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EU Market Surveillance:

It’s About Rationalizing Resources,
Not Seismic Changes
Amanda Maxwell amanda.maxwell@informa.com

J

ohn Wilkinson, head of devices at the
UK’s Medicines and Healthcare products Regulatory Agency (MHRA),
does not anticipate any seismic changes
in the way market surveillance is carried
out in the EU as a result of the launch of
the new competent authority joint action
market surveillance initiative.
“I foresee a continuing evolution of

the management of the system,” he told
Medtech Insight during a recent interview.
So it looks like this initiative’s impact
will not be as far-reaching and revolutionary as that of the joint plan for immediate
action which came about following the
PIP breast implant crisis and which led to
joint audits and unannounced visits for
notified bodies and regulators

“I don’t think anybody should be fearful of this initiative,” he said. “For me, it is
designed so you get consistent responses
from the [market surveillance] system which has not always been the case. And
it’s also very much designed to increase
efficiency and effectiveness, reduce duplication and increase collaboration.”
In response to the question of whether
there would be more product-targeted
market surveillance, Wilkinson said this
was some way down the line, following
development of the structures on which
the market surveillance program is created. But he emphasized that whatever
comes out of this latest joint action program needs to be proportionate and riskbased, repeating the MHRA’s medtech
regulation mantra which has generally
been acknowledged to serve the EU well.
“It is entirely conceivable that there will
be more coordinated activity and more
targeted activity, which in itself might be
much more effective. Whether there is
going to be a step-change in terms of the
amount of activity going on, I don’t know,
he said. I think its effectiveness is likely to
be substantially increased because basically the network if going to be targeting
particular activities rather than particular
competent authorities doing their own
bit in isolation.”
So how will the new initiative work,
how is it be funded and what will it entail for the authorities and their future?
Medtech Insight invited Wilkinson to share
his knowledge and views:
Continued on page 9
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Trump team forms
http://bit.ly/2fDPHCs

The US president-elect has made his picks to head the
Department of Health and Human Services and the
Medicare agency. A focus on FDA could come soon.

EU HTA fees?
http://bit.ly/2fLFCi6

The European Commission wants to strengthen EU
cooperation in the area of health technology assessment.
It may be considering charging medical device and drug
companies fees to make that happen.

NICE gives FITs thumbs up
http://bit.ly/2fLmEbo
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Medtronic Misses Mid-Year Mark With
‘Disappointing’ 3% Growth
Reed Miller reed.miller@informa.com

M

edtronic PLC missed its revenue growth targets for the second fiscal quarter of 2017 due
to smaller-than-expected revenues from
its Cardiac & Vascular Group and Diabetes
Group as it awaits approvals and launches
of important new products.
The company reported Nov. 22 that its
fiscal second-quarter worldwide revenue
was $7.345bn, an increase of 3% on a constant currency basis year-over-year.
“Q2 revenue was disappointing and did
not meet our expectations,” CEO Omar
Ishrak said during the company’s secondquarter earnings call. “We faced issues that
affected our growth, including slower than
expected revenue as we await new product introductions.” Medtronic now expects
fiscal year 2017 revenue growth to be
around 4-6% in constant currency instead
of the 6-9% it predicted previously.
“Normally the diversity of our revenue
base overcomes any quarterly challenges,” he said. “However, there were enough
unexpected and unrelated issues in Q2 to
collectively affect our revenue and each
of our growth vectors.”

Specifically, Ishrak pointed out that the
Cardiac & Vascular group, which accounts
for over a third of Medtronic’s business,
grew just 3% in the quarter, about half of
the growth rate the company targeted for
these businesses and “meaningfully below what we believe this business should
be able to sustain.”
The Cardiac Rhythm and Heart Failure
segment recorded revenue of $1.4bn during the quarter, a 5% increase on a constant currency basis, driven by around
15% growth in sales of rhythm diagnostic
products like the Reveal LINQ insertable
cardiac monitor and near 30% year-overyear growth in sales of atrial fibrillation
products led by the Arctic Front atrial fibrillation ablation catheter. Also, the $1.1bn
acquisition of ventricular assist devicemaker HeartWare International Inc. contributed to revenue growth as integration
of that business is “on track,” Ishrak said.
But sales of the core cardiac rhythm implantables declined by a few percent due to
a slowdown in the US market.“While we continued to take share in the US ICD market,
the market itself declined in the mid-single

Medtronic FY2017 Second Quarter Revenues
Revenue
(in $ millions)

% Year-over-year
growth or (decline) in
constant currency

Cardiac & Vascular Group

2,584

+3

Cardiac Rhythm & Heart Failure

1,400

+5

Division

Coronary & Structural Heart

753

0

Aortic & Peripheral Vascular

431

+4

Minimally Invasive Therapies Group

2,473

+4

Surgical Solutions

1,361

+4

Patient Monitoring & Recovery

1,112

+3

Restorative Therapies Group

1,826

+3

663

+1

Spine
Brain Therapies

506

+6

Specialty Therapies

369

+6

Diabetes Group

462

+3

7,345

+3

TOTAL
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digits, driven by high-single digit market declines in high power device replacements,”
the CEO said. Sales of cardiac rhythm management devices declined around 15% in
the UK, because changes to the NHS’s procurement system led to a temporary disruption to normal buying patterns.
Medtronic has been a leader in magnetic resonance imaging-compatible cardiac
rhythm management devices and Ishrak
noted that Medtronic has gained market
share in the cardiac resynchronization defibrillator sector following the US launch
of Amplia MRI Quad CRT-D SureScan and
launch in Japan of the Compia MRI Quad
CRT-D SureScan MRI-compatible systems
in fiscal 2016. But, the company says it is
losing share of the cardiac resynchronization pacemaker (CRT-P) market because it
does not have a quadripolar CRT-P to go
along with its “quad” CRT-D devices.
During the second fiscal quarter,
Medtronic’s Coronary and Structural Heart
division could not take full advantage of
the growth of the transcatheter aortic
valve replacement market, because it only
began shipping the larger sizes of its CoreValve Evolut R TAVR system, the XL, late
in the quarter. Ishrak also mentioned that
Medtronic’s latest drug-eluting stent, the
Resolute Onyx zotarolimus-eluting stent is
still not available in either the US or Japan,
which is making Medtronic less competitive in those markets. Medtronic expects
the US FDA to approve Resolute Onyx by
the end of the fiscal year with approval in
Japan projected for fiscal 2018.
Jefferies analyst Raj Denhoy noted that
Medtronic’s weak second-quarter results
“set back almost a year of progress for the
company.” While the delayed product approvals and launches were blamed for the
firm’s poor performance, it still remains
to be seen whether these new products
would actually be able to revive growth
and mitigate other challenges when they
do come through, Denhoy questioned:
“Looking ahead, the debate will shift to a
December 5, 2016 | Medtech Insight | 5
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familiar theme that is: will pipeline launches be enough to offset headwinds of price
[and] several product cycles that appear to
be moderating?”
Medtronic’s CEO, however, maintained an
optimistic outlook. “While some of the challenges that had an impact on revenue in

Q2 could persist over the coming quarters,
we remain confident in our ability to deliver mid-single digit revenue growth and
double-digit [earnings per share] growth,
not only in our current fiscal year, but on a
sustained basis into the future,” Ishrak said.
Operating margins were up half a per-

centage point to 18.9% in the second fiscal quarter and on a constant-currency,
non-GAAP diluted basis, earnings per
share were up 15% year-over-year in the
quarter, Medtronic reported.
Published online 11/23/16

