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Q&A With Nadim Yared:

AdvaMed’s Next Chair On Capital
Formation And Global Challenges
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Nadim Yared at a
Food & Drug Law
Institute meeting
earlier this year.

J&Js and BDs of the world. His appointment
is no accident, Yared affirms. It is meant as
a signal by AdvaMed of the organization’s
commitment to small-cap company issues
and concerns, a message the trade group
has been trying to drive home for years.
Yared says as board chair he will continue the priorities already set by AdvaMed,
pointing out that all companies, no matter their size, face the same regulatory
and reimbursement challenges. But there
is no question that he has thought deeply
about the capital-formation challenges
particular to startups and that he has a lot
to offer on that issue.
Yared spoke to Medtech Insight about
what’s on his mind as he prepares for the
high-profile role. A portion of the interview, lightly edited for clarity, is below.

Medtech Insight: Congratulations, Nadim.

David Filmore david.filmore@informa.com

N

adim Yared has been fighting the
good fight of a medtech startup
for the past 10 years as CEO of
cardiovascular neurostimulation firm
CVRx Inc. More recently, he has taken
on a more prominent role in policy advocacy for industry, first as chairman of
AdvaMed Accel, the division of the in-

dustry trade group that is focused on
emerging-growth companies. And now
he has been elected as the next chairman of AdvaMed’s board of directors.
When Yared takes on the board chairman
role next March, it will be the first time an executive of a small company has filled a post
traditionally reserved for the Medtronics,

Nadim Yared: Thank you. I am humbled by the responsibility that I would
have. It’s a big thing, from all of the
stuff that we might be faced with,
from the Brexit to a new president and
possibly a new Congress in the United
States. A lot of things going on. Exciting days ahead of us, right?
It is definitely a dynamic period to say
the least. I would be curious to get some
thoughts on how some of those larger
issues will impact the medtech space.
But, first of all, I wanted to get your take
Continued on page 19
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� Editors’ Picks �

VC Deals Analysis:

Where Art Thou, Big Deals?
Tina Tan tina.tan@informa.com

A

t first glance, July looked like an
end to a recent lull in medtech
venture financing activity as deal
volume jumped to its second highest level
this year. However, a closer look at deal
value figures quickly quashed any hopes
of an investment bull run picking up again.
Medtech Insight’s VC deal tracker recorded
30 medtech venture financing rounds of
$1m and over in July – representing a near
two-fold increase from the 16 deals recorded in June and a fifth more than the 25
transactions seen a year ago. However the
majority of rounds in July were at the lowest
end of the value range, with 19 transactions
raising $10m and under. (See Figure 1.)
While there were a fair share of midsized deals, there were a dearth of funding
rounds that made it past the $30m-mark
in July. Indeed, there were no transactions
over $50m last month – the first time ever in
a year that witnessed a surge in $50m-plus
financings in the first four months as well as
three impressive rounds that reached the
hundreds of millions. (Also see “ VC DEALS
ANALYSIS: April sustains bull run of big-buck
deals “ - Medtech Insight, 4 May, 2016.)
Overall, is in the top two in terms of deal
volume in 2016 so far, but it is wallowing
near the bottom when it comes to deal
value, with $300m raised in total (from the
29 deals that revealed financing details).
As highlighted in Figure 2, investment was
not much better in July than it was in the
previous two, slow investment months.
Series A Deal Values
Impressive
What July lacked in big investment deals,
usually associated with later-stage financings, it made up for in a couple of
solid early-stage financings. Among the
month’s top five deals were two Series A
rounds that raised more than $20m each.
Direct Flow Medical Inc. , which scored
the second largest deal in July, raised
$27.1m in the first tranche of a Series A
round. The California company already has

medtech.pharmamedtechbi.com

Figure 1

No. of venture financing deals, by amount raised
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a CE mark for its transcatheter aortic valve
implantation system and intends to use
the funds to advance a US pivotal trial of
the technology. The firm says its device is
the first in the field of TAVI that can be implanted with the use of contrast imaging.
The other Top 5 Series A round came
from Cambridge Medical Robotics
(CMR), which raised $20.3m. Before this
round, the firm had been financially
backed by a single private investor; it now
has on board institutional investors ABB
Technology Ventures, LGT Global Invest
and Cambridge Innovation Capital. CMR is
a relatively early comer to the surgical ro-

botics space, having been established less
than two years ago in 2014. It is developing a system that it believes will be simpler
and far more portable than the current
market leader, Intuitive Surgical Inc.’s da
Vinci system.
It is worth noting that none of the Top
5 investment rounds for July were in IVD
companies, even though IVD continue to
be an area that pulled the most number
of deals. (See Figure 3).
Six of the 30 deals were in IVD companies, while the rest were again spread
across a wide range of technology and
disease areas. Particularly interesting are
August 15, 2016 | Medtech Insight | 5
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Top 5 medtech VC financing deals, July 2016
Company

