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MEPs Approve EMA Move To Amsterdam, But Insist Deadlines Must 
Be Met

Executive Summary
An EU parliamentary committee has OKd the EMA’s move 
to Amsterdam, but with caveats. MEPs are unhappy with 
the way the agency’s new home was decided and have 
called for changes to the procedure used to choose EU 
agency locations in future.

The European Parliament’s environment and public health 
committee (ENVI) has approved the legislation that 
will allow the European Medicines Agency to move to 
Amsterdam, on condition that parliament is given regular 
updates on progress with the relocation so as to ensure 
that agency’s new premises are delivered on time.

The EMA has to move out of London next year as a result 
of the UK’s impending departure from the EU. The new 
permanent headquarters in the Dutch capital – the Vivaldi 
building – has yet to be built and is not expected to be 
completed until towards the end of 2019, and the EMA 
will have to move into temporary premises from January 
next year. MEPs on the ENVI committee are not happy 
about this. 

A delegation of MEPs carried out a “fact-finding mission” 
to Amsterdam last month to check on progress with the 
relocation and to push home the point that any delays 
would be unacceptable from the business continuity and 
public health standpoints. 

Following that visit, the ENVI committee has now 
amended the legislation to urge the European Commission 
and the Dutch authorities to ensure the new premises are 
delivered on time: the temporary building no later than 
Jan. 1, 2019, and the Vivaldi building no later than Nov. 
16, 2019.

“We are concerned about the risk of delay in the 
construction of the new Vivaldi building in Amsterdam, as 
this could cause a deterioration of the Agency’s workflow, 
which is precisely what we want to avoid” said MEP 
Giovanni La Via, who is parliament’s rapporteur for the 
relocation. “We have therefore added conditions to the 
legislative text, in order to highlight the delivery deadlines 
to be respected and to set an obligation to report every 
three months on the state of play of the building’s 
adjustments and construction, by the Commission and 
Dutch authorities” La Via said.

Complaints Over Selection Procedure
MEPs are also unhappy with the way the new host city 
was chosen,  saying the parliament was effectively 
excluded from the process. A European Parliament official 
told the Pink Sheet that instead of using the co-decision 
legislative procedure, where the Council of the EU and the 
parliament have an equal say, in this case the member 
states reached a “gentleman’s agreement” on the 
procedure and expected parliament to “do as it was told.”

La Via said that the member states “should not expect the 
European Parliament to only rubberstamp their decisions. 
We regret that its role of co-legislator was not respected.”

Italy has also complained about the process, which saw 
the northern city of Milan tie with Amsterdam in the final 
round but lose out when the winner was decided by the 
drawing of lots. Italy has also criticized the fact that the 
Netherlands is unable to offer the EMA a permanent 
building until November 2019 – nearly eight months 
after Brexit. Both Italy and the city of Milan have lodged 
complaints with the Court of Justice of the EU in an 
attempt to annul the location decision and have the 
agency move to Milan.  (Also see “EMA Queries Cost Of 
New Dutch HQ As Milan Steps Up Legal Fight “ - Pink Sheet, 
26 Feb, 2018.)

Referring to the Italian actions and general concerns 
over the procedure, the official said that “if the process 
had been stronger, we probably wouldn’t have had all 
this discussion now, but because the process was not 
satisfactory the European Parliament says next time let’s 
use the normal procedure.”

The relocation legislation is to be voted on by the full 
parliament on March 15. Although some MEPs are 
understood to be planning further amendments calling for 
the EMA’s location to be reconsidered, there is no appetite 
for “opening the Pandora’s box of proposing another city 
than Amsterdam,” the official commented.

The procedure for selecting a new location for agencies 
does needs to be revised, La Via said. “We have requested 
the highest political level in this House to take a position 
in order to… apply the Treaties and the co-decision 
procedure in all future agencies and bodies locations and 
relocations.”
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Brexit Won’t Delay Drug Approvals, EMA’s Rasi Reassures Industry

Executive Summary
The EU’s centralized drug approval process will not be 
disrupted regardless of the number of employees the 
European Medicines Agency might lose when it relocates 
from London to Amsterdam, Guido Rasi pledged yesterday 
at the DIA Europe 2018 conference.

The European Medicines Agency’s executive director, 
Guido Rasi, has sought to reassure industry and patients 
that Brexit will not disrupt the EU’s centralized drug 
approval process or lead to delays in the authorization of 
new drugs.

While some EMA activities have been postponed because 
of Brexit, “we have kind of ‘ring fenced’ the core approving 
line,” Rasi told delegates at the DIA Europe 2018 
conference, in Basel, Switzerland, on April 17.

So, regardless of how many of its 900 staff the EMA 
might lose due to its having to relocate from London to 
Amsterdam when the UK withdraws from the EU on March 
29, 2019 – and despite any other unexpected logistical 
problems – “we don’t expect a delay” in the agency’s drug 
approval process, Rasi told a session at the conference 
dedicated to the EMA’s relocation and the implications for 
centralized activities. Concern has been expressed by the 
European Parliament, among others, that the relocation 
could jeopardize the agency’s business continuity. (Also 
see “MEPs Approve EMA Move To Amsterdam, But Insist 
Deadlines Must Be Met” - Pink Sheet, 13 Mar, 2018.)

Turning to existing marketing authorizations, Rasi noted 
that the EMA and the EU27 member states have already 
decided on the redistribution to other EU countries of 
responsibility for all centrally authorized medicines for 
which the UK is currently rapporteur or co-rapporteur.  
(Also see “EMA Redistributes Responsibility For 370 Drugs 
Currently Overseen By UK “ - Pink Sheet, 16 Apr, 2018.)

“We are ready to press the button” on this front, he 
declared, referring to the fact that the UK will become a 
third country at the end of next March and its Medicines 
and Healthcare products Regulatory Agency will no longer 
act as a rapporteur or co-rapporteur.

Training New Staff
Efforts are also underway to ensure that the national 
competent authorities of the EU27 member states have 
the capacity and competence to take on the work of the 
MHRA.

“Taking over the work as rapporteurs and co-rapporteurs 
can’t be done without the national competent authorities 
increasing their staff capacities,” Christa Wirthumer-
Hoche, who is head of Austria’s medicines and 
medical devices agency, AGES, and chair of the EMA’s 
management board, told delegates at the same DIA 
session.

As well as increasing the number of experts at the 
national agencies, “we have to be sure that we have a 
good distribution of expertise in the network,” Wirthumer-
Hoche said, explaining that it is not just clinical experts 
who are needed. New experts are also going to have to be 
trained, and they cannot be expected to be able to write 
assessment reports straight away, she pointed out.

To this end, the online EU Network Training Centre will be 
used to help train the raft of new staff expected. The EU 
NTC is an initiative founded several years ago by the EMA 
and the European regulatory drug network, the Heads 
of Medicines Agencies. Its mission is to ensure that good 
scientific and regulatory practices are spread across 
the network along with harmonized training standards, 
through the provision of high-quality training materials 
that are identified and shared via the training center’s 
platform.

The EU NTC enables specialists from national competent 
authorities to train experts at other NCAs, Wirthumer-
Hoche explained, adding that discussions are also under 
way to open the center up for training academia.
Preparing For The Future

Noting that the post-Brexit workload would be “more 
distributed” across the member states, Rasi said: “We are 
preparing our network for the future.” And this future does 
not just pertain to Brexit-related changes, he declared.  
“We must also talk about the opportunities we have” as 
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regulators, given the new generation of medicines and 
treatments that are being developed.

Commenting on the changing role of the regulators, Rasi 
discussed whether agencies should be gatekeepers or 
enablers. He said that agencies needed to evolve in line 
with advances in the pharmaceutical space, and consider 
the following kinds of shifts:
•  from the development of just treatments to potential

cures;

•  from the use of treatments to prevention;
•  from the use of anatomical to molecular driven disease

taxonomy (and potentially beyond);
•  from using randomized controlled trials to other possible

types of clinical trials;
•  from just prescribing drugs to delivering a whole therapy

package;
•  from dealing with just risk-benefit to dealing with

clinical added value; and
•  from dealing with approval to dealing with access.

Pink Sheet
Pharma intelligence | 



6 / May 2018 © Informa UK Ltd 2018 (Unauthorized photocopying prohibited.)

UK And EMA Could Work Together Informally After Brexit 

Executive Summary
The UK may not be able to participate in the European 
Medicines Agency after Brexit, but there are plenty of 
precedents for informal collaboration among regulatory 
agencies worldwide. A former European Medicines Agency 
executive director and legal experts talk to the Pink Sheet 
about what might be possible.

The EU has said that the UK will not be able to take part 
in any EU agencies, including the European Medicines 
Agency, once it leaves the European Union. Nonetheless, 
there will still be scope for some flexibility on the part of 
the EU, and informal collaboration on specific regulatory 
activities, as already takes place among international 
regulators, is a likely way forward for the future 
relationship, according to experts who spoke to the Pink 
Sheet.

