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‘A SEA CHANGE’:

Device Center Compliance Chief Touts
US FDA’s Benefit-Risk Concepts –
But Will Manufacturers Buy In?
SHAWN M. SCHMITT shawn.schmitt@informa.com

D

ata culled from manufacturers
about nonconforming medical
devices is a helpful ingredient for
US FDA to use as it makes key benefit-risk
decisions weighing product availability
and regulatory compliance issues.
But a recent industry survey suggests

that some firms are leery of sharing what
they see as sensitive information with FDA
– data they believe could lead the agency
to view their companies in a negative light.
The anonymous flash survey of 30 device firms by the LinkedIn Quality & Regulatory Network found that only 17% of

companies would share internal benefitrisk information with FDA as the agency
makes its own determinations about
whether to keep a problematic product
on the market or take some other type of
enforcement action.
Another 27% of respondents said they
would not hand over data on nonconforming devices to FDA, while 56% weren’t sure
if they would. (See Figure 1, Q2, p. 16.)
Companies were responding to the
survey question: “Will your firm volunteer
data to FDA to help in making benefit-risk
determinations?” The survey – which also
asked questions related to a post-market
benefit-risk guidance issued by the agency late last year – was conducted in the
second quarter of 2017.
Despite the survey findings, FDA believes it’s vitally important for firms to be
more forthcoming with data that supports well-informed benefit-risk conclusions, made in the best interest of patients
and manufacturers.
“Imagine that there’s a product problem of some kind, and that problem is basically a nonconformity. Historically, [FDA]
might have said, ‘Take it off the market’
– that would be the answer,” said Robin
Newman, director of the Office of Compliance within FDA’s Center for Devices and
Radiological Health.
“But what if the benefit of that product
is tremendous? What if there is nothing
else like it out there for patients? And
what if that risk can be mitigated in such a
CONTINUED ON PAGE 16
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MDMA’s 10th Annual Medical Technology Executive Forum will be held on
September 15 in Palo Alto, CA. The agenda is now available and includes multiple
interactive panels with top industry experts and government officials.
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Mike Carusi, General Partner, Lightstone Ventures
Jeff Dunn, President & CEO, Si-Bone, Inc.
Thomas Fogarty, Physician, Inventor & Founder of Fogarty Institute for Innovation
Marc Galletti, Managing Director & Founder, Longitude Capital
Mir Imran, Founder, InCube Labs
James Mazzo, Global President, Ophthalmic Devices for Carl Zeiss Meditec AG
Casey McGlynn, Partner, Wilson Sonsini Goodrich & Rosati (moderator)
Reneé Ryan, Vice President, Venture Investments, Johnson & Johnson
Development Corporation
Jeffrey Shuren, MD, Director, CDRH
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Philips, Zoll butt heads
http://bit.ly/2wtBXPE

The long-running patent infringement spat between
Philips and Zoll Medical, rivals in the automated external
defibrillator market, has seemingly reached an end.
Which firm came out on top?

Global guidance docs

20

14

inside:
Cover / Device Center Compliance Chief Touts US FDA’s
Benefit-Risk Concepts – Will Manufacturers Buy In? – FDA
compliance head Robin Newman is asking manufacturers
to share information on troublesome devices to help the
agency make benefit-risk decisions that weigh product
availability and regulatory compliance. But an industry
survey finds that only 17% of firms are willing to hand over
such potentially sensitive information. Driving the datasharing discussion is a December guidance that Newman
says is “a sea change” for how industry and the agency can
work hand-in-hand on benefit-risk analyses.
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5 Siemens Aims For H1 2018 IPO for Healthineers – Siemens
is planning to spin out its Healthineers business in an IPO
slated for the first half of next year, the German conglomerate
has confirmed. The move will give the health-care business
“the required currency and entrepreneurial flexibility” to grow
in a fundamentally attractive market, it said.
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See the latest updates on regulatory guidelines from
around the world in our Global Medtech Guidance Tracker.

6 Fresenius Homes In On NxStage – In a move to expand its
dialysis empire into the growing home hemodialysis and
critical-care markets, Fresenius Medical Care has inked a
$2bn deal to acquire NxStage Medical.
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After a long process, Congress finally approved
US FDA user-fee reauthorization. Now comes the
implementation.

Device Week
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Insight journalists discuss how medtech firms did this
earnings season, and look out for our next podcast
highlighting regulatory updates in Asia.
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7 Medtech Associations Regulatory Networking:
Singapore, the Philippines, Myanmar – The first Medtech
Associations Regulatory Networking discussion, hosted by
Medtech Insight and sponsored by the Singapore-based
ARQon consultancy and the Asia Regulatory Professionals
Association, was held last month, with updates from senior
regulatory figures on three Asian medtech markets where
regulation is evolving fast.
COMMERCIAL
9 M&A Analysis – The summer season is proving to be a hot
one for medtech M&A activity, with another busy month of
deal-making in July. Twenty-five deals were announced and
closed during the month, surpassing June’s deal count and
making it the month with the highest M&A activity to date.
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11 VC Deals Analysis – The bull run in medtech venture
financing activity continued in July, with deal volume going
up once again from the previous month. Deal value was
also solid, boosted by a several sizeable rounds that helped
lift the total amount of venture dollars raised this year so far
to $3.88bn.
13 “Sutureless” Surgical Aortic Valves Gain Medicare
Bonus Payments – Edwards LifeScience’s Intuity Elite and
LivaNova’s Perceval sutureless valves were granted a $6,000
new-technology hospital inpatient add-on payment for
fiscal year 2018.
R&D
14 Early-Stage UK NHS Innovations Get Sterling Boost
From Medtech Accelerator – A new UK-based innovations
award has selected its first batch of winners; the three
projects that sprung from the National Health Service will
share the £200,000 prize money to help progress their
early-stage technologies.
15 New Computer-Based Test Could Predict Breast Cancer
Recurrence Risk – Scientists at the Institute of Cancer
Research, London, have developed a computer-based
test that can identify women at high risk of relapsing from
breast cancer within 10 years of diagnosis.
POLICY & REGULATION
20 Mind “Hidden” Regulatory Demands In Russia To Avoid
Icy Chill Of Rejection, Expert Warns – Think of the Russian
regulatory system as an iceberg – there is more to it than
meets the eye, and medtech applicants must keep a keen
look out to ensure they are compliant in every aspect of a
submission, describes one expert. Russian market controls
of already-launched products are also on the rise.
22 JAMA Editorials Call For Tough FDA Sanctions, Device
Coding, To Ensure Post-Market Safety – Academics urged
US FDA in the Journal of the American Medical Association
to put more pressure on device manufacturers to complete
their post-market studies and to establish more devicespecific CPT codes to improve safety tracking.
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CONFIRMED: Siemens Aims For H1 2018 IPO for Healthineers
TINA TAN tina.tan@informa.com

F

ollowing months of unconfirmed rumors and reports
from sources close to the matter, Siemens AG has now
confirmed it is planning to float its health-care business,
Healthineers, as an independent publicly-listed company and is
targeting to complete the IPO in the first half of 2018, depending
on market conditions.
The disclosure came during an Aug. 3 investor conference call
held by the German conglomerate to discuss its third fiscal quarter results. Michael Sen, chief financial officer for Siemens Healthineers, said that after having made the move to establish Healthineers as an independently-managed business back in 2014, the
group was “ready to take the next steps” and has developed “a
very clear strategic road map and stringent execution plan” for
the health-care business’ IPO and beyond.
“The fundamentals are clear, healthcare is an extremely attractive market, continuously growing in the mid-single digit,
driven by secular growth trends. But on the other side, as we
all know, the market faces tremendous changes, so-called paradigm shifts, cost pressure, and imports consolidation. So success require speed, technology, and know-how as in capabilities,” he told investors.
Healthineers’ near-term focus is to build on and reinforce its
leading position in core imaging, Sen continued, adding that the
timing for the IPO is “about right” as over the next few quarters
there will be an array of product and platform launches across the
entire portfolio, including laboratory diagnostics.
The intended IPO will provide “the required currency” and “entrepreneurial flexibility” to enable Healthineers to achieve five
“strategic thrusts to upgrade the business and drive growth in
the mid and longer term.”
The first strategic thrust is about leveraging digital data and artificial intelligence (DDAI) technologies as a horizontal platform.
“We can build on, for example, already strong AI-based offerings in imaging, post-processing as well as our team-play offering and the Healthineers digital ecosystem. And these all build on
our huge installed base of around 600,000 modalities and instruments, which then will create tremendous and critical data link,”
Sen told investors.
Healthineers will also emphasize precision medicine and to
combine all available in vitro and in vivo approaches to foster individualized diagnosis in therapy. “’Therapy of tomorrow’, which
integrates novel diagnostic and therapeutic approaches across
the whole range from repair to intervention, all the way down
to surgery [is an] attractive, fast-growing adjacent markets,” Sen
said. The company will also focus on “patient journey stewardship, to use a patient-quick approach to coordinate the patient’s
care pathway [and] technology-enabled services to offer next
generation technology-based services and solutions building in
our core strength in imaging and lab diagnostics,” he said.
Sen clarified during the call that this would be a minority IPO,
medtech.pharmamedtechbi.com

