Teva UK – Further supplementary written evidence 


Firstly, I would like to thank you once again for giving us the opportunity to provide oral evidence to your committee last week.  I cannot stress enough that for us at Teva, maintaining access to medicines for patients is not just a business issue, but something we see as our fundamental duty of care to those we serve. We very much hope that the UK and EU can work together to mutually agree a way forward so that patients in Northern Ireland are not placed at disadvantage with regards to access to both new and existing medicines.

During the evidence session, I committed to sharing additional information with you, which I have set out below. 

Cost of additional licences

You asked us to confirm data on how much it costs to apply for and maintain an additional licence, as would be required under the original NI Protocol and would still be needed under our interpretation of the EU Non-Paper’s requirements for new treatments.

The fees for a new generic application for a separate Northern Ireland Marketing Authorisation (MA) would be approximately £17,330 (first strength) and £6,350 for each subsequent strength. So for a product with three strengths, the initial fees will be in the region of £30,000. In addition, routine maintenance and annual fees will also be required between £2,428 and £9,710 for the first strength. This does not include our own administrative cost of staff to make extra applications and for file maintenance, such as applying for variations to an MA. Unless we can have one MA which covers both GB and NI, it may not be commercially viable to submit a separate application for Northern Ireland. To give an example using an existing treatment, we currently supply a generic medicine across the UK that is used to treat depression, migraine and to help manage pain. In 2020, we supplied about 120,000 packs of that product to Northern Ireland and the Gross Margin received was less than £5,000.

Therapy areas impacted by potential product discontinuations

You asked me to be specific on the diseases and conditions that could potentially be impacted if Teva found it necessary to discontinue over 250 products due to unsustainability. It is difficult to be definitive, as medicines are often used to treat two, three or even more different conditions: but a summary of the main conditions and diseases that could be impacted is below. Once again, I wish to make it very clear that discontinuation is the very last resort and is only under consideration to maintain our overall viability so we can continue to serve all our patients.  Please be assured that we only considered products for discontinuation where there is at least one other easily available supplier and there are no patient safety concerns in switching from one version of a generic medicine to another. 
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· Hay fever/allergy
· Cholesterol
· Migraine
· Cardio-vascular (heart conditions)
· Blood pressure management
· Pain management
· Antibiotic
· Travel sickness
· Depression and anxiety
· Skincare
· COVID-19
· Anti-inflammatory
· Gastro-intestinal
· Alzheimer’s disease
· Parkinson’s disease
· Type 2 diabetes
· Diuretic
· Asthma and Chronic Obstructive Pulmonary Disease (COPD)
· Gastric reflux
· Erectile disfunction
· Rheumatoid arthritis and osteoporosis
· Sleep disorders
· Anti-nausea in chemotherapy
· Obesity
· Prostate gland enlargement

 

Introduction of new treatments to Northern Ireland

DCP is the procedure for authorising medicines in more than one European Union Member State in parallel; it results in a mutually recognised product (MRP). This means that it would not be possible to submit UK-wide national licence applications for new medicines given that Northern Ireland is regarded for medicines purposes as part of the EU. Instead, Teva would have to submit a national market authorisation application for GB; and include Northern Ireland in European DCP applications. The requirement to use the DCP route for Northern Ireland would therefore have a significant additional impact on fees and resources and, in many cases, it could make it unsustainable to apply for separate Northern Irish licences. This is particularly the case for most generic products where, in general, margins are low. During the evidence session I highlighted that it also opens up the possibility of non-alignment between GB and NI versions of the same medicine, for example where the EU requires different safety information to GB.

Mutual recognition of batch testing

During the evidence session, I said that we have urged the UK government to conclude a Mutual Recognition Agreement (MRA) with the EU on batch testing. We highlighted this as an example where unilateral withdrawal of medicines from the Protocol might result in a response from the EU that could be unhelpful to the UK’s interests. I said in the session that the topic is very important but rather technical and I undertook to include a briefing paper to the Committee. This briefing paper, which sets out the detail behind why an MRA is needed, is enclosed with this letter: suffice it to say here that getting this wrong could threaten medicine supply to the whole of the UK, not just Northern Ireland. 

