharmacy (P) medicine for malaria prevention. It is considered that anyone infected with malaria should be treated under the supervision of a doctor or other healthcare professional qualified to prescribe medicines. 

Maloff Protect containing atovaquone and proguanil hydrochloride was first authorised to Glenmark as a prescription only medicine (POM) in 2015. A tablet containing 250mg atovaquone and 100mg proguanil hydrochloride has been licensed in Europe for the prevention and treatment of malaria since 1996.

This was the first application for pharmacy availability for this product in the UK.
3.
Proposed Terms of Reclassification

The applicant proposed the following conditions for the P availability of Maloff Protect: 

•
Tablets for oral use

•
For prevention of malaria in adults weighing more than 40 kg

•
Dose: 1 tablet to be taken daily commencing one to two days prior to entering a

malaria-endemic area, continuing during the period of stay, continuing for 7 days after leaving the area

•
Maximum dose: 250mg/100mg

•
Maximum daily dose: 250mg/100mg

•
Maximum pack size: 36 tablets (total number of tablets dispensed dependent on duration of travel with maximum of 93 tablets for 12 weeks’ travel).
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 (i.e. not frequently or to a wide extent used incorrectly)

•
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 Maloff Protect are generally mild to moderate in intensity and stop when the medicine is stopped; these include abdominal pain, headache, loss of appetite, nausea, vomiting, diarrhoea, and coughing. 

Individuals who are considered to be at risk of serious adverse reactions with atovaquone and proguanil hydrochloride will not receive Maloff Protect unless advised by a doctor or other qualified prescriber. These individuals include those weighing less than 40kg, people known to have kidney or liver disease and people with a history of depression or seizures. Maloff Protect 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 they are at risk of more severe complications of malaria and need advice from a doctor or other qualified prescriber.

Although drug-drug interactions (interactions between atovaquone or proguanil hydrochloride 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 atovaquone or proguanil would also not receive Maloff Protect. 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. 

Maloff Protect will be used to prevent and not treat malaria, so no diagnosis of a condition is needed. However, it is important that travellers can decide if Maloff Protect is a correct product to take depending on the part of the world they will be visiting. The label and the patient leaflet advises patients to get advice from a healthcare professional about which antimalarial to take. And training material will be made available for pharmacists and their staff to enable them to identify the correct choice of products for an individual. There is always a risk that people can still catch malaria even if they take medicines to protect themselves. Maloff Protect does not mask the symptoms of malarial infection. 

Malaria is a medical emergency, with a potential for life threatening or fatal disease if not treated within 24 hours. Pharmacists will have the opportunity to make patients aware of the symptoms of malaria at the time of supplying Maloff Protect in case they catch the disease. The leaflet will also instruct patients to seek medical advice immediately if they experience any of the symptoms of malaria infection. 

As with antibiotics there is a risk that overuse and misuse can lead to resistance (the ability of the malaria parasite to resist the effects of Maloff Protect). The risk that use of Maloff Protect to prevent malaria will lead to the development of resistance is very low. Resistance development is associated with use of antimalarials in treatment rather than prevention of malaria. Patients will be instructed on how to take the medicine correctly, which will also reduce the risk of development of resistance. 

Maloff Protect is considered to be safe in long term use provided there are no serious side effects experienced.

5.1.3
Incorrect use – frequently and to a very wide extent

Although patients may be supplied a large number of tablets at once especially for longer trips, the risks of misuse including use for self- treatment are low and no different from that of the prescription medicine. As Maloff Protect has a simple dosing schedule the risk of medication error (mistakes made when using the medicine) is low. The effects of overdose are known to be non-serious and reversible. Atovaquone and proguanil hydrochloride are not known to have abuse potential. 

There is no evidence that similar products already available via pharmacies for prevention of malaria are used incorrectly. 

5.1.4
Activity and/or adverse reactions require further investigation
Products containing atovaquone and proguanil hydrochloride have been used as prescription products since 1997 and the activity and adverse reactions 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
Training resources
Additional resources will be provided for pharmacists, which cover the following areas: 

•
Pharmacy Guide 
-
The Pharmacy Guide will provide information to pharmacists on the choice of medicines 
available to prevent malaria and how to use Maloff Protect safely. 

