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“I predict that once the
new EU regulations
come into effect, it may
not be unusual for me
to advise companies
to enter the US market first
and then think
about Europe.”

Interview: EU Or US? Deciding On
The Best Market Entry Point Amid
Evolving Clinical Requirements
Amanda Maxwell amanda.maxwell@informa.com

E

U clinical data requirements have
become more stringent in recent
years and so have the standards for
what notified bodies will accept. And with
new clinical data requirements laid out in
the pending EU regulations fast following on the heels of a revised EU guidance
document on clinical data (Meddev 2.7/1

rev. 4), compliance is about to become
even tougher for companies.
Medtech Insight asked Maria Donawa,
president of Rome-based Donawa Lifescience Consulting, how she perceives
the relative challenges of the US and EU
markets with respect to evolving clinical
data demands.

Donawa is well positioned to compare
the two systems. She has advised clients on
European and US device requirements since
the early 1990s when the original EU device
directives were being negotiated. Prior to
moving to Europe in the 1980s, she was an
official within US FDA’s device center.
She said her current advice to clients,
about which market to pursue first, depends upon whether or not a company is
already on the European market, the risk
class of the device, whether or not clinical studies are needed, either in the US or
Europe, and other factors.
“I predict that once the new EU regulations come into effect, it may not be unusual for me to advise companies to enter
the US market first and then think about
Europe,” Donawa said.
Our conversation, excerpted below, focused on both the changes in the EU and
how they compare with the latest situation in the US.
Continued on page 20
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MDUFA IV Fees Unveiled:
Changes For 510(k)s, Small Business, De Novos
Ferdous Al-Faruque danny.al-faruque@informa.com
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A

week before CDRH is set to hold a public meeting to
discuss the latest medical device user-fee proposal, the
agency released full details of the tentative MDUFA IV
deal struck with industry in August, including the planned structure of user-fee payments from fiscal years 2018 to 2022 and the
FDA commitment letter.
The details of FDA’s commitments and performance goals have
previously been reported by Medtech Insight. But the agency’s
proposal for statutory provisions that Congress will need to pass
includes new details about the planned user-fee payments, including an increased 510(k) fee rate, more protection for small
businesses and a completely new user fee for de novo submissions
FDA spent a year negotiating with industry groups to come up
with the deal that would raise $999.5m plus inflation in revenues
over five years. The agency has convened a public meeting for
Nov. 2 to vet the deal.
To reach the total collection goal, which is $320.5m above what
can be raised in the MDUFA III five-year program, FDA says it will
raise more than $47.4m in new funding in the first year of MDUFA
IV for a total revenue of $183.3m, and gradually increase that to
more than $77.3m in new funds, or $213.7m total, by the last year
of the program, FY 2022. The dollar values will be adjusted for
inflation each year.
The increase in fee revenue will come from higher application, and
annual registration, rates, and one new fee. The pre-inflation FY 2018
fee for an original PMA would be $294,000, up from the inflationadjusted FY 2017 rate of $250,895; a 1.7% increase. The proposed
pre-inflation PMA rate would increase to $329,000 by FY 2022.
Meanwhile, FDA is proposing to change the 510(k) submission
fee from 2% to 3.4% of the PMA rate. However, to help compensate
for the increased burden on small businesses, companies that make
$100 million annually in revenue or less would only need to pay one-

quarter of the standard 510(k) fee, a change from the 50% smallbusiness discount for 510(k)s under MDUFA III. Small businesses already only have to pay the 25% rate for most other application types.
Also under the proposal, MDUFA IV would be the first time FDA
collects user fees for de novo classification applications, at a rate
of 30% of PMA fees. The de novo fee would support new performance goals for these submissions, intended for moderate-risk
products with no predicate devices. Small businesses would be
eligible to pay only a quarter of the standard de novo fee.
Another element of FDA’s proposal to Congress would eliminate the fifth-year fee offset provision that was included in
MDUFA III. Under current policy, the agency is forced to reduce
fees in the final year to make up for higher-than-estimated fee
collections in prior years. But the new proposed agreement with
industry allows FDA to collect and use inflation-adjusted base
fee amounts each year without any reduction in fees due to increased submission or registration volumes.
Published online 10/26/16

Pilot Of New US Evaluation System
Will Include At Least Two Devices
Ferdous Al-Faruque danny.al-faruque@informa.com

A

t least one PMA and one 510(k)
product type will need to be piloted on the nascent US National
Evaluation System for health Technology
(NEST) by fiscal year 2019 under a draft
agreement between FDA and industry.

medtech.pharmamedtechbi.com

The NEST system is being developed by
FDA and private- and public-sector partners to capture real-world evidence from
a robust network of registries, databases
and other sources and to leverage that
data to support post-market surveillance

CDRH Director
Jeffrey Shuren
speaking Oct.
19 at the
AdvaMed 2016
conference in
Minneapolis
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and pre-market innovation. The effort got
a boost in August when industry groups
and the US agency agreed to include
$30m in user-fee funding to pilot NEST as
part of the MDUFA IV reauthorization that
will roll out at the start of FY 2018.
On Oct. 25, FDA posted a draft commitment letter, which contains the full details of
what the two sides agreed to for MDUFA IV.
The letter includes new information about
the pilot launch of NEST, including the
agreement that data for two different prod-

Improved Data Marketplace
Meanwhile, FDA continues to tout NEST
and real-world evidence as a gamechanger for the device sector in the US.
During an Oct. 19 “CDRH Town Hall”
session at the AdvaMed 2016 conference in Minneapolis, CDRH Director
Jeffrey Shuren lamented that there is
“massive inefficiency” in the current US
system. He argued that while physicians
collect data on patients as part of routine clinical care, currently there is lim-

The agreement specifies that the Coordinating Center
must seek ways to make the NEST system self-sustaining
so as not to rely on industry user fees over the long term
unless FDA and industry determine that there are
no alternatives.

uct codes must be tracked and assessed
through the system by the end of FY 2019.
The pilots, which are supposed to last
three years, will be designed to determine
how well real-word evidence collected
from data sources administered by NEST
can help with efforts to expand device
indications, gain new clearances and approvals, and improve device malfunction
reporting. They must include devices that
are not currently subject to a registry.
The agency also says that the NEST Coordinating Center, which is being set up
under a new $3m grant by the Medical
Device Innovation Consortium (MDIC),
will be required to hold a public meeting
no later than Oct. 1, 2020, to review and
evaluate the ongoing pilots.
The agreement further specifies that
the Coordinating Center must seek ways
to make the NEST system self-sustaining
so as not to rely on industry user fees over
the long term unless FDA and industry
determine that there are no alternatives.
Although medtech trade groups signed
off on using user-fees to launch the pilot –
which could expire if there isn’t sufficient
evidence to support continued funding
– industry advocates say they still have
questions about the cost-benefit of the
program over the long term.
6 | Medtech Insight | November 7, 2016

ited use of that data to improve patient
care. Often times, there isn’t even data
collected on what devices the patients
are using, he said.
NEST is intended to make such clinical-care data more usable and affordable for companies, regulators and
others to put to use. The Coordinating
Center would negotiate access to datasets for broader use and build a process
for standardization, coordination and
governance of the data.
Overall, Shuren said he hoped NEST
would work like an improved data
marketplace. Following the AdvaMed
sessions, Shuren explained to Medtech
Insight that the NEST platform could
improve the system for accessing data,
allowing companies negotiate a reasonable price for data depending on its
quality.
“If you want the marketplace to work
well, you need to make sure the data is of
sufficient quality and value that people
will want to use it,” he added.
Shuren also emphasized the NEST system could help clear a major hurdle for
post-market studies, which is recruiting
patients when they have little incentive
to be a part of studies for products that
are already available on the market.