In view of the UK’s intention to leave the single market, 
the customs union and the oversight of the Court of 
Justice of the EU, the European Council’s draft guidelines 
on the future relationship say that UK cannot participate 
“as a third country” in any EU institutions, agencies or 
bodies.  (Also see “No EMA Membership For UK After Brexit, 
Says European Council “ - Pink Sheet, 8 Mar, 2018.)

Certainly the EU is reluctant to grant the UK any 
concessions beyond what is normally available to a third 
party for fear of damaging the carefully constructed 
internal market, and is also aware of the need to 
demonstrate to other member states the consequences 
of leaving the EU.

Generally speaking, the EU “considers that cherry-picking 
the benefits of the internal market on a sector-by-sector 
basis, combined with a request to be able to influence 
the rules, will have a negative impact on the EU and its 
legal system as a whole,” says Bart Van Vooren of law 
firm Covington & Burling in Brussels. “A very large former 
member state that wants to be involved in law-making 
processes would likely have a significant voting weight.  
This would set a dangerous precedent for EU integration,” 
Van Vooren said in an interview.

However, in the case of the EMA and the drug regulatory 
environment, it’s not out of the question that the EU could 
relax its political stance in the face of practical realities, 
leading to mutually beneficial outcomes for the EMA and 
the UK regulator, the MHRA.

“I think you have to distinguish between the legal and 
political aspects of UK participation in EMA.  Overall there 
is not really a legal impediment to having the UK taking 
part, so ultimately it becomes a political question,” says 
Covington & Burling’s Peter Bogaert. “I certainly wouldn’t 
give up hope that it might happen and I do think it 
would be very good for both the EMA and the MHRA, and 
especially for the pharmaceutical regulatory regime.”

“My feeling is that the EU for the moment adopts a strict 
black and white approach, but I wouldn’t be surprised if 
some of those sharp corners were rounded off later on,” 
Bogaert said. “My gut feeling is that ultimately we will 
probably have some room for flexibility.  Whether this will 
be enough to allow active participation in the EMA, I don’t 
know, but I wouldn’t exclude it.”

The view that flexibility and practical realities will win 
the day is also shared by Thomas Lönngren, a former 
executive director of the EMA. Lönngren, one of only three 
individuals to have led the agency since it began operating 
in 2015, believes that more informal connections will 
be established between the UK and the EU regulatory 
network as a result of Brexit, similar to those already 
forged by the EMA with other international regulators.

In the event of a “hard” Brexit that severs regulatory 
ties between the UK and the EU, and without any official 
agreements between them on collaboration in the 
pharmaceutical field, “there could be a non-political, 
informal collaboration among regulators,” Lönngren told 
the Pink Sheet. “I can’t see the UK being excluded from 
something the EMA has established with other countries.”

The most developed regulatory collaboration of this kind 
is the confidentiality agreement between the EMA and 
the US Food and Drug Administration. The two parties 
“exchange information in a confidential way [and they] 
exchange ongoing applications on both sides, and share 
information about inspections, both GMP and GCP,” noted 
Lönngren, who is now a strategic advisor to the drug 
development consultancy NDA Group. 

These arrangements later led to the EMA being able to join 
special meetings at the FDA and vice versa. “This resulted 
in monthly teleconferences on ongoing applications and 
in the exchange of officers – the FDA had one officer in 
London, and the EMA had one in Washington. That is how 
the collaboration has evolved over time, including the 
development of clusters in the therapeutic and regulatory 
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areas. So this is a model that has mainly been developed 
without any political decisions – this is within the remit of 
the regulatory authorities themselves to decide how to 
work on an international level.”

In fact, drug agencies around the world regularly 
cooperate informally on a day-to-day basis. “Regulatory 
agencies all work with each other and exchange 
information in an informal way,” Lönngren noted. “This 
is the kind of opportunity to be taken in the case of a 
hard Brexit: there is nothing legally binding, they are 
exchanging information, people take part in different 
meetings.”

Unless there is a “political signal” from the EU that the 
EMA is not allowed to have that kind of arrangement with 
the UK, Lönngren “can’t see any problem working in this 
way”.

“Why shouldn’t the EMA and MHRA work as the EMA is 
doing with the FDA, Health Canada, the TGA [Australian 
Therapeutic Goods Administration] and so on to exchange 
information under a confidentiality agreement?”

Future MHRA Role
If the ties are ultimately broken by a “hard” Brexit, the UK 
regulator, the MHRA, will have to take on a bigger role, and 
may, for example, have to conduct its own assessment of 
products that are submitted through the EU’s centralized 
procedure for assessment by the EMA’s main scientific 
advisory committee, the CHMP.

Like other national regulators in Europe, the MHRA 
already evaluates products submitted through national/
mutual recognition/decentralized procedures, so 
conceivably taking on responsibility for assessing products 
like biologics and orphan drugs might simply mean 
strengthening the agency’s structures and processes, 
although it would likely require substantial additional 
expertise and funding. 

“All EU agencies need to be able to approve products on 
their own - apart from biotech products, certain NCEs and 
orphans - but nothing prevents them from actually basing 
their assessment at least in part on what another agency 
is doing,” Bogaert said. “This already happens between 
the EU and Switzerland, where Swissmedic can also take 
into account a CHMP assessment.”

Brexit could also mean the UK loses its access to the 

EMA’s EudraVigilance database of adverse reactions. (Also 
see “Post-Brexit UK Could Lose Access To EU’s Drug Safety 
Database “ - Pink Sheet, 9 Mar, 2018.) Bogaert agrees this 
is likely, although again he suggests there might be some 
flexibility on the EU part – for this and other databases 
run by the EU, such as that on good manufacturing 
practice inspections and the future clinical trials portal and 
database.

“The default position seems to be that there is no further 
access.  This also illustrates the need to adopt very clear 
provisions on what the scope of the collaboration between 
the MHRA and the EMA (and the Commission) will be.  It 
may be tricky to clearly define what will be in or out.  Of 
course drug safety logically should be in, but it is best to 
also include the clinical trials portal, the GMP database, 
etc.”

Lönngren points out that under the confidentiality 
agreement, the EMA has access to FDA GMP and GCP 
inspections, and vice versa. “Before we started that, 
there were duplications of inspections, which was a 
waste of resources. I remember it came up in a heads 
of agency meeting – we were sitting around a table and 
brainstorming and we came up with the idea of sharing 
the database, but there were no commitments that 
we should accept each other’s reports, just exchange 
information on where we were doing inspections. It is an 
example of how things develop based on trust, the kind of 
global regulatory collaboration that has evolved over the 
years. And that is mainly based on informal collaboration.”

Council Summit Approaching
The draft guidelines on the future relationship of the 
UK with the EU, which were presented on March 7, will 
be discussed at a meeting of the EU General Affairs 
Council (Article 50) on March 20.  They are then due to 
be adopted at the European Council summit on March 
22-23. The guidelines are the basis on which the EU will
start discussing the framework for a future relationship.
Agreement on a post-Brexit transition period is also
expected to be reached at the summit.

Meanwhile, pharmaceutical companies are having to plan 
for the eventuality of a “no-deal” Brexit. The actions they 
should be considering were detailed in a recent letter from 
Stefan Oschmann, president of the European industry 
federation EFPIA, to its member companies.  (Also see 
“What Pharma Firms Should Be Doing Now To Prepare For 
A ‘No Deal’ Brexit” - Pink Sheet, 13 Mar, 2018.)

Pink Sheet
Pharma intelligence | 



8 / May 2018 © Informa UK Ltd 2018 (Unauthorized photocopying prohibited.)

Former EMA boss Lönngren proposes hard Brexit solution

Executive Summary
Pharma is clearly worried about how the UK’s exit from 
the EU will disrupt both the European Medicines Agency’s 
capacity for drugs reviews and the pan-European 
regulatory environment.  Former EMA executive director 
Thomas Lönngren explained to the Pink Sheet during the 

BIO-Europe Spring meeting that the relationship between 
EMA and the US Food and Drug Administration could be 
a model the UK regulator, the MHRA, could adopt if the 
British take a hard Brexit route.

https://youtu.be/JhqUGLav7GM
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Germany Heads List Of EU Countries Taking On UK’s RMS Roles

Executive Summary
Companies still need to replace the UK as their reference 
member state for around 6,000 products in Europe’s 
decentralized and mutual recognition procedures. Of the 
switches that have been completed so far, many have 
gone to Germany.

While it is still early days, Germany is outpacing the rest 
of the EU member states in terms of replacing the UK as 
the reference member state (RMS) for medicinal products 
because of Brexit.

Only a small fraction of the RMS switches for drugs in 
the EU’s decentralized procedure (DCP) and mutual 
recognition procedure (MRP) have been made so far, 
and it is still too early to draw any conclusions on which 
countries are replacing the UK.