Based in

Product/
Therapy sector

Amount
raised

Financing
round

Total investment

VytronUS

CA, US

Cardiology

$49m

Series C

Undisclosed

Direct Flow Medical

CA, US

Cardiology

$27.1m

Series A

Part of an expected $32m round

Torax Medical

MN, US

Gastroenterology

$25m

Undisclosed

Undisclosed

Cambridge Medical Robotics

Cambridge, UK

Surgery

$20.3m

Series A

Undisclosed

Nyxoah

Mont Saint Guibert,
Belgium

Respiratory disorder/
Neuromodulation

€18m ($20m)

Undisclosed

Undisclosed

NightBalance

Delft, Netherlands

Respiratory disorder

€12.5m

Series B

Undisclosed

Source: Medtech Insight

Figure 3

Monthly VC financing deals, by total deal
volume and total deal value ($m)

No. of venture financing deals by
product/therapy area, July 2016

700

35

600

30

Others include: Digital health, Imaging, Gastroenterology, Women’s
Health, Urology, Donor organ preservation, Wound care

IVD

25

500

20

400

15

300

10

No. of deals

Total amount raised ($m)

Figure 2

Cardiology
Orthopedics
Cancer management
Diabetesmanagement
Surgery

200

5

Respiratory disorder

100

0

Others
0

Jan

Feb March April May June July

Source: Medtech Insight

two European companies, both in the
area of obstructive sleep apnea (OSA)
and both having received the backing of
Dutch VC Gilde Healthcare, but each developing very different technologies.
NightBalance, based in Delft, the Netherlands, is already commercializing the CEmarked Sleep Position Trainer, which is worn
externally around the patient’s upper body
and measures the sleep behavior of the patient continuously. Once the patient turns
into the supine position, the SPT gives a
gentle vibration. This reminds the patient to
change their sleeping position, without disrupting their natural sleeping architecture.
6 | Medtech Insight | August 15, 2016
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It raised €12.5m in Series B financing and
will use the funds to get US FDA clearance
for its product. The company has a number
of industry veterans among its team, including chairman Jan Keltjens, former CEO
of several European SMEs – Endosense and
Sapiens Steering Brain Stimulation, among
others – that went on to be acquired by
medtech heavyweights.
The other company, Nyxoah, has taken
a different approach with an implantable
neurostimulation system for helping
OSA. The system encompasses the Genio
tiny neurostimulator implanted close to
the nerve of the tongue via a minimally

invasive surgical procedure. An activation
chip, connected to a
disposable patch, is
CLICK
positioned every night
For more details
about VC deals in
by the patient under
2016 and previous
years, go to Medtech
the chip and wirelessly
Insight’s VC deal
stimulates the implant
tracker: http://bit.
ly/29DUQZu
as the patient sleeps.
The system is not yet
approved and Belgium-based Nyxoah
intends to use the €18m it raised to clear
regulatory hurdles.
Published online 08/04/2016
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Non-US Approvals Analysis:

Summer Brings Slowdown In CE Marks
Reed Miller reed.miller@informa.com

J

uly was a relatively light month for approvals outside the US, with 13 coming from
Europe and five from other countries, according to Medtech Insight’s Approvals Tracker.
analyze
Only 13 CE marks appear on the tracker
Visit our website at
http://bit.ly/29QApYR
in July, the smallest number of any month in
to access the full US
and OUS dataset.
2016. The five approvals outside the US and
Europe include four by Health Canada and one
from China FDA. (See Figure 1.)
The 18 non-US approvals brings 2016’s total to 159, putting
2016 on pace to beat 2015’s total of 243 approvals from global
regulatory agencies
As in most months, in vitro diagnostics and cardiovascular devices were the most common types of devices approved in July, with
five non-US approvals in each category. Orthopedics was the only
other category with more than one; it tallied three. (See Figure 2.)
The cardiovascular approvals include the July 1 CE mark for Biotronik’s Edora pacemakers and cardiac resynchronization therapy
pacemakers (CRT-Ps), featuring the ProMRI technology and AutoDetect, which is designed to simplify physicians’ workflow and patient safety by ensuring that the device is in “MRI safe mode” while
the patient is undergoing magnetic resonance imaging, but not in
MRI safe mode at any other time. The sensor can be turned on up
to two weeks in advance of an MRI scan, giving Edora the longest
programmable window for MRI sensors on the market, according to
Biontronik. The German company also claims these approvals mark
the industry’s first full portfolio of cardiac devices with MRI-sensors.
Among the IVD approvals, bioLytical Laboratories Inc. announced a CE mark for its Insti HIV Self Test over-the-counter HIV
test on July 11. The Canadian firm says it is the fasted HIV selftest available anywhere, providing results “instantly” rather than
in 15 to 20 minutes. The Insti HIV Self Test is an OTC adaptation of
the point-of-care Insti HIV-1/HIV-2 Antibody Test, which has a CE
mark and qualification from WHO, as well as US FDA and Health
Canada approval. Insti HIV Self Test is intended to be used by untrained users to aid in the diagnosis of HIV infection using a single
drop of blood. The company says it is more than 99% accurate.
Marketing of the test got a boost a few days after its approval
when the UK’s Prince Harry took the point-of-care version of the
test at Guy and St. Thomas’ Hospital in London live on The Royal
Family’s Facebook page to help raise awareness of HIV and AIDS.
“Once you get people through the door, that’s the hardest bit out
of the way,” he said.
Also in July, Pixium Vision CE-marked its second-generation
bionic vision system, IRIS II, and announced plans to commercialize it in Europe in late 2016. IRIS II is just the second device
of its kind to be commercialized behind Second Sight Medical Products Inc.’s Argus II.
medtech.pharmamedtechbi.com