where “Siemens as a shareholder and Siemens shareholders can
gain from the after-activity, but there will be the opportunity for
other investors who want to directly participate from that after
activity to invest in an asset like [Healthineers].”
When asked how the company intends to spend the proceeds
raised from IPO of Healthineers, the CFO replied that it was still
a bit premature to provide details. However, he did indicate that
the health-care business would need resources “to fulfil their
needs on innovation and participate in growth” and that the capital structure of the newly floated business would reflect this.
As to which stock exchange Siemens is considering listing
Healthineers, again, Sen was scant on details. He commented: “If
we want that business to be out in the market and to be compared and contrasted with peers, we do see that most of all peers
in the healthcare industry, med tech industry and alike are obviously sitting in the US,” That said, the parameters that will determine the final decision on location of the IPO are whether there
will be enough liquidity from the market, whether there will be
the right investor base and would the company get good coverage for the assets. Whoever can cater on these parameters, Sen
said, would be considered as an intended listing location.
The move by Siemens to float Healthineers is reminiscent of
Tyco’s spin out of its healthcare business – which was renamed
to what has become a very recognizable moniker in medtech,
Covidien – exactly a decade ago. (Also see “Covidien - world’s fifth
largest healthcare products company - begins trading” - Medtech
Insight, 6 Jul, 2007.). Tyco was also a diversified conglomerate
like Siemens, some would argue even more so than the German
multinational, and it seemed that carving out Covidien gave
the health-care company the operational nimbleness it needed
to compete with its rivals and accelerate growth. Covidien became attractive enough to become an acquisition target itself,
and was acquired by Medtronic in January 2015 in the biggest
medtech M&A deal to date. (Also see “ Clinica 100: Top Spot Soon
Within Medtronic’s Grasp; More Change In 2016“ - Medtech Insight,
17 Dec, 2015.).
Whether Healthineers will follow the same path as Covidien
and find itself flourishing faster as an independent company remains to be seen. While the business has hit a few snags in the
last few years, particularly with the IVD segment, Siemens Healthineers is posting good top-line growth.
In the third quarter of fiscal 2017, Healthineers reported a 2%
increase (3%, constant currency basis) in product orders, which
came in at €3.46bn. This was driven by the diagnostic imaging
segment. Revenue grew 4% (4% constant currency) to €3.36bn
and profit rose 9% to €579m. The division succeeded in widening its profit margin to 17.2%, compared with 16.9% for the same
period last year.
Published online 08/04/17
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Fresenius Homes In On NxStage
TINA TAN tina.tan@informa.com

D

ialysis services and products provider Fresenius Medical
Care AG & Co. KGAA is extending its lead in the renal
therapies market even further with its latest plan to acquire NxStage Medical Inc., the specialist in home hemodialysis
technologies.
Under the terms of the agreement, Fresenius will pay $30 per
share for NxStage, about a 30% premium over the latter’s closing
share price of $23.14 on Aug. 4, the last trading day before the
news was announced on Aug. 7. This puts the total value of the
deal at around $2bn, a five-fold-plus increase on NxStage’s 2016
revenue of $366m. The deal is slated to be completed in 2018.
Based in Lawrence, Massachusetts, just over 30 miles from
headquarters of Fresenius Medical Care North America, NxStage
was one of the early movers in the home hemodialysis market
with its flagship System One portable dialysis technology. System One is designed to change the traditionally labor-intensive
model of dialysis management, while bringing more flexibility in
patients’ dialysis regime and optimizing the therapy. This helps
to manage the total cost of care, while reducing hospitalizations
and comorbidity complications. (Also see “DIVE INTO DIALYSIS:
NxStage Aims To Transform Home Hemodialysis Into $2bn Market” Medtech Insight, 7 Dec, 2015.).
Fresenius raked in €16.6bn in revenue last year from the provision of dialysis services to patients with chronic kidney failure
(68% of 2016 revenue), care coordination businesses (14%) and
from sales of the dialysis products themselves (18%). In-center
dialysis still accounts for the vast majority of Fresenius’ revenue,
even though the number of home dialysis patients in the US that
Fresenius serves has been going up over the years. According
to the company, 6.6% of Fresenius’s US dialysis patients in 2012
were home dialysis patients and by 2016, this proportion had
grown to 10.2%. The firm predicts that by 2022, this will expand
to 15% and even more beyond that.
And although Fresenius does have a presence in the home dialysis market, this has mainly been in peritoneal dialysis, and less so
in hemodialysis. The acquisition of NxStage will enable Fresenius
to redress the balance. “Obviously, patients prefer the products
in the home hemodialysis area and they are complementary to
many of the things that we do at FMC,” said Rice Powell, chairman
and CEO of Fresenius Medical Care, in an analyst conference call
to discuss the deal. “We know that roughly some 80-odd percent
of patients and their families would select home when they’re
given the opportunity. Selecting home and staying home are
two different things. We have to do a better job of surrounding
the patient with good care and helping them stay at home and
not necessarily be there for a while and have to move in center if
that’s not what they want to do. So, lots of work and opportunity
there as we look at this.”
The deal will also give Fresenius entry to the critical care market,
where NxStage’s technology is used in hospitals to treat patients
6 | Medtech Insight | August 14, 2017

with acute kidney failure. In its first half 2017 results, around 26%
of System One sales were to the critical care market, and the remainder to the home hemodialysis market. The company generated revenue of $150m in sales of System One to these two markets for the first six months of this year, an 8% increase from the
same period last year.
NxStage, which has 3,400 employees, also has three manufacturing facilities – one in Mexico and two in Europe. It will
benefit from Fresenius’ far larger manufacturing infrastructure
with 37 factories, as well as established sales and marketing
organizations.
The move will widen the already significant distance between
Fresenius and the number two player in the dialysis management space, Baxter. Baxter had a home hemodialysis system,
Vivia, which was CE marked in December 2013. But the company
shelved the product in June 2016, ceasing all trials of the system
and production of the device in Europe, after citing continuous
challenges with reliability, among other problems. Baxter continues to focus on the home peritoneal dialysis market.
Fresenius plans to finance the transaction with a cash-anddebt mix. An initial net cost synergies potential of approximately
$80m-100m per year before tax over three to five years is expected. There will be integration costs of around $150m in the first
three years from announcement of the acquisition, and the deal
is expected to be accretive to Fresenius’ bottom line within three
years from closing.
Published online 08/07/17
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Medtech Associations Regulatory Networking, July 2017 –
Singapore, the Philippines, Myanmar
ASHLEY YEO ashley.yeo@informa.com

I

SINGAPORE CONSULTATIONS &
PRIORITY REVIEW COMING OUT
August 1, 2017 was a significant regulatory date in the calendar of manufacturers planning to enter the Singapore
medtech market.
On that (tentative launch) date, Singapore’s Health Sciences Authority (HSA) was
to introduce a paid-for pre-market consultation scheme for medical device applicants and a priority-review scheme for
certain types of medical devices that address specific therapeutic needs. (Also see
“Singapore To Make Major Medtech Regulatory Changes Under Economic Growth Plan”
- Medtech Insight, 2 Jun, 2017.)
The Singapore industry explained during
the Medtech Associations Regulatory Networking that there will be two categories of
consultation: development-process stage,
where a charge of S$500 (US$368) will be
made for a two-hour consultation; and presubmission, where S$200 will be charged
for a one-hour session with the regulator.
Pre-submission consultations can be
booked five months prior to the date of the
meeting, and the relevant documentation
must be submitted one month prior the
session. Such consultations are not new in
Singapore, but the fee structure is new. Industry has questioned the new fees, which
will doubtless cause more difficulties for
local small and medium-sized enterprises
(SMEs) and start-ups than for MNCs.
The Singapore priority-review scheme
was also to commence on August 1. It will
medtech.pharmamedtechbi.com
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n July, Medtech Insight’s Ashley Yeo sat
down with Asia-based regulatory experts to discuss updates from the region
in the first Medtech Associations Regulatory Networking event, sponsored by ARQon
Pte Ltd (Singapore) and the Asia Regulatory Professional Association (ARPA). The
main takeaways from that conversation,
focusing on Singapore, the Philippines and
Myanmar, are detailed below.