Edwards To Pay Up To $690m For CardiobandMaker Valtech

Source: Edwards Lifesciences

Reed Miller reed.miller@informa.com

E

dwards Lifesciences Corp. has
agreed to pay $340m in stock and
cash up front and up to $350m
more in milestone payments for Valtech
Cardio Ltd., the developer of the Cardioband transcatheter mitral valve repair
technology that can also be adapted to
repair tricuspid valves.
“We saw an important opportunity to
incorporate Valtech’s technologies into
our comprehensive heart valve repair and
replacement portfolio,” Edwards CEO Michael Mussallem said. “We are very pleased
with the progress and future prospects of
the multiple internal programs we have
underway, and we believe the addition
of Valtech’s talented team and mitral and
tricuspid technologies will present even
more opportunities to help patients.”
Transcatheter mitral valve repair fits
into Edwards’ plans for transcatheter mi-
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tral valve replacement systems. Edwards
is developing such a system based primarily on technology it acquired when it
bought CardiAQ Valve Technologies Inc.
for $350m in 2015. Edwards is already the
leader in transcatheter aortic valve replacement with its Sapien line of TAVR systems.
If all the milestones are met, Edwards will
pay a total of $690m for Valtech, $210m
less than HeartWare International Inc.
agreed to pay – including milestones – for
the Israeli company back in September
2015. That deal was ultimately terminated
after some of HeartWare’s investors protested the merger, arguing that HeartWare
needed to focus entirely on its ventricular
assist device technologies instead of trying to become a broader heart-failure device company. Medtronic acquired HeartWare for $1.1bn in June.
Edwards already markets surgical annu-

loplasty rings to help remodel the annulus
of a weakening tricuspid or mitral valve
and stop regurgitation. Valtech’s Cardioband system is, essentially, an annuloplasty ring delivered on a catheter, rather than
via open surgery. It can be inserted into
the femoral vein and delivered through a
“transseptal” approach across the septum.
To make it so the annuloplasty ring can be
delivered on a catheter, Valtech developed
a unique segmental deployment system
that allows it to conform to each patient’s
specific annular geometry
The mitral-valve version of Cardioband
received a CE mark in Europe in 2015.
Results of a 31-patient feasibility trial
showed that Cardioband is safe and can
significantly reduce the septolateral dimension of the mitral valve as well as the
severity of mitral-valve regurgitation in
symptomatic patients.
Valtech also says it has initiated a CE mark
trial for the tricuspid version of the device.
Edwards Gains Option
On Cardiovalve
Valtech is also developing the Cardiovalve
transcatheter mitral valve system, but
Edwards will not acquire that as part of
the takeover of Valtech. Instead, prior to
closing the deal with Edwards, Valtech
will spin out the Cardiovalve program and
Edwards will retain an option to acquire it
at a later date. Cardiovalve is a transseptally delivered, low-profile, mitral-valve
replacement system with an “orientationindifferent structure” intended to reduce
the complexity of the implant.
Published online 11/28/16
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New EU Regulations:

What Could Possibly Go Wrong?
Amanda Maxwell amanda.maxwell@informa.com
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n its quest to tighten controls over products in a relatively short
timeframe, the EU may actually end up killing off some companies as well as notified bodies, prevent some products from
reaching patients, and force prices so high that health care becomes less affordable. Those were among some of the ominous
warnings from speakers at the recent European Symposium on
The New Agreed Draft Regulations in Prague.
A roundtable discussion at the meeting, which was organized
by the European Association of Authorized Representatives and
chaired by Mika Reinikainen, president of consultancy and authorized representative Abnovo, included a frank discussion of
the potential hurdles ahead. Industry is awaiting adoption of the
new Medical Device and IVD Regulations in the first half of 2017,
followed by a three- and five-year transition period, respectively.
While speakers seemed to agree that, in the long term, the new
regulatory systems will work, they had reservations, and clear
views that there are going to be casualties from the reforms.
No less than three of the speakers warned that many companies will disappear with the advent of the new regulations.
Small and medium-sized manufacturers – who account for a
good deal of innovation – will have problems trying to comply
with the stricter and more complex requirements in the view of
Ludger Möller, president of the Medical Device Safety Service
(Germany), an authorized representative. This is something that
national competent authorities recognize, he said; they prefer to
deal with the bigger players, he suggested.
With smaller companies disappearing or merging to survive
due to the challenge of the stricter requirements, Möller predicts
that prices will increase. In his view, this will make the health-care
market suffer, as well as increasing costs for insurers, meaning
there will be a limit to what the health-care systems can afford.
Politicians failed to look at the full impact of the stricter regulatory reaction to the PIP breast implant scandal, Möller said, noting
that there has been no impact assessment of the pending new regulations as they stand. He advised delegates to be ready to inform
management about the added burdens and to help executives understand how the changes will impact product pricing.
Despite the challenges, Möller believes the system will work.
“It will definitely work,” he emphasized, reminding the audience
that there were five updates to the Medical Devices Directive
and that a practical approach is needed in implementing the
regulations over time.
Sandra Ferretti, chief compliance officer at the Belgiumbased consultancy Obelis, echoed the concern that the authorities did not carry out an impact assessment of the new
regulations in their current form and she believes that the impact has been underestimated, including potentially serious
implications for industry.

“I think we will muddle through
before we come to a point where it
stabilizes,” Abnovo’s Mika Reinikainen
said. “In that process, there will be
losers; that is very clear.”

The weaker manufacturers will be forced to leave the market
in the view of Ronald Baumans, senior global regulatory consultant at Emergo (Netherlands). These firms include producers of
the cheap, me-too, copy-cat products, possibly of lower quality, and certainly lower pricing, he explained. But this may offer
a silver lining to many bigger and more innovative companies.
“From a commercial point of view, this could be an opportunity
for you to get a bigger market share and a bigger price,” he suggested to those at the meeting.
Baumans believes most parts of the new regulations will be
ready within the time set by the EU for the transition, but he said
the authorities will need to take interim measure to avoid disruption in continuity of care. He described the regulations as “a
good package but with imperfections” and expressed particular
concern over Article 90 regarding the transition, from the current
directives to the new regulations, which he described as “weak,”
but likely to be “smoothed out over time.
But Abnovo›s Reinikainen suggested that a lot of companies
will not make it because they won›t fully understand how to deal
with all of the changes in the time allotted. Also, he said, they
will find notified bodies have closed their doors after reaching
full capacity.
December 5, 2016 | Medtech Insight | 7
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Reinikainen went as far as to question who would be liable if
patients died as a result of the transition to the new regulations
and the unavailability of some devices. The manufacturer will not
be liable, he asserted. He went on to speculate that politicians
and the media may well blame the EU central government in
Brussels. This type of attention could force the EU Commission
and the Council to take some interim measures to slow down the
implementation of the regulations.
Reinikainen also emphasized that the challenges ahead impose
a big responsibility on authorized representatives who represent
non-EU manufacturers in the EU. “If you are a good authorized
representative, you are well aware of what is happening and you
don’t want to lose your clients so you will advise them to get their
act together,” he stated. “But there are thousands of authorized
representatives out there, and some are not aware of the full impact that it likely to hit the sector,” he warned.
Eudamed
Reinikainen also noted how the new version of the European
medical device database, Eudamed, still to be developed, is a fundamental and critical aspect of the regulations. “If Eudamed fails,
the whole system fails,” he warned, adding that history shows that
the European Commission has not been very good at establishing these European databases. “So why would it be good now?”
he challenged. But, he acknowledged, “a lot of effort is being put
into it, so maybe it will work this time.”
Large scale IT projects such as Eudamed “can be easily delayed
by a year or two.” Such a delay could be “devastating,” Robert Ginsberg, chairman of the board at QAdvis, Sweden, told the meeting.
Personnel
Finding personnel is another challenge. Competent authorities and
notified bodies are fighting for the same resource skills as industry,
and at salary comparisons that keep increasing, speakers said.
Reinikainen warned meeting delegates that if they were thinking of taking on the role of the “responsible person” for regulatory
compliance within their companies, then they should negotiate
a higher salary. “What you are earning now won’t be worth it” he
said, noting that someone in this role involves the risk of being

What’s New
Online?