“If you have infrastructure in place and
you’re already collecting the data in clinical practice and can make use of it, then
you know you will get the answers,” he
explained.
The draft user-fee commitment letter
also includes another potential NEST
benefit for companies in the post-market
realm, noting that FDA will not require
Section 522 post-market surveillance
studies for devices for which registries
and/or other real-world data sources exist, as long as the agency can readily access the data source and has determined
that the data is sufficient..
New Tech, More Data
During the AdvaMed session, Shuren
pointed out that NEST was labeled
broadly for “health technology” to reference the range of tools, including electronic health records and consumer devices that might be brought to use to
collect meaningful real-world evidence.
“Why [a system for] ‘health technology’
rather than medical devices?” the center
director asked. “Because we are interested in data that comes from technologies
we don’t regulate but that can provide
important information about what’s
happening to people that use medical
devices.”
During the presentation, he pointed
to the FitBit he was wearing, which FDA
does not regulate, emphasizing that
even something as simple as the popular wearable fitness device could provide
useful information to improve clinical
understanding of the safety and effectiveness of regulated devices.
The NEST system was developed in
consultation with multiple outside organizations including MDIC, which Shuren
credited at AdvaMed. FDA worked with
industry to form the public-private MDIC
in 2012, and, since then, its prominence
has grown. The group is relocating its
headquarters to Washington, DC, this
year to step up efforts to launch the NEST
Coordinating Center.
Published online 10/28/16
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FDA ‘Black Box’ Labeling For Essure Highlights
Adverse Events With Bayer Sterility Device
Sue Darcey sue.darcey@informa.com

A

final FDA guidance on Bayer HealthCare LLC’s Essure
permanent female sterilization device warns that “some
women are not receiving or understanding information
regarding the risks” of the hysteroscopically placed tubal implants, and formally calls for a “black box” warning listing adverse events associated with the product.
Essure has been the subject of more than 5,000 adverse
events reports to FDA from women who had the sterility inserts
placed. It was also addressed at a well-attended FDA advisory
panel meeting in the fall of 2015, in which more than 60 women
who had experienced bad outcomes with the device called on
the agency to remove it from the market.
Among the short-term events women have experienced verified in the final guidance are cramping, mild-to-moderate pain,
nausea/vomiting, dizziness, and vaginal bleeding. Longer-term
events FDA discusses include insert migration and possible perforation of other organs, as well as allergic or hypersensitivity
reactions to nickel, titanium, iron, chromium, tin, and polyethylene terephthalate (PET), which are known to be part of the
Essure inserts.
FDA also warns that in complicated cases of adverse events occurring with Essure, a doctor may recommend a hysterectomy.

Longer-Term Risks Spelled Out In
Recommended Patient Checklist
The final guidance – which addresses the Bayer product as well
as any similar hysteroscopically placed tubal implant devices
for which other manufacturers seek approval – also stresses the
need for obstetricians and gynecologists to go over a 10-point
patient decision checklist together with their patients and have
those women, sign off on it.
Also, the guidance lists several long-term risks and precautions, some of which did not appear in the draft version, including, “I understand that because Essure contains metals, I
should tell all my doctors that I have the device before getting
an MRI.”

Let’s get

Social
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Stronger Black Box Warning In Final Guidance
The final guidance for Essure and any follow-on products of the
same type is slightly changed from a draft version issued earlier
this year. For example, the final guidance includes somewhat
stronger language in FDA’s recommended black box warning,
and a very clear statement in the required patient decision checklist: “I understand that based on clinical studies, approximately
8% of women who undergo attempts at Essure placement are
not able to rely on the device for contraception.”
The black box warning now explicitly states that patients have
“experienced” adverse events (not just “reported” them), and points
to the “identification of inserts in the abdominal or pelvic cavity,”
previously characterized in the draft version as migrating inserts.
FDA says the black box label now should state:
“WARNING: Some patients implanted with the Essure System for Permanent Birth Control have experienced and/or reported adverse events, including
perforation of the uterus and/or fallopian tubes, identification of inserts in the abdominal or pelvic cavity,
persistent pain, and suspected allergic or hypersensitivity reactions. If the device needs to be removed to
address such an adverse event, a surgical procedure
will be required. This information should be shared
with patients considering sterilization with the Essure
System for Permanent Birth Control during discussion
of the benefits and risks of the device.”
Experiences with Essure were also part of the impetus for the introduction of two bills in the US Congress this summer, H.R. 5403
and H.R. 5404. The first bill would let courts consider product liability suits for PMA-approved devices; the second would add stronger requirements for doctors to report device adverse events to
FDA. The bills were introduced by Reps. Mike Fitzpatrick, R-Pa., and
Louise Slaughter, D-NY. Since then, five other representatives from
both parties have signed onto the pair of bills.
Published online 10/28/16
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Senate Draft Chronic-Care Bill Seeks To Expand
Telehealth Opportunities
Sue Darcey sue.darcey@informa.com

A

chronic-care discussion draft
bill released by the US Senate
Finance Committee Oct. 27 calls
for providers to be reimbursed for services and technologies they provide to
all Medicare Advantage patients who are
homebound, beyond Part B payments
now limited to telehealth services for patients residing in remote areas.
In addition, the proposed legislation
would allow accountable care organizations (ACOs) to expand use of telehealth
to chronic-care patients who find it difficult to meet their doctors at face-toface office visits by providing payments
to caretakers who check on and provide
treatment options to their patients via
phone or teleconferencing.
“At a time when chronic illnesses such
as heart disease, diabetes, cancer and
strokes dominate Medicare, too many seniors receive fragmented care,” said Sen.
Ron Wyden, D-Ore., ranking member of
the Finance Committee. “Releasing draft
legislation marks the next step in the effort to ensure Medicare meets the needs
of seniors with complex, costly chronic
illnesses, and I will not rest until that vision is fully achieved.”
Other cosponsors of the discussion
draft are Committee Chair Orrin Hatch,
R-Utah, and Sens. Johnny Isakson, R-Ga.,
and Mark Warner, D-Va.
The proposed legislation builds on a
continuing effort by the Finance Committee – which first released a policy paper asking for comments on the issues
in December 2015 – to address care coordination challenges for Medicare beneficiaries who have chronic care needs.
The initial effort was supported by organizations and device firms including
AdvaMed, Medtronic PLC and Philips
Healthcare. These organizations and
more than 320 other groups like medical
societies including the American College
of Cardiology and American Association
of Orthopedic Surgeons, commented on

8 | Medtech Insight | November 7, 2016

The draft bill
provides incentives
to use more
technologies such
as telemedicine,
home-use devices
and home dialysis
therapy.
the policy paper earlier this year.
The discussion draft does not appear to
directly answer complaints by AdvaMed
that chronic-care provisions for Medicare Advantage and ACOs are primarily
aimed at saving money for the Medicare
program by emphasizing results and improvements observed in patients in the
short term, rather than focusing on savings gained further down the road, such
as from higher quality implants that last
a long time.
But it does provide incentives for providers to take advantage of more technologies such as telemedicine, home-use
devices and home dialysis therapy, and
extends the “Independence at Home”
model demonstration program for two
years beyond its planned end date of
Sept. 30, 2017, as spelled out in the Affordable Care Act. The demo program includes a shared-savings incentive model
for primary care teams of physicians and
nurse practitioners who make home visits and routinely monitor home-bound
patients. In addition to the extension, the
bill would expand the program by allowing an extra year for participants to qualify

to receive a shared-savings payment and
increasing the cap on the total number of
participating beneficiaries in the program
from 10,000 to 12,000 patients.
“Addressing chronic care in the Medicare program with reforms that improve
outcomes for patients and saves taxpayers dollars is a bipartisan goal … I am
proud that after a year-and-a-half’s worth
of work, the Finance Committee Chronic
Care Working Group was able to unite
around a set of reforms and recommendations,” said Finance Chairman Hatch.
Details On Proposed
Telehealth Expansions
The discussion draft calls for CMS to separately pay for telemedicine serves and
technology without having to use rebate
dollars to pay for those services as a supplemental benefit.
It also would apply next generation
ACO telehealth waivers to all patients,
not just those in remote geographic regions, and allow beneficiaries assigned
to approved the Medicare Shared Savings Program and ACO programs to receive currently allowable telehealth services in the home.
Another section of the bill would expand the current rule that permits Medicare to pay a physician for consulting on
a patient via telehealth if it is at a distant
rural site to “receive a timely consultation via telehealth to determine the best
course of treatment” with no geographic
restrictions. The expansion would begin
in 2018.
The Finance Committee chronic care
working group members also sent a letter to Obama administration health officials that highlights several chronic
care provisions that were identified by
the working group and later adopted by
CMS through regulatory action during
the past year-and-a-half.
Published online 10/27/16
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St. Jude Pauses LEADLESS II Trial Of Nanostim Following
Reports Of Lost Telemetry
Reed Miller reed.miller@informa.com

S

t. Jude Medical Inc. has paused patient enrollment in the
LEADLESS II clinical trial of its Nanostim leadless pacemaker
after receiving seven reports of the devices losing telemetry
and pacing.
LEADLESS II is a non-randomized, single-arm, international
multicenter trial of Nanostim planned for 667 patients indicated
for VVIR pacing (demand ventricular pacing with physiologic
response to exercise). Nanostim has a CE mark but is currently
awaiting FDA approval based on results of the LEADLESS II trial.
The company stresses that the seven cases of lost telemetry
represent about 0.5% of the 1,423 patients who have been implanted with a Nanostim and there have been no reports of patient injury associated with these observations. However, in a
Oct. 28 note, Wells Fargo analyst Larry Biegelsen writes “We heard
that all 7 failures occurred in patients implanted over 30 months.
We understand there are about 125 patients who have been implanted for over 30 months.”
Biegelsen reports that the company’s “Dear Doctor” letter
about this issue will recommend that physicians follow their
Nanostim rigorously and replace the Nanostim with a traditional
pacemaker in pacemaker-dependent patients. St. Jude plans to
redesign Nanostim by the end of 2016 with a new battery from
another battery manufacturer, Biegelsen reports. “The Nanostim
news does not come as a complete surprise to us as the product

approval in the US appears to have been delayed and St. Jude
has not mentioned it on their last two earnings calls,” Biegelsen
points out.
However, this delay puts St. Jude further behind rival Medtronic in the nascent leadless pacemaker market, since FDA approved
Medtronic PLC’s Micra transcatheter leadless single-chamber
pacemaker on April 6. Also, Boston Scientific Corp. is developing the Empower leadless pacemaker to complement its Emblem
S-ICD leadless ICD.
In a prepared statement, St. Jude Chief Medical Officer Mark
Carlson said “We remain committed to developing leadless pacing technology and will continue to work to redefine the pacing
options available to patients in the future.” The decision to halt
implants of Nanostim leadless is unrelated to the problems with
premature battery depletion found in some St. Jude implantable
defibrillators announced Oct. 11, according to St. Jude. That issue
is blamed on lithium deposits in the devices’ batteries.
Biegelsen does not expect the pause of LEADLESS II to have any
impact on Abbott Laboratories Inc.’s plans to acquire St. Jude
by the end of 2016. “This will, however, be disappointing news to
thought leaders in the field who are excited about the potential
for leadless pacemakers in the future,” he explains.
Published online 10/30/16
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TCT 2016: Three-Year ABSORB II Data Fail To Show The
Hoped-For Long-Term Benefit Of Bisresorbable Stent
Reed Miller reed.miller@informa.com