apply to five types of medical devices only
(ie not products that include medicinal
products) in the fields of: cancer, diabetes,
cardiovascular, ophthalmic and infectious
diseases. To qualify, the device must have
a medical purpose and must either be entering a market where there are no existing, alternative treatments; or it must represent a breakthrough technology that is
superior to existing technologies. Either
way, it meets unmet clinical needs in the
five health-care focus areas.
If the conditions are met, the applicant
can ask the HSA for priority review, which
is charged at the full evaluation route fee. It
is intended to have a turnaround time that
is 25-35% quicker than the existing route.
But applicants should consider whether
it is the right route for them, as information requests from the HSA need to be
responded to with full supporting documentation within two weeks. Not meeting
this tight deadline would risk lengthening
the process and losing any benefit, or even
withdrawal of the application.
Other new features of the regulatory
system, to come later in 2017 or in 2018,
include improvements in speed to market
for class A and B medical devices. Sterile
products in class A (lowest risk) devices

will no longer be required to undergo
registration, as is already the case for
non-sterile class A devices. But all class A
devices will have to be included in a new
online database.
This more self-regulatory approach will
mean a lower burden and reduced compliance costs. Additionally, manufacturers
of class A devices will no longer need ISO
13485 quality system certification. Class A
device manufacturers welcome these plans.
Class B provisions are also to be eased –
manufacturers will henceforth qualify for
immediate registration if they have either
existing regulatory approval for the device
in question from two third countries’ reference agencies or three years marketing
experience in one reference country. Previously, both of these criteria had to be met
by applicants in the Singapore market.
PHILIPPINES MEDTECHS
SEE POSITIVE CHANGES IN
IVD REG SYSTEM
Some minor organizational changes have
been made at the Philippines FDA’s medical device group, with a new group being
set up to focus on regulations, the Philippine industry reports. Previously, it was
the role of the FDA’s product registration
August 14, 2017 | Medtech Insight | 7
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group to develop medical device regulations. The new group will have a remit of
crafting medical device and equipment
regulations.
The FDA’s CDRRHR (Center for Device
Regulation Radiation Health & Research)
is working on the latest draft of new IVD
regulations. This will define the registration process for in vitro medical devices
and establish a risk-based IVD system
with four risk classes: A, B, C and D. The
industry has played its part, participating
in an IVD regulation “writeshop/workshop” in mid-July, where it made constructive comments on various proposals.
The expectation is that its inputs will be
considered. “We feel they will be open to
accepting the industry’s feedback,” said a
representative of the Philippine industry.
There will be also performance evaluation requirements that will be assessed
by independent government laboratories
before some IVDs are allowed to be sold
in the market. At the same workshop, the
labs agreed (in principle) to harmonize
their document requirements for conducting performance evaluations. Performance evaluations apply to some IVDs
only, and the industry is hoping that they
won’t be required for lower-risk class IVDs.
It is expected that the FDA will issue
the latest version of the draft IVD regulations and hold public hearings/consultations in the next two-three months. Barring any unexpected issues during the
consultation process, implementation of
the regulations could happen in a 6-12
month-period from the time of issuance,
so it will possibly be implemented in Q2Q3 of 2018.
This system is for IVDs only. Industry is
still awaiting approval of the proposed
regulations covering medical devices,
which it hopes will be approved within
the next quarter.

MYANMAR MEDICAL DEVICE
LAW IS GOOD NEWS FOR
FOREIGN MANUFACTURERS
The much-anticipated Myanmar medical
device law (including IVDs) has not yet
been issued, but the ministry of health
has finalized the draft and sent it to the
country’s Parliament for approval. The
Myanmar medtech industry believes that
it will be passed perhaps within the next
2-3 months, and by the end of the year at
the latest.
The Myanmar FDA has ensured that the
draft regulation is in harmony with Asean
Medical Device Directive (AMDD). The
new rules make several improvements
over the current system. The Myanmar
industry notes that only “good quality, reliable devices” can be registered and imported. There will be a new system of only
one distributor per product. Previously,
there were cases of some suppliers selling
the same products through two or three
Myanmar importers. Under the new law,
there will be only one license holder – although importers can use many sources.
Under Ministry of Commerce Notification No 36/2017 (issued on June 12,
2017), foreign manufacturers of hospital
equipment are now permitted to trade directly in Myanmar. This is expected to promote foreign and domestic investment in
the Myanmar economy and open it up to
private investment. Previously, overseas
companies had to work with local parties,
but now foreign companies can complete
the whole process and set up as an officially registered company in Myanmar.
The documents on import requirements
for different classes of medical devices are
available at www.fdamyanmar.gov.mm.
This comes against the backdrop of a
changing atmosphere and business climate in Myanmar, a country of 54 million
people, as it transitions from a centrally
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planned to a market economy. “The government is officially welcoming all foreign
investors,” said a representative of the
Myanmar industry.
MEDTECH REGULATION IS
COMING ALL ACROSS ASIA
In the past, it has not been easy for foreign medtech companies to be product
license holders in Myanmar, so this is
potentially good news. If companies are
intending to build their business in Myanmar, they should take advantage of this
new opportunity as soon as possible, the
Asia Regulatory Professionals Association
(ARPA) advises.
In fact, medtech regulation is coming
to many parts of Asia, ARPA, observed:
Myanmar (now); Vietnam (by end of this
year); India (next year); and Hong Kong
(two years’ time), where class A voluntary
registration currently takes 9-12 months,
but will be slower and will come with fees
when regulation comes.
“Engage with local regulators now and
help shape the future regulatory environment,” ARPA recommended.
ARQon agreed that medtech manufacturers – local or overseas – should take
the chance to do early impact studies and
product submissions to benefit from faster approvals and reduced fees.
Published online 08/07/17

[Editors’ note: The next AMDC (Asean Medical Device Committee) meeting will be held
in Indonesia in October. The next Medtech
Associations Regulatory Networking discussion, sponsored by ARQon Pte Ltd (Singapore) and the Asia Regulatory Professional
Association (ARPA), will be held in September
– Medtech Insight plans to host them regularly throughout the year, focusing on markets around the globe.]
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M&A ANALYSIS:

July M&A Levels Reach Fever Pitch
CATHERINE LONGWORTH catherine.longworth@informa.com

M

edtech deal activity stayed hot in
the month of July, continuing a
busy summer trend. Twenty-five
transactions were announced and closed
during the month, making it the busiest
month of the year to date and surpassing
June’s deal count. M&A levels were more
than double the total recorded in the same
period the previous year. (See Figure 1.)
As of August 3, there have been a total
of 114 medtech M&A deals in 2017 – if the
deal flow was to continue at the same rate
of an average 16 deals a month, this would
put the year on track for about 195 deals,
eclipsing the 174 deals recorded in 2016.
In the biggest value deal of the month,
LabCorp agreed to acquire specialty
contract research organization (CRO)
Chiltern for $1.2bn in cash. Chiltern will
become part of LabCorp’s Covance CRO
segment, which it acquired for $6.2bn
in 2015. Since the acquisition, LabCorp’s
CRO division has grown to nearly $3bn
in annual revenue. In a press release, Covance CEO John Ratliff said: “The addition
enhances Covance’s offerings as a major
partner serving the top 20 biopharma
segment and expands our current offering to include a dedicated focus on the
high-growth emerging and mid-market
biopharma segments.” The Chiltern acquisition will broaden LabCorp’s geographical reach and capabilities. Earlier this year,
Chiltern acquired Integrated Development Associates Co. Ltd (IDA), a Japanese CRO with offices in Japan, Korea and
Southeast Asia.
The Chiltern acquisition is expected to
be accretive to LabCorp’s adjusted earnings per share and free cash flow in year
one and earn cost of capital by year three.
The deal marks LabCorp’s second acquisition of the year. In February the company
agreed to buy Pathology Associates
Medical Laboratories, a medical testing
company for an undisclosed price.
July was a busy month for genetic-testing companies. Thermo Fisher Scientific
medtech.pharmamedtechbi.com

FIGURE 1

M&A Deal Volume, July 17 vs July 16 vs June 17

Source: Medtech Insight M&A Deal Tracker

Inc. added San Francisco-based Linkage
Biosciences to its One Lambda transplant
diagnostics business brand for an undisclosed amount. Linkage Biosciences is a
molecular diagnostics company for complex genetic testing. Its flagship product
line is LinkSeq, a real-time PCR genotyping technology. Invitae Corp. announced
it is acquiring two companies – Good
Start Genetics and CombiMatrix. The
company said the proposed acquisitions
will enable it to add reproductive health
testing to its portfolio and fulfill its aim to
become a comprehensive genomic information company. (Also see “Invitae Scores
M&A Double Whammy In Reproductive
Health Dx” - Medtech Insight, 1 Aug, 2017.)
Philips Healthcare chalked up more
acquisitions, bringing two more companies into its fold. The Dutch giant scooped
up TomTec Imaging Systems, a German
ultrasound business (Also see “Philips
Persists With M&A Strategy; Snaps Up Ultrasound Dx Biz” - Medtech Insight, 18 Jul,
2017.) and Health & Parenting, a health-

care and family-related mobile application for expectant and new parents. The
July deals bring Philips total acquisitions
for the year so far to seven. The acquisition of TomTec is the company’s first acquisition this year in the ultrasound space
as Philips aims to bulk up this side of the
business and cement a leadership position in cardiac ultrasound.
Alere Inc. offloaded three assets from
its cardiovascular, toxicology and blood
gas analysis businesses, as per the US antitrust requirements agreed for its pending
acquisition by Abbott. San Diego-based
Quidel picked up Alere’s Triage MeterPro
cardiovascular and toxicology assets and
the B-type Naturietic Peptide (BNP) assay
business run on Beckman Coulter Inc.
analyzers for up to $440m. Quidel said the
Triage acquisition would significantly stabilize its quarterly revenue and enhance
geographic and product diversity, with
expansion opportunities in new markets.
“While the installed base of Triage MeterPro instruments in the U.S. nicely compleAugust 14, 2017 | Medtech Insight | 9
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FIGURE 2

M&A Deals By Value, July 2017

Source: Medtech Insight M&A Deal Tracker

ments the installed base of our Sofia and
Solana platforms in the hospital segment,
there will be new call points that our U.S.
commercial organization can leverage as
well. And internationally, the Triage MeterPro system gives us access to the rapidly
evolving cardiac biomarker segment, one
of the faster growing segments in the IVD
market,” stated Douglas Bryant, president
and chief executive officer of Quidel.
In addition to this transaction, Siemens
Healthineers agreed to buy Alere’s blood
diagnostic systems subsidiary Epocal Inc..,
for an undisclosed price. Siemens said the
acquisition includes Epocal’s Epoc Blood
Analysis System, a handheld, wireless
testing solution that provides blood gas,
electrolyte, and metabolite results at nearpatient settings in about 30 seconds after