put into jail should matters go wrong under this stricter and potentially more adversarial regulatory structure.
IVDs
Those having to comply with the forthcoming IVD Regulation will
have their own problems, Maurizio Suppo, principal consultant at
Qarad. said.
He does not believe everything will be ready when it comes to IVDs
because of the “revolution” in IVD classification, meaning that some
90% of products will involve a notified body in future under the new
regulations compared with some 10-15% under the directives.
Given the enormous volume of work that the notified bodies
will have, they may not physically be able to process it in time,
he suggested. Will the authorities force the manufacturers to discontinue placing their products on the market if they can demonstrate they have placed the application with the notified bodies,
he asked? But Suppo added that he was confident all parties will
work together to find practical solutions “to avoid discontinuation of products from the market.”
Avoid ‘Catastrophic’ Failure
Reinikainen acknowledged that great efforts will be made to ensure the system is working properly, but, he concluded, “some
manufacturers will be trampled under” either because they do
not react quickly enough or do not have the resources to meet
the requirements, and that there will be devices that disappear
from the market.
He also said there is a risk that the system breaks down during
its implementation phase. If it does, there are some provisions
within it to create an interim system, he acknowledged, for example, if Eudamed does not work. And if there is some sort of
“catastrophic” failure, the member states will take action to protect their health-care systems.
“I think we will muddle through before we come to a point
where it stabilizes,” Reinikainen said. “In that process,” he noted,”
there will be losers; that is very clear. Even if it works quite well
there will be losers.”
Published online 11/23/16
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Continued from Page 1

Medtech Insight: What funding has there been for the latest
initiative? How much is Chafea funding and how much is coming from other sources?
John Wilkinson: The European Commission’s Consumer,
Health, Agriculture and Food Executive Agency (Chafea) is
providing €850,000 worth of funding to the market surveillance project. This represents some 60% of the overall cost of
the project. The assumption is that the remaining 40% will be
provided by competent authorities around Europe in terms of
their time, energy and sometimes specific costs.
To gain this funding, the Competent Authorities for Medical Devices group had to put together detailed plans. So
there are contractual obligations between Chafea and the
UK’s MHRA which administers the whole project. There are
also contracts between the MHRA and the two types of
participants in the project: beneficiaries and collaborative
stakeholders. Beneficiaries receive money for participating
while collaborative stakeholders can participate but do not
receive funding for this.
To what degree does this work go beyond the normal day-today activities of competent authorities?
Wilkinson: While much of this work is consistent with the
work we are doing anyway to implement the current and
anticipate the new regulations, and in the same direction of
travel, what this new initiative does is to create very specific projects that build on the other issues we need to tackle.
We are moving the level of collaboration and the tools that
we have at our disposal forward in a way that would not be
achievable during normal routine work.
There is a big difference in the resources available within the
different competent authorities. Do you expect each competent authority to pull its weight, for example by employing
more people or are you looking at the bigger authorities taking on more of the workload?
Wilkinson: I think the aggregate amount of energy going into this may not change. The important thing is - and
I can’t speak for the amount of resources that are going to
be available across the system to do this, but what we can
commit to is making sure that the resources that are there
are utilized in a more efficient way. Inevitably there will be
a difference in the contributions of the very large member
states versus those of the small ones. If we get the collaboration right – and there is a huge range between those
countries involved in the joint action – I think the smaller
MS with limited resources can contribute but in a more selective way that reflects the availability of their resources
and skills. We have seen some very good work and intermedtech.pharmamedtechbi.com

ventions by individuals in quite small member states. That
is to be lauded. But you cannot expect a very small member state to maintain the volume of activity that France and
Germany can do.
Where does the joint action activity that has been focusing on
instructions for use (IFU) fit in, among other things?
Wilkinson: The Austrian-led joint action on IFU was initiated
as part of a desire to do more joint action activity and was
something of a pilot for this bigger joint action on market surveillance. But, from the Chafea point of view, each of these are
discrete exercises.
This more recent joint action that has been launched is not
really connected to the one on IFU.

I don’t think you should
necessarily see this [new
joint action] as increased
market surveillance.
You should think of it as
harmonizing the approach
and being more efficient
about the way we do it as
we are sharing resources.”
– John Wilkinson,
head of devices, UK MHRA
The latest joint action initiative seems more structural than
actually focused on product areas. At what stage will you
decide on the product areas to focus on and how soon? Do
you have any idea yet of what the priority product areas are
likely to be?
Wilkinson: There are five work packages, and three of
those, which the UK is leading, relate to the running of a
joint action program: coordination; dissemination and
evaluation.
Then there are the two substantive parts – one is on
manufacturer inspections, and the other on clinical process
and resource development. In both these cases, the aim will
be to develop horizontal methodologies for dealing with
December 5, 2016 | Medtech Insight | 9
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market surveillance issues. This may lead to identifying some
product-related priority areas.
The manufacturers inspections action will be about evaluating
and setting criteria for the competent authority role inspections.
Ultimately, the aim will be to create methodologies and
tools which can be used as basis for future work. I think pinpointing actual product areas will be well down the timeline
and be the logical product of this exercise. I don’t think we can
expect anything at the front end.
The joint action in the notified body area resulted in the Recommendation and Implementing Regulation of Sept 2013.
Do you think there will be new documents to be drafted for
the market surveillance initiatives? What sort of documents
would they be?
Wilkinson: There is likely to be a mixture of documents that
are tools for competent authorities to use and that will not
be in the public domain, and then others that will be of more
general utility and help people ensure they are compliant
with the requirements.
The sort of documentation that will come out will deal
with inspections of manufacturers, and clinical processes,
for example. There may also be some detailed guidances in
this area.
If the IFU project was the first pilot, a second project had
been anticipated with a series of follow-on programs - development of software to help system function; development of guidance; shared training and development of people; execution of specific sectoral MS programs targeting
specific products and product types. What has happened to
this project?
Wilkinson: The initial scoping discussions for this second
joint action were quite broad. But we decided to get more
focused experience first and not over-challenge the network.
We have decided to take cautious steps and develop our
learning in limited areas. The areas in which we are working
are important ones and could potentially expand.
Is this proactive type of market surveillance likely to interrupt
to some degree the open communication that currently exists
in many EU countries, and especially the UK, between the regulators and the industry, as individuals have to assume the role
of policing and being policed?
Wilkinson: I don’t think you should necessarily see this as
increased market surveillance. You should think of it as harmonizing the approach and being more efficient about the
way we do it as we are sharing resources. It is about rationalizing and coordinating different approaches - in a way it is
a logical extension to the competent authorities’ joint audit
activity. It is also about manufacturers being able to expect
10 | Medtech Insight | December 5, 2016

a similar approach wherever they sit in the system and the
system doing it efficiently so we are not tripping over each
other and duplicating each other’s efforts.
Three of the working groups are being led by the UK and the
UK is also leading the CAMD task force for exploring opportunities for collaboration in implementing the new Regulations.
This may seem surprising to some in light of the Brexit vote,
even if the UK hasn’t actually left the EU yet. What is the strategic reason for having the UK so active in this?
Wilkinson: The market surveillance joint action activity predates the referendum by some considerable amount of time.
Also, we take the view that we will continue to do what we
can to reinforce the European system which we are still part
of until we know otherwise.
Having spent so much time negotiating the new legislation, we believe it is in the interest of the manufactures,
and indeed patients and clinicians in the UK, that we participate in making sure that those things that we negotiated are faithfully implemented. That doesn’t prejudge any
Brexit outcome. If you are a manufacturer in UK, you are
going to be working in Europe in all likelihood and so it is
in the interests of everyone that that legislation is sensibly
implemented.
When it comes to the market surveillance initiative, we are
carrying out the compulsory administrative packages associated with the joint action. The Netherlands and Ireland are
leading the substantive work.
How will the CAMD fit with the new Medical Devices Coordination Group?
Wilkinson: The full implications of this question and who
does what is still very much to be decided. There is a very
real question mark about how the new working group governance architecture evolves, and how the working groups
are going to function. Quite a lot of dialogue needs to take
place before all that architecture is up and running.
One of CAMD’s priorities when it comes to implementation of the new regulations is making sure that the new
workings groups support the MDCG and that the MDCG
functions effectively. CAMD is very actively involved in
those discussions since ultimately the running of the system is the joint responsibility of the authorities and the
Commission.
In the past, there have been specific CAMD-led activities
and Commission-led working groups. We are looking towards
a future where the structure in which these working groups
operate is becoming less material than the content of the
work that they are doing.
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UK Plans To Implement Medtech Regulations,
Keep Them Until At Least Summer 2019, Observers Suggest
Amanda Maxwell amanda.maxwell@informa.com
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here is a growing body of opinion
that suggests that the UK, despite
its intention to leave the EU, will
indeed implement the EU’s Medical Device and IVD Regulations, and that these
regulations will be in force until at least
summer 2019.
Any radical and rushed departure from
the current EU single market trading situation for medtech products would not
only be dangerous for the UK but also for
Europe as well, experts say. But the longterm outcome is not so clear.
According to Mika Reinikainen, managing director at consultancy and authorized
representative Abnovo (UK), the British
government has said that once the UK issues laws terminating its EU membership,
it is likely – at the same time – to issue ta
bill stating that all existing EU legislation
will be automatically adopted into UK law.
Reinikainen, speaking at the recent European Symposium on The New Agreed
Draft Regulations in Prague, was referring
to the Great Repeat Bill that will repeal
the European Communities Act 1972 that
paved the way for the UK to join the EU
in the first place. The Great Repeal Bill will
need to come into effect the day Britain
formally leaves the EU, which will be two
years after Article 50 of the Lisbon Treaty
is triggered. (See sidebar.)
Although British Prime Minister Theresa
May had vowed her government would
trigger Article 50 in March 2017, legal
challenges within the UK and at the EU
level now suggest the potential for further delay. It now seems likely that the
earliest the Great Repeat Bill would begin
to apply is the summer 2019, and so this
is the point at which the UK will convert
existing EU law into British law.
It is only after officially leaving the EU
that the UK might start to “play” with this
acquired legislation and change it, Reinikainen stated. So for the foreseeable future,
the regulations will apply, he emphasized.