I

n what will no doubt be a disappointment to Abbott Laboratories Inc., three-year follow-up data from the ABSORB II trial
did not show that Abbott’s Absorb GT1 everolimus-eluting
biodegradable poly(L-lactide) scaffold improved vasomotor reactivity or late-lumen loss compared to Abbott’s Xience metallic
everolimus eluting stent.
The results, the first long-term data on a randomized trial of a
bioresorbable stent, were presented by Patrick Serruys of Imperial College London at the Transcatheter Cardiovascular Therapeutics (TCT) meeting currently held in Washington, DC, and
published simultaneously in The Lancet on Oct. 30. These results
include three-year follow-up data on 501 patients randomized
to receive either Absorb or Xience to treat one or two de novo
native lesions in different epicardial vessels. The Absorb group
medtech.pharmamedtechbi.com

included 335 patients with 364 lesions, and the Xience group
included 166 patients with 182 lesions.
The investigators hypothesized that the bioresorbable stent
will have completely dissolved by three-years post implant, so
the walls of the vessels treated with Absorb may show more vasomotor reactivity than vessels still constrained by a rigid metal
stent. So one of the coprimary endpoints for the three-year
follow-up were superiority of Absorb versus Xience in angiographic vasomotor reactivity after administration of intracoronary nitrate. The other coprimary endpoint was non-inferiority
of angiographic late-lumen loss, which would show that the
disappearing Absorb stent did not cause any more reduction in
the vessel’s open space over the medium-term than a durable
metal drug-eluting stent.
November 7, 2016 | Medtech Insight | 9

� R&D �

However, the trial failed to meet either endpoint.
The vasomotor reactivity at three years was not statistically
different between the Absorb and Xience patients – .047mm
in the Absorb group vs .056mm in the Xience group (psuperior=0.49). The average late luminal loss was larger in the Absorb
ity
group than in the Xience group – 0.37mm vs 0.25 mm (pnon-inferiori=0.78), and this difference in luminal dimension was confirmed
ty
by intravascular ultrasound.
The secondary endpoints of patient-oriented composite endpoint, Seattle Angina Questionnaire score, and exercise testing
were not statistically different in both groups.
Although the trial was not powered for the safety endpoint,
the composite risk of adverse events appeared significantly
worse for the Absorb group than the Xience group – 10% vs
5% (hazard ratio 2.17), driven by mainly by more target vessel
myocardial infarctions in the Absorb group than the Xience
group – 6% versus 1%. Of the myocardial infarctions in the
Absorb group, 52% in the Absorb group were peri-procedural
and all of the myocardial infarctions in the Xience group were
peri-procedural.
“Future studies should investigate the clinical impact of accurate intravascular imaging in sizing the device and in optimizing
the scaffold implantation,” Serruys et al. explain in The Lancet.
Given the incidence of probable stent thrombosis with Absorb, prolonged dual antiplatelet therapy with Absorb hdould
also become a topic for future clinical research, the authors
conclude.
Abbott attributes the stent thromboses in the trial to suboptimal implant technique. “The ABSORB II study began five years
ago when physicians used implant techniques that are no longer used today for Absorb -- which has a slightly larger profile
than commonly used metallic stents,” Charles Simonton, Abbott
Vascular’s Chief Medical Officer, explained in a statement on
the ABSORB II results. “These techniques, which are in practice
today, include preparing the vessel with pre-dilatation angioplasty, appropriately sizing the vessel, and post-dilatation.”
Simonton says that a post-hoc analysis of a subset of patients
treated with Absorb with the “proper” implantation technique
showed no cases of stent thrombosis at three years. Also, analyses from five randomized clinical trials of Absorb and the GHOST
EU European patient registry trial that demonstrate proper implantation technique affects optimal outcomes and that Absorb
produces comparable short- and long-term results to Xience
when it is implanted properly. The company says it is rolling out
Absorb in the US in phases, to ensure physicians are adequately
trained on proper implantation technique.

Absorb, which has thicker struts and is more fragile than metal
drug-eluting stents, over established metal drug-eluting stents
unless clinical data proves they provide a long-term advantage.
Several other companies, including Elixir Medical Corp.,
REVA Medical Inc., Biotronik SE & Co. KG, and Amaranth
Medical Inc., are developing competing bioresorbable designs that may overcome the limitations of Absorb. Meanwhile,
Medtronic PLC, Boston Scientific Corp., and Biosensors International Group Ltd. are developing stents metal drug-eluting stents with either a dissolving polymer or no polymer it at
all, because histological data shows that the polymer that binds
the drug to the stent, rather than the metal stent itself, is the
main source of the inflammatory response that impedes healing in stented vessels.
In an editorial accompanying the three-year ABSORB II results
in The Lancet, Robert Byrne from the Deutsches Herzzentrum in
Munich and Adnan Kastrati from the German Centre for Cardiovascular Research in Munich, observe: “Although expectations
regarding late performance have not been realized to-date, the
obvious advantage of a stent that disappears remains a goal
worth pursuing.”
The editorialists point out that the “worrisome” number of
probable stent thrombosis and myocardial infarctions seen
with Absorb in the three-year Absorb II data is consistent with
that seen at earlier follow-up points, suggesting that most of
the risk comes in the early days and weeks after stenting. “This
temporal pattern suggested that factors related to the implantation technique itself might play a dominant part, which in
turn offers the prospect to mitigate this risk by modification of
implantation protocols,” Byrne and Kastrati explain.
And, because ABSORB II three-year follow-up was not powered for clinical endpoints, “it remains to be seen whether the
adverse safety signal is a real finding,” the editorialists explain.
“For this reason, regardless of the follow-up protocol originally
planned, ongoing large-scale trials with bioresorbable scaffolds
should schedule additional evaluations and report three-year
outcomes for all patients. Ultimately, this represents the best
chance to assuage concerns arising from the observations of
Serruys and colleagues.

Disappointing – But Maybe Not Discouraging
US FDA approved Absorb GT1 on July 5 based primarily on the
results of the pivotal 2,008-patient, randomized ABSORB III trial,
which showed that Absorb is non-inferior to Xience metal drugeluting stent, as well as data from the ABSORB II trial and the
ongoing ABSORB IV study. But ultimately, mere non-inferiority
will not be enough to compel many interventionalists to choose
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US Army Joins Forces With Israeli Startup For
4-Min Malaria, CBC Test
Catherine Longworth catherine.longworth@informa.com

medtech.pharmamedtechbi.com

SightDx’s benchtop device Parasight
uses computer-vision based
technology to detect malaria