-
The Pharmacy Guide includes information on malaria and how it is spread, advice to avoid getting bitten by mosquitoes, the choice of products available to prevent malaria, recommended online resources to
seek information from, advice on patients who should not receive Maloff Protect, symptoms of malaria, what to do if patients think they are infected and the importance of reminding patients to take the drug correctly to reduce the risk of resistance. 

•
Screening Questionnaire 
-
The Screening Questionnaire contains a list of Yes/No questions which the pharmacist should ask the patient.

-
This will help the pharmacist identify if the patient has any risk factors which means they should not be given Maloff Protect.

•
Pack Calculator 

-
This will help the pharmacist calculate the number of tablets to supply depending on how long the patient is going to be travelling for.

•
Pharmacist Checklist 
-
The Pharmacist Checklist will remind the pharmacist of actions to take when supplying Maloff  Protect. 

The following additional resources will also be provided for patients:

•
User Reminder Card 

-
The User Reminder Card displays a daily calendar to help patients track or record whether they have taken their dose for that day.

-
The other side of the card has a space for the pharmacist to provide the address or directions to the nearest place to receive full travel advice (including advice other than on prevention of malaria). 

•
User Reminder App

-
The User Reminder App will allow patients to program a daily reminder on their phone to remind them to take Maloff Protect at a set time each day.  The User Reminder App will be accessible through a QR code on the label.

6.
Advice from the Commission on Human Medicines

The Commission on Human Medicines advised in favour of Pharmacy availability of Maloff Protect 250mg/100mg Film Coated Tablets for prevention of malaria in adults weighing more than 40 kg, with a maximum dose and daily dose of 250mg/100mg and a maximum pack size of 35.

7.
Consultation on Pharmacy Availability of Maloff Protect 

Consultation ARM 93 proposing pharmacy availability of Maloff Protect 250mg/100mg Film Coated Tablets was issued on 16 March 2017 with a deadline for comments of 6 April 2017.
 A copy of the consultation document and details of the responses are available on the MHRA website.

8.
Responses to consultation ARM 93 

8 responses were received: 4 were in favour of the reclassification, 3 were not in favour, and 1 was unsure. 

Of these 8 responses received, 3 were from specified organisations.  The Royal Pharmaceutical Society and the Royal College of Physicians were in favour of the reclassification. The Dispensing Doctors’ Association were not in favour.  Of the 5 remaining responses, 3 were from individual pharmacists.  Two pharmacists were not in favour of the reclassification and the other pharmacist was unsure. The final two respondents requested that their response remain confidential.

The respondents had concerns as follows:

•
Maloff Protect may not be the appropriate antimalarial for the region of travel, including if travel 
plans change.

•
The traveller may not receive a complete risk or travel health assessment; it may be more 
appropriate to receive travel advice from a single source. 

•
The number of tablets dispensed for duration of travel may not be appropriate, which may lead 
to inappropriate use. 

•
The maximum number of tablets to be dispensed at any one time should be stated. 

•
Travellers may share medicines between them. 

•
There may be issues with antimicrobial resistance. 

•
Additional information is required on the label in case travellers do not read the leaflet. 

All issues raised had already been considered by CHM when they advised on the product’s suitability for Pharmacy classification. No 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 appropriateness of antimalarial chemoprophylaxis
 for the region of travel including if travel plans change

The patient leaflet advises that the traveller should seek advice on whether Maloff Protect is suitable for the part of the world they will be visiting. 

The Pharmacy Guide advises dispensing pharmacists that selecting the right antimalarial depends on the region or regions that the customer intends to travel to and the prevalence of resistance to antimalarial drugs in those regions. The guide directs pharmacists to check the latest recommendations about malaria chemoprophylaxis before providing advice to patients on the following websites: 

• 
www.travelhealthpro.org.uk/countries

• 
www.travax.nhs.uk (for Scottish healthcare professionals)

These two online resources are those recommended by Public Health England’s Advisory Committee for Malaria Prevention for UK Travellers (ACMP) for travel advice (which includes malaria advice) for travellers from the UK. 