Since manufacturers of medical devices
have until, most likely, May 2020 to comply with the new Medical Devices Regulation, and 2022 to comply with the new
IVD Regulation, this might this give them
some wriggle room to remain compliant
with the directives until the last possible
moment in case the UK will draft different, less challenging medtech regulations
in the future. But this question would
only likely be of interest to companies for
whom their sole market is the UK.
UK Remains Active In EU
Medtech Efforts
But it appears that the UK is intending to
remain highly active in the EU medtech
regulatory field.
The UK government has taken on the
lead of three of the five EU joint-action
market surveillance working groups and,
indeed, is also leading the task force at
the European Commission’s Competent
Authorities for Medical Devices group on
the implementation of the Medical Device and IVD Regulations.
John Wilkinson, head of devices at the
UK Medicines and Healthcare products

Regulatory Agency told the London Annual Regulatory Conference of the Association of British Healthcare Industries
(ABHI) in September: “Until we have executed Article 50 and got out of the EU,
we are full members and we will be energized in making sure that the legislation
that we shaped is correctly implemented.”
It is now clear that the MHRA will be making sure this legislation is correctly implemented specifically in the UK.
But it is difficult to draw out further details from the MHRA, which is limiting is
public statements.
Notified Bodies And
Authorized Representatives
Speaking in Prague, Reinikainen also emphasized that it is likely that the UK will try to
negotiate an arrangement where UK-based
notified bodies and authorized representatives, which represent non-EU manufacturers, are still recognized by the EU.
If agreement is not reached, the EU will
suddenly lose a very significant portion of
notified body capacity at a time when the
system is under huge strain, Reinikainen
warned. Moreover, it is possible that 50%
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of the EU’s authorized representatives, up
to 1,000 of them, are in the UK. “If we lose
all the UK authorized representatives, then
their client manufacturers would not be
able to place their products on the market.
That would effectively stop health care in
Europe – so I don’t think the decision-makers will let that happen,” Reinikainen said.
Voting With Their Feet
Despite his confidence in the decisionmakers coming to a pragmatic solution,
Reinikainen suspects some of the UK’s five
notified bodies are already making contin-

gency plans for setting up shop elsewhere
in the EU so that they can simply transfer
the formal aspect of certification to an affiliate in the EU should it become necessary.
Some UK authorized representatives
are also already taking measures – like
setting up office in Malta. Indeed, Reinikainen suggested, I think there will be a
lot of Maltese and Irish medtech organizations as a result of this.
These reactions raise the question of
whether the Brexit decision has triggered
actions by key stakeholders that will make
it easier for the EU to manage without the

UK over the long term, among other unanswered questions.
And the picture may become yet
more complicated. The UK’s Brexit could
be the forerunner of more anti-EU reaction, Reinikainen warned. There is much
unrest in Europe and a drive toward
more support for populist parties, and
anti-European governments. That could
cause a further break-up of the EU, he
said: “In my view, that is the most dangerous scenario.”
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Flurry of Russian Medtech Regulatory System Proposals
Keeps Manufacturers On Their Toes
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ussia’s Ministry of Health issued draft
proposals in several areas of medtech
regulation during October 2016.
They would amend the key medical device instrument Resolution 1416 within
Russian Federal Law No. 323-FZ, which
are the texts that emerged from a revision
and update of Russia’s previous regulations. Resolution 1416 was issued in 2013,
but it now has to be amended already to
accommodate the new medical device
regulatory structure planned for the pan-
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regional Eurasian Economic Union (EAEU).
The October 2016 proposals are currently undergoing public and expert evaluation and are expected to be approved
and come into force by the end of the year,
according to Moscow-based medtech
regulatory expert Alexey Stepanov.
The principal amendments, all being
dealt with in a single omnibus piece of
legislation, center on:
Replacement Certificates for the pre2013-issued medical device certificates,

which will no longer be valid as January
2017. The potential workload for the Russian regulator (Roszdravnadzor) has been
high, and additionally, companies have
been slow to begin the process. But the
proposal at hand would allow “old” medical device registration certificates to remain valid until Dec. 31, 2021.
This is also the deadline for the transition
period to the Eurasian Economic Union
(EAEU) system of medical device regulation.
Stepanov tells Medtech Insight that it
is likely that the replacement certificate
extension proposal will be approved and
published by the end of the year. If there
is any minor delay, it would be down to
the need for the several government departments involved to review and sign off
on the amendments. But it is reportedly
fairly standard practice in Russia for legislation to be passed just prior to deadline.
This administrative procedure of replacing the certificates does not affect product
labelling. There is no fee for the administrative replacement certificates, contrary to
information reported summer 2016.
IVD simplified registration procedure,
now entailing a single-stage examination
rather than the current two-stage process. The simplified process will effectively bring together the regulatory review of
© Informa UK Ltd 2016
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pre-clinical testing and clinical testing in
one session. The suggestion is for all testing stages to be completed before the
registration submission. Roszdravnadzor
will examine it in a single step. “It’s quite
significant change; it will speed things
up,” says Stepanov.
IVDs in Russia are usually Class IIb or
Class III. The Russian classification is very
similar to that used by the International
Medical Device Regulators Forum (IMDRF)
A 180-day rule “grace period” – products that are manufactured within 180
days of the date of a registration change
approved by the Russian regulator can be
legally imported and circulated in Russia
under their “old” registration dossier.
Advice And Reporting
Changes
Other proposals are to allow companies to
seek consultations from Roszdravnadzor
and expert organizations regarding their
applications to register medical devices.
There will also be mandatory annual
reporting to the Russian authorities of efficiency and safety data for Russian Class

IIb and Class III medical devices within
three years of registration approval; and
mandatory regular reporting about lot/
batch numbers of Class IIb and Class III
sterile single-use medical devices and
Class IIb and Class III IVD products.
Stepanov also reports that the list of implantable medical devices that are used
in state health care programs has been increase by 160 products. The list has been
refined. These products are to be subject
state regulation of pricing (under Resolution 1517), but in August 2016 the deadline for implementing the price regulation
was postponed for a year. The initial list (in
2014) extended to 202 products.
VAT Change
Finally, on pricing, amendments to the
Russian tax code have exempted local
manufacturers from paying VAT on imported components and raw materials
used in the medical device manufacturing process as of October 1 2016. These
products must have no Russian equivalents and their use in medtech manufacturing must be proven.