Source: SightDx

I

sraeli startup Sight Diagnostics (SightDx) has teamed up with the United States
Army Medical Research Directorate Kenya (USAMRD-K) to develop and clinically
assess a portable point-of-care malaria and
complete blood count (CBC) device.
The privately held company currently
markets Parasight – a benchtop, malaria
detection platform that uses computervision based technology to analyze blood
samples. The device is designed to give
a fast and accurate diagnosis of malaria
within four minutes of testing, and since its
launch two years ago SightDx has placed
75 devices in malaria-risk countries.
Seth Salpeter, SightDx’s VP of business
development, told Medtech Insight: “On the
heels of our success with the [first-generation] larger device, we wanted to expand to
users who are doing smaller test [volumes]
annually. We’re hoping the new device will
be expanded to smaller labs and can help
doctors quickly detect malaria parasites in
remote and harsh environments.”
The first-generation benchtop Parasight device is capable of scanning up
to 30 blood samples at a time, while the
new portable point-of-care device will be
set to scan up to five samples and is designed for use in remote, rural conditions.
It combines computer-vision algorithms
to identify blood components, with
cartridges being placed in the device,
scanned and the result output presented
on the device’s touchscreen.
SightDx will conduct clinical trials on
around 500 people to test the system at the
USAMRU-K field facility in Kisumu, Kenya,
and if proven successful, the firm expects
to launch in the middle of 2017. USAMRUK is located in the Kenyan capital Nairobi
and is one of five US Department of Defense (DoD) overseas research laboratories.
“We’re seeing our collaboration with the US
army as a really good segue into marketing
of the smaller device,” explained Salpeter.
Malaria is still the world’s most infectious
disease with more than 1 million people

dying every year from the disease, and
half of the world’s population at risk of being infected. A 2014 malaria report by the
World Health Organization predicted that
overall malarial control expenditure was to
exceed $5bn between 2010 and 2015.
At present, microscopy is considered the
gold standard for malaria diagnosis with
2.5 billion tests carried out every year, but
SightDx said they identified a need to develop a more rapid, automated system to
replace the “antiquated” technology. “While
training a human behind a microscope can
take weeks or months – with this machine
you can train a user to use it within an hour.
The machine is really automated so all you
need to do is learn how to mix the solution
with the blood sample,” said Salpeter.
“What we’ve created is a unique, very
fast, fluorescent stain system where users
can prepare samples in just 15-30 seconds,”
he explained. The samples are then inserted into the system, and the computer vision technology scans over a million-anda-half red blood cells and cells in the blood.
This is in contrast to the microscopy approach, where it takes half an hour to prepare samples and the microscopist is able
to view only 10,000 cells at a time. “With
our system, within four minutes, over oneand-a-half million red blood cells can be
scanned and provide a diagnosis which is
significantly more accurate than the aver-

age human microscopist could give. Our
studies show that our accuracy is between
98 percent and 99 percent, while the average microscopist worldwide doesn’t get
anywhere near that level,” said Salpeter.
The launch trial to test the device in
a field environment will be headed up
by John Waitumbi, a senior scientist and
chief of the Basic Science Laboratory at
USAMRD-K and will also be testing the
company’s complete blood count technology. Waitumbi told Medtech Insight: “What
is interesting about this technology is that
[in addition to detecting malaria parasites],
it can also provide the patient’s anemia status. A miniaturized, point of care diagnostics device would be ideal for use in austere
environments, and we hope to collaborate
with SightDx to ruggedize the machine.”
The company believes the market for a
portable standalone CBC device is significantly larger, with specific potential in the
West. They aim to develop and market a
point-of-care complete blood count device that can be used in ordinary hospitals
and doctors’ offices in the coming years.
Salpeter said: “Currently we’re only selling the malaria application to limited locations in the West but with a CBC device
we hope to be moving forward to broader
horizons in Europe and the US.”
Published online 10/28/16
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SafeHeal Set To Bring Colovac Colonic Bypass
Sheath Into Clinical Trials

SOURCE: SafeHeal Medical

Reed Miller reed.miller@informa.com

SafeHeal’s Colovac colonic anastamosis protection device

T

he first-in-man trials of SafeHeal
Medical’s Colovac, a colonic anastomosis p rotection device designed
to obviate the need for diverting ostomies
in patients undergoing colectomy, will begin enrolling patients in Europe by the end
of 2016, according to CEO Anne Osdoit.
The safety and feasibility of Colovac,
invented by digestive surgeon Charam
Khosrovani in Sorgues, France, has been
established in pre-clinical trials in 90 pigs,
including a randomized pig study, Osdoit
told Medtech Insight. In September, the
company earned approval from several
sites in Europe to begin trials in humans
that will demonstrate the safety of the device and earn a CE mark, Osdoit said.
Colorectal resection surgery to remove
a part of the colon afflicted with cancer
or other diseases such as inflammatory
bowel disease requires the creation of an
anastomosis where the healthy parts of
the colon are reconnected. Until this linkage heals, it is prone to leaks, infection and
fistulas. So far, the best way to mitigate
12 | Medtech Insight | November 7, 2016

those risks is for the surgeon to create a
temporary bypass to an ostomy in the
abdomen which serves like a temporary
anus. The anastomosis usually heals within two weeks, but the patient has to rely
on an ostomy bag for up to six months following the procedure, and then undergo a
second surgery to remove the ostomy and
restore their colon’s anatomy.
“Patients hate it, of course, and physicians don’t like it, and it’s still prone to
complication,” Osdoit said. “About 25 percent of patients who get an ostomy will
have complications. It’s not a good thing
to take care of. And then there’s the second intervention which is a burden, especially with the patients who are often not
doing very well anyway. These are sick
patients.”
Colovac is essentially a large stent attached to a plastic tube that can be implanted inside the colon with a catheter
delivery system. One end is anchored
above the anastomosis and the walls of
the tube protect the anastomosis from

contact with the feces or anything else
passing through the colon.
Osdoit said that the bypass concept is not
new, but “people never really figured out
how to anchor the bypass [device] because,
by design, the colon tends to expel whatever goes through it,” Osdoit said. Many other
bypass tube designs failed to be commercialized because the anchor never worked
very well so the devices tended to migrate.
Other designs failed because they were too
difficult to deliver. “Surgeons said ‘no way,
I’m not going to use this. I’m not going to
go through a fresh anastamosis with this
and I’m not going to stitch it to the colonic
wall,’” Osdoit explained.
“So the innovation [behind Colovac]
is how we anchor it on the colonic wall
above the anastomosis.” Colovac relies
on a combination of radial force, which
expands into the colonic wall, as well as
a vacuum mechanism that pulls in the
mucosa of the colonic wall around the
device, which keeps the device in place
where it will not migrate.
“What physicians like about this is
that it’s minimally invasive. We don’t go
through the colonic wall in any manner
so there’s no risk of infection” Osdoit said.
She also pointed out that the operator can
easily reverse the procedure and pull the
device out if necessary. The Colovac stays
in the patient for ten to 14 days while the
anastomosis heals and then the doctor can
remove it without surgery during a simple
office visit, eliminating the need for the
costly and potentially risky second surgery
that is required to remove an ostomy following traditional colon resection surgery.
Osdoit estimates that there are about
250,000 such colonic resection procedures every year in the US and Europe.
In addition to those procedures, Colovac
could also help the many patients who
are refusing colonic resection and instead
taking their chances with other therapies
that treat the disease without removing
part of the colon, such as radiotherapy.
© Informa UK Ltd 2016
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“There’s a fraction of people who say ‘I’m
not getting operated on if I’m going to
wear this pouch,’” she explained.
“With this particular device, the incentives are pretty much aligned for everyone,” Osdoit explained. “Patients want to
recover from their surgery without the
need for an ostomy. Physicians want to
reduce complication rates – and these
complications are pretty significant – and
the payers want to avoid paying for that
second surgery as well as for the ostomy
maintenance and complication costs.”
Following the first-in-man studies, SafeHeal hopes to sponsor clinical trials that
show the device can save costs overall by
eliminating complications and the need
for two surgeries, as well as demonstrate
patient satisfaction with their outcomes.
So far, the company has begun pre-submission meetings with US FDA with the
intention of eventually seeking a 510(k)
for Colovac based on substantial equivalence to some other colonic anastomosis
bypass devices that have been cleared by
the agency, but were never commercialized, Osdoit said. Once SafeHeal knows
what FDA’s clinical data requirements will
be for the 510(k), the company will have a
better idea how much more money it will
need to achieve that goal, but Osdoit predicts it will be around $3 or $4m.
Osdoit gave a presentation on Colovac
on behalf of SafeHeal during the finals of
the global MedTech Innovator competition
on Oct. 19 at the annual AdvaMed conference in Minneapolis. Ultimately, Green Sun
Medical won the $200,000 grand prize for
its dynamic spinal brace to treat scoliosis.
Even though SafeHeal did not bring
home the big check, Osdoit said being
selected from hundreds of applications
to be one of the five finalists in the competition at the AdvaMed conference was
a great opportunity for the company. In
the run-up to the finals, MedTech Innovator, an organization founded by Johnson
& Johnson and RCT Ventures, provided
the leaders of the finalist companies with
“super-high quality,” tailored mentorship
program to provide advice on developing their technologies. MedTech Innovator has also brought attention to SafeHeal
from potential investors and/or compamedtech.pharmamedtechbi.com

“With [Colovac], the
incentives are pretty
much aligned for
everyone. … Patients
want to recover from
their surgery without
the need for an ostomy.
Physicians want to
reduce complication
rates – and these
complications are
pretty significant –
and the payers want
to avoid paying for
that second surgery as
well as for the ostomy
maintenance and
complication costs,”
says Anne Osdoit,
CEO of SafeHeal.
nies that might acquire it. “Being a European company, it’s hard to get exposure
to the US scene,” Osdoit said. “The interest
it has triggered [from potential acquirers] is such that we would never have had
without the program.”
SafeHeal Accelerated By
MD Start
SafeHeal is a portfolio company of MD Start,
a Paris-based medtech accelerator supported by Bpifrance, France’s public investment
bank, venture capital firm Sofinnova Partners, LivaNova PLC, and Medtronic PLC.
Osdoit is a partner in MD Start in addition to
her role as CEO of SafeHeal.