Nevertheless, of the 214 RMS switches completed 
between March 2017 and 13 April 2018, Germany had 
completed 65, compared with just 23 for Austria, the 
country that had completed the second highest number 
of switches.

RMS switches from the UK for over 6,000 products are still 
pending, Laura Oliveira Santamaria, chair of Europe’s Co-
ordination Group for Mutual Recognition and Decentralised 
Procedures – human (CMDh), told the DIA Europe 2018 
conference in Basel last month. These 6,000 products 
correspond to around 3,000 DCPs/MRPs that still need to 
be redistributed to the EU27, added Oliveira, who also 
works for the Spanish medicines and medical device 
agency, AEMPS.

Eighteen other member states had also completed an 
RMS switch from the UK, according to the CMDh chair. 
These were Italy and Sweden (19 each), Denmark (16), 
the Netherlands (13), Ireland (11), Finland (8), the Czech 
Republic (7), Greece (6), Portugal and Estonia (5 each), 
Hungary and Romania (4 each), Croatia, Spain and France 
(2 each), and Malta, Latvia and Lithuania (1 each).

Marketing authorization holders (MAHs) affected must 
switch their RMS from the UK to another EU country by the 
time the UK leaves the EU on March 29, 2019, if they are 
to avoid disrupting the supply of their products in the EU.

Where there is only one concerned member state (CMS) in 
an MRP/DCP procedure, that member state automatically 
becomes the new RMS – according to Oliveira, 29.1% of 

the decentralized and mutual recognition procedures with 
the UK as the RMS have just one CMS. Where there are two 
or more CMSs, the choice of a new RMS will be a decision 
for the MAH, subject to agreement with the relevant 
national competent authority.

Switching Challenges Expected
Challenges involved with switching a UK RMS are 
expected, as much will depend on the preferences of the 
MAH and the capacity available at the national competent 
authority (NCA), Hugo Hurts, executive director of the 
Dutch Medicines Evaluation Board (CBG-MEB), said during 
the same DIA meeting session.

Notably, in a recent but rare case, an MAH’s request 
to replace the UK as the RMS for a medicine evaluated 
through the decentralized procedure was initially turned 
down by all the CMSs, namely Italy, France and the 
Slovak Republic. The matter was brought before the 
CMDh in February, and was eventually resolved after Italy 
agreed to take over as the new RMS. The CMDh noted 
that “unscheduled switches” can result in unforeseen 
workload, resulting in member states refusing to take on 
the RMS role.

NCAs have been boosting their capacity so they can take 
over the UK regulator’s workload after Brexit. Several of 
them have even published statements requesting that 
MAHs consider them for their RMS switches. (Also see 
“Change Your RMS In Just Days – And For Free, Ireland’s 
Brexit Guidance Says” - Pink Sheet, 9 Jan, 2018.) (Also 
see “EU Regulatory Network Reaches ‘Point Of No Return,’ 
German Official Says Of Brexit “ - Pink Sheet, 12 Feb, 2018.)

Germany’s Federal Institute for Drugs and Medical Devices 
(BfArM), for its part, said it would further strengthen 
its role within the European network and increase its 
capacities for taking on additional MRP/DCP licensing 
and follow-up procedures. In February, BfArM’s head 
of International Liaison Office and Conferences, Peter 
Bachmann, said the agency had already employed 17 
more people.

Hurts said that cooperation between the regulators and 
industry was “crucial to maintain continuity in [the] 
regulatory system.”

He urged MAHs to adapt their processes and consider the 
changes needed to their marketing authorizations post-
Brexit. Companies should “prepare and proactively screen 
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authorizations for any changes required… and submit 
transfer or variation requests in due time,” he said. They 
should “act sufficiently in advance to avoid disruption to 
the supply of medicines in the EU.”

Oliveira added that the regulators were exploring 
“pragmatic solutions” to any barriers to RMS switching.

The CMDh in February published procedural guidance 
on changing the RMS. (Also see “EU Regulators Address 
Challenges In Switching Reference Member State” - Pink 
Sheet, 12 Mar, 2018.) In April, it published practical 
guidance for procedures related to Brexit for products 
approved via the MRP/DCP. 
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Can’t Meet The Brexit Deadline? EU Regulators To Find ‘Flexible 
Solutions’ For Industry

Executive Summary
With less than 11 months left to prepare for Brexit, 
companies with drugs in Europe’s decentralized and 
mutual recognition procedures are being urged to tell 
regulators if they are struggling to make the necessary 
changes by the March 2019 deadline for the UK to leave 
the EU.

Companies at a loss over how to meet the Brexit deadline 
of March 2019 for medicines in the EU decentralized or 
mutual recognition procedures should tell the regulators 
responsible for co-ordinating these products of the 
difficulties they are facing that might disrupt supply.

“You need to explain to us what the problems are related 
to these products,” said Laura Oliveira Santamaria, a 
senior official at Spain’s drug and device regulatory 
agency, the AEMPS, and chair of the Co-ordination Group 
for Mutual Recognition and Decentralised Procedures – 
human (CMDh).

Once the CMDh knows the problem, “we will look for 
solutions to facilitate the changes” that companies will 
need to make by the Brexit deadline so as to avoid drug 
shortages in the EU member states, Oliveira said. The 
CDMh, which operates under the EU Heads of Medicines 
Agencies grouping, is prepared to be flexible, the 
Spanish regulator told delegates at the DIA Europe 2018 
conference, in Basel, Switzerland, last month.

Companies with activities in the UK must make a number 
of changes to their operations by the time the UK leaves 
the EU and becomes a third country on March 29, 2019. 
For example, UK marketing authorizations must be 
transferred to a holder in another EU or EEA country. 
Other activities and personnel also have to be moved to 
an EU/EEA country – for example, those concerning batch 
release, quality control, a company’s qualified person (QP) 
and qualified person responsible for pharmacovigilance 
(QPPV), pharmacovigilance system master files, and 
clinical trial sponsors.

“So we’re working out not just how our licenses need 
to change, but how our supply chain needs to change,” 
Virginia Acha, MSD’s Executive Director, Global Regulatory 
Policy, said during a presentation at the same DIA 
session at which Oliveira was speaking. Companies must 
review every element in their organization including 

their manufacturing and supply, clinical trials and 
pharmacovigilance. “At a resource level the impact is 
sizable,” Acha said.

Noting that 45 million patient packs are supplied from 
the UK to the EU27/EEA every month, and that 37 million 
patient packs are supplied monthly from the EU27/EEA to 
the UK, Acha said that the supply of medicines across the 
EU was very integrated. 

Some 1,300 products authorized in the EU are tested and 
released from the UK, and around 70% investigational 
medicinal products in ongoing EU trials are released from 
the UK. Around 150 QPPVs in the UK are having to be 
transferred or replaced.

Physically moving products through the various parts of 
the supply chain is a challenge, Acha said. Companies will 
have to make sure that appropriate cold storage facilities 
are available. New manufacturing, warehousing and 
distribution licenses in the EU will need to be secured. 
Companies will also have to consider how the shelf life of 
their products might be affected if new EU-UK border rules 
and customs relief procedures limit the free flow of goods. 
Regarding distribution, there are likely to be additional 
testing requirements both on EU and UK soil. “New testing 
facilities and QPs are scarce,” the MSD executive warned.

“I can’t tell you the number of artwork changes this will 
involve,” Acha said of the work involved in transferring UK 
marketing authorizations to holders in the remaining EU 
member states.

“We’re going through our portfolios,” Acha said. “I have to 
worry about not only organizing things so that they work 
well in Europe but I also have to think [about]… supply 
[being] available in the UK.”

An example of the challenges companies face was 
highlighted recently by Elizabeth Kuiper, executive director 
of public affairs at Europe’s drug industry federation, 
EFPIA. Kuiper discussed in a blog a case study that looked 
at the potential impact of Brexit on the availability of 
medicines for prostate cancer patients.

“The manufacturer of this product has begun planning 
the duplication of quality testing and release facilities in 
an EU27 location,” Kuiper said. “However, the calculated 
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duplication time for the manufacture and quality control 
testing is at least 42 months, with a risk of taking longer. 
This would affect the supply of this cancer treatment to 
patients, including up to 120,000 European patients each 
year.” Due to the technical complexity of the analytical 
methodology and specific equipment required, it will be 
extremely challenging to transfer such knowledge from 
the UK to a testing laboratory within the EU27 by April 
2019, Kuiper warned. “This one example is indicative 
of the situation across the sector as companies aim to 
prepare for every eventuality.”

Impossible To Move Any Faster
The difficulties manufacturers are facing was also 
highlighted during the question and answer portion of the 
DIA session by a delegate in the audience who works for a 
company making biologics.   

“It’s not a money or a resource issue… and it’s not through 
the lack of action,” she said of the changes her company 
was struggling with. It is a genuine timeline problem, “we 
just can’t move any quicker.”