What’s New
Online?

sample introduction. Peter Koerte, president, POC diagnostics at Siemens Healthineers said: “The epoc product line will
seamlessly integrate with our digital ecosystem offering customers the broadest
solution available in the market. The acquisition complements our existing offerings
in the point of care diagnostics space, with
a view to provide customers globally with
a full range of blood gas solutions.”
Both deals are subject to the closing
of Abbott’s buy of Alere which is nearing
completion. In July, Alere shareholders voted to approve its amended $5.3bn merger
with Abbott, with Alere shareholders receiving $51 per common share in cash. The
new merger was agreed in April, after what
has been a long protracted legal battle
between the two companies. The original

merger agreement would have seen Abbott paying $5.8 billion for the company.
Other notable deals of the month included healthcare investment fund Gurnet Point, acquiring Irish medical device
and pharma company Innocoll Holdings.
Under the terms of the agreement, Gurnet
Point will acquire Innocoll in a deal valued
at approximately $209m. Gurnet Point will
also provide a $10m term loan to support
development and commercialization of
XARACOLL, Innocoll’s late-stage surgically
implantable and bioresorbable collagen
matrix for the post-operative pain market.
UK company Tissue Regenix said it
will acquire CellRight Technologies, a
US regenerative medicine to expand its
portfolio and increase market presence in
the US. CellRight develops a range of human tissue products based on proprietary
bone processing techniques and soft tissue products spine, dental, sports medicine and general surgery. Tissue Regenix’s
soft tissue products are based on its decellularisation dCELL technology, a multitissue regenerative medical platform.
Tissue Regenix said combined with the
capabilities of CellRight, it is positioned
to launch into the US orthopedics market
in early 2018 with an initial focus on ligament reconstruction products.
The company announced it had raised
£40m through a placing and subscription
of 400,000,000 new shares, which was
used to finance the initial consideration of
$25.9m for the acquisition and to accelerate growth of the company.
Published online 08/03/17
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VC DEALS ANALYSIS:

July Puts 2017 In A Good Place
TINA TAN tina.tan@informa.com

T

he pace of venture financing activity in July picked up from the previous month in terms of deal volume and value. Medtech Insight’s VC deal
tracker recorded 34 VC financing rounds
of $1m and over in July, a modest beat to
June’s 33 deals but a sizeable year-overyear increase from the 30 transactions
seen in July 2016.
Over half of the rounds in July were
in the lowest dollar range of $10m and
under, but several larger-sized deals –
including one in the $40m-50m range
helped boost total amount raised to
$378.2m, outpacing the $325.7m raised
in June and the $300m raised a year ago.
(See Figure 1.)
With July’s boost, the total venture dollars raised this year to date is $3.88bn,
which still beats the previous four years’
performance. (See Figure 2.) If each of the
remaining five months of 2017 succeeds
in raising over $250m, 2017’s tally would
exceed the $5.14m raised in 2016. Considering that the median monthly deal value
is roughly $350m, the possibility of 2017
beating 2016 in venture financing deals is
not entirely far-fetched.
The largest round went to Silk Road
Medical Inc., which raised $47m from

FIGURE 1

No. Of Deals By Amount Raised, July 2017 vs June 2017 vs July 2016

Source: Medtech Insight VC deal tracker

TABLE 1

Top 5 VC Financing Deals By Amount Raised, July 2017
RANKING

COMPANY

BASED IN

PRODUCT/ THERAPY
SECTOR

AMOUNT
RAISED

FINANCING
ROUND

TOTAL
INVESTMENT

1

Silk Road Medical

CA, US

Neurology

$47m

Undisclosed

Undisclosed

2

Amphora Medical

MN, US

Neuromodulation

$35.5m

Series B

Undisclosed

3

Exosome Diagnostics

MA, US

IVD

$30m

Series C

Undisclosed

4

Simplify Medical

CA, US

Orthopedics

$21m

Series B

Undisclosed

5

Axonics Modulation
Technologies

CA, US

Neuromodulation/Urology

$20.5m

Second tranche of a
total $35m Series C

Around $110m

Source: Medtech Insight VC deal tracker
medtech.pharmamedtechbi.com

August 14, 2017 | Medtech Insight | 11

� COMMERCIAL �

FIGURE 2

5-YEAR TREND: Total VC Deal Value, By Month And YTD (2013-2017)

Source: Medtech Insight VC deal tracker

FIGURE 3

No. Of VC Deals By Product/Therapy Sector, July 2017

Source: Medtech Insight VC deals tracker
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new investors Norwest Venture Partners
and Janus Capital-managed funds, as well
as from existing shareholders Warburg
Pincus, The Vertical Group and CRG. (see
Table 1). The Sunnyvale, California company intends to use the proceeds to expand
commercialization of its Enroute family of
products designed for performing transcarotid artery revascularization (TCAR)
procedures to reduce the risk of stroke
on patients with carotid artery stenosis.
TCAR is a minimally invasive alternative
to carotid endarterectomy (CEA), an open
surgical procedure to remove the plaque
in the carotid artery and reduce the risk
of stroke-causing emboli flowing to the
brain, TCAR requires a small incision just
above the collar bone to expose the common carotid artery and is designed to protect the brain from most sizes and types
of emboli when interventional devices
are introduced into the carotid artery. The
two key components to perform TCAR,
the Enroute neuroprotection system and
the Enroute stent, are CE marked and US
FDA-approved; according to Silk Road
Medical, over 2,00 TCAR procedures have
been performed worldwide so far.
Coincidentally, two neuromodulation
companies that made it to July’s Top 5
VC financing deals are both targeting the
same clinical indication, albeit using completely different approaches.
Amphora Medical Inc., which made
it to No. 2 by raising $35.5m in series B
financing, is seeking to treat overactive
bladder (OAB) via the bladder denervation
route. Its Selective Bladder Denervation
System is a minimally invasive cystoscopic
device which uses targeted ablation of
the bladder nerves to dampen the signal
responsible for triggering symptoms of
OAB. Minneapolis-based Amphora counts
Boston Scientific among its backers.
Axonics Modulation Technologies
Inc., which raised $20.5m in the second
tranche of a larger $35m Series C round,
is taking the neurostimulation route. Its
r-SNM system is a rechargeable sacral neuromodulation system consisting of an implantable device that delivers mild electrical pulses to stimulate the sacral nerves
located in the pelvis. The r-SNM system
is already CE marked and the California
© Informa UK Ltd 2017
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firm is currently in the midst of gathering clinical evidence to back the efficacy
of its technology. (Also see “INS 2017: Positive Initial Data Put Axonics On Next Big
Wave Of Sacral Neuromodulation Growth”
- Medtech Insight, 30 May, 2017.).
There was only one IVD company in the
Top 5 list, and this sector – traditionally the
most popular investment sector, based on
findings from Medtech Insight’s VC deal

tracker – continued to find itself facing
increasing competition from other sectors
for investment dollars. Diversity has been
the running theme this year so far in terms
of the types of sectors that are successfully
fundraising and this trend looks to be continuing. Cardiology/vascular technology
bagged the most number of venture financing deals in July, with eight completed rounds, while IVD technologies closed

only four rounds. The rest of the deals
were spread across 13 different product/
therapy sectors. (See Figure 3.)
Published online 08/04/17
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‘Sutureless’ Surgical Aortic Valves Gain Medicare
Bonus Payments
ELIZABETH ORR elizabeth.orr@informa.com

M

edicare will pay about $6,000
more for each procedure using
two novel sutureless valves in
fiscal 2018, the US Centers for Medicare
and Medicaid Services announced Aug.
3. The valves, which are manufactured
by Edwards Lifesciences Corp. and
LivaNova PLC, were the only devices
to request and obtain hospital inpatient
new-technology add-on payment for the
upcoming year.
The announcement came as part of
the FY 2018 Medicare Hospital Inpatient Prospective Payment System and
Long Term Acute Care Hospital Prospective Payment System Final Rule, which
outlines planned changes to Medicare
reimbursement rates for inpatient care.
To be eligible for add-on payments, a
device must be legitimately new, and
demonstrate both that it offers a substantial clinical improvement over other
available treatments, and that the standard Medicare reimbursement would
be inadequate without the add-on. The
payments are designed to support use of
a technology before there is a sufficient
volume of Medicare claims to calculate
proper, long-term reimbursement levels.
Edwards’ Intuity Elite valve system and
LivaNova’s Perceval valve are prosthetic
aortic valves inserted surgically to treat
aortic valvular disease. According to
CMS, the manufacturers say they are the
first “sutureless,” rapid deployment aortic
valves that can be used for the treatment
of patients who are candidates for surgimedtech.pharmamedtechbi.com