This month, MD Start raised $11.5m to
invest in existing and new projects. It is
mostly focused on therapeutic devices,
as opposed to diagnostics, especially implantable devices, Osdoit said. Some of its
other portfolio companies include: Advanced Perfusion Diagnostics, which is
developing a device for noninvasive and
continuous assessment of gut microcirculation in critical care and surgical settings;
Corwave, creator of a left-ventricular assist device that uses an oscillating membrane to create pulsatile blood flow; and
LimFlow, which is trialing a percutaneously implanted shunt for venous arterialization of the foot for the treatment of
end-stage critical limb ischemia.
MD Start was created by Sofinnova to
help inventors bring innovative medical
technologies to market because “They
were getting a lot of physicians knocking on their door with ideas and looking
for funding, but these physicians had no
company or business plan,” Osdoit explained. “When we meet the inventors, at
first, there is nothing. Sometimes there is
IP. But often it’s just a drawing or an idea.”
MD Start serves as both the entrepreneur
and the funding source for these technologies, until they reach the stage can be supported by other venture funding or sold to
a corporate interest, which is usually around
the time the device enters first in man clinical trials or when it earns a CE Mark.
“We’ve found in Europe that physicians
tend to stay with their day job treating patients and not jump to create companies
themselves – much less than in the US,”
Osdoit said. “There’s just not the same entrepreneurial culture. There’s a wealth of
good ideas that have been left undeveloped. [Often] the physicians will, at best,
develop IP or do a little bit of prototyping
but usually they don’t.”
Medtronic’s and LivaNova’s investment in
MD Start does not give them any rights or
obligations to any resulting products or the
portfolio companies. However, their investment provides them seats on MD Start’s
board, which gives them a first look at
many new inventions they might not find
out about until much later otherwise.
Published online 10/28/16
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Bonesupport Banks In More Cash, Pharma Expertise For
Bioceramic Bone
Tina Tan tina.tan@informa.com

F

ollowing a fresh round of equity and
Results from a prospective study pubdebt financing, BoneSupport AB has
lished in the September 2016 issue of The
added $37m to its coffers which will
Bone and Joint Journal backed the incluenable the company to further advance
sion of Cerament G in the management
sales of its antibiotic-eluting bioceramic
of dead-space in patients with chronic osbone scaffolds from its Cerament platform,
teomyelitis (bone infection) using a single
among other initiatives.
surgical procedure. Follow up data from
This latest injection of funds brings the tothe first hundred patients that took part
tal raised by Bonesupport to around $107m.
in this study showed that the use of CeraThe debt financing was provided by Krement G led to infection being eradicated
os Capital, and the equity investment came
in 96 patients with just a single procedure
from Lund, Sweden-based Bonesupport’s
and the four recurrences of infection were
existing shareholders – HealthCap, Lundsuccessfully managed with repeat surgery.
beckfond Ventures, Industrifonden, AP3
Adverse events were uncommon, with
(The Third Swedish National Pension Fund)
three fractures, six wound leaks and three
and Carl Westin – and two new investors,
unrelated deaths.
Bonesupport’s Cerament,
Arctic Capital and Tellacq AB. The latter led
“These products behave in the market
injectable osteoconductive
the equity financing and in conjunction
place
more like a pharma product or a bio
bone void filler
with the investment, Håkan Björklund, a
product than it does a typical device, like a
partner at the private investment firm, will
knee joint or hip joint,” said Davies. “When
join Bonesupport›s board of directors as chairman. The appointlook at how they are bought at the hospital level, that process in
ment is subject to shareholders› approval and will see BonesupEurope looks more like a pharmaceutical sell than a traditional
port strengthen its in-house pharmaceutical industry expertise
medtech sell.”
– Björklund was the former CEO of Nycomed (later acquired by
The new funds that Bonesupport has raised will partly go toTakeda in 2011) and is currently chairman of Swedish Orphan Bioward increasing the amount of data to back the clinical efficacy
vitrum AB, while Bonesupport›s present CEO, Örn Stuge, comes
of the technology, to add to its health economic proposition, and
from a medtech background, having worked at Medtronic for 12
also to push forward the US clinical trial of Cerament G in order to
years, and at Abbott Labs for six years.
get FDA pre-market approval.
Earlier this year, in January, Bonesupport had also brought
The FORTIFY study, which expects to enroll its first patient bein a new CEO from the pharma industry. Richard Davies, who
fore the end of 2016, is a randomized multicenter controlled trial
has worked with companies including Eli Lilly and Amgen, told
to evaluate the safety and efficacy of Cerament G as part of surgiMedtech Insight that the Bonesupport is selling its CE-marked
cal repair of open diaphyseal tibial fractures.
Cerament G, the gentamicin-eluting bone graft substitute, and
If all goes well, Bonesupport would be looking at a US launch of
Cerament V, which elutes vancomycin and is also CE-marked, as
Cerament G within a 2019/2020 timeframe. Cerament V will then
if it were a specialty pharmaceutical company even though the
follow behind, and get into the market via the 510(k) clearance
regulatory process for the products is that for medical devices.
route, using Cerament G as the predicate.
Cerament G and Cerament V are bone filler materials designed
Cerament G and Cerament V – together with Bonesupport’s
to be injected into bone voids caused by trauma, infection disflagship product, Cerament BVF (bone void filler) – are already
ease or related surgery. The osteoconductive property of the
sold in several European countries using a direct/distributor hybioceramic material (a calcium sulphate and hydroxyapatite mix)
brid model. Cerament BVF is currently sold in the US through a
means the filler acts a scaffold that encourage natural healing of
partnership with Zimmer Biomet.
the bone and remodeling to the host tissue. Cerament has demDavies added that the new funds will be used to further develop
onstrated that it can achieve bone remodeling in 6-12 months,
the company’s pipeline of products for eluting other drugs, aside
which Davies says is faster than currently available bone substifrom antibiotics. It believes Cerament has the potential for use in
tute products. The elution of antibiotics by Cerament G and Ceratreating osteoporosis, cancer and pain.
ment V also means that the bone healing process is further proPublished online 10/26/16
tected from infection.
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Start-Up Spotlight:

Enable Injections, On-Body Biologics Delivery By
Oreo-Sized Device
Bob Kronemyer bkronemyer@frontier.com

I

nstead of enduring costly, repeated
intravenous infusions of medicine
for chronic diseases in a health-care
setting, patients could eventually be
equipped with a wearable injector for the
delivery of a biologic drug at a controlled
flow rate.
A small, low-profile, on-body delivery
system from Enable Injections Inc. is
roughly the size of an Oreo cookie and
will be available in six drug volume sizes,
ranging from 5ml-50 ml. Patients wear the
light-weight device typically on the abdomen for as little as a few minutes a day
once a month, to up to an hour or more
daily for a lifetime.
The drug is delivered comfortably via a
proprietary delivery mechanism that uses
normally a 31-gauge needle.
The company is targeting all subcutaneous injections of high-volume (greater
than 1-2 ml) biologic drugs, because
drugs of lesser volume are typically delivered through a prefilled syringe or an
autoinjector. Tens of millions of people
worldwide currently take larger volumes
of IV therapy for diseases like cancer, autoimmune, blood, genetic, cardiovascular
and infectious disorders. The wearable injector has a market potential of between
$5bn-$15bn over the next 10 years, as
dozens of biologics become commercially available for subcutaneous injection.
CE mark for the Enable device is expected in one-to-two years from now, with US
FDA approval in about two years. For a
currently marketed drug, the regulatory
path would either be a supplemental new
drug application (NDA) or a biologic license application (BLA); for a drug in clinical studies, the device will be part of the
study for approval.
Enable Injections president and CEO
Michael Hooven was inspired to found
the company in 2010 while working as a
consultant for VC firm CincyTech in Cinmedtech.pharmamedtechbi.com

cinnati. CincyTech introduced Hooven to
innovative physicians at Cincinnati Children’s Hospital Medical Center who developed a technology for painless pediatric
vaccination. As a result, Hooven began
collaborating with the hospital, which
was one of the company’s initial investors.
In 2012, the business redirected its focus
to a body-worn injection for biologics.

Enable Injections Inc.
2863 E. Sharon Road
Cincinnati OH 45241
Phone: +1 513 326 2800
www.enableinjections.com
Contact: Jeannie Joughin, VP of
corporate development
Industry Segment: Wearables
Business: Patient self-administration of subcutaneous biologics to
treat cancers, autoimmune and
other diseases
Founded: February 2010
Founder: Michael Hooven, president and CEO
Employees: 50
Financing to date: Undisclosed
Investors: ORI Healthcare Fund
LP; CincyTech; Cincinnati Children’s
Hospital Medical Center; CintriFuse;
Ohio Innovations Fund
Board of directors: Mark Collar
(formerly of P&G Pharmaceuticals
and Personal Health); Robert Coy
Jr. (CincyTech); Richard D’Augustine
(formerly of Ethicon Endosurgery);
Michael Hooven; Simone Song (ORI
Capital); Daniel Von Allman MD
(Cincinnati Children’s Hospital Medical Center); Norman Weldon PhD
(Partisan Management Group Inc.)