“In reality, if we were planning to do this as a proper 
long term project, we’d have to have started the actual 
execution in 2014/15 [before the Brexit referendum in 
June 2016] to hit the deadline in 2019,” she declared.

The EU and UK may yet agree on a Brexit transition period, 
which would give industry until the end of 2020 to prepare 
for the new rules to kick in. However, there is no guarantee 
this will happen and for now, the regulators want industry 
to work towards meeting the March 2019 deadline. 
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What Pharma Firms Should Be Doing Now To Prepare For A ‘No 
Deal’ Brexit

Executive Summary
As Brexit uncertainty continues and a “no-deal” scenario 
remains a possibility, pharmaceutical companies need 
to be looking at issues such as the renegotiation of 
supplier contracts, the transfer of key regulatory roles, 
and the mapping of trade flows, says EFPIA’s president, 
Stefan Oschmann. Meanwhile, industry and healthcare 
organizations have drawn up a list of “crucial unanswered 
questions” that they say the Brexit negotiators must 
address.

Stefan Oschmann, the president of the European 
pharmaceutical industry federation EFPIA and chairman 
and CEO of Merck KGaA, has written to member 
companies outlining the kinds of actions they should 
be taking to prepare for any outcome of the Brexit 
negotiations, including a “no-deal” scenario.

Key action areas outlined in Oschmann’s letter include 
the need to review supply chain contracts, the impact on 
employees, the location of clinical trial sponsors, and the 
transfer of key regulatory documents, roles and activities. 
Oschmann also suggests that companies consider their 
“regulatory presence in relation to the new EMA location” 
– a reference to the fact that the European Medicines
Agency is moving to the Dutch capital Amsterdam.

“I am aware that your company is likely to be planning 
for a range of outcomes from the negotiations including 
the ‘No Deal scenario,’ which guidance from the 
EMA assumes,” Oschmann writes. He notes that the 
political uncertainty over Brexit presents companies 
with difficulties in making business decisions, and that 
the costs they may incur will depend on their specific 
situations.

While it would be “entirely inappropriate” for EFPIA to 
direct any such decisions, “the EFPIA Board recommended 
that I share with you a range of considerations that may 
be helpful as you put in place all necessary business 
continuity plans,” Oschmann says. “This should be 
seen as part of our ongoing dialogue regarding Brexit 
preparations.”

With the Article 50 clock ticking, businesses of all kinds 
are seeking certainty over the post-Brexit arrangements 
between the UK and the EU, but so far to no avail. Draft 
guidelines on the future relationship were sent to the EU 

27 member states by European Council president Donald 
Tusk earlier this month and are expected to be adopted at 
the March 22-23 council summit. 

Many companies also want agreement this month on a 
“transition period” from March 2019 to give them space 
to prepare for the coming changes. The transitional 
arrangements are part of the draft withdrawal agreement 
published by the European Commission on Feb. 28.  (Also 
see “Post-Brexit UK Could Lose Access To EU’s Drug Safety 
Database “ - Pink Sheet, 9 Mar, 2018.)

It is possible that the final Brexit deal will feature a 
high degree of regulatory alignment in the life sciences. 
However, companies do not have the luxury of assuming 
this will be the case and so are having to draw up – and 
in many cases have already begun implementing – 
contingency plans in the event of a “no-deal” scenario and 
the possibility that there will also be no transition period.

Regulatory, Supply Chain & Contractual 
Issues
In his letter, Oschmann identifies several areas that 
companies “may wish to check when planning for the 
impact of the UK leaving the EU.”

Transfers of UK marketing authorizations to holders in 
other EU countries are a case in point – companies will 
need to determine which EU/European Economic Area 
entities might be the best replacement, and in some cases 
they may wish to “consider the need to establish a new 
entity for this purpose.”

Other regulatory issues to be examined include 
submitting variations – for both centrally and non-
centrally authorized drugs – to support manufacturing 
and supply changes, the location of the qualified person 
for pharmacovigilance (QPPV) and the person responsible 
for batch recalls and product complaints, as well as the 
location of a company with an orphan designation for a 
given product.

Other practical considerations identified by Oschmann are 
in the area of continuity planning for product supply and 
trade. Companies should:
•  Map trade flows, supply chains and manufacturing

operations, including reviewing stockholding and the
resilience of contingency plans.
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•  Look at the point of entry for goods moving from the
UK to the EU, including a review of UK-manufactured
drugs imported into the EU/EEA and batch testing for
products moving between the UK and the EU/EEA.

•  Evaluate whether third-party supplier networks, such
as contract manufacturing organizations, have “the
correct footprint and resilience.”

•  Assess the need to renegotiate contracts with
customers and suppliers “once details from Brexit
trade negotiations emerge.”

Clinical Trials
Brexit will affect sponsors’ decisions on whether to invest 
in future clinical trials in the UK; the country runs the risk 
of being excluded from the new trial submission portal 
and database system that will be implemented in the EU 
under the Clinical Trials Regulation, probably in late 2019.

Companies based in the UK should therefore consider the 
location of the sponsor and/or the legal representative 
for trials being conducted in one or more of the EU27 
countries, says Oschmann. They should also assess 
the impact on the supply of investigational medicinal 
products, in particular the location where IMPs are 
certified by a qualified person.

As for staff issues, Oschmann says companies need to 
look at the impact of Brexit in terms of working visas and 
residency applications, the location of the EU QPPV if they 
are currently based in the UK.

In the meantime, EFPIA “continues to advocate that, 
in the interest of patients and public health, securing 
future cooperation on the regulation, trade and supply of 

medicines must be a priority” for both the UK government 
and the European Commission, he says.

“Crucial Unanswered Questions”
EFPIA is one of a number of industry bodies that have 
joined up with patient and healthcare organizations to call 
on the UK and EU Brexit negotiators to take steps secure 
regulatory alignment and “seamless” trade in medicines 
and medical devices, and to avoid any delays in patient 
access to existing and new innovative drugs.

Members of the coalition include the European Patients 
Forum, the European Cancer Patient Coalition, and the rare 
disease organization Eurordis. Industry bodies in addition 
to EFPIA include Medicines for Europe, EuropaBio and 
MedTech Europe have also joined.

In advance of the March 22-23 European Council summit, 
the coalition has produced a list of “crucial unanswered 
questions” that must be answered by the negotiators 
to “put patients first.” For example, it asks how a trade 
agreement will ensure sufficient and timely supply of 
medicines and medical devices for both UK and EU 
patients, and how, in the event of a “no-deal” Brexit, the 
EU27 would avoid public health being affected across the 
EU.

The coalition member call on the negotiators to establish 
a common framework for collaboration in research and 
information sharing, develop strong collaboration between 
the UK and the EU on public health including pandemic 
preparation and disease prevention, and ensure continued 
reciprocal healthcare arrangements between the UK and 
the EU.
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UK MHRA ‘Could Set Up Standalone System’ But Faces Post-Brexit 
Loss Of Income & Influence

Executive Summary
The UK regulator is realistic about the threats Brexit poses 
to its income and influence, but is confident it can set up 
a standalone regulatory system and has some ideas for 
working with the European Medicines Agency under the 
future relationship between the UK and the EU.

The UK regulator, the MHRA, is well placed to re-establish 
a standalone drug regulatory system if it has to sever ties 
with the European Medicines Agency as a result of Brexit, 
and is planning how it might work with the EMA when 
conducting its own evaluations of new drug applications.

However, it faces a major fall in income and a decline 
in its international influence, and could also lose some 
staff to the EMA, when the UK leaves the EU, according to 
Professor Stuart Ralston, chair of the MHRA’s Commission 
on Human Medicines.

He said the UK currently played “a huge role” in the EU 
regulatory network, and that it was “far and away in the 
lead” in terms of acting as rapporteur in the centralized 
drug approval procedure, and “number three” for the 
decentralized procedure.

“On the day after Brexit, or maybe the day before Brexit, 
EU law will become British law, so we will not fall off a 
cliff and there will be no sudden change to the licensing 
of drugs,” Ralston declared. Products that were in the 
licensing process on Brexit day would go through to 
completion, and this would remain so until the end of 
any transition period, which as recently agreed by the 
European Council will run to the end of 2020.

 But he said there was “no doubt” that medicines 
legislation would eventually change “unless Brexit is 
reversed.”

Loss Of Revenue And Influence
Ralston was speaking at a seminar on “Supporting 
Scotland’s life sciences sector – government strategy, 
regulation and preparing for Brexit,” organized by Scotland 
Policy Conferences, part of Westminster Forum Projects.

Outlining the threats facing the agency in a “hard Brexit” 
scenario, Ralston said the agency was “braced for quite 
a major loss of income for rapporteur assignments and 
decentralized assignments – companies pay for these, so 

there is loss of revenue.” The UK’s responsibilities in this 
area are being reallocated to the remaining EU member 
states.