cal aortic valve replacement. They are designed as a less invasive surgical option
when transcatheter valve replacement is
not pursued.
US FDA approved both valves in 2016,
and Edwards first requested the additional payment for the Intuity Elite valve system for fiscal 2017. However, FDA didn’t
approve the product in time for CMS to
consider it for an add-on payment last
year, the final rule states.
For 2018, CMS issued a single payment
amount for both products because it believes the valves are “substantially similar.”
The rule lists several advantages to using
the same add-on payment for similar devices that applied for the add-on in the
same year. For example, issuing the single
add-on means CMS didn’t have to make
a judgement call as to which valve offered greater clinical improvement. The
approach also avoided giving either company the competitive advantage of being
the first new technology to get an add-on.
CMS found the devices offered several
advantages over existing technology, including better patient satisfaction, faster
return to normal activity, decreased
post-operative pain, reduced mortality,
decreased complications, and shortened
hospital stays.
The final rule acknowledges that some
commenters to an earlier draft rule had
argued that the technology in the valves
wasn’t sufficiently new for the add-on
payment. However, CMS disagreed, saying the technology was new for their

purposes because “the technical features
of the valve provide the ability to improve clinical function beyond the opening and closing of the valve leaflets and
allow it to perform more efficiently than
a standard valve.”
Intuitive costs $12,500, while the Perceval valve costs $11,500. CMS’s add-on
payment of $6,110.23 is based on 50% of
the average weighted cost of the valves.
Overall, the final rule increases operating payments to acute care hospitals by
1.2%, a drop from the 1.6% in the proposed rule. The rule includes slight increases for cardiology and supply reimbursements, but shows an overall drop
for orthopedic treatments, according to
a Wells Fargo analysis of the regulation.
For example, drug-eluting stents and
ICDs are both up 0.8%, while pacemakers will see a 1% increase. Meanwhile,
reimbursement for total ankle replacements will jump from $12,327 in 2017 to
$19,926 in 2018, Wells Fargo says.
Products get new tech add-on payments for up to three years. Major products that are reaching that milestone and
losing the add-on as of Sept. 30 include
Abbott Laboratories Inc.’s CardioMEMS
heart failure monitoring system, CR
Bard Inc.’s Lutonix drug-coated balloon,
Medtronic PLC’s Admiral drug-coated
balloon, and NuVasive Inc.’s MAGEC spinal growing mod.
The final rule takes effect on Oct. 1.
Published online 08/04/17
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Early-Stage UK NHS Innovations Get Sterling
Boost From Medtech Accelerator

Shutterstock: NicoElNino

CATHERINE LONGWORTH catherine.longworth@informa.com

T

hree early-stage medical innovations that originated
from within the UK National Health Service and focused
on addressing unmet health-care needs have bagged
£200,000 ($265,000) in funding from a new joint venture between the NHS and industry.
The projects are the first to be awarded by the Medtech Accelerator, which was launched at the end of 2016 as a public sector
partnership between the NHS and regional business partners
including Health Enterprise East (HEE), New Anglia and Greater Cambridge Greater Peterborough (GCGP) Local Enterprise
Partnerships (LEPs), and the Eastern Academic Health Science
Network (AHSN) (Also see “Health Enterprise East Introduces New
£1.5m Early-Stage Medtech Fund” - Medtech Insight, 12 Dec, 2016.).
Medtech Accelerator was formed to fund early-stage activity for
proof-of-concept work in health care such as market research,
patenting technology or early-stage technical feasibility.
The £200,000 award will be shared between the three projects, which target diverse markets.
The first award was given to Maryanne Mariyaselvam and Peter Young from the Queen Elizabeth Hospital King’s Lynn NHS
Foundation Trust in Norfolk for Arterial GlucoSave. The technology is a patient safety solution for eliminating incorrect fluids being administered as the flush solution prior to blood sampling
from an arterial line in the critical care setting. A sodium chloride solution is the recommended flush solution but can often
be confused with glucose-containing bags which can result in
high glucose concentrations in blood samples drawn from the
arterial line. This in turn can lead to insulin administration causing hypoglycaemia and fatal neuroglycopenic brain injury. The
14 | Medtech Insight | August 14, 2017

Arterial GlucoSave technology is designed to avoid this error.
Proceeds from the award will be used to take early prototypes
through to a CE marked medical device ready for market.
The second award was given to Tamsin Brown from the Cambridgeshire Community Services NHS Trust for her project to
help children with glue ear, the persistent build-up of ear wax in
the ear canal. In collaboration with Cambridge University Hospitals NHS Foundation Trust Clinical Engineering, Brown is developing a bone conduction headset technology for use in schools,
clinics and at home. The aim is for the technology to overcome
the child’s hearing loss and prevent them from falling behind
at school due to the condition. The team will use the award to
further build up the business case for the technology including
gaining market insight to progress product development.
The final award was bestowed to Iain McNamara from the
Norfolk and Norwich University Hospitals NHS Foundations
Trust for his bacteriophage-based solution for the treatment
of implant related infections. The project will develop a new
biologic based product coating (bacteriophage) for implanted
prosthetic materials to eradicate bacterial infections in revision
hip and knee joint replacement surgery. Bacterial infection currently accounts for 25% of revision hip and knee replacement
operations resulting in surgical site infections (SSIs) in orthopedics surgery. Development is taking place by McNamara in
collaboration with University of East Anglia (UEA), Institute of
Food Research (IFR) and Anglian Agri-Tech Ventures. Funding
from the grant will be used to cover both initial production and
testing of the bacteriophage in an in-house model system with
a view to designing a path for commercialization.
Medtech Accelerator is currently accepting applications for its
next round of awards for NHS medtech innovations. The awards
committee meet on a quarterly basis to review applications
from organizations that are a member of HEE services. Applications close on Friday Sept. 1.
Published online 08/02/17

LET’S GET

SOCIAL

@Medtech_Insight

© Informa UK Ltd 2017

� R&D �

New Computer-Based Test Could Predict Breast Cancer
Recurrence Risk
CATHERINE LONGWORTH catherine.longworth@informa.com
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S

cientists at the Institute of Cancer
Research in London have developed a computer tool that can automatically analyse breast cancer tissue
samples and assess the risk of relapse
within 10 years based on how immune
cells are organized spatially.
In the estrogen-receptor positive breast
cancer, the most common form, hotspots
of immune cells clustered together in
the tumour were associated with an increased risk of relapse following hormone
treatment. Results of the study, led by
Andreas Heindl of the Institute of Cancer
Research, are published in The Journal of
the National Cancer Institute.
The team previously looked at tumor
samples from estrogen receptor-negative breast cancer, and found that clustering of immune cells had the opposite
effect, with hotspots linked to a lower
chance of relapse.
So for this study, the research team
analyzed tissue samples from 1,178
women with estrogen-receptor positive
breast cancer, and created a new, automated computer test to analyze the samples. Quantitative immune scores of cell
abundance and spatial heterogeneity
were computed using a fully automated
20 hematoxylin and eosin–stained image analysis algorithm and spatial statistics for postmenopausal women treated
with five years’ tamoxifen or anastrozole.
The prognostic value of the immune
scores was compared with current methods for assessing breast cancer recurrence risk, including the Oncotype DX
21-gene recurrence score (RS), PAM50
risk of recurrence (ROR) score, IHC4, and
clinical treatment score.
The researchers found that high immune spatial scores – immune cells clustered together in hotspots – were associated with the chance of relapse within
10 years of starting treatment and 25%
higher than when immune cells were

Measuring the immune response to cancer
could be important in future to
help identify patients who could benefit
from immunotherapy.

evenly dispersed. The chance of cancer
returning within five years was 23% higher in women with immune cell hotspots.
The prognostic value of spatial scores for
late recurrence was similar to that of IHC4
and RS in both populations, but was not
as strong as other tests in comparison for
recurrence across 10 years.
“Our findings highlight the importance
of examining not just cell abundance but
also spatial patterns that can be indicative of immune functional phenotypes
and disease prognosis,” the study authors
conclude.
The association between spatial scores
and late recurrence show a link between

a lasting memory of protumor immunity
that may impact disease progression. The
new test could help more accurately assess the risk of cancer returning in individual patients, and offer them monitoring or
preventative treatment. In a release, Paul
Workman, chief executive of the Institute
of Cancer Research, said the study shows
“The immune system probably has a key
role to play in how breast cancer responds
to hormone treatment. Measuring the immune response to cancer could be important in future to help identify patients who
could benefit from immunotherapy.”
Published online 08/07/17
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way that it can be managed appropriately
until some sort of a definitive fix can be
created? That is a win-win,” Newman said.
“It’s a win for the company because
it’s able to keep its product on the market and in a somewhat aggressive – but
proactive – manner, address the issue,”

she said. “And it’s a win for the patients
because they continue to have access to
a mitigated risk, but a good product that
they would otherwise not be able to get.
“That’s what benefit-risk is all about.”
That’s why it’s crucial for the agency
to gather as much information as it can
when a product issue arises, including

amassing risk management and other
data from manufacturers that might not
always trust FDA and what it might do
with that type of material.
“The FDA is never going to be your enemy. And the truth is, the FDA is never
going to be your most-trusted advocate.
Instead, we need to meet somewhere in

FIGURE 1

Survey: Industry Views On Benefit-Risk
your firm incorporating the suggestions
Q1 inIs the
FDA guidance for benefit-risk analysis

in its overall health hazard evaluation for devices?

60% 10%
YES

NO

your firm volunteer data to
Q2 Will
FDA to help in making benefit-risk

30%

DON’T KNOW

conducting a benefit-risk analysis, FDA will
Q3 When
consider any "relevant and reliable" information

pertaining to the nonconforming device in question. Do you
believe such an analysis is reliable without manufacturers
providing to FDA any relevant risk-benefit data?

determinations?