The greatest technical hurdle in developing the on-body delivery system was
incorporating existing container closure,
which uses a standard vial or syringe into
a product for simple and convenient use.
“The use of standard container closure
allows the pharmaceutical firm to eliminate any change to its manufacturing
filling process, which saves about two
years in the development cycle and any
costs associated with developing a completely new manufacturing line,” Hooven
explains.
The wearable injector will be sold to
drug companies. “But they will not need
to put their drugs into our product, which
they currently have to do with everyone
else’s product,” Hooven says. “We figured
out a way to separate and decouple the
drug from the device. The patient simply
inserts the pharmaceutical company’s
package – either a vial or a syringe – into
the device. So the drug company does
not have to change anything in its drug
manufacturing.”
Hooven founded AtriCure Inc. (surgical treatment of atrial fibrillation) in 2000,
where he remained as president and CEO
until 2008. Prior, in 1994, Hooven founded
Enable Medical Corp. (bipolar radiofrequency surgical instruments), where he
also served as president and CEO until
2000; subsequently, the company was
acquired by ArtiCure in 2005. In addition,
Hooven was in charge of all internal device development for Ethicon Endosurgery from 1988-1994.
Enable Injections has three issued and
15 pending patents, and does not share
any royalties and/or revenues with another entity.
Prescribed by a patient’s treating physician, the wearable injector function is entirely mechanical and is made of standard
IV material like stainless steel, silicone
rubber and polycarbonate. The disposNovember 7, 2016 | Medtech Insight | 15
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able, one-time use device is also integrated with electronics for patient monitoring
and compliance.
The device is used at home in conjunction with a refrigerated supply of vials or
syringes of a particular biologic that the
patient picks up at a specialty pharmacy.
The vial/syringe is inserted into the device, which automatically warms the drug
to within a few degrees of room temperature. “All other similar devices require that
the patient wait 30 to 60 minutes, or even
longer, before commencing therapy,”
Hooven notes.
No anesthesia is needed for the adhesive-backed device, which the patient
then adheres to the body. Next, the patient presses a red button on the front
of the device, which causes the needle
to be inserted through the skin, and begins a controlled delivery of the drug
subcutaneously.
“As long as the button is flush, the drug
is being delivered,” Hooven says. There is
also a viewable small gas gauge on the
face of the device that lets the patient
know what percent of the drug has been
delivered (moving from full to empty).
Moreover, the patient is able to pursue
normal activities during treatment. “We
anticipate minimal discomfort,” Hooven
says. However, if a patient experiences
uneasiness at any time during treatment,
he can simply press the button to pause
drug delivery; once the patient feels better, he removes his hand from the button

and therapy resumes.
When the drug has been completely
delivered, the needle automatically retracts and the red button pops up, preventing the patient from pressing the
button again. The patient then removes
the device and disposes it. Besides enhancing patient compliance with the
wearable injector, using a standard vial
or syringe minimizes drug stability issues
often encountered with new container
closure systems.
A 10-patient study conducted last year
comparing the wearable injector to a syringe and to an external pump for each
patient concluded that patient comfort
was significantly higher with the injector
and anxiety level was considerably lower.
Wearable competitor West Pharmaceutical Services Inc. (Pushtronex) is a
motorized, gear-driven plunger in a nonstandard cartridge container that needs
to be filled on a special manufacturing
line and is limited to a maximum drug
volume of 3.5 ml. In July, Amgen Inc. announced FDA approval of using Pushtronex to administer a monthly, single dose of
its blockbuster drug, Repatha (evolocumab), to treat high cholesterol.
A second wearable rival, Sensile Medical AG (SensBolus), makes a highly complex combination reusable/disposable
device, which is also motorized. It is also
significantly larger, heavier and more complex than the Enable device and does not
have the capacity for very large volume.

The commercial launch of Enable Injections’ product to drug manufacturers
though partnerships is expected within
the next two years. “We do not require
any kind of sales, marketing or distribution to design and ship an optimized
delivery system for a particular drug,”
Hooven conveys. The company has been
in discussions with more than 40 pharma
firms and has entered into agreements
with more than 20 of them. But Hooven
would only divulge the agreement with
CSL Behring, the world leader in immunoglobulin therapy.
Enable Injections also inked a partnership with FlexMedical Solutions (previously Flextronics International Ltd.) in
February to develop and manufacture its
injectors in high volume.
In September, Enable Injections closed
a $30m Series A round, led by ORI Healthcare Fund LP. Prior to that, the company
was funded an undisclosed amount
through a combination of capital investment from board members and revenue
from multiple pharma partners. No additional fundraising is planned at this time.
The most likely exit strategy for the
company is an IPO in about three years.
“We believe our technology will provide
significant benefits to patients and our
pharma partners,” Hooven says. “We also
expect to have a significant impact in reducing worldwide health-care costs.”
Published online 10/31/16
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China Confirms
Second Batch Of
Device Clinical
Trial Exemptions

French Medtechs Blast
‘Double Whammy’ Of Price Cuts,
New-Product Stalemate
Ashley Yeo ashley.yeo@informa.com
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A

total of 267 of class II medical
devices/equipment and 92 in class
III have been added to the list of
devices that are exempt from clinical trials
in China. The number of products in this
second batch of exemptions, announced
[Chinese text] in late September by the
China Food and Drug Administration, is
slightly more than in the draft exemption
list, which was released in May 2016.
The final list is longer following feedback from the industry, ARQon consultant
May Ng told Medtech Insight. “They have
exempted many more products from
clinical trials following a lot of discussions
around the second batch,” she said. The
first batch of exemptions, issued at the
end 2014, listed 488 class II and 79 class
III devices. The latest additions to the list
of devices not needing to undergo clinical
investigations in China brings the number
of exempted devices to more than 900.
Applicants who have devices on the final list are not required to carry out clinical
investigations in China, but should simply
submit information about the product to be
registered with comparative product information at the time of the registration filing.
Ng commented the that the “significant
amount of devices” now on China’s clinical
investigation exemption list will reduce the
amount of local investigation work undertaken in China, and thereby assist manufacturers and other stakeholders. “With the
additional products in this second batch of
exempted list, it will help to lighten the workload on industry in terms of registration, increase the efficiency of medical equipment
registration reviews and of the approval departments, and generally help meet clinical
needs in a timely manner,” she said.

T

he French national health care
products reimbursement agency,
the CEPS (Comité économique
des produits de santé), is not operating
as it should. At least, not as far as French
medtech industry association (SNITEM)
chief executive Eric Le Roy is concerned.
The CEPS president, Maurice-Pierre
Planel, has all but acknowledged the concerns of industry and the problems faced
by his agency as it addresses its main task
of setting pricing and reimbursement for
new products. But its ongoing failure to
address file processing delays is testing
the industry’s patience, and, moreover,
could have repercussions for other parts
of the health-care delivery chain.
Planel publicly acknowledged these
problems at SNITEM’s Annual General
Meeting in June. He said then that the
abnormal delays in file-handling were
the result of administrative difficulties. He
also acknowledged that health minister
Marisol Touraine had insisted he draft a
plan to address these issues.
Then, in August, Planel received a letter
from four ministerial signatories (includ-

ing Touraine), once again stressing the
urgency of the situation and requesting
he take action to substantially reduce the
delays in new file-processing. For SNITEM,
which has watched the problems building since the beginning of 2016, it was
extremely frustrating, Le Roy remarked.
Speaking to Medtech Insight this week,
the SNITEM chief executive said nothing
had changed in the interim. “From what
we can see – and the reason we are now
alerting the authorities – the delays are
getting worse,” he said. This was partly
down to staff shortages and illness at
CEPS, but it was also due to something
that had angered the industry: CEPS’ drive
since August to reduce the price of some
250 existing devices.
“All of CEPS’ resources in August and
September were diverted to this task,”
said Le Roy. “So, for new products, there
is no improvement in handling times.
In fact, it’s deteriorated further, as there
are even fewer competent people than
there were in June to manage medical
device dossiers.” And with the departure
of yet another senior CEPS specialist in
November 7, 2016 | Medtech Insight | 17
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mid-October, the problems have been
exacerbated. “The situation is totally unacceptable – it was already bad in June,
and now it is even worse,” said Le Roy.
There is not a lot of transparency of the
CEPS’ staffing and needs. More staff are
thought to have joined the CEPS in early
October, but they take time to be trained.
“The problem is that there are so few people who know this sector, and often they
have to come from the pharma sector,”
said Le Roy. So the necessary expertise
is not always available, and pricing delays are already running to over 400 days,
whereas French law says that the ministry
of health must set prices within 180 days.
There is a major backlog of products
waiting to be addressed, sometimes with
delays of close to a year beyond what is
prescribed by the law. As of now, the CEPS
is reviewing products that were given
an opinion by the health technology assessment agency, HAS (Haute Autorité de
Santé), toward the end of 2015.
Industry: Words Are Not
Enough
How Planel is addressing the worsening situation is not 100% clear. SNITEM
has reportedly been told by the ministries of health and the economy that the
CEPS does have a plan and is recruiting
people. “That’s fine, but for the moment
it’s still just words; we have been waiting for such a long time and we now say:
enough is enough,” said Le Roy.
There is heavy pressure for the government to make social security financing
cuts, and many efforts seem to be addressing price cuts, but there is still nothing on
new-product pricing. “With the cuts and
an inability to introduce new products, it’s
a double-whammy – an impossible situation. No system can work like that.”
When will matters improve? “I would like
to think that things might pick up early next
year, but I am very pessimistic. We were told
six months ago that the problems were being tackled. But the fact is that the CEPS
still needs to recruit people and train them.
And they need to divert their efforts toward
new-product pricing – not price cuts.” In
practice, the industry group has not seen
any progress yet, he added.
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the delays might have on decisions on
whether or not to invest in France.
“I am hoping that we will get people at
the CEPS who are motivated enough to
address this issue,” said Le Roy.