The Pharmacy Checklist contains a reminder of the actions that the pharmacist should take in sequence. The first step of the consultation with the traveller is to check which malaria chemoprophylaxis is recommended for the country/countries the customer will be visiting. 

It is acknowledged that changes in travel plans may result in atovaquone/proguanil no longer being the appropriate antimalarial chemoprophylaxis for the region of travel. However, this circumstance is relevant to all travel advice and may occur regardless of whether the antimalarial is provided via the POM or P route. Nevertheless, to address this concern, the following statement asking the traveller to seek updated travel advice should travel plans change was added to the Pharmacy Guide:


“Advise the customer that if their travel plans change, they will need to seek updated travel 

advice”.

Travel health assessments including the need to receive advice from more than one source

The importance of a full travel health assessment is reiterated in several of the product materials. 

The Patient Leaflet states: 


“Getting advice for malaria is only one of the aspects to protect your health before your travel. 
Remember to seek a full travel consultation.”

The Pharmacy Guide advises Pharmacists to: 

“Ensure the customer has had a full travel consultation. If they have not, remind them of the need to undertake an overall risk assessment-based package of travel health advice including advice on vaccinations. Provide the address to the nearest facility they can receive this in the space provided on the patient reminder card. Malaria prophylaxis is only one of the aspects of pre-travel advice.”

One side of the Patient Reminder Card is dedicated exclusively to the need to obtain travel advice, with similar advice to the Pharmacy Guide, as follows: 

“Your pharmacist should provide the address of the nearest facility to receive a full travel consultation including advice on vaccinations if you have not already done so”. There is also a clearly marked space for the pharmacist to provide the address of the nearest travel advice facility. 

To be consistent with the tone of the advice provided in the other materials, advice in the Pharmacy Checklist was made more robust by the following amendment:


“Direct the customer to a facility to receive a full travel consultation including advice on 
vaccinations.” 

Although it may be less convenient for travellers to receive advice from more than one source, if travellers were not previously aware that they required a full consultation, contact with the community pharmacist will be an opportunity to direct them to receive this. The traveller can still choose to receive their malaria chemoprophylaxis from the same source as the remainder of their travel advice if they wish to do so. 

The number of tablets dispensed 

Respondents felt that the inability to dispense the precise number of tablets required and the availability only of pack sizes of 24 and 36 may result in inappropriate use of excess tablets after travel, or in travellers purchasing fewer tablets than needed to complete the course. 

The respondents did not specify the concern relating to how the tablets may be inappropriately used, but at the time of the assessment it was recognised that this may include providing medicines for use by other travellers or keeping excess tablets for use at another date. This may also lead to Maloff Protect being shared with other travellers for whom Maloff Protect may not be appropriate, for example, groups in which use is contraindicated or use in regions where Maloff Protect may not be effective. 

The recommended pack sizes were selected to provide the minimum required tablets for a complete course (including tablets needed before and after travel) while minimising the number of excess tablets available

	Days in malaria area
	Total number of tablets *
	Recommended pack size 
	Number of excess tablets

	7 (1 week)
	16
	1 x 24
	Eight extra tablets

	14 (2 weeks)
	23
	1 x24
	One extra tablet

	21 (3 weeks)
	30
	1 x 36
	Six extra tablets

	28 (4 weeks)
	37
	2 x 24 
	Eleven extra tablets

	42 (6 weeks)
	51
	1x36; 1x24
	Nine extra tablets

	56 (8 weeks)
	65
	2 x 36
	Seven extra tablet

	84 (12 weeks)
	93
	2x36; 1x 24
	Three extra tablets


The largest number of excess tablets that may be encountered is therefore 11. This is insufficient for a full course of malaria chemoprophylaxis unless the number of days travelled is 2 days, which is less likely for long distance travel and so would be insufficient to provide to other travellers or to retain for personal use at a later date. 