Russian medical device manufacturers were required to pay 18% VAT on any
imported components for their products.
This change should help the Russian industry to develop activities in the assembly of complex medical equipment, although Stepanov observes that this may
take some time. It is one of several initiatives designed to support the growth of
the local medtech industry.
EAEU On Track For 2017
As to the EAEU, still set for an early-2017
launch in terms of medtech regulation,
more progress has been reported, with
quality management systems (QMS) requirements having been approved. And
by the end of 2016, the new fees for the
procedures should be available. January
1st is typically the date for updating the
tax code and new regulation implementation in Russia. “It’s not yet official, but we
expect the fees and the new system to begin working at the beginning of the new
year,” says Stepanov.
Published online 11/24/16
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Philips To Create More Context, Connectedness And
Continuity And Shift Sick Care To Health Care
Tina Tan tina.tan@informa.com
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C

onnected Care and Health Informatics (CCHI) may be Philips’
smallest business division in
terms of revenue contribution, but the
role that it has set itself to play in the future of health care is far greater than the
sum of its parts.
“The future is not about precision
medicine, it’s about personalized medicine,” said Jeroen Tas, CEO of CCHI, which
contributed 18% of Philips’ total healthcare revenue of €10.9bn in 2015. “In fact,
it goes beyond medicine. It’s about understanding who you are, where you’re
coming from, what’s your genetic heritage. The earlier I know what diseases I’m
genetically predisposed to, the earlier I
can start controlling it.”
Health care today is still very much
about “sick care”, where there is little
proactive tracking of the patient’s health
when they are outside of the hospital,
Tas told Medtech Insight in an interview
at EHI Live, the UK’s largest digital health
show held on Nov 1-2. While there is no
denying that the market no longer lacks
the innovative technologies or services
to make digital health a reality, as evidenced by the volume of products that
were being showcased by Philips and
other medtech and health IT exhibitors
at EHI Live, what is lacking is context, adequate connectedness, and continuity.
Digital health today is not just about
putting out devices for capturing health
data or the data itself, Tas believes, but
what you do with the data. Valuable information about the patient’s day-to-day
health is being recorded and can provide
the important context – the behavioral
aspects that drive health outcomes – but
the data is not being exploited as well as
it should. Tas can relate to this problem
on a personal level; his daughter, Kim, is
a Type I diabetic. “She has a whole lot of
information about her, she has a health
watch, a blood glucose meter to take her

readings, but nothing is being done with
that data.”
And although Kim is in dialogue with
specialists from multiple disciplines “she talks to a psychiatrist, internist, nutritionist, and diabetes nurse” – none of
these specialists, according to Tas, talk
to each other. “There is no concept of an
integrated care team. There’s no concept
of a network that is there 24/7 and there
is no concept of self-management.” Selfmanagement, he continued, is about
empowering patients to understand
their condition better and to understand
the health care outcomes they are hoping to achieve.
Philips’ Heart Health app-based program, introduced in Europe in September and expected to be available in the
US next year, is one such example of how
the company is seeking to help patients
with lifestyle-induced risk factors for cardiovascular disease.
The Heart Health app tracks and syncs
data from various Philips connected
health products which the program users are provided with, including the

Philips health watch, upper arm blood
pressure monitor, wrist blood pressure
monitor and body analysis scale. The 24week program works by analyzing the
data and identifying triggers and barriers for change and offers personalized,
behavior change guidance in small, simple steps, responding to users’ progress
along the way.
“So if someone is at risk of heart disease, there are ways to prevent that and
we developed Heart Health to coach a
patient, within a certain time period, to
reach some goals that will dramatically
reduce the risk of heart disease.” This, in
essence, is what health care should be,
rather than the current situation where
care is only given once the patient is sick.
But if a patient’s heart condition continue to deteriorate and an adverse
event does happen, all that relevant
and important contextual information
would have been captured and this can
be shared with the general practitioner,
who can then share it with the cardiologist. Philips has also developed clinical
tools, such as tablet-based ultrasound
© Informa UK Ltd 2016
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device, that allows for quicker and earlier diagnosis. “The GP can take an ultrasound of your heart then and there,
when you go and see him with a problem, and they can see what condition
your heart is. If there is something that
they are unsure of, they can consult the
cardiologist just by pressing a button,
and the cardiologist can look at the image at the same time and together, do a
diagnosis.”
By giving clinicians the ability to conduct real-time diagnosis, patients would
not have to be put through a long and
potentially convoluted referral process
that could take weeks. “What we’re doing is completely collapsing something
would take around eight weeks and in
these eight weeks sometimes might
make the difference between being
able to continue to control your condition or letting it go out of control,” Tas
said. “Rather than wait for something to
go wrong, we need to find out how we
can see deterioration early on so we can
intervene early. The whole trick is intervening at the right moment. If you see it
now, you have to deal with it now.”
Another product that Philips recently
introduced in the UK that works on the
principle of effective use of data analytics
is the HomeSafe Auto-Alert system, designed to manage seniors who are at risk
of falling. The system consists of a wearable device – either a pendant or a wristband – which automatically contacts the
care team when a fall is detected. The
system also has an advanced algorithm,
which combines calculations of altitude
drop, velocity, orientation change and
impact, to recognize automatically when
a true fall has occurred and potentially
reduce any unnecessary hospitalizations.
“Falls in older people cost the UK NHS
£2.3bn per year, with falls and fractures in
the over-65’s accounting for four million
hospital bed days each year in England
alone. Yet 27% of hospitalizations may be
avoided with proactive care,” said Andy
Calchadora, business development director (UK&I) at Philips Home Monitoring.
Beyond fall detection, Philips has gone
a step further and will be bringing in fall
prevention to the UK next year. “Tradimedtech.pharmamedtechbi.com

Digital health
today is not just
about putting
out devices for
capturing health
data or the data
itself, but what
you do with the
data. Valuable
information about
the patient’s dayto-day health is
being recorded and
can provide the
important context
but the data is not
being exploited as
well as it should.
– Jeroen Tas,
CEO of Philips
Connected Care
and Health
Informatics

tionally, in the industry, there are a lot of
alert systems and devices for identifying
when someone has fallen over. At that
time, the episode of health care is already
needed, they are admitted to hospital.
And for about 60% of those who fall, that
would trigger their first mental health
episode or impact their confidence
which could lead to other mental health
problems, [according to Source Age UK],”
Cachaldora told Medtech Insight.
Philips will introduce a multi-sensor
device, driven by the CareSage predictive
analytics engine, which is already available in the US. This works by creating an
algorithm from data collected from historical sources and data captured in real
time. This creates a risk score of how likely
they are to suffer a fall within a 30-day
period. “So we can use data in a more effective way and intervene early and stop
the fall from happening, which would improve the well-being of seniors, and take
costs out of the NHS by lowering admissions. It impacts the whole health economy system.”
Health care systems of the future need
to be far more data-driven, according to
Tas, and getting “from ‘here’ to ‘there’”
requires buy-in from all stakeholders to
change. “It is not just a behavioral change
but a model change, a change in mindset.
Because what I’m talking about is a completely different way of providing care.”
While he acknowledges that there is
still resistance from some health care
providers who keep asking for more and
more evidence before they can be convinced, there are several large organizations that do share the same vision and
have started exploring the transition to
truly connected care.
But you can only attain the outcomes
you want if you actually start taking action and learning from your mistakes.
“You’ve got to start doing it, because you
still have a lot to learn to get it right. With
every new model, you have to reach a level of maturity and scale to truly have an
impact, and you get maturity by doing it,
learning, improving and then setting that
goal higher.”
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A Bubble Fit To Burst?
China Genome Testing Firms Soar To New Heights
Brian Yang brian.yang@informa.com