17% 27%
YES

56%

NO

33%
YES

DON’T KNOW YET

37%
NO

30%

DON’T KNOW

factors considered by FDA for a benefit-risk
Q4 Risk
analysis include:

• Severity of harm
• Likelihood of risk
• Distribution of nonconforming devices
• Duration of exposure to population
• False-positive or false-negative results
• Patient tolerance of risk
• Impact on health-care professionals or caregivers
Do you believe these are sufficient?

you believe a publicly available summary of
Q5 Do
FDA's benefit-risk decisions would help your company

have a better understanding of what factors were considered
as part of a favorable (or enforcement) decision following
an inspection?

73%

SUFFICIENT

67%
YES

17%

NOT
SUFFICIENT

7%
NO

10%
DON’T
KNOW

26%

DON’T KNOW

Source: Selected responses from a survey of 30 device-makers conducted by the LinkedIn Quality & Regulatory Network
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the middle,” Newman said, attempting to
allay manufacturer fears about sharing
information for use in agency benefit-risk
evaluations.
The relationship between device-makers and FDA “should live in the middle,
where we are valued colleagues. And if we
can stay in that space of ‘valued colleague’
on a consistent basis, that’s the sweet spot
for the regulatory agency,” she said.
“We are working very hard as an agency
to make that space in the middle for ‘valued colleague,’” Newman added. “We’re
working very hard to encourage companies to come and talk to us early in a safe
space so we can have a conversation, so
we can see what’s going on so we can
work together toward a more robust solution that will be the very best thing for the
company and the patient alike.”
Newman says hands-on firms with a
strong eye toward quality regularly meet
with agency officials to discuss percolating issues. “They talk to us about their
compliance programs and their quality
programs and their challenges, and it is
truly working,” she said.
“Now, that might not be the traditional
experience that your firm has had with
the agency. I know from my 25 years in
industry that I certainly had some less collaborative relationships [with FDA]. But at
the same time, [information-sharing] is
clearly in the best interest of the American public, and that is clearly what you’re
seeing signaled from FDA.”
Prior to joining the device center in
2016, Newman was VP of quality management for Siemens Healthcare Diagnostics
for more than five years; she worked for
the firm in other quality and regulatory
capacities from 2009-2011. Before that,
Newman was an executive VP and chief
scientific officer at MedTrials – a contract
research organization that supports the
device, drug and biotechnology industries – for nearly 17 years.
“Of course, if you have a potential recall
situation and you know going into it that
your device is not a high-benefit product,
then you’re probably just going to do
what you would normally do when a recall event occurs,” Newman said. “Or, if you
know going into a recall that whatever
medtech.pharmamedtechbi.com

has happened with the device is devastating, then you’re also going to do what you
would normally do.”
In those types of situations, performing
a benefit-risk analysis might be a moot
activity.
“Rather, it’s when you’re in that other
space – that space where you know you
have 60% of the market share, or you know
that your product is extremely highly valued by your customers, and you have a
nonconformity that you believe you can
mitigate or manage appropriately – that’s
when the conversation with FDA becomes
important,” Newman said. “So, ideally we
would talk early and talk often.”
Ron Brown, a point person for recall
issues at FDA, recommends that manufacturers contact a recall coordinator in
the agency’s Office of Regulatory Affairs
(ORA) to get feedback on benefit-risk activities related to potential correction and
removal situations.
“When you’re trying to define a recall
strategy and what actions you want to take
– when you’re trying to define the actions
you would consider to be appropriate – it
would be great to start off with a [recall coordinator] and have that early benefit-risk
conversation,” said Brown, who was CDRH’s
recall branch chief from 2012 to 2017.
Brown was named lead consumer safety officer in FDA’s Center for Drug Evaluation and Research (CDER) on Aug. 7.
As a result of FDA’s new “program alignment” initiative, the agency’s 20 district
offices were reshuffled in May into three
distinct geographical divisions in the northeast, central/southern, and western areas of
the country. (Also see “’Program Alignment’
Falls Into Place: Everything You Need To Know
About US FDA’s New Inspectional Approach” Medtech Insight, 8 May, 2017.)
That means manufacturers should not
contact their former local recall coordinator to discuss new recalls. Instead, firms
should visit www.fda.gov/Safety/Recalls/
IndustryGuidance/ucm129334.htm to locate a recall coordinator assigned to their
product type and location.
Comments from Newman and Brown
came during a benefit-risk panel discussion at FDAnews’ 14th Annual Medical
Device Quality Congress in Bethesda,

Md. Additional comments from Newman
were made at MedCon 2017 in Cincinnati.
SURVEY UNCOVERS
CURIOUS CATCH-22
The benefit-risk survey was coordinated
by Nikki Willett through the LinkedIn
Quality & Regulatory Network she founded in 2008 that boasts more than 111,000
members from a variety of industries. A
longtime fixture in the device industry,
Willett is currently chief strategy officer
for consulting firm ComplianceQuest.
In an interview with Medtech Insight,
she acknowledged that the flash survey is
not scientific, yet she argued that it nevertheless provides valuable insight into early manufacturer thinking when it comes
to how firms feel about sharing internal
benefit-risk information with FDA, as well
as the agency’s recent post-market guidance on benefit-risk.
In fact, she says, the survey results revealed a curious catch-22: While a combined 83% of respondents said they
either wouldn’t give benefit-risk information to the agency or aren’t sure if they
would, 37% of respondents to a separate
question said any benefit-risk analysis
performed by the agency would be unreliable without data input from the firms
themselves. (See Figure 1, Q3.)
“That is a conflict. Those firms are basically saying that they’re not going to provide any information, and they’re not going to believe that the data is going to be
relevant,” Willett said.
“When, say, an enforcement decision is
going to be made by FDA after a facility
inspection, it would be much better for a
manufacturer to make a stronger case for
what they want – which of course would
be no enforcement – if they provided data
to the FDA,” she said.
“Basically, what respondents said in the
survey is they don’t want to provide data
– yet they won’t trust the data that FDA
comes up with because it won’t paint a
full picture. It’s a vicious circle.”
Willett believes firms are primarily concerned about confidentiality and protecting patient-preference information (PPI),
among other sensitive data.
Companies “don’t want to have that inAugust 14, 2017 | Medtech Insight | 17
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formation get into the hands of the FDA
when they don’t have to. But what the FDA
is trying to say is, ‘Hey, look, we’re not taking this information and populating it all
over the world for all your competitors to
see. We’re just using this information when
we’re trying to make a decision – a decision
about your firm or its products,’”Willett said.
“For manufacturers to hold back data,
especially when it’s a face-to-face with
the FDA concerning an enforcement decision, just doesn’t make any sense.”
And, despite not being keen on offering up their own data, 67% of survey respondents say they would like for FDA to
publicly share benefit-risk decisions to
help them prepare their own benefit-risk
analyses. (See Figure 1, Q5, p. 16.)
“I just wish that manufacturers would
understand that keeping some of this data
so close to themselves is not beneficial to
them,” Willett said. “I understand that firms
don’t really want to publicize everything,
but in certain circumstances everybody
else is already sharing information with the
FDA. FDA is getting information from providers and payers, for example. The only
ones that FDA isn’t getting data from are
the manufacturers themselves.”
Ann Ferriter, director of the device center’s division of analysis and program operations, said Willett’s survey “exposes a
great point.”
“You all know that FDA won’t have valid
data if we don’t talk to you. And yet there’s
a reluctance from industry’s side to share
your data with us,” Ferriter told devicemakers during the Quality Congress benefit-risk panel discussion.
“So, I want to reinforce this message
from FDA: Please, you’re a part of this solution. You’re a part of the answer. If we
have an open discussion about the risks
you see, about the number of products
you have on the market and how that balances some of the adverse events we’ve
seen, then we’re going to have a much
better-informed discussion,” she said.
BENEFIT-RISK GUIDANCE
BRINGS ‘SEA CHANGE’
Fueling the data-sharing discussion is the
recent guidance from FDA that outlines a
broad framework for considering benefit18 | Medtech Insight | August 14, 2017

The idea of benefitrisk is not new. But the
idea that we’re going to
do this together with
industry, that this is a
shared responsibility
and a shared endeavor
– well, that’s a sea
change,” CDRH’s
Robin Newman says.
risk factors in medical device availability,
compliance and enforcement decisions.
Finalized in December 2016, the document specifically targets post-market determinations and asks firms to consider
submitting relevant risk-benefit information to the agency. (Also see “FDA Finalizes Post-Market Benefit-Risk Guidance” Medtech Insight, 30 Dec, 2016.)
The guidance is part of an ongoing effort
to harmonize benefit-risk considerations
throughout FDA. On the pre-market side,
the agency over the past year has finalized
guidance on weighing benefit-risk factors
in PMA and de novo pre-market reviews,
as well as a benefit-risk guidance linked to
investigational device exemption reviews.
Meanwhile, a draft benefit-risk guidance
related to 510(k) reviews was issued in
2014 and should be finalized by the agency by the end of this year.
FDA has historically used benefit-risk
concepts as it determines whether to,
say, encourage a firm to pull a troublesome product off the shelves, or send a
warning letter to a company when device problems are discovered during a
facility inspection. But by putting its current thinking into guidance, the agency
is pushing industry to use benefit-risk to
help them make their own product availability decisions.