The agency could also lose staff when the EMA moves out 
of London next year, he suggested. The staff at the MHRA 
are “very diverse, many nationalities, a lot of people from 
Europe work for the agency, and as the EMA moves to 
Amsterdam, some of those people might prefer to move 
to the EMA. We don’t know.”

Another worry is the MHRA’s loss of international 
influence. “The UK is a major influence in the EU and in 
all sorts of policy decisions,” he said, noting for example 
that the UK’s June Raine is currently chair of the EMA’s 
Pharmacovigilance Risk Assessment Committee. “We will 
probably lose influence in that.”

Standalone Approvals
Looking at the various options open to the UK, Ralston said 
that retaining the status quo required membership of the 
customs union and the free movement of people, so “I’ll 
say no more about that. The Norwegian model is to sit at 
the table with no influence, and that doesn’t sound very 
attractive.”

Thirdly, in the event of a “hard” Brexit, the UK could re-
establish a stand-alone system. “I will just remind you 
that before we were in the EU the UK had its own licensing 
system,” he said, pointing out also that the UK currently 
grants certain drug licences on a national basis.

“The MHRA is well placed to re-establish a standalone 
system, but of course as with everything to do with 
Brexit it will depend on the outcome of the negotiations,” 
Ralston said. “My feeling is that we will be able to work 
that out, but instead of doing maybe a third of the 
applications we will have to all of them. Within the agency 
we are talking about targeted assessments, and it is 
possible to do that.”

But if the UK had to set up its own drug approval system, 
Ralston said, a major concern was delayed access to new 
medicines in the UK if companies filed their applications 
with the EMA first and the MHRA later on.

“Post-Brexit there is a worry that we will slip down the 
list” and be placed along with countries like Switzerland, 
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Canada and Australia. “The reason is very plain,” he said. 
“The UK is not one of the biggest spenders on medicines, 
so obviously the companies are going to go first” to 
countries with larger markets.

MHRA And EMA
He said the MHRA was “trying to minimise the threat and 
furious discussions are going on at the agency about what 
how we might cope with this. I think the aspiration is to 
maintain close links” with the EMA, he said.

The MHRA-EMA relationship is one of the thorniest 
questions facing the EU life sciences sector. Prime minister 
Theresa May said in her March 2 Mansion House speech 
she hoped the UK could remain part of agencies like 
the EMA. Ralston said the government’s ambition was 
therefore clearly “to remain part of this system.” Is that 
realistic?” he asked.

Certainly the recently adopted European Council 
guidelines on negotiating the future UK-EU relationship 
have ruled out a decision-making role for UK authorities 
in EU institutions and agencies after the transition period, 
although some kind of informal collaboration is seen as 

a viable way forward.  (Also see “UK And EMA Could Work 
Together Informally After Brexit “ - Pink Sheet, 15 Mar, 
2018.)

One possibility being considered by the MHRA is working 
closely with the EMA on new drug approvals. “If the 
industry is supportive, the agency has a plan to ensure 
that if we have applications submitted around the same 
time as the EMA, we will be able to deal with them within 
a similar timeframe,” Ralston declared.

Explaining the concept to the Pink Sheet after the 
conference, Ralston said the idea was to think about 
encouraging companies to come to the MHRA at the 
“day 180” stage of evaluation by the EMA – i.e., when the 
EMA’s scientific committee, the CHMP, issues its lists of 
outstanding issues – “so it can start looking at the dossier 
and the issues raised.”

This was not a parallel assessment, he stressed, but one 
way of approaching how to avoid later UK approvals 
of new drugs. “We need to find some way of working 
together,” he said.
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Get Full Regulatory Alignment Or See Post-Brexit Declines In Trials, 
Manufacturing, Product Launches, Says UK Committee

Executive Summary
Stakeholders that gave evidence to a UK parliamentary 
inquiry into the impact of Brexit on medicines and medical 
devices said full regulatory alignment was vital if the UK 
was to avoid declines in clinical trial and manufacturing 
activity and delays in the launch of new drugs.

It is in the interests of both the UK and the EU to ensure 
full regulatory alignment and continued UK participation 
in regulatory decision making after Brexit. Failure to 
do so could lead to delays in access to new medicines 
and a decline in clinical trial and manufacturing activity 
in the UK, and would “signal the triumph of political 
ideology over patient care,” according to an influential 
parliamentary committee.

In a 70-page report on its inquiry into the impact of Brexit 
on medicines, medical devices and substances of human 
origin, the House of Commons health select committee 
says that evidence submitted from large pharmaceutical 
companies, SMEs, academics, healthcare and workforce 
charities “was all almost unanimous in the view that 
regulatory alignment with the EU would be the best post-
Brexit option for the NHS [National Health Service], for 
patients, and for the UK life sciences industry.”

While many of the conclusions of the report are familiar, 
the inquiry has elicited interesting responses from an 
industry that to a large degree has been reluctant to 
make the strength of its views publicly known – something 
for which it was chided during the inquiry by committee 
member Ben Bradshaw.  (Also see “UK Pharma Execs 
Urged To Be More Outspoken About Brexit ‘Disaster’” - Pink 
Sheet, 27 Dec, 2017.)

Stakeholders said Brexit was already weakening the UK’s 
regulatory influence in the EU, and that without continued 
regulatory alignment it would lose its pre-eminent role in 
areas such as pharmacovigilance and cutting-edge clinical 
research. Some went as far as to say that clinical trial and 
manufacturing activity was already beginning to slow 
under the shadow of the UK’s departure from the EU.

Industry stakeholders welcomed the report. Steve Bates, 
CEO of the BioIndustry Association, and Mike Thompson, 
CEO of the Association of the British Pharmaceutical 
Industry, said: “This thoughtful select committee report 
makes a compelling case to Brexit negotiators why public 

health and patient safety must be prioritised in Brexit 
talks. For medicines the detail of Brexit matters. To ensure 
uninterrupted continued supply we need rapid clarity on 
the legal position of medicines during the transition period 
from the EU and UK. In addition we need progress from 
both sides on how the desired close co-operation for the 
future will work in practice.”

Warwick Smith, director general of the British Generic 
Manufacturers Association, said the report “rightly 
highlights the utmost importance of maintaining the close 
ties with the EU after Brexit” and that this, along with 
free and frictionless trade, was the best way of ensuring 
access to “a safe and secure supply of generic and 
biosimilar medicines.” He said this was “especially crucial” 
for biosimilars because if the UK ceased to be part of the 
EU regulatory framework, “a new route of authorisation 
would need to be created to allow UK patients to benefit 
from these medicines,” which had “the potential to save 
hundreds of millions of pounds from the NHS medicine 
bill.”

One of the most vocal contributors to the committee’s 
inquiry was Johnson & Johnson, which said that if the UK 
established a “stand-alone” regulatory system, companies 
would hold back on new product launches and access 
to existing drugs could be compromised. “The continued 
supply of safe and effective medical devices, medicines 
and healthcare products currently on the UK market 
will depend on continued alignment with European 
regulation,” the company said. “J&J is not convinced that 
a UK-sovereign regulatory model is an improvement for 
post-Brexit Britain. It is unlikely whether globally-minded 
businesses would see it as a viable option to make this 
investment for a UK-only market authorisation.”

Jayne Spink of Genetic Alliance UK concurred, saying 
that if the UK did not “enable that seamless transition to 
continue collaboration on drug development, the UK will 
not only not be the first choice of country to launch, but it 
may be a disincentive to launching in the UK at all.”

As to whether the UK might retain some sort of a role in 
the European Medicines Agency, as proposed by prime 
minister Theresa May, the committee is skeptical: “There 
appears to be a fundamental disjunction between the 
ambitions of the EU and the UK with regards to UK 
EMA membership, and we fail to see a clear solution 
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that could be reached during the negotiation process,” 
the committee report says. It adds that government 
contingency planning for a “no-deal” Brexit is “vitally 
important,” and that any such planning has to be made 
public despite government claims that publication would 
undermine its negotiating position.

Manufacturing Shift?
There were suggestions that companies might decide to 
move some manufacturing from the UK to the EU, partly 
because of the complexities of the supply chain.

Leslie Galloway, chair of the UK Ethical Medicines Industry 
Group, said “one concern companies will have is how 
much stock is transported which way, how much you 
have on the market, because a medicine usually has a 
two-year shelf life. A wholesaler will not take it into stock 
unless it has a minimum of six months. Even if you reach 
the six months, you’ve got problems.” The need to hold 
more stock because of the shelf life issue would be an 
problem, he said, noting that it would make “more sense 
for companies to manufacture in mainland Europe and 
export to a smaller country – essentially, the UK – than 
manufacture in the UK and export to the EU.”