I

BGI Leads The Way
The bullishness over prospects for genome testing in China is
certainly shared by other companies, and Annoroad, Genetron
Health, Genewiz, as well as recently publicly-listed Betta Pharmaceuticals Co. Ltd. have all invested in million-dollar secondgeneration sequencers.
The frenzy is being driven primarily by the success of China’s
largest genome testing organization, BGI. The Shenzhen-based
firm - which has been involved in the sequencing of numerous
animal and plant species - is currently going through an initial
public offering process and is scheduled to be listed in China’s
stock market soon.
In 2012, BGI sold 42% of its shares for CNY1.4bn to investors
including Everbright Capital, Sequoia Capital China, Softbank
China and others, in a deal that valued the firm at CNY3.3bn.
Two years later, the valuation had gone up significantly
when BGI sold 20% of its shares via subsidiary BGI Medical for
CNY2bn. Through three rounds of financing, the company has
attracted 19 venture capital funds including Alibaba founder Jack Ma’s Yunfeng Fund, and BGI is now valued at around
CNY17bn by Gene Valley, a Wechat media site devoted to the
life sciences.
The current largest stockholders include BGI-Shenzhen,
Shenzhen Qianhai BGI, and the ChinaLife Group, while BGI
founders Jian Wang, Jun Wang and Shuang Yang own 85.3%,
10.5%, and 4.2% of BGI-Shenzhen, respectively.
16 | Medtech Insight | December 5, 2016
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nvestor interest in China’s genomic testing companies appears to continue unabated, with Beijing-based NovoGene
Co. the latest firm to have successfully raised CNY500m
($74.6m) in Series B financing from a consortium of investors.
Established in 2011 with subsidiaries in Tianjin and the US,
NovoGene, like many other genome testing providers in China,
uses imported sequencers to provide services ranging from
noninvasive prenatal testing (NIPT) to cancer screening.
While it boasts a technical platform that provides professional biostatistics information and personal disease screening services, NovoGene relies mainly on sequencers from
next-generation sequencing leader Illumina Inc. and less so
from Pacific Biotech Inc. for its equipment needs. The firm
obtained its second HiSeq X Ten sequencing platform from Illumina this April.
The group of investors in NovoGene’s Series B round included
China Merchant Bank’s International investment arm, State Innovation Capital (SDIC), and Shanghai Fanghe Capital Center.
This financing gives the company a valuation of at least CNY1bn,
investment analysts said.

Many investors continue to leap
into the foray due to relatively lower
entry barriers. Their goal is clear:
capture a chair at the table before
the music ends.

Chasing The Money
The BGI business model has attracted an increasing number of
followers who believe that by combining readily imported sequencers with investment to quickly expand marketing channels is the route to success. In actuality, the majority of BGI’s
revenues currently come from the NIPT business and clinical
research services, which together accounted for 75% of the
company total in the first half of 2015, according to the IPO prospectus filed with the Shenzhen Stock Exchange.
But BGI and NovoGene are just two of more than 200 firms
that are offering genome testing services in a highly competitive field, and many investors continue to leap into the foray
due to relatively lower entry barriers. Their goal is clear: capture
a chair at the table before the music ends.
© Informa UK Ltd 2016
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Reflecting the positive outlook by investors, valuations for
those companies that are not publicly-listed are shooting
through the roof. Gene Valley estimates that Berry Genomics is worth CNY10bn, NovoGene CNY5bn, Annoroad CNY5bn,
Genetron Health CNY3bn, and WuXi NextCODE Genomics, a
subsidiary of WuXi AppTec Inc. after the acquisition of Nextcode, also CNY3bn.
A new company, iCarbon X, which was founded 11 months
ago by former BGI CEO Jun Wang and other key ex- BGI members, is already valued at CNY2.5bn.
Bubble Building?
But these heady valuations are an unjustified direct result of investment hype and may not be sustainable given a lack of core
technology and rapidly rising competing in an already crowded
market, caution some healthcare investors in China.
Additionally, despite falling prices, the cost of genome testing
is still higher than traditional testing. NINPT for instance costs
over CNY1,000 compared to CNY700 for amniocentesis. There is
also no insurance coverage for such testing, meaning consumers must pay out-of-pocket and increasing price sensitivity.
Even so, the general demand for genome testing services - especially in cancer screening - is lagging behind demand and the
introduction of new drugs, meaning there is room to grow. BGI
draws only around 21% of its revenues from such services and
has a total market penetration rate of less than 1%.
But experts caution that genome testing is only a tool to help
diagnose and screen cancer, not treat it, and that interpretation
of data is not yet standardized, factors that will pose challenges.
Others see opportunities for testing services and tools from
the expanding Chinese middle class. Digital X-ray equipment, for
one, has seen somewhat tame demand in other emerging markets such as Brazil and Russia, but there are already over 10,000
such machines used in various levels of hospitals across China.
This factor is propelling companies such as Roche, which
has seen its diagnostics business in China grow by double digits quarter after quarter, including a 24% expansion in the first
nine months forits professional services unit, driven by Cobas
sequencing analyzers and immunodiagnostic module such as
Cobas e801.

Appeals Court Reverses
Insurance-Claim Verdict
Favoring Stryker
Elizabeth Orr elizabeth.orr@informa.com

S

tryker Corp. lost a battle in a long-running court fight
against its insurance company, which may force the orthopedics firm to pay out on an $8.6 million knee verdict.
A three-judge panel in the Sixth Circuit Court of Appeals
handed down the opinion favoring insurer TIG Insurance Company on Nov. 18, following a July trial.
The sterilization process used for Stryker’s Uni-Knee knee
caused the implant’s material to break down within the body
prematurely. Patients who received unstable knee implants
filed more than 70 product liability suits against Stryker.

The appeals court said,
“The contract was not ambiguous
in any sense of the word.”

Marketing Is Critical
As the demand for quality and accurate genomic and other testing services continues to rise, the market in China will grow. But
a marketing strategy to quickly penetrate into diverse channels
will be vital, meaning that a team with the right talent may be
more important than the products themselves, experts say.
To that end, BGI has already grown its headcount to over 2,000
employees, and plans to expand further after the IPO.
Similarly, NovoGene is also swiftly building up its marketing
channels and expanding sales force headcount, growing to over
1,000 staff in five years.

Stryker asked its insurers to cover the settlement costs. XL Insurance America covered claims against Stryker up to $15m, after which TIG’s excess liability policy kicked in and would pay up
to $25m. However, the insurance companies declined coverage
because, they said, Stryker knew about the problem with the
knee implants before it bought the insurance policies in 2000.
XL finally agreed to cover some of Stryker’s costs in 2012 after
a court battle, leaving the issue with TIG still unsettled. Stryker
filed suit against TIG in Michigan in 2016, trying to compel the
insurer to pay $8.6m to reimburse Stryker for its product liability
costs. TIG maintained the costs didn’t fall under the insurance
policy because the policy required Stryker get approval for any
settlements, while Stryker said the policy as written included
enough ambiguities that TIG should pay out. The district court
ruled in favor of Stryker in October 2014.
In striking down the earlier ruling, the appeals court said, “The contract was not ambiguous in any sense of the word.” The judges said
Stryker’s alternative reading “seeks to fill a gap that does not exist.”
The judges concluded, “Stryker did not seek excess coverage
until long after entering into its settlements, so it cannot be said
that TIG wrongly denied liability or refused to provide a defense
at that time.”
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Atomo Takes Rapid, All-In-One Diagnostic Device
Platform To A&E Pregnancy Testing Market
Catherine Longworth catherine.longworth@informa.com
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ustralian rapid diagnostics company Atomo has collaborated with French company NG Biotech to develop a nextgeneration blood-based rapid pregnancy test kit due to
launch in 2017. The test will first target accident and emergency
clinics, where the possibility of pregnancy in women suffering abdominal pain and bleeding needs to be quickly established.
The point-of-care, single-use device integrates a built-in
safety lancet, blood collection and delivery system adapted
from the company’s AtomoRapid HIV test. Hans Fredman,
chief commercial officer at Atomo Diagnostics, told Medtech
Insight: “At [the European trade conference] Medica last year,
NG Biotech approached us and said they wanted to use our
integrated platform with a lateral blood flow test they had recently launched. So during the last twelve months we’ve been
working together to develop the cassette and adapt their test
strip to our Atomo cassette.”
Fredman explained that the new pregnancy testing device,
NG-Test Blood Precision HCG, was developed to integrate a new
buffer delivery system that delivers the required quantity of
chase buffer at the touch of a button. “The uniqueness of Atomo and where we hold patents is in the integration of the lancing device, the blood collection, the blood delivery and now
the buffer delivery,” he said. “Most lateral flow test strips can be
adapted and fitted into our platform, so it was just a matter of
adapting the length and width of where exactly you add the
blood and the buffer to develop this device.”
The device was designed to simplify the test procedure and
reduce the number of steps by integrating all into “one intuitive, single-use device.” It requires a small blood sample (10uL),
collected from the fingertip which is then delivered to the test
strip, giving a result within 10 minutes.
The test was unveiled this November at Medica in Dusseldorf,
Germany and the plan is to commercially launch the product in
April 2017 initially to A&E clinics. As pregnancy tests are classified
as a Class I device, the test will not require CE marking and NG
Biotech will self-certify the tests for market launch. It plans to file
for FDA approval in early 2018 to begin entry into the US market.
At present, around 20 million hCG tests are routinely performed
in the US and Europe, often in emergency rooms when women
present with abdominal pains and bleeding. Existing pregnancy
blood tests require laboratory analysis and can take 1-2 hours to
provide a result while urine tests take 20-40 minutes to deliver
results. Fredman said: “The plan is also to file for CE mark as a OTC
self-test so that women can do a simple, blood test earlier after
conception rather than waiting to do a urine test.”
In October, Atomo announced it received a $2.1m grant from
the Bill and Melinda Gates Foundation to adapt its existing