We were told six
months ago that
the problems were
being tackled,”
SNITEM CEO
Eric Le Roy says.
“But the fact is that
the CEPS still needs
to recruit people
and train them. And
they need to divert
their efforts toward
new-product pricing –
not price cuts.”

Meantime, the industry is impacted,
and French patients are denied innovations, Le Roy argues. “We cannot take industrial action, so we just keep repeating
that the situation is intolerable.” SNITEM
has also told the authorities about how
foreign companies might view the situation, and the negative influence that

Price Cuts Not By Consensus
The CEPS proposal to cut the reimbursement tariffs of some 250 products on the
LPPr (the list of reimbursable products and
services) by an average of 10% was published on Aug. 5. The cuts, to products addressing conditions including diabetes,
sleep apnea, incontinence, stoma, orthopedic, nutrition and pressure ulcer devices, are
to be made in the last few months of 2016.
SNITEM took a dim view not only of the
price-cut decision itself, but also of the
fact that the CEPS would publish a plan of
such major importance during the summer
months. Moreover, the proposal was not
arrived at by consensus, included no economic and health-care impact analysis, and
gave companies only 30 days to comment.
What’s more, the cuts coincide with
medtech companies’ early activities
efforts to factor in the future costs of
complying with the EU Medical Device
Regulation (MDR), due to be fully implemented across the EU by 2020.
SNITEM’s initial reaction was to request
total withdrawal of the tariff-cuts plan.
He pointed out that, given many of the
products targeted for cuts are intended
for use in the community, it goes against
the French government’s headline aim of
moving patient care away from the inpatient setting when possible.
It also runs counter to the French drive
to promote quality of care, Le Roy said,
and conflicts with the health-care system efficiencies that are envisaged in
the Médecine du future plan, which was
launched in spring 2015, and is championed by the French health-care industries strategic council (CSIS).
CSIS is a joint industry-government
forum that reports to the prime minister
and seeks to invest broadly in innovative
medtech, drugs and diagnostics, and to
set up clusters of expertise in biotech
and medtech.
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Notified Body
Numbers
Continue To Fall
Amanda Maxwell
amanda.maxwell@informa.com

T

he number of notified bodies
designated under the EU’s Medical Devices Directive (MDD) continues to slowly but steadily drop. There
are now 58 notified bodies designated
under the MDD, down from the peak
period when there were upwards of 80
such organizations under the directive.
A big drop on the count of notified
bodies is expected when they have to
decide whether or not to apply for redesignation under the forthcoming EU
Medical Devices Regulation. Many experts predict that the number of notified
bodies will fall below 40 after that point.
Germany is among the countries with
the biggest recent losses in notified
bodies operating under the MDD. The
country has lost four notified bodies
compared to the 14 that were operating
in 2013, and two of those were lost since
February alone this year. Poland now
only has one notified body compared
with the four it had in 2013; the Czech
Republic has just two, compared with
five notified bodies in the country three
years ago; and Portugal and Romania
each have lost their one and only notified body in recent years, according to
the European Commission’s Nando database. (See table.)
Switzerland, which has a Mutual Recognition Agreement with the EU, now
has just two notified bodies under the
MDD, down from five in 2013.
Countries which have bucked the
trend and experienced an increase in notified bodies designated under the MDD
since 2016 are Finland, Italy, Netherlands
and Turkey, each of which have added
one new designation since 2013.
When it comes to the other current
frameworks governing oversight of
medtech in the EU – the Active Implantmedtech.pharmamedtechbi.com

Country-by-country trends in notified bodies designated
under the Medical Devices Directive, the Active Implantable
Medical Devices Directive and the IVD Directive.

MDD
Country

2013

Feb.
2016

Current
total
(Oct.
2016)

Feb.
2016

Current
total
Oct. 2016

Austria

1

1

Czech Republic

2

2

France

1

1

Germany

5

4

Hungary

1

1

Ireland

1

1

Italy

1

1

Netherlands

1

1

Spain

1

1

UK

1

1

16

14

Feb.
2016

Current
total
Oct. 2016

Austria

1

1

Czech Republic

1

1

Denmark

1

1

Finland

1

1

France

1

1

Germany

4

3

Hungary

3

2

Ireland

1

1

Italy

1

1

Netherlands

1

1

Slovakia

2

2

Spain

1

1

1

Turkey

1

1

UK

4

4

23

21

EU member states
Austria

2

2

2

Belgium

2

1

1

Czech
Republic

5

2

2

Denmark

1

1

1

France

1

1

1

Finland

1

2

2

Germany

14

12

10

Greece

1

1

1

Hungary

4

4

3

Ireland

1

1

1

Italy

9

9

10

Luxembourg

1

1

1

Netherlands

1

1

2

Norway

2

2

2

Poland

4

2

1

Portugal

1

0

0

Romania

1

0

0

Slovakia

4

2

1

Slovenia

1

0

1

Spain

1

1

1

Sweden

2

2

2

Turkey

4

5

5

UK

5

5

5

Countries with Mutual
Recognition Agreements
Australia

1

Switzerland

5

2

2

75

60

58

Total

AIMD Directive

Totals

IVD Directive

Totals
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able Medical Devices Directive and the
IVD Directive – there has been a similar
trend.
But, for the AIMD and IVDD, no additional notified bodies have been designated in any EU country recently. This
is despite the prediction of particularly
large additional workload coming as a

result of the new conformity-assessment
requirements under the IVD Directive.
Germany has lost one of its former five
notified bodies in the AIMD area and one
in the IVD area so far this year. Meanwhile, Poland has lost the only AIMD notified body business in its territory, and,
in Hungary, the number of notified bod-

ies working in the IVD area dropped from
three to two. (See table, p. 19.)
There have been no notified bodies
under MRAs operating in the context of
the AIMD nor IVD Directive since early
this year.
Published online 10/31/16
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Medtech Insight: The US has long been
regarded as the more challenging market when compared with the EU from
the standpoint of medtech regulations,
and particularly from the point of view
of clinical data requirements. Is this still
the case?
Maria Donawa: For medical devices
based upon well-known technologies
that do not require clinical studies
to obtain 510(k) clearance in the US,
the European process may already be
more complex and time-consuming
than the US process, even before the
new [EU] medical device regulations
come into force.
Although FDA reviewers may be
very demanding during the review
of a 510(k), the process itself is well
known. FDA has developed numerous guidance documents to help
companies understand what must be
done, and most 510(k) submissions
do not require clinical study data. To
receive 510(k) clearance, manufacturers need to demonstrate substantial
equivalence with an already-marketed predicate device, but the criteria
for substantial equivalence are not as
restrictive as the wording in the European guidance on clinical evaluation
(Meddev2.7/1 rev.4) or the draft new
medical device regulations.
In addition, FDA does not require a
clinical evaluation report for a new device, just a comparison of intended use
and technological characteristics, with
any differences justified from the perspective of safety and effectiveness.
For newer technology or higher-risk
devices, especially when clinical study
20 | Medtech Insight | November 7, 2016

data are required for both US clearance or approval and CE-marking, the
regulatory requirements in the US will
likely remain more demanding.
However, addressing the complexity of the proposed EU medical device
regulations, when they come into
force, and working with an ever-dwindling number of notified bodies may
reduce the time gap between the US
and Europe with regard to the challenges of introducing such medical
devices onto these markets.

accepted by a notified body are now
being identified with increasing frequency as being unacceptable. It is a
moving target for many companies.
An additional lack of clarity concerns the scope of a clinical evaluation
for devices with well-established technology. For example, the current directives require that a clinical evaluation
is needed to demonstrate conformity
with the essential requirements related to clinical safety and performance.
The directives specify that the clinical

“The current EU medical device directives
provided an elegant approach to medical device
regulation. ... I believe that the proposed
new regulations transform this elegant approach
into one that is largely excessive.”