Manufacturing transfers could also result from questions 
relating to the recognition of qualified persons (QPs) who 
work for companies. The committee points out in its report 
that if QPs in the UK were no longer recognized in other 
European Economic Area countries, “then there will be a 
requirement for any medicines or devices exported from 
Britain to have a QP based in each customer’s country.” 
Thermo Fisher Scientific Inc., which supplies life science 
research tools and services, said this could hit production 
in the UK. “The likely result – which we have already seen 
through a steep drop off in our inward investment – will 
be businesses moving their manufacturing sites out of the 
UK.”

Clinical Trials
Another key area addressed by the committee is clinical 
trials, particularly the question of whether the UK will 
incorporate into domestic law the provisions of the EU 
Clinical Trials Regulation, which streamlines the rules on 
clinical trials and will introduce a single EU trial submission 
portal and database, possibly in 2019.

“There was a strong consensus in the evidence provided 
to this inquiry that the UK should adopt the new CTR into 
UK law,” the report says. However, it points out that this 
alone “will not guarantee that the UK can benefit from the 
new regulations, as simple statutory alignment does not 
guarantee continued collaboration, which also demands 

mutual agreement to continued co-operative working.”
The committee was told that if the UK was unable to 
secure continued harmoniation on clinical trials after 
exiting the EU, “this could create a variety of issues, the 
most urgent of these being the status of those UK based 
patients who are currently engaged in multinational EU 
clinical trials.”

Aisling Burnand of the Association of Medical Research 
Charities told the committee that at present more than 
1,500 clinical trials are taking place that have a UK 
sponsor, and that 50% of those would continue after 
2019. “There will need to be clarity on what happens to 
patients involved in those trials and what the legal status 
is of some of those things.”

Companies might also have to rethink their trial strategies. 
Sanofi said that it invested about £44.5m in UK clinical 
trials that were part of multi-site, multi-country studies. 
“This has been made possible by the UK’s participation 
in the EU’s harmonised regulatory processes,” the 
committee says in its report. Sanofi “gave the stark 
warning that such investment would either be limited or 
non-existent if the UK could not access EU clinical trials.”

Moreover, UK trials could have difficulty recruiting enough 
cohorts of patients, particularly in the case of pediatric 
medicine and rare diseases, because of its smaller 
population. “If isolated, the UK could be a less attractive 
destination for cutting-edge research, thereby restricting 
UK patients from being able to participate. For example, 
patients are increasingly being stratified based on the 
genetic profile of the cancer, which further reduces the 
number of eligible patients an individual country,” the 
committee observes in its report.

Pharmacovigilance Issues
Similarly, the committee says that the UK needs to 
continue its role in the European pharmacovigilance 
system – for example, it currently looks as if the UK will 
lose its access to the EMA’s EudraVigilance database of 
adverse drug reactions.  (Also see “Post-Brexit UK Could 
Lose Access To EU’s Drug Safety Database “ - Pink Sheet, 9 
Mar, 2018.)

The Association of British Healthcare Industries said if the 
UK was to withdraw from the EudraVigilance system, there 
was “no time to build a UK-based system by March 2019, 
nor would a UK system provide the same level of public 
safety as it would cover a much smaller population.”

It also noted that the UK regulator, the MHRA, played 
an “active and equal partner role” on the EMA’s 
Pharmacovigilance Risk Assessment Committee, and that 
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“to ensure patient safety, the MHRA should at least have a 
guaranteed observer status in such committee.”

The committee’s report says the UK should seek 
“mutual recognition of pharmacovigilance studies” by 
the MHRA and the EMA as a priority in the next round of 

negotiations. “In addition, the UK should seek to ensure 
that all UK pharmacovigilance organisations continue 
to be members of the European Network of Centres for 
Pharmacoepidemiology and Pharmacovigilance,” as 
failure to do so “could affect patient safety both in the UK 
and the EU.”
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GSK Adds £50m Per Year To Brexit Cost Estimates

Executive Summary
Brexit is likely to cost GSK around £50m a year in the form 
of customs duties and transaction and administration 
costs. It is one of a handful of companies to have made its 
cost estimates public.

GlaxoSmithKline says it is facing additional costs of around 
£50m a year because of the impact of Brexit-related 
charges such as new customs duties and transaction 
costs. This is on top of the £70m in costs that the 
company has already said it will incur in the next few 
years because of regulatory changes imposed by Brexit, 
including the setting up of new batch testing facilities.

In view of the continuing uncertainty over the future 
relationship between the UK and the EU, GSK says it is 
taking a risk-based approach to mitigation, and has been 
implementing a contingency plan since January 2018, 
“with an immediate focus on our supply chains.”

The plan includes expanding its ability to conduct re-
testing and certification of medicines in both the EU and 
the UK, transferring marketing authorizations registered 
in the UK to an EU entity, updating packaging and pack 
leaflets, amending manufacturing and importation 
licences, and securing additional warehousing, the 
company says in its annual report for 2017. For example, 
some 1,100 marketing authorizations will need to be 
transferred, a company spokesperson said.

“We currently anticipate that the cost to implement these 
and other necessary changes could be up to £70 million 
over the next two to three years, with subsequent ongoing 
additional costs of approximately £50 million per year, 
including additional customs duties and transaction or 
administration costs,” according to the report. 

With the ongoing uncertainty over key aspects such as 
the Brexit transition period and the eventual nature of the 
future UK-EU relationship, it is of course extremely difficult 
to calculate exactly how much these kinds of changes are 
likely to cost – particularly with regard to future customs 
duties and the like.

GSK says that its figures “represent our estimates of 
the impact of Brexit based on the information currently 
available. As more information on the changes to our 
business that will be required after Brexit becomes 
available, the assumptions underlying these estimates 
could change, with consequent adjustments, either up or 

down, to the additional costs we expect to incur. We will 
continue to adjust our plans and their expected financial 
impact as negotiations and regulations develop.”

Delivering these “necessary but complex changes” by the 
time the UK leaves the EU at the end of March 2019 will 
be “ambitious and potentially disruptive in the short term 
and we support efforts to secure a status quo transition 
period to minimise disruption,” the company says. It does 
add, though, that over the longer term, “we continue to 
believe that Brexit will not have a material impact on our 
business.”

Few Voices Raised
GSK is one of just a handful of pharmaceutical companies 
to have publicly spoken about the costs that might be 
incurred in preserving supply chains after Brexit. It cited 
the £70m figure last December when Phil Thomson, GSK’s 
president of global affairs, gave evidence at a hearing of 
the House of Commons’ health committee.

Thomson said the company would need to take a number 
of actions including setting up six new batch testing 
labs, and that together with transfers of marketing 
authorizations and updates to thousands of product 
packs, the costs would amount to “somewhere between 
£60 million and £70 million.” That, Thomson said, was 
money that otherwise could have gone into developing 
the company’s portfolio of next-generation cancer drugs.  
(Also see “UK Pharma Execs Urged To Be More Outspoken 
About Brexit ‘Disaster’” - Pink Sheet, 27 Dec, 2017.)

A few other firms have offered cost estimates. At a 
separate December session of the Commons’ business, 
energy and industrial strategy committee, Mark Hicken 
of Janssen (Johnson & Johnson) said his company had 
calculated that there would be “an additional 50,000 tests 
at an incremental cost of £1m per year per company” 
for batch release. Peter Ballard of generics firm Xiromed 
said that with testing costs of £1,000-1,500 per batch, 
these were “big numbers.” (Also see “Pharma Lauds Brexit 
‘Breakthrough’ But Says Focus Now Must Be On Drug 
Regulation & Supply” - Scrip, 8 Dec, 2017.)

Transition Period About To Be Agreed?

 key concern in the life sciences industry, and among 
businesses in general, is the importance of a transition 
period after Brexit to give companies time to adjust to the 
new relationship. The length and terms of the transition 
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period are due to be discussed at the EU’s General Affairs 
Council (Article 50) on March 20 as part of the draft 
withdrawal agreement, alongside the recently released 
draft guidelines on the future relationship.

The plan as currently proposed by the EU is that the 
transition period would last from the Brexit date until 
the end of 2020. During that period the whole of the EU 
acquis (the body of EU legislation, legal acts, court rulings 
etc) would continue to apply to the UK, as would any new 

legislation adopted by “EU institutions, bodies, offices 
and agencies during that period,” although the UK would 
be a third country and would no longer take part in EU 
institutions or decision-making.

The withdrawal agreement and the guidelines will 
subsequently be discussed at the European Council 
summit on March 22-23, when it is hoped that agreement 
on the transition period will be reached and the guidelines 
adopted. 
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Keep Us In The Loop: EMA Clarifies Expectations Following PRIME 
Kick-Off Meetings

Executive Summary
New guidance from the European Medicines Agency 
explains how sponsors that have drugs in its priority 
medicines scheme should interact with its experts and 
committees.

Drug makers who have been accepted on the European 
Medicines Agency’s priority medicines (PRIME) scheme 
mostly agree that the multidisciplinary kick-off meeting 
they attend under the program is beneficial, but not 
all of them know how to follow up with the regulators 
afterwards.