NG-Test Blood Precision hCG
The new test has a built-in safety lancet, blood collection and buffer
delivery system

AtomoRapid HIV test – designed for clinical use – for self-testing.
“We’ve always been asked as a company, ‘why did you go for an
HIV test [first]?’, as from a regulatory perspective it is more challenging,” said Fredman. “Part of the reason is that HIV is a global
health issue and there are many companies and governments
that are working towards a more efficient diagnosis of HIV.
“However, everyone is waiting to see what the WHO guidelines will be for self-tests. The main concern with self-tests is to
do with support and counselling. Should someone test themselves in a home-setting without the support of healthcare professionals? A lot of the guidelines are trying to address those
issues and encourage local governments to have that support
available. WHO guidelines on HIV self-tests are expected to be
released in December so we are waiting to see what they say.”
Looking forward, Atomo plans to strengthen its OEM partnerships. Fredman said: “Although we do have our own branded
tests, we believe a big part of our commercial activity in future
will be in the OEM segment where we can sell our integrated
platform to other diagnostic companies.”
It also has plans to use its integrated platform for use with
other disease tests including Zika, dengue and chikungunya.
Additional developments include a simplified test for cardiac
markers and a test to distinguish between viral and bacterial
disease to curb anti-biotic overuse.
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Oxford Immunotec Edges Closer To Transplant
Product Launch
Catherine Longworth catherine.longworth@informa.com

I

mmunology-focused company Oxford
Immunotec Global PLC has said it is
near to launching two new products in
the transplant market. The company outlined its commercial growth strategy to
investors at the Jefferies London Healthcare Conference held last week.
Oxford Immunotec’s first product, the
T-spot TB test is used to test for tuberculosis infection and is approved for sale in
over 50 countries, including the US. The
two new products, T-spot CMV and T-spot
PRT are based on the company’s technology platform that can be applied to
diagnose and monitor any major disease
process driven by a T cell response. The
T-spot CMV assay measures the strength
of T cell responses to cytomegalovirus
(CMV) infection, which is a common and
serious complication in both solid organ
and stem cell transplantation.
Peter Wrighton-Smith, CEO and founder of Oxford Immunotec told Medtech
Insight: “What’s really important to understand is how strong is someone’s Tcell response and therefore how capable

they are of fighting CMV because if we
know that information, then we can personalize their therapy so as to reduce the
risk they have of getting similar disease
events. This is a test we expect to be useful in both stem cell and transplant monitoring tests to complement the tools
that exist today.”
The company’s other product, T-spot
PRT, is designed for use prior to transplantation. The test consists of a panel
of reactive T cells (PRT) obtained from
the patient, and this is used to measure
ex vivo the patient’s T cell immune response to foreign tissue to assist in the
assessment of risk of graft rejection. A
large, multi-center prospective study
(PROTECT) to evaluate the correlation of
T-spot response to CMV infection and T
cell-mediated acute graft rejection is being carried out after the successful enrolment of 600 people. Wrighton-Smith
said Oxford Immunotec expects to commercially launch the tests in 2017, on the
back of interim data from PROTECT due
to come out at the end of Q1.

Oxford Immunotec has made three
acquisitions since it was established in
2001. In October it acquired Lyme testing business Immunetics to increase the
company’s portfolio of infectious disease
tests. Lyme disease, if not diagnosed and
treated on time, can be fatal. Thousands
of people worldwide contract the disease every year, creating a sizeable market for lyme disease diagnostics. Wrighton-Smith told Medtech Insight: “There’s
a huge unmet need for reliable, effective
Lyme disease tests. The existing old, generic tests just don’t do a good job so
we’ve spent a lot of time together thinking about those unmet needs and with
Imugen and Immunetics we have two of
the leading companies in the space who
bring differentiated tests to serve the
market need.”
The company has an additional six products in various stages of development
based on its technology for measuring T
cell and innate immune responses.
Published online 11/22/16

Strategic Transactions
Pharma intelligence |

The most trusted source of
health care deal intelligence
www.Pharmamedtechbi.com/STLP

medtech.pharmamedtechbi.com

Available via annual subscription.
For more information and to request a complimentary demonstration, visit:

December 5, 2016 | Medtech Insight | 19

� P o l i c y & R e gu l a t i o n �

What’s Next For LDTs?
FDA May Be Eyeing A New Game Plan
Ferdous Al-Faruque danny.al-faruque@informa.com
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I

n light of indications from FDA that
it has put on hold, if not fully abandoned, finalizing its controversial and
long-awaited regulatory framework
guidance on laboratory-developed tests
(LDTs), industry experts say there are
other approaches agency could look at
to achieve the same or similar objectives.
Last week, stakeholders received a message from FDA that the LDT guidance
would not be released this year. Instead,
the agency says it plans to work with industry and Congress to try achieve its objective to ensure safety of LDTs, which are
typically defined as tests developed and
offered as a service out of the same lab.
The agency says it has had the authority to regulate LDTs for about 40 years
but has refrained from doing so because
tests were typically simpler and less risky.
However, in the past 20 years FDA has
ramped up its call to oversee LDTs, arguing that the tests are becoming more
complex, are being mass manufactured
and are intended to effectively diagnose
higher-risk diseases.
In just the past few years, FDA has expended a tremendous amount of energy
and resources developing an LDT guidance that it published in draft form in
2014. The Guidance has come under attack from lab lobby groups such as the
American Clinical Laboratory Association
for being too burdensome and threatening to put test-makers out of business,
while depriving patients of life-saving
diagnostics. Meanwhile, makers of in vitro diagnostic test kits, represented by
groups including AdvaMed, have generally supported FDA’s move to regulate
LDTs to advance a level playing field between lab-developed services and packaged kits.
But with a new anti-regulation Donald
Trump administration set to take the helm,
it seems to industry stakeholders FDA has
made a political recalculation to move

away from the LDT guidance. That doesn’t
mean the issue has been settled, however.
New Directions?
There are several alternative routes the
agency could take, including maintaining the status quo.
James Boiani, an attorney with the law
firm Epstein Becker Green who specializes in diagnostic regulatory matters,
suggests the agency could even decide
to go in the opposite direction, where
instead of making LDT regulation more
like regulating IVDs, the agency could
change its regulation of IVDs by creating
a regulatory pathway that aligns more
closely with LDT regulation.
“There have been proposals in the past
to create additional pathways that would
accelerate the development of IVDs,
such as the transitional IVD approach,”
said Boiani.
Under one transitional IVD proposal,
IVDs could come to market based on an-