“The agency has always tried to exercise this kind of benefit-risk thinking,”
FDA’s Newman said. “We’ve had maybe a
little less latitude to do so in the past than
we do now, but the idea of benefit-risk is
not new. But the idea that we’re going to
do this together with industry, that this is
a shared responsibility and a shared endeavor – well, that’s a sea change.
“And that’s the sea change we’re looking for, because that is how we best serve
the public, how manufacturers delight
their customers, and how we make sure
that patients are best served,” she said.
According to the LinkedIn industry
survey, an overwhelming number of
manufacturers – 60% – plan to refer to
the agency’s December guidance as they
develop health hazard analyses for their
products. (See Figure 1, Q1, p. 16.)
“There were quite a few [survey respondents] that are interested in either looking at this guidance as a validation of
what they’re already doing today, or actually expanding what they’re doing today
with some of the benefit-risk factors outlined in the guidance,” ComplianceQuest’s
Willett explained.
The guidance points out that “an FDA
benefit-risk assessment for medical device product availability, compliance and
enforcement decisions may be prompted
by events – such as a recall, variance petition, new safety information or analysis,
or medical device nonconformity – that
may lead FDA to take regulatory action.”
The document details and explains,
along with examples and worksheets, how
FDA kicks off a benefit-risk assessment by
evaluating all known benefit and risk data
related to a nonconforming device.
First, the agency considers seven broad
benefit factors:
• Type of benefit(s);
• Magnitude of benefit(s);
• Likelihood of patients experiencing
one or more benefits;
• Duration of effects;
• Patient perspective on benefit;
• Benefit factors for health-care professionals or caregivers; and
• Medical necessity.
Sources of benefit information might
include data found in literature, prior
© Informa UK Ltd 2017
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pre-market submissions, clinical studies,
registries, the input of patients and experienced clinicians, and risk management
documentation voluntarily given to FDA
by manufacturers, the document states.
When determining a device’s benefits,
Newman said FDA asks itself many questions, including: “How does the device
benefit the patient? How does the patient
experience the device? Is the device medically necessary? How do practitioners experience it? Is it a highly valued product
by practitioners? And, if a company has
a large market share, is it just because
they’re the cheapest, or is it because their
device is the best?
“That’s all part of the conversation,” she
noted.
Next, FDA takes into account these risk
factors:
• Severity of harm;
• Likelihood of risk;
• Distribution of nonconforming
devices;
• Duration of exposure to population;
• False-positive or false-negative
results;
• Patient tolerance of risk; and
• Risk factors for health-care professionals or caregivers.
The industry survey found that 73%
of firms believe these seven risk factors
singled out by FDA in its guidance are sufficient for creating a benefit-risk analysis.
(See Figure 1, Q4, p. 16.)
The document points out that sources
of risk information can include many of
the same sources used for gathering benefit information – literature, pre-market
submissions, clinical studies, registries,
patient and clinician input, and volunteered risk management documentation
– and it adds Medical Device Reports filed
with the agency and facility inspection reports as sources.
When determining a device’s risks,
Newman said FDA asks itself: “What is the
actual frequency and incident? What is
the likelihood of harm for the patient? Is
the harm reversible or irreversible? What
kind of harm are we talking about? Will
patients tolerate the risk? And, is that device still going to be valuable to a patient
if that’s the only option they have?
medtech.pharmamedtechbi.com

When it comes to
our assessment of
findings after a facility
inspection, benefit-risk
will inform the type of
action we’re going to
take,” CDRH’s Sean
Boyd told Medtech
Insight in March.
“Also, can the risk be sufficiently mitigated? If it can’t be mitigated and the risk
is high, then a traditional enforcement action is more likely,” she added.
Finally, the agency considers nine additional factors:
• Uncertainty;
• Mitigations;
• Detectability;
• Failure mode;
• Scope of the device issue;
• Patient impact;
• Preference for availability;
• Nature of violations/nonconforming
product; and
• Manufacturer compliance history.
At this stage, Newman said FDA asks
itself: “What impact does the problem device have on the patient? What’s the nature of the violation? How systemic is it?
How chronic is it? Is it limited to only one
lot or is it widespread? And can the product be easily located?
“And then, frankly, we want to look at
the firm’s compliance history,” she continued. “Do we trust you? Do we have a good
relationship? Are you a company that
works and strives to communicate early
and often with the agency so we have a
good handshake relationship?”
If the outcome of a benefit-risk assessment “indicates high benefit to patients
with little risk, FDA may be more likely to
decide that it is appropriate for patients

to have access to a nonconforming device
while the long-term corrective action is
taken,” the guidance states. “Alternatively,
if the benefit-risk assessment indicates
low benefit to patients with high risk, FDA
would be more likely to take action to
limit product availability.”
BENEFIT-RISK = FEWER
WARNING LETTERS?
When it comes to compliance and enforcement issues, the guidance points out that
“if FDA’s benefit-risk assessment indicates
high benefit to patients with little risk, FDA
may decide to work with the manufacturer
to address the underlying issue without
initiating a formal … action.”
However, if the agency’s assessment indicates low benefit to patients with high
risk, “FDA would likely take formal compliance or enforcement action to address
the problem,” the guidance states.
“In the Office of Compliance right now,
we are trying to figure out how to integrate benefit-risk thinking into every
compliance and enforcement decision we
make,” Newman said.
“In time, this, coupled with the work
CDRH is doing in Case for Quality, should
result in meaningful changes in how the
center addresses product quality issues
where the manufacturer has a robust
quality culture and practices, where the
benefit of continued patient access is
high, and risk can be effectively managed
and addressed,” she said.
Newman noted that the agency’s use of
benefit-risk principles means regulatory
correspondence between FDA and firms
could be lessened.
“Unless a firm is being particularly egregious, our goal is to try to partner with manufacturers, to work with them to try to make
sure we’re doing the right thing for patients
that best meet FDA’s public-health mission,”
she told Medtech Insight at MedCon.
That means “in the future, it’s possible
you will see fewer warning letters,” Newman said.
Instead, “you may see more untitled letters. You may see other regulatory meetings occurring. There may be some other
pathways that we have available to us,
but it is very important that the compaAugust 14, 2017 | Medtech Insight | 19

� COVER STORY �

nies we’re working with be trustworthy
in this process,” she said. “We’re going to
do everything we can to stand up a paradigm that encourages that and rewards
that behavior, because I believe that’s in
the best interest of the American public.”
Newman added: “We recognize that if
we send a warning letter or categorize a
recall as [a high-risk] class I, that patients
are going to be impacted by that. It might
scare the population. It might frighten
providers away from a particular product.
So, we understand that that’s part of this

benefit-risk calculus, too.”
Newman’s comments jibe with what CDRH
compliance office Deputy Director Sean
Boyd told Medtech Insight in a March interview that focused on warning letter trends.
“When it comes to our assessment of findings after a facility inspection, benefit-risk
will inform the type of action we’re going to
take,” Boyd said at the time. (Also see “Warning
Letter Nosedive: US FDA Writes Fewest QualityRelated Missives Since 2002; Agency Isn’t Sure
Why” - Medtech Insight, 28 Mar, 2017.)
“There are a variety of advisory actions

[other than sending a warning letter
that] we can take when communicating
issues to firms. It might include a regulatory meeting. It might include some other
level of interaction based on the findings
at a particular inspection,” he said.
“So, I think the impact is going to be on
how we assess the evidence that’s before
us in making a decision [about] whether
to issue a warning letter or take some
other action.”
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Mind ‘Hidden’ Regulatory Demands In Russia To Avoid
Icy Chill Of Rejection, Expert Warns

Shutterstock: Mikhail Varentsov
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T

here is a very clear trend toward
an increase in enforcement measures taken for medical technology products that are already registered
and on the market in Russia. The trend
has been apparent for several years: the
regulator Roszdravnadzor (RZN) acted
on 368 cases of nonregistered medical
devices in 2013, up from 176 in 2012 –
and the incidence has been on a rising
trajectory since 2008.
That was the observation of Alexey
20 | Medtech Insight | August 14, 2017