How clear are the current EU clinical
data requirements?
Donawa: The most significant lack of
clarity at present concerns the level of
clinical data required for CE-marking.
Clinical evaluation is required for all
devices unless there is a suitable justification that this is not appropriate.
For many years, the clinical data used
to support CE-marking has varied
widely. For devices requiring the involvement of a notified body, there is
a trend for clinical data requirements
to have become stricter in recent years
– in some cases, with very little warning from the notified body. What I am
saying is that clinical data previously

evaluation must be based upon either
clinical data in the scientific literature
or clinical studies or both. However,
while Meddev 2.7/1 rev.4 states that it
may be possible to draw on the clinical experience and literature reports
of the safety and performance of an
equivalent device to establish the
required clinical evidence, thereby
reducing the need for clinical investigation of the device under evaluation, the criteria for equivalence is
very strict and difficult to meet. Also,
although the Meddev states that it
may be possible to use compliance
with harmonized standards to satisfy
the clinical evidence requirements for
devices based on technologies with
© Informa UK Ltd 2016
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well-established safety and performance characteristics, even with very
strong arguments, some notified bodies seem unwilling to accept this part
of the guidance.
Is this toughening up of approach by
the notified bodies in anticipation of the
new EU Regulations or mainly a result of
the fourth and latest revision of Meddev
2.7/1? And do you think things will get
worse or better once the regulations are
in force?
Donawa: We have seen a stricter interpretation of the current directives
with regard to clinical data requirements, both in anticipation of the
new EU regulations and based upon
the latest revision of Meddev 2.7/1. In
fact, over the last several years, notified bodies have tended to be much
stricter regarding the clinical data
needed to support CE-marking, especially for higher risk devices. Even before the introduction of Meddev 2.7/1
rev.4, some manufacturers were being
informed by their notified bodies that
a device that the manufacturer considered equivalent did not meet the
criteria for equivalence, and therefore
could not be used to support safety
and performance claims. In other cases, and consistent with sensible regulation, clinical studies with very small
patient numbers and questionable
designs, which had been accepted in
the past, were no longer acceptable.
The publication of the latest revision of Meddev 2.7/1 has increased
uncertainty, because there is no
transition period, which means that
notified bodies will need to decide
when the use of this new revision
will be required; and some are using
it already. What is also unclear is how
strict notified bodies will be when
reviewing clinical evaluation reports
based on rev.3 of the guidance under
the new regulation – even if the level
of clinical data is acceptable under
rev.3, will the format need to change
to match rev.4?

medtech.pharmamedtechbi.com

When will there be a fifth revision of that
guidance, and will that give an opportunity for addressing some of the lack of
clarity and over-stringency?
Donawa: It is not clear when there
will be a fifth revision of the guidance
or if it will address guidance that lacks
clarity and is unnecessarily stringent,
in particular with regard to devices
with well-known technology.
Do you think that these aspects of the
EU regulation are proportionate given
the PIP breast implant scandal and metal-on-metal hip problems in Europe that
triggered the focus on strengthened
oversight?
Donawa: The current EU medical device directives provided an elegant
approach to medical device regulation that was emulated in many parts
of the world and used by the Global
Harmonization Task Force [now the International Medical Device Regulators
Forum] as a model. I believe that the
proposed new regulations transform
this elegant approach into one that is
largely excessive, which could have a
negative effect on the desirability of
the European market for manufacturers, and could even adversely affect
the availability of innovative medical
devices to the European populace.
PIP was a single case of deliberate
fraud that led to a perceived suspicion of the device industry by European regulators. This was addressed
by the Dalli Action Plan, which had a
positive effect on how notified bodies
performed and probably solved the
vast majority of the weaknesses that
had come to light during the first 20
years of working under the device directives. The incorporation of the principles of the Dalli Plan into the existing
directives and reasonable strengthening of clinical data requirements
would certainly have resulted in a
more proportionate response to PIP.
How are timeframes changing in terms
of meeting clinical investigation re-

quirements in the EU? And how does
this compare with the US?
Donawa: For medium-risk devices,
there have been around 3,000 per
year cleared under the FDA’s 510(k)
program between 2011 and 2015;
the average clearance time was five
months, with around 25 percent being cleared within three months. Because there is no centrally-collected
data on CE-marking, it is difficult to
compare timescales, but we know
that manufacturers are currently having a difficult time obtaining input
from notified bodies, and this is likely
to get worse under the new regulation
before it gets better.
The number of notified bodies is
continuing to shrink – now 59 at the
last count – and their workloads are
increasing, so manufacturers are experiencing delays in quality system
audits, technical file reviews, and clinical evaluation reviews. When the results of those reviews are reported to
manufacturers, there is a tendency for
the notified bodies to be much more
critical of the data than they were two
or three years ago, resulting in CEmarking delays.
From my company’s experience, the
current average time for CE-marking,
from first presentation of the technical file to the notified body, is in the
region of four to five months, so not
very different from the 510(k) process.
With the new EU regulations, however,
when new clinical data are needed for
CE-marking but not for FDA clearance, it is unlikely that sufficient clinical data could be generated from a
clinical study in less than six months,
probably more like nine to 12 months.
So, the timescale for CE-marking for
those devices that need clinical studies could be at least double the time
for US clearance.
For higher risk devices, the timescales for the US and Europe are likely
to remain as they are currently, with
CE-marking taking less time than the
US PMA process, but the “scrutiny”
procedure, which is in the proposed
November 7, 2016 | Medtech Insight | 21
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new regulations, may adversely influence the CE-marking timescales for
those devices unlucky enough to be
selected.

tions come into effect, it may not be
unusual for me to advise companies
to enter the US market first and then
think about Europe.

How long have you been advising clients?
What would your historic advice have
been and what is your current advice?

Does your advice differ according to the
risk class of the products involved?

Donawa: I have been advising clients on European and US device
requirements since the early 1990s
when the original device directives
were being negotiated. When the EU
directives were adopted, I considered
them, in general, a positive means
of regulating medical devices. Until
now, my advice for many of our clients with medium-risk devices was
to consider entering the European
market before entering the US market, because I considered compliance with the directives and working
with notified bodies to be relatively
straightforward. I also believed that
the 510(k) process, which is based
upon the need for newer devices to
be equivalent with regard to safety
and effectiveness with older devices (those already on the market or
cleared under the premarket notification program) to be an imperfect
regulatory model that disadvantaged
newer devices.
My current advice depends upon
whether or not a company is already
on the European market, the risk class
of the device, whether or not clinical
studies are needed either in the US or
Europe, and other factors.
The majority of innovations in
medical device technology arise from
SMEs [small-to-medium-sized enterprises] that have succeeded in meeting EU medical device requirements
under the current system, even with
its multiple conformity assessment
routes and reliance on standards and
guidance documents. The new system, including the confusing transitional arrangements, is going to be
extremely challenging for larger companies and even more so for SMEs. I
predict that once the new EU regula22 | Medtech Insight | November 7, 2016

Donawa: Yes, probably for class III devices, the CE-marking will be achievable more quickly and at lesser cost
than a PMA, even under the proposed
new EU regulations.

new regulation or guidance. Unfortunately, the process of redrafting the
directives into the new regulations
was based upon a lack of transparency.
While the [European] Commission’s early plans were open to public comment,
the final draft texts that we are now
seeing were not. While the European
industry associations were involved in
some negotiations, this is not the same
as having a public comment period allowing input from stakeholders. This is
in stark contrast with the US system.

“While the European industry associations were
involved in some negotiations, this is not
the same as having a public comment period
allowing input from stakeholders. This is in stark
contrast with the US system.”

Are you fearful that things may become
even trickier in the EU, and if so why?
Donawa: Yes, not only due to the
transformation of extensive guidance
into regulation, but also due to uncertainties associated with the significant
secondary legislation that needs to be
written before the new regulations can
be put into practice; there are many
unknowns. Also, even though many
of the current Meddevs have been
incorporated into the text of the new
regulation, there will still be the need
for new guidance. There is also the
prospect of “Common Specifications”
appearing that have the potential of
increasing the regulatory burden on
companies, so there is still much to be
learned before the new system can be
considered stable or successful.
If you could deliver a message now to
regulators and those drafting new Meddev guidances, what would that message be?
Donawa: Take a page from the FDA
regarding transparency and important

Whenever FDA seeks to introduce
new or revised legislation or guidance, there is a period of public
comment. When FDA final rules are
published, they include a summary
of all comments received, together
with FDA’s analysis and response to
those comments. I was involved in
this process during my time at FDA
for a couple of regulations, and it was
clear that industry provides valuable
and meaningful contributions when
allowed to do so.
I also believe that regulators should
be held accountable for their decisions. Manufacturers are expected to
provide more scientific data on their
devices under the new regulation,
yet its authors have made only minimal or no justification for many of the
new or revised requirements, with no
scientific or reasoned basis given. This
has resulted in a regulation with provisions that are difficult or impossible to
justify, especially when compared to
regulations in other parts of the world
that appear to be effective.
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