Dual-approval regime

Finally, in response to the questions from Lord Hannan, we committed to providing further explanation of why having both an EU and nationally approved pack in NI would not work, with some clear examples of this.  The obstacles are analogous to asking for Northern Ireland to be subject to two sets of laws and practices at the same time. The rules in the UK and Ireland are different in terms of pricing, pharmacy reimbursement and safety: we do not see how a medicine could be subject to both sets of legal and regulatory frameworks at the same time.

The EU Non-Paper on medicines outlines that it “stands ready to continue discussing” how to ensure that the UK national authorisation procedures for Great Britain (governed by UK domestic law) and for Northern Ireland (governed by EU law) are operated to facilitate the continued use of a single medicine pack and patient information leaflet.  This is vital; not only to avoid costs which may make a product commercially unviable, but also in terms of patient safety. 

If a solution is not found, GB Marketing Authorisations would be assessed by the MHRA, whilst the Northern Ireland authorisation would need to be granted on the consensus of all the other EU countries involved in the same assessment procedure. This means there is a risk that if there any differences at all between the Northern Ireland and GB licences, there cannot be a single pack. This could lead to confusing variations in access, the patient information leaflet or safety advice for the same product. We have a few examples of where this happened that we can share with you.  

Example One: Emollients (creams and ointments): information about risk of severe and fatal burns with paraffin-containing and paraffin-free emollients
The MHRA requested warnings about the risk of severe and fatal burns to be added to all paraffin-based emollients. The warning was to advise users not to smoke or go near naked flames, and caution against the easy ignition of clothing, bedding, dressings, and other fabrics that have dried residue of an emollient product on them. However, these warnings were not accepted by the EU national competition authorities and so only UK products approved by the national route carry this important information.

Example Two: Opioids
The UK Commission on Human Medicines advised that the Summary of Product Characteristics (SmPC) and Patient Information Leaflet (PIL) for all opioids available on prescription should contain harmonised warnings on the risks of dependence and addiction. The MHRA said that for products authorised through the Mutual Recognition and Decentralised Procedures, they had asked the main reference Member States to incorporate these changes.

The matter was then discussed at a meeting of the European Co-ordination Group for Mutual Recognition and Decentralised Procedures – Human (CMDh).  The group agreed to bring the topic to the attention of the Opioids Task Force to discuss the proposals and agree on a harmonised implementation, if applicable. However, as long as there continues to be no EU-wide agreement on the implementation of the UK’s suggested measures, they can only be requested on a national level. 

Example Three: Sildenafil P status
Pfizer applied to the European Medicines Agency (EMA) to change the classification of its Viagra (sildenafil) medicine from being a prescription-only product to one that can be bought in a pharmacy under the supervision of a pharmacist. However, this application was withdrawn as the EU Committee for Medicinal Products for Human Use (CHMP) was concerned that Viagra 50 mg did not fulfil the criteria for switching from prescription to non-prescription status and that the patient information leaflet was too complex, which could lead to patients using the medicine incorrectly; and that the medicine could be used outside of its approved indication, such as for recreational purposes. However, the same application to switch the status in the UK was later assessed and approved by the MHRA.  It is therefore now possible to buy sildenafil 50mg over the counter in Northern Ireland, but not in Ireland.

I do hope that this information is helpful to this very important inquiry and please do not hesitate to contact me if you require anything further from us at this stage. We recognise some of this subject matter is very technical, so would be happy to arrange a call with any of our subject experts, if that would be useful. We thank you for taking the time to look into this issue and we will continue to do what we can to ensure that the voice of patients in Northern Ireland is heard on both sides of the negotiations. 

Paul Williams 
Senior Director Corporate Affairs
Appendix
Mutual recognition on batch testing and release – the potential cliff edge


Background
When a pharmaceutical product is made, it is not created in a continuous process but in a batch. Each batch is tested to ensure that it passes all quality tests that are appropriate in that country, and if so a Qualified Person (QP) certifies that batch and the product is released to the market. The batch cannot be sold if that process has not taken place.