While 93% of respondents to an EMA survey agreed 
that their kick-off meeting was useful, just 60% said the 
meeting helped them understand how to interact with 
the EMA’s different scientific committees going forward, 
according to the agency, which has now published new 
guidance on interactions in the context of PRIME.

Also, while 40% of respondents agreed that the follow 
up after the kick-off meeting was adequate, 40% neither 
agreed or disagreed.

The kick-off meeting is a key feature of PRIME, a scheme 
that is designed to bring medicines for unmet medical 
needs to patients faster. A total of 36 medicines have 
been accepted on the program since it was launched in 
March 2016, and 31 kick-off meetings have taken place, 
according to the EMA’s recently published two-year 
report on the initiative. (Also see “EMA’s PRIME Is Driving 
Innovation, But Too Early To Tell If Drugs Will Reach 
Patients Faster” - Pink Sheet, 11 May, 2018.)

Under PRIME, the EMA offers drug developers early and 
enhanced dialogue to help them generate better data and 
more robust evidence on their medicine’s benefits and 
risks. During the kick-off meeting – which usually takes 
place within two to three months of entry in the scheme 
– the sponsor, the EMA rapporteur for the drug and the
chairs and experts of the relevant committees at the
agency discuss all aspects of the product’s life cycle early
on, including risk-management issues. They agree on the
next steps to address any issues identified for the product
or they identify potential additional issues to be discussed
in the context of scientific advice.

The kick-off meetings have provided “an excellent 
opportunity to initiate interactions between the different 

players,” the EMA’s Sabine Haubenreisser told delegates at 
the DIA Europe 2018 meeting in Basel last month.

For example, the regulators suggest milestones regarding 
when a sponsor should request scientific advice, noted 
Haubenreisser, who is principal scientific administrator, 
international affairs, at the agency.

The two-year report on PRIME shows that the agency has 
so far received 37 scientific advice requests concerning 22 
products.

“What is important is that even if you don’t come for 
follow-up advice, you [still] provide [the agency with] 
feedback, so the rapporteur and his team really know how 
the development is going and whether you might need 
further guidance,” Haubenreisser said.

“Feedback from our rapporteurs is that we have a very 
well planned agenda,” she said of the kick-off meetings in 
general.

A total of 93% of the respondents to the EMA survey 
agreed that the meeting’s objectives were clear to them 
(the survey covered feedback from 15 sponsors; 20 
sponsors were contacted in total).

Also, 93% of respondents agreed that the 
recommendations they received at their meeting were 
realistic, and 80% said the meeting had an impact on 
their next development steps or planned interactions with 
regulators.

All the respondents agreed that the support provided 
by EMA was helpful when it came to preparing for the 
meeting, and 87% agreed that the written guidance 
provided helped them prepare their briefing document for 
the meeting.

Keeping The EMA Informed
The coordination of support across the EMA committees 
and the agency’s expectations regarding follow-up 
interactions under PRIME are dealt with in the new 
guidance, as are matters relating to the preparation and 
conduct of kick-off meetings.

Sponsors should keep the EMA’s dedicated contact point 
informed of the submission of procedures to the agency, 
the guidance says. If they identify a topic warranting 
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further discussion with the regulators, they should contact 
the EMA who will advise them on the most suitable way to 
address the matter.

Sponsors are also expected to keep the EMA and 
rapporteur informed of the implementation of any 
scientific advice they have received, and on any progress 
made or hurdles encountered in their development 
program. “To this effect, the applicant is encouraged 
to provide regular (at least once a year) updates to the 
action plan to marketing authorisation,” the guidance 
states.

In addition, sponsors should inform the rapporteur and 
the EMA of interactions with competent authorities from 
the EU or third countries, and share minutes of these 
interactions as soon as they become available.

Over the course of the drug development process, it is 
possible that some products granted PRIME support will 
no longer meet the scheme’s eligibility criteria of major 
public health interest. In these situations, the guidance 
says that the sponsor will be requested to provide a 
justification on whether the criteria for eligibility to PRIME 
are still met. PRIME support may be withdrawn if emerging 
data show that the eligibility criteria are no longer 
met. Furthermore, the agency should be informed if an 

applicant no longer intends to pursue the development of 
a PRIME-designated product.

Fast Tracking Scientific Advice
Regarding the 37 requests for scientific advice during 
the first two years of PRIME, the report says that these 
relate to all aspects of development – quality, nonclinical 
and clinical, and questions related to post-authorization 
follow-up studies and registries.

Scientific advice procedures for PRIME products often 
include input from multiple EMA committees: the 
Committee for Advanced Therapies (18), the Paediatric 
Committee (10), the Committee for Orphan Medicinal 
Products (six) and the Pharmacovigilance Risk Assessment 
Committee (three). In some cases, other stakeholders 
were involved – EMA/health technology assessment 
parallel advice (seven) and patients (six).

At the request of the applicant, the agency was also able 
to prioritize the scientific advice for some PRIME products. 
Twelve procedures (32%) were finalized within the shorter 
40-day timeframe, compared with the standard 70 days,
the report says.

Also, two SMEs benefited from a 100% fee reduction in 
view of their eligibility for PRIME.
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Why Four In Five Applications For PRIME Still Fail Two Years On: 
EMA Clarifies Expectations

Executive Summary
The European Medicines Agency’s priority medicines 
scheme, PRIME, attracts a lot of applications, but most of 
them fail. The agency has explained why and has updated 
it guidance documents for applicants.

Failure to get accepted onto the European Medicines 
Agency’s priority medicines scheme, PRIME, can be a blow 
for a company, especially for smaller outfits with limited 
resources.

As one delegate pointed out at the DIA Europe 2018 
meeting in Basel last month, a great deal of preparation is 
required when it comes to putting together an application 
for entry to the scheme, which is designed to bring 
medicines for unmet medical needs to patients faster. 

According to the EMA’s recently published two-year report 
on PRIME, almost four in every five requests for entry have 
been turned down since the initiative was launched in 
March 2016. Only 36 (21%) of the 169 applications that 
the EMA has received and reviewed over the past two 
years were successful.

Based on its experience with the scheme so far, the EMA 
has updated its guidance documents to help applicants 
better understand what it expects of them. 

Applications are frequently denied because applicants 
do not justify a major therapeutic advantage or show 
a sufficient effect size, according to the EMA’s analysis 
of the key reasons for not granting eligibility to 128 out 
of 161 requests received at the proof-of-concept stage 
(requests by the academic sector and SMEs can also be 
made at the earlier proof-of-principle stage).

Some 87% of requests were denied because of:
•  Issues with the robustness of presented data that did

not sufficiently support the assumption of a major
therapeutic advantage (e.g., trial design issues, failed
study, inconsistency of results, inappropriate claim in
subgroup, lack of comparator, inadequate comparison
to historical data).

•  Inconclusive or insufficient effect (magnitude, duration,
relevance of endpoints).

In the first year of PRIME, 14 requests failed because the 
products were too advanced in their development for 
advice available under PRIME to be taken into account. “As 

expected, over the second year, only three requests were 
denied eligibility for this reason,” the report said.

In addition, the EMA considered in a small number 
of cases (11) that the unmet medical need was not 
acceptable as proposed or not sufficiently justified by the 
applicant. In many of these cases, while the agency would 
have agreed that an unmet medical need may still exist in 
the concerned condition (e.g., in a subgroup of patients or 
in view of limitations of existing therapies), the applicant’s 
arguments did not appear to be targeting the remaining 
unmet medical need.

New Guidance
Based on its experience to date, the EMA has revised 
several guidance documents to clarify its expectations 
with respect to applications and the robustness of data.

The guidance document for applicants seeking access to 
PRIME, for instance, has been revised to clarify at which 
phase of drug development applications can be made, 
how applications should be submitted, how requests for 
eligibility are reviewed and what information following 
a review is made public. The document has also been 
updated to explain what information following a review 
is made public, what happens once a product is accepted 
into the scheme, and what other regulatory tools and 
scientific support are available for developers. It also 
further clarifies what information the EMA and US Food 
and Drug administration exchange on their respective 
PRIME and breakthrough therapy designation programs, 
which are similar initiatives.

The other EMA documents for applicants that have been 
updated are a guidance on Enhanced early dialogue to 
facilitate accelerated assessment of PRIority Medicines 
(PRIME), and the template for applicants’ requests.

Quality Of Requests Good Overall
The two-year report said that the quality of applications 
received has been good overall. “Only a few requests (8) 
were out of scope and not deemed suitable for review. 
The main reasons were that either the product was 
too early in its development (e.g., too early for proof of 
principle for SME or for proof-of-concept for non-SME) or 
that it was unclear whether the product could fall under 
the definition of a medicinal product and thus be within 
the remit of EMA.” 
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In view of the limited number of requests found to be out 
of scope, the EMA believes its guidance “can be considered 
sufficiently clear for applicants to understand the scope 
and eligibility criteria for PRIME.”