Stepanov, an expert in Russian and Eurasian Union medtech regulatory matters,
addressing the 2017 emerging markets
stream of KNect365 Life Sciences’ Medtech
Summit earlier this summer in Amsterdam.
But for international companies, especially, regulatory compliance is a tricky affair in a country with a complex structure
and multiple documents needed – many
of them critical. By way of example, in April
2017, medtech companies had to comply
with two federal laws, seven resolutions

from various government institutions, and
11 other regulations (Gost-R Russian national standards and tax laws, besides the
demands of the local regulator, RZN).
The key resolution is 1416 (2012), “on the
approval of regulations of the state registration of medical devices on the rules for
state registration of medical products.”
Stepanov reports that since the introduction of Federal Law 523 (2015) “on
the circulation of medical devices in
Russia,” manufacturers, distributors and
clinics have had greater responsibility
for their devices. Cases of counterfeit or
poor-quality devices can lead to fines of
up to R2 million ($29,000) and up to 12
years in jail. Thirty-one cases were identified in 2016. In fact, any discrepancies in
file applications can prompt legal action
and the risk of product bans.
Under article 95 of the basic Federal
Law 323 (2011), medical devices are subject to state controls and inspections to
verify compliance with medical device
regulations. This has been a feature of
the system since 2013, when the new
four class risk-based regulatory system
came into effect in Russia. Inspection of
all legal entities is mandatory, regardless
of the product’s risk class (ie, there is no
exemption for low-risk, class I products).
© Informa UK Ltd 2017
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Planned inspections of all legal entities
are conducted every three years. Helpfully, they are pre-announced on the Roszdravnadzor website (www.rozdravnador.
ru/control) at the end of each preceding
year. This allows the individual units to
prepare for inspections, which, by law, are
not supposed to exceed 20 days. The same
time limit applies to unscheduled inspections, which may be undertaken if health
risks are suspected at any legal entity.
In the first quarter of 2017, 1,152 inspections were carried out, of which 290
were unscheduled. (See link, in Russian).
Stepanov stresses that these inspections
are quite separate from quality management systems (QMS) audits or registration
inspections. Fellow KNect 365 Amsterdam
speaker Andrey Ivanov, of the lab certification and consultancy group STM, noted
that QMS should be done according to the
current version of ISO 13485. Until recently, there were no special requirements for
QMS in Russia; the applicant merely submitted the certificate application, he said.
HOW TO AVOID COMPLIANCE SLIPS
Manufacturers can ensure full compliance with the evolving system of Russian
medtech regulation by referring to Resolution 4043 (2017). Chapter 111 includes
a checklist (in Russian) of regulations to
comply with in the fields of registration,
labeling, safety monitoring (post-market
surveillance and safety monitoring) and
other requirements.
Stepanov summarized the main criteria for product applicants under three
categories: registration compliance; labeling compliance; and post-market surveillance requirements.
REGISTRATION COMPLIANCE
• Renewal of a registration certificate
(governed by clause 37 of Resolution 1416) is required upon change
of name/address of the Russian
authorized representative (AR);
product/brand name; and new use
of Russian nomenclature. It takes
one to three months, officially.
• Renewal of a registration dossier
(governed by clause 55 of Resolution 1416) is required upon updates
medtech.pharmamedtechbi.com

•
•

•

•

to labeling/instructions for use and
technical documentation. It takes as
long as a full-cycle registration.
Software for medical purposes must
be registered as a medical device.
IVDs: general purpose reagents are
class I medical devices and must be
registered. Analyst-specific reagents
need to be registered as medical
devices.
Ministry of Health order No. 7N governs the requirements for imported
testing samples and authorization for
clinical trials.
Under Resolution 1416 (clause 38),
manufacturers are given 30 days to
submit information to amend registration certificates.

LABELING COMPLIANCE
• Resolution 1037 makes Russian
language labeling mandatory for all
products imported into Russia.
• Changes in external labels and IFU
require notification and approval
from Roszdravnadzor.
• The minimum requirements are
information on the product name,
manufacturer, consumer properties
and registration number date (as
specified by Resolution 55 – “on rules
for the sale of certain types of goods”).
• It is advised to do over-label placements that include essential data
outside Russia, to avoid customs clearance problems.
• Since March 2017, under Ministry
of Health order No. 11N, both paper
inserts in product packages and the
publishing of details on the website
have been required. (Also see “Russia
Adds Medtech Regulatory Resources,
Clarifies Tech Files & Instructions-For-Use
Needs” - Medtech Insight, 12 May, 2017.)
• The “best way” of ensuring full
compliance with labeling requirements is to check the product
against product-specific Gost
Labeling Compliance standards (for
example, Gost R ISO 14630-2011
for non-active implants, and Gost R
ISO 51088-2013 labeling for in vitro
diagnostics). Using Gost R standards
is not compulsory, but advisable,

as it demonstrates standardized
compliance, Stepanov told Medtech
Insight, adding that it also helps the
regulators understand the product
and its requirements.
POST-MARKET SURVEILLANCE
COMPLIANCE
This is governed by article 96 of Federal
Law 323, and includes the following features and demands:
• Post-market requirements are described in Ministry of Health orders
175N and 12N.
• The person responsible for safety
monitoring must be formally
designated.
• Accurate records on reported events
must be held for three years.
• Clinics must also report adverse
events using same criteria.
• Adverse events must be reported
within 20 working days.
• Reporting can be done using the online database: http://
db.roszdravnadzor.ru
THE REGULATORY ICEBERG
BELOW THE WATERLINE
Other legal instruments medtech firms
should be aware of include the Ministry of
Health order No 81, on requirements for
measuring-function medical devices, and
Resolution No 584, on Russian legal entities’
responsibility for notifying Roszdravnadzor
of their activities prior to starting the import, export and/or sale of medical devices.
The most common violations, Stepanov observes, are the selling of unregistered medical devices; a change of location/place of production of the medical
device without notifying Roszdravnadzor or making the appropriate changes
to registration certificates; and violation
of labeling requirements.
Many of these criteria are what Stepanov
sees as the iceberg below the waterline: a
vast body of regulatory conditions to fulfil
that many device applicants may not see
until it is too late. His message: don’t restrict your activity to just the most obvious
parts of the regulatory workload.
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JAMA Editorials Call For Tough FDA Sanctions, Device
Coding, To Ensure Post-Market Safety
SUE DARCEY sue.darcey@informa.com

U

S FDA is not using all the tools at its disposal to ensure
manufacturers follow post-market requirements, according to editorials in the Journal of the American Medical Association. The result, the health-policy-expert authors say,
are that some unsafe devices are staying on the market longer
than they should.
The authors suggested a range of reforms, including tougher
sanctions against manufacturers that don’t meet their postmarket study commitments – such as withdrawal of device approvals – or new requirements for PMA-approved devices to
be trackable with device-specific CPT codes and more closely
monitored for signs of failure by the agency.
In one editorial, “Practical Improvements for Medical Device
Evaluation,” Harvard professors Daniel B. Kramer and Robert Yeh
noted: “While the FDA has several tools for leveraging post-market requirements in concert with the perceived risks of devices,
this approach has been criticized as inefficient, lightly enforced,
and ineffective.”
Kramer and Yeh are professors at the Beth Israel Deaconess
Medical Harvard Medical School, and Yeh is a cardiologist and
principal investigator at Baim Clinical Research Institute.
Creating a better and swifter post-market surveillance system
for devices requires higher enrollment in post-market studies,
while “patients need to be more vigorously engaged in enrollment and follow-up,” according to the editorial. Also, additional
pressure could be brought to bear on manufacturers “that
might improve the dismal rates of completion, and public availability of post-market studies,” the authors wrote.
To motivate manufacturers, select devices might be granted
approval only temporarily and watched for product performance in the field, or FDA could automatically rescind its approval if manufacturers fail to meet their own set benchmarks
on post-market studies, Kramer and Yeh stated. They pointed to
several products, including gastric bands for obesity and power morcellators, as devices that showed adverse-event signals
soon after being approved. If the agency had monitored the
signs more closely, it could have mandated labeling the products with more consumer warnings or removed them from the
marketplace.
FDA SLOW TO REACT TO POWER MORCELLATOR SIGNS,
AUTHORS SAY
For example, power morcellators became commonly used for
gynecological surgery, with hundreds of thousands of procedures performed before 2013. That year, safety concerns arose
regarding the potential for malignant cells to be inadvertently
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disseminated in the abdomen by the device. While the morcellators eventually gained a black box warning, they remain on
the market. (Also see “US FDA warns against morcellators for most
women” - Medtech Insight, 25 Nov, 2014.)
If FDA already had in place a comprehensive system of device
surveillance envisioned under the NEST (National Evaluation
System for Health Technology) system, which would capture
a more accurate count of those who were adversely affected
against a background population of women who had the morcellator procedures and were not affected, FDA might have
been better able to estimate the risks and benefits of the device earlier, Kramer and Yeh wrote. (Also see “Shuren: FDA Willing
to Kick-Start Device Evaluation Program, But Funding Guarantee
Needed” - Medtech Insight, 9 May, 2016.)
However, manufacturers and the agency are moving too
slowly to improve device surveillance through use of NEST– including slow adoption of Unique Device Identifiers, the author
argue. They worry it will take too long to rely on such automated systems for safety surveillance.
LAP-BAND CASE
The University of Michigan Medical Center’s Andrew Ibrahim
and colleagues, meanwhile, used the example of the obesity
control gastric band device known as Lap-Band (currently sponsored by Apollo Endosurgery Inc.), that also showed some
early signs of problems. Ibrahim wrote in a separate JAMAviewpoint article, “Monitoring Medical Devices: Missed Warning
Signs Within Existing Data.”
The Lap-Band device was initially adopted very quickly by
bariatric surgeons, but use gradually declined on reports of
complications, including band erosion and slippage, said Ibrahim, a surgeon and researcher, and his co-author Justin Dimick,
M.D. Unlike most devices that lack specific codes in Medicare
databases that might be monitored, the early signs of Lap-band
problems could be tracked due to gastric band removal procedures that carried a unique medical insurance code under the
ICD-9-CM coding manual.
Noting that most devices in use today lack product-specific
ICD-9-CM codes, Ibrahim argued for persuading Congress to
pass legislation to require all FDA-approved medtech products
to be trackable within Medicare data that is already collected.
This “could be a useful strategy to help ensure that, unlike the
gastric band, the warning signs of other widely adopted devices
are not missed,” the authors advised.
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