A system has evolved under which countries accepting product from the factories where it is made ‘recognise’ the batch testing that was undertaken at the factory. This is dependent on regulations in the originating country being robust enough that the receiving country can be confident that the receiving QP is really satisfied that the product has passed all tests.

This means that, as an example, Israel recognises batch quality tests carried out in the UK as adequate; and the UK recognises tests carried out in Israel. This is known as a Mutual Recognition Agreement (MRA) and it saves product that arrives in the UK from Israel having to be tested again, saving cost and time.

The EU developed this system so that countries can rely on each other's Good Manufacturing Practice (GMP) inspection system, share information on inspections and quality defects and waive batch testing of products on import into their territories.

At Brexit, the system no longer included the UK. The EU ceased to automatically recognise UK batch testing, even though the UK has high standards and has MRAs in place with many other countries. 

However, no doubt for pragmatic reasons to maintain continuity of supply, the UK decided that – initially until the end of 2022 – it would unilaterally recognise EU batch testing. More recently the MHRA has said that it will review the issue in December 2022 and give industry two years’ notice of a change, pushing the deadline to at least December 20241. However in industry terms this is still short term and the uncertainty is a concern.

What this means in practice is that if a product is made in the EU, then it is tested there and can be sent to the UK with no further testing. However if a product is made at a UK factory and sent to the EU, it must be tested again on arrival in Europe, costing time and money and so making it less competitive.


Current situation
As things stand, the UK has said it would like to reach an MRA with the EU. The fact that the EU will not accept UK batch testing means that any medicines made in the UK and sent to Europe must be tested in the UK; sent to Europe; tested again; and only then released in the EU. This adds cost and time for any product made in the UK for the EU, even though UK quality standards are regarded as very high. It is a strong disincentive for the pharma industry to invest in the UK.

However, the EU has said that it is not willing at this time to reach a MRA with the UK.


What happens next
As we approach December 2022, the UK will be thinking about what to do as part of that review.

The UK government will have three choices:

1. It can try again to obtain an MRA with the EU. But the lapsing of the MRA at Brexit has not significantly damaged EU interests so far, so the EU has little incentive to negotiate.
2. It can continue unilateral recognition of EU batch testing. This postpones the problem, but the basic issue for the UK government remains that it damages UK exports to the EU while EU product can flow to the UK without barriers.
3. It can threaten to cease recognising EU testing, either as a way to bring the EU to the table to reach an MRA; or in the hope that pharma companies will create an infrastructure for batch testing in the UK for imports from the EU.


The consequences of each option
1. Obtaining an MRA is the best option for the industry and for patients. It maximises patient access to medicine and reduces overall cost for medicines.
2. If the UK continues to unilaterally recognise EU batch testing, it maintains the current status quo and makes it easier for medicines to move from the EU to the UK. However, the UK government is well aware that this imbalance is an incentive over the long term for pharma jobs to migrate from the UK to the EU and may find this politically unacceptable.
3. If the UK chooses to cease its unilateral recognition, then any medicine exported from the EU to the UK will need to be retested on arrival. The pharma industry will then have its own choices. Each company may decide to…
a. Set up a testing laboratory and have a QP test and release medicines imported into the UK from the EU. This is expensive and adds time to the supply chain but may be viable for a relatively small number of high-cost drugs where the UK is a significant market.
b. Shift production from the EU to countries that do have an MRA with the UK. But given that most medicine production plants produce medicines in a specialist expertise (injectables, asthma devices etc) for global distribution, it’s unlikely that companies will move a global manufacturing hub just to make it easier to get product into the UK.
c. Withdraw affected products from the UK market.


What should happen
The solution that affords the most benefits for patients; and makes medicines easier and cheaper to access; is for the EU and the UK to conclude a Mutual Recognition Agreement. We call upon both sides to work together constructively to achieve this aim and protect the best interests of patients.

Teva UK Limited

1 November 2021