The Pharmacy Guide advises pharmacists to remind customers to return any remaining Maloff Protect tablets to the pharmacy for destruction once the course has been completed.

Of note, the POM criteria alone do not always act as a deterrent to issues with inappropriate use of excess medicines, including sharing medicines with other individuals. Sharing can and does also occur with POM medications, including those used for other indications. Patients may not complete their recommended courses of POM treatment regimens and this may also lead to inappropriate use of the unused medication, including supply to others. Therefore, the risk of inappropriate use of excess medicines is no greater with this product classified as a P than as a POM.

The maximum number of tablets should be stated

A separate issue raised by the Royal Pharmaceutical Society relating to the number of tablets dispensed was that the maximum quantity of tablets (93 for 12 weeks of travel) should be communicated in the SmPC
 and if a larger quantity of tablets is needed for a longer duration of travel, the patient should be signposted to a prescriber who is able to do this. The SmPC was amended, as follows:

Section 4.4:

“The maximum duration of travel for which Maloff Protect can be supplied without prescription 
is 12 weeks (93 tablets). For longer durations of travel, advice should be sought from a doctor or other qualified prescriber.” 

This statement was also added to the relevant sections in the Pharmacy Guide, Pharmacy Checklist, and the Pack Size calculator. 

A question was added to the Screening questionnaire to check that the duration for which Maloff Protect is required is no longer than 12 weeks. 

Antimicrobial resistance

Advice was sought specifically from Commission on Human Medicines (CHM) Infection Expert Advisory Group (EAG) regarding the potential for increasing the incidence of parasitic resistance to atovaquone/proguanil. 

The EAG considered the risk of resistance to be low because atovaquone/proguanil was not widely used as treatment in endemic areas. The Group noted that resistance that emerged with other antimalarials had arisen not from use of the drugs for prophylaxis but rather from treatment pressure and suboptimal treatment in malaria endemic regions.


The risk of resistance with use of atovaquone/proguanil as prophylaxis was therefore considered a small, theoretical risk. This risk was considered to be minimised by advice provided in the product information and the relevant additional risk minimisation material.

The risk minimisation material (including the product information) addresses the modifiable human factors that may contribute to the selection of resistant malaria parasites. For example, by: prompting reference to the most up-to-date material on resistance development; providing clear advice about dosing and supporting adherence; providing direction in situations where malabsorption is likely; and advising not only on recognition of symptoms of malarial infection but also on actions to take in the event of infection. 

Advice on patients who are known to be taking medications that are known to interact with atovaquone/proguanil is also provided in the product information and risk minimisation material. Therefore, these groups can be excluded from receiving Maloff Protect.

Label wording

The Royal Pharmaceutical Society suggested that the label should be amended as follows:

Current wording:

 
How to take: Adults: Take one tablet once a day with food or a milky drink where possible. 


Proposed wording:

How to take: Adults: Take one tablet once a day at the same time each day with food or a milky drink where possible.

The Society made the point that although the need to take the medicine at the same time each day was reflected in the PIL, some patients may not read the PIL and will only refer to the dosage on the outer label. This suggestion was accepted and the label was amended accordingly

9.
Conclusion

Assessment of the responses to consultation on the application for Maloff Protect 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, the MHRA has taken the decision to approve Pharmacy legal status for Maloff Protect.

Summary of Product Characteristics (SmPC), Patient Information Leaflet (PIL) and labelling

In accordance with Directive 2010/84/EU the Summary of Product Characteristics (SmPC) and package leaflet for the product granted a Marketing Authorisation at a national level is available on the MHRA website.

The approved labelling for Maloff Protect is presented below:
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�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.


�Preventing infectious disease with chemical agents in the form of medicines.


�SmPC stands for Summary of Product Characteristics. The SmPC is a legal document describing a medicine’s properties and how it can be used. SmPCs are available � HYPERLINK "http://www.mhra.gov.uk/spc-pil/" ��online� via the MHRA.





PAGE  

[image: image9.png]