alytical claims for specific markers with
limited clinical validity data. Under this
scenario, more information about the efficacy of tests could be gathered in the
post-market setting to either support
clinical claims or the need to withdraw
them from use.
If FDA has decided it can’t move forward with the LDT guidance, Boiani says
its best option is to create a system that
oversees LDTs and IVDs that reduce unnecessary burdens on both, but keeps
enough regulation to make sure the
tests are still effective and safe. Proposals to create a new regulatory category
combining IVDs and LDTs have come out
of Congress in recent years. Some Republican members of Congress now see
an opening to move forward with plans
to rework diagnostics legislation.
Boiani says looking at how IVDs are
currently regulated, it is no surprise that
labs are worried about how they too may
be overly regulated by the agency.
© Informa UK Ltd 2016
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Freeing Up Communications
Regardless of where FDA goes with LDTs
from here, Boiani says he hopes the
agency takes on the off-label issues the
agency has raised with regards to LDTs
and diagnostics.
He says in the absence of direct LDT
oversight, FDA has aimed to constrain
development of the test services via rules
that create “unnecessary burdens on
groups FDA does regulate – IVD instrument and reagent manufacturers.” One
rule that has been especially detrimental
is one that prevents LDT manufacturers
from talking about the development of
their tests, said Boiani.
“What that’s done is cut off a very large
and expert source of information, the
diagnostics test manufacturers, from
talking to their customers about how
to use the equipment and reagents the
manufacturers sell,” added Boiani. “It’s a
half-measure of regulation that doesn’t
advance the public health.”
He says often his manufacturer clients
who supply instruments and reagents
have ideas on how laboratory customers can make better use of their products
in LDTs. But the companies have their
hands tied from sharing that knowledge
with the labs, because it could be considered off-label promotion of their products. He adds that changing the rules to
allow that kind of communication could
help better tests be developed.
“If the LDT guidance is not moving forward, FDA needs to be realistic, be practical, and come up with a better solution,
which includes streamlining IVD regulation and breaking down the barriers of
communication between laboratories
and manufacturers,” said Boiani.
Enforcement Strategies
Attorneys Allyson Mullen and Jeffrey
Gibbs with the law firm Hyman, Phelps
and McNamara, posted on the firm’s FDA
Law Blog how they think FDA might move
forward now that the LDT guidance seems
dead in the water. Included are strategies
such as stepping up enforcement of a finalized 2013 guidance on research-use
and investigational-use devices. They
state surprisingly there has been “virtually
medtech.pharmamedtechbi.com

If the LDT
guidance is not
moving forward,
FDA needs to
be realistic, be
practical, and
come up with a
better solution,
which includes
streamlining IVD
regulation and
breaking down
the barriers of
communication
between
laboratories and
manufacturers,”
attorney James
Boiani says.

no public enforcement action” based on
the guidance since it became final.
“After release of the draft LDT guidances less than a year later, it appeared
that FDA was focusing on an even broader initiative: LDT regulation,” they write.
“Now that the LDT efforts are done (at
least in their current incarnation), FDA
may turn its attention back to the marketing of RUOs and IUOs used in LDTs.”
The attorneys state FDA may also decide
to go after tests that don’t meet its definition of LDTs, such as direct-to-consumer
(DTC) tests. The agency may try to narrow
the exemption for LDTs by expanding the
scope of LDTs that it considers DTCs.
FDA could also go after collection devices used to analyze LDTs by requiring
pre-market clearance or approval for
collection devices for specific intended
uses. The agency could also tell consumers and physicians there are perceived
safety risks with specific LDTs.
“We saw FDA take such action recently
with respect Ovarian Cancer Screening
Tests,” say the attorneys, referring to a
Sept. 7 safety alert warning of tests marketed for ovarian cancer screening without proper approval. “If FDA chooses to
regulate LDTs in this way, we could see
an increase in the number of ‘safety’
communications. As a practical matter, this kind of notice and the resulting
publicity can kill a test, even though the
company never got a chance to address
FDA’s concerns before publication.”
Look To NY State?
Instead of having FDA regulate LDTs under
its Food, Drug, and Cosmetic Act authorities, the American Clinical Laboratory Association (ACLA) and other lab stakeholders have long advocated that oversight of
LDTs be left to Clinical Laboratory Improvement Amendments (CLIA) and state regulation. Under CLIA, the US Center for Medicare and Medicaid Services scrutinizes the
functioning and capabilities of clinical labs.
Two states, New York and Washington,
manage their own CLIA programs that are
considered to meet or exceed the federal
government oversight standards.
Charles Dunham, also an attorney at
Epstein Becker Green, says the Clinical
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Laboratory Evaluation Program (CLEP)
under the New York Department of
Health in particular has a rigorous review
and approval process of LDT validation
data based on a risk-based evaluation
model, similar to what FDA was hoping
to achieve through its draft guidance.
As part of its program, on Nov. 14 the
New York State Department of Health
rolled out its “Policy for Risk-based Evaluation of Laboratory Developed Tests”
which bears similarities to FDA’s own
risk-based proposal for LDTs. Just prior
to the rollout, on October 25th, FDA
Commissioner Robert Califf met up with
hospital executives and policy experts in
New York City to discuss LDT regulations,
according to the FDA’s public calendar.

While the details of the discussion have
not been made public, it could indicate
the agency wanted to learn more about
the then-pending New York risk-based
policy to see if there might be ideas it
could leverage with its own proposal.
FDA did not disclose to Medtech Insight
whether the CLEP program was specifically part of the objectives discussed at
the meeting.
“The FDA Commissioner met with the
Greater New York Hospital Association in
late October to discuss a range of issues, including state-level policies enacted to protect patient safety, ensure the validity of
laboratory-developed tests, and promote
innovation,” said FDA spokesperson Tara
Goodin. “The FDA regularly meets with

stakeholders to advance shared goals of
promoting and protecting public health.”
An underlying issue to the whole LDT
discussion relates to questions about
FDA’s fundamental authority. While the
agency has been consistent that is holds
full authority to regulate LDTs under its
medical device regulations, not everyone agrees. ACLA hired top-shelf attorneys Paul Clement and Laurence Tribe
to challenge FDA’s LDT plans in 2014,
followed by the release of a white paper
arguing that Congress has not given the
FDA such authority.
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Recalled Device Costs, Test Payments Focus In
OIG Work Plan
Elizabeth Orr @elizabethjorr elizabeth.orr@informa.com

T

he 2017 work plan from the US
Department of Health & Human
Services’ Office of the Inspector
General (OIG) reveals plans to further
scrutinize the costs of replacing and recalling defective medical devices.
The watchdog plans to review costs
“associated with defective medical devices,” such as recall expenses. Recall
costs nearly doubled between 2003 and
2012, OIG says. In addition, OIG plans to
look at payment credits for implanted
devices that are replaced. Implanted
devices may have to be replaced due
to mechanical complications, defects or
recalls, OIG explains; however, reviews
have found that Medicare contractors
have made improper payments on these
claims. OIG issued one report on the
costs to Medicare of recalled/replaced
cardiac implants last month.
In addition, OIG will perform a mandatory review of Medicare payments for laboratory tests. The 2014 Protecting Access
to Medicare Act required CMS develop a
market-based system to pay for lab tests
that would match Medicare against those
paid by private insurers. CMS issued a final
22 | Medtech Insight | December 5, 2016

rule in June 2016, though it won’t be fully
implemented until 2018 OIG will look at
2016 Medicare payments for the 25 most
common lab tests to see Medicare’s progress in implementing the new system.
OIG also plans to press on with a priority from last year in continuing to
monitor FDA’s progress around medical
device network security. OIG’s review
will include reviewing policy and FDA
documents as well as interviewing FDA
staff about how network security is considered during the device pre-market review process. In addition, the office plans
to check on FDA’s plans and processes
for addressing hacked medical devices.
Further, OIG plans to analyze 2015 data
from the Open Payments database, established under the Physician Payment
Sunshine Act, to see how much Medicare
paid for devices and drugs ordered by
physicians who had a financial relationship with the manufacturer. The watchdog will also check Open Payments data
for completeness, accuracy, and compliance with regulatory requirements.
As usual, OIG plans to look at Medicare payments for devices believed to

be at high risk of fraud and abuse. These
will include hyperbaric oxygen therapy;
intensity-modulated radiation therapy;
positive airway pressure device supplies;
orthotic braces; and nebulizer machines
and supplies. The watchdog also plans
to examine whether Medicare should
pay to rent devices such as osteogenic
stimulators and power mobility devices,
or purchase them via lump sum, and to
review whether durable medical equipment (DME) ordered by physicians met
documentation requests.
OIG also plans to look at Medicare
payments for DME used during lengthy
stays in skilled nursing facilities, following a 2009 report that found $30m in
inappropriate payments for DME, prosthetics, orthotics and supplies in 2006.
The review will look at payments for
these products in 2015. In addition, OIG
plans to continue its regular reviews of
market share for diabetic test strip providers under the DME competitive bidding project, as well as access to DME in
competitive bidding areas.
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