The Scheme
PRIME focuses on medicines that might offer a major 
therapeutic advantage over existing treatments, or 

benefit patients without treatment options. A request 
for eligibility in a given indication should be supported by 
data demonstrating that the product has the potential to 
bring a major therapeutic advantage to patients, through 
a clinically meaningful improvement of efficacy, such as 
having an impact on the prevention, onset or duration 
of the condition, or on the morbidity or mortality of the 
disease.
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EMA’s PRIME Is Driving Innovation, But Too Early To Tell If Drugs 
Will Reach Patients Faster

Executive Summary
With just three marketing applications filed, the European 
Medicines Agency says it is too soon to say whether 
PRIME, its priority medicines scheme, is meeting its 
objective. The agency is satisfied, though, that the scheme 
has started to drive innovation.

The vast majority of applications for entry to the European 
Medicines Agency’s priority medicines scheme, PRIME, are 
still being denied two years after the launch of the popular 
initiative. Of those that have got on to the scheme, three 
have made it to the filing stage. While PRIME has not been 
running long enough to tell whether it is meeting its goal 
of getting medicines for unmet medical needs to patients 
faster, the EMA says the scheme is already showing 
benefits.

“In the two years since its launch… PRIME… has succeeded 
in driving innovation and improved the efficiency of the 
development process in therapeutic areas with the most 
pressing unmet medical needs,” the EMA said of a new 
report analyzing the first two years of the scheme.

“Our analysis of the first two years shows we have 
established a platform that promotes the development 
of promising medicines for unmet medical needs and 
at the same time addresses the complexity of medicine 
development,” Guido Rasi, the EMA’s executive director, 
said in a press statement. Some 40% of the medicines 
admitted into PRIME are advanced therapy medicinal 
products, which according to the agency, “have the 
potential to reshape the treatment of a wide range of 
conditions.” Of the medicines on the scheme 83% concern 
rare diseases and 44% are intended to treat pediatric 
patients.

Almost four in every five PRIME requests have been turned 
down since the scheme was launched in March 2016.

Just 36 (21%) of the 169 applications that the EMA has 
received and reviewed over the past two years were 
successful, the EMA report said. The eligible/granted 
indicator rate has remained stable since launch. Failure 
rates were similar in the two years the scheme has been 
running.  (Also see “EMA’s PRIME A Year On: Hits And 
Misses When It Comes To Applications” - Pink Sheet, 24 
May, 2017.)

Despite the high failure rate, drug makers have continued 
to invest the time and resources needed to prepare 
an application; an average of eight applications have 
been submitted per month over the past two years, 
notwithstanding monthly fluctuations. Common reasons 
for rejection were failure to justify a major therapeutic 
advantage or show a sufficient effect size. 

The total number of applications submitted between May 
2016 and April 2018 is 177. Eight requests were received 
but not reviewed because they were deemed to be out of 
the scheme’s scope.

Three MAAs So Far
So far, marketing authorization applications (MAAs) 
have been filed for three PRIME-designated products 
and these are under review at the EMA. These MAAs 
relate to two CAR T-cell therapies – Kite Pharma’s 
Yescarta (axicabtagene ciloleucel) and Novartis’s 
Kymriah (tisagenlecleucel) – and an immunosuppressant 
– ChemoCentryx/Vifor Pharma’s avacopan (Also see
“PRIME Dry Spell Ends As EMA Takes On Eye Disease Gene
Therapy” - Pink Sheet, 1 Mar, 2018.)

PRIME guarantees drug developers early and enhanced 
dialogue to help them generate better data and more 
robust evidence on their medicine’s benefits and risks. 
Another key feature is that developers are expected to 
have their eventual MAA reviewed within 150 days under 
the EU’s accelerated assessment procedure rather than 
within the standard 210 days.

Stimulating Discussions On CAR T
At the DIA Europe 2018 meeting in Basel last month, 
the EMA’s Sabine Haubenreisser also spoke about 
how PRIME was helping drive innovation. “We’ve had 
different products from a similar class,” Haubenreisser 
said, reflecting on how PRIME designations for CAR T-cell 
products have helped stimulate “very good discussion” on 
what should come next in terms of building registries.

“We have been receiving really positive feedback” about 
the scheme overall, said Haubenreisser, principal scientific 
administrator, international affairs, at the agency.

The agency processes applications quickly, Haubenreisser 
said. Also, the multidisciplinary kick-off meeting that takes 
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place under the scheme for each successful applicant 
“really has been an excellent opportunity to initiate 
interactions” between the sponsor and the various experts 
from the agency. These meetings involve a specially 
appointed EMA rapporteur for the product and relevant 
assessors, as well as the chairs of agency’s various 
committees –  such as the Committee for Medicinal 
Products for Human Use and the Committee for Advanced 
Therapies – and the Scientific Advice Working Party, as 
appropriate.

The early appointment of the rapporteur “is crucial 
to identify early issues” regarding the products, 
Haubenreisser said. The rapporteur is also vital for 
ensuring continuity throughout the drug development 
process up until the final assessment of the MAA, she 
added.

“The timing of your request for PRIME is very important so 
the earlier you come the better,” she declared.

Application Numbers In Line With 
Expectations
Notwithstanding the expected monthly fluctuation, the 
number of requests for entry into the scheme has been 
“fairly constant” and in line with the agency’s forecasts, 
with an average of eight requests received per month. 
An additional eight requests have been received and are 
under review for adoption of recommendations by the 
EMA in May.

PRIME is open to all companies on the basis of preliminary 
clinical evidence (proof-of-concept). Applicants from the 
academic sector and SMEs may apply earlier on the basis 
of compelling non-clinical data and tolerability data from 
initial clinical trials (proof-of-principle).

SMEs have constantly represented more than half of the 
requests received, the report said. Only three requests 
have been received from applicants in the academic 
sector.

Most eligibility requests received (161 out of 169) were 
at the proof-of-concept stage supported by exploratory 
data. Overall, most applicants have based their request on 
phase I or a combination of phase I and phase II data.

SMEs have submitted only eight requests at the proof-
of-principle stage. Out of these, three have been granted 
eligibility to PRIME. “Notably, the sponsor for one of 
these products has subsequently provided the agency 

with exploratory data on its progress to proof of concept, 
enabling confirmation of PRIME eligibility,” the report 
stated.

“Eligible products have entered the scheme on average 
three years before the planned marketing authorisation 
application,” the report said. “This can however vary 
from product to product, in view of very different type 
of diseases and development programmes required to 
support a marketing authorisation.”

Wide Range Of Therapeutic Areas
The requests are from across a wide range of therapeutic 
areas, with oncology and hematology medicines 
accounting for the largest share. There have also been 
notable submissions for drugs that cover indications in 
infectious diseases such as chronic hepatitis D, neurology 
and psychiatric disorders, the EMA said.

Other investigational products on the scheme include: 
MeiraGTx’s A002 gene therapy for the eye disorder, 
achromatopsia, Inotrem’s LR12 treatment for septic 
shock; Mereo BioPharma’s BPS-804 treatment for 
osteogenesis imperfecta (brittle bone disease); the 
EspeRare Foundation’s ER004 for treating the rare genetic 
disorder X-linked hypohidrotic ectodermal dysplasia; 
Apogenix’s glioblastoma drug, asunercept; Global Blood 
Therapeutics’s sickle cell treatment, GBT440, and Biogen’s 
treatment for Alzheimer’s disease, aducanumab.

Accelerated Assessment?
Accelerated assessment is a goal for products in PRIME. It 
is therefore noticeable that only one of the three relevant 
MAAs that are under review are benefiting from this 
pathway. This is the MAA for Novartis’s tisagenlecleucel.

Axicabtagene ciloleucel, often referred to as “axi-cel”, 
had originally been granted accelerated assessment, 
but recently reverted to a standard review timetable. 
Kite said this was because the EMA needed more time to 
understand the data it had submitted in its MAA.  (Also 
see “EU CAR-T Race Tightens After Yescarta Reverts To 
Standard Review” - Pink Sheet, 23 Apr, 2018.) Avacopan, 
according to the EMA’s list of products that are being 
reviewed for marketing authorization, was never granted 
an accelerated assessment. The sponsors are seeking 
conditional approval.

The report notes that it is “too early to draw conclusions 
on whether PRIME is meeting its objectives and thus 
facilitating accelerated assessment and, ultimately, 
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for eligibility in a given indication should be supported by 
data demonstrating that the product has the potential to 
bring a major therapeutic advantage to patients, through 
a clinically meaningful improvement of efficacy, such as 
having an impact on the prevention, onset or duration 
of the condition, or on the morbidity or mortality of the 
disease.
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timely access to patients. This will be the subject of future 
analyses and reporting once more applications have been 
received and assessed.”

Background
PRIME focuses on medicines that might offer a major 
therapeutic advantage over existing treatments, or 
benefit patients without treatment options. A request 