Figure 1

2016 Non-US Approvals By Month
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July 2016 Non-US Approvals By Category
Product Category

Number

Aesthetics

1

Cardiovascular

5

Monitoring

1

Diabetes

1

IVD

5

Opthamology

1

Orthopedics

3

Surgery

1

Total

18

Source: Company Reports

On July 19, Medtronic PLC announced a CE mark for its Guardian Connect, the first smartphone-enabled continuous glucose
monitor from Medtronic to be approved for commercialization in
Europe. At first, it will just be available for Apple iOS devices, but
the company is working on an Android version. Guardian Connect
is also compatible with Medtronic’s CareLink diabetes therapy
management system.
Published online 08/05/2016
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US Approvals Analysis:

July A Good Month For PMAs; 510(k)s Down In 2016
David Filmore david.filmore@informa.com

I

n July, the US FDA had its most active month of 2016 so far in approvals of novel device or indications, with 10 original and paneltrack PMAs OK’d during the month, and another three de novo classifications finalized, according to Medtech Insight’s Approval Tracker.
The agency surpassed its performance from April of nine
original and panel-track PMAs and three de novos. So far in 2016,
through July, FDA has approved 25 original PMAs, 13 panel-track
supplements and 13 de novos. That’s in-line with the agency’s approval of novel devices in 2015, a record-setting year, when there
were 27 original PMAs approvals, nine panel-track supplements
and 10 de novos approved through July.
Among devices approved in July were WL Gore & Associates
Inc.’s Gore Tigris vascular stent for peripheral artery disease and
Novartis AG/Alcon Research Ltd.’s Cy-Pass Micro-stent for use in
conjunction with cataract surgery for the reduction of intraocular
pressure in adult patients with mild-to-moderate primary openangle glaucoma. Alcon acquired the technology in its Februaryannounced acquisition of Transcend Medical Inc.
A noteworthy panel-track supplement from last month was the
approval of Medtronic PLC’s Prestige LP artificial disc for two-level
cervical reconstruction. One July de novo classification, a pathway
used for moderate-risk devices with no market predicate, went
to Micro Interventional Devices Inc.’s Permaseal for transapical
access and closure in structural heart repair.
Novel cardiovascular devices were the most frequently approved in July. There were approvals of in vitro diagnostics, neurology devices, and products in ophthalmics and orthopedics.

July 2016 PMA, panel-track supplement and
de novo approvals, by category
Product Category

Approvals

Cardiovascular

5

IVD

2

Neurology

2

Ophthalmic

2

Orthopedic

2

Medtech Insight

510(k) Clearances Down In 2016
Meanwhile, FDA is on a slower pace of 510(k) clearances so far in
2016 compared to recent years. The US agency cleared 236 510(k)
s last month, for a total, through July, of 1,696 clearances this year.
That is compared to 1,812 in the first seven months of 2015 and
1,858 clearances in the same period of 2014.
Device 510(k)s cleared in July include Meril Life Sciences’ Mozec
NC-Rx PTCA Balloon Dilatation Catheter and Next Orthosurgical’s
VertiForm posterior fixation system.
Outside the US, it was a relatively light month for European CE marks
and approvals in other regions, according to the Approvals Tracker.
Published online 08/05/2016

510(k) Clearances, Monthly Trends, 2014-2016
Despite erratic month-to-month performance, clearance totals have generally been lower in 2016 compared to the prior two years.
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Gore Unleashes Tigris Peripheral Stent In The US
Reed Miller reed.miller@informa.com

W

L Gore & Associates Inc. expects the US FDA approval of
its Tigris heparin-coated peripheral vascular stent, announced August 2, to expand the peripheral artery
disease patient population that can be
safely treated with vascular stents.
According to Gore, there are between
8 and 12 million peripheral artery disease patients in the US. Treating diseased
vessels in the leg, especially behind the
knee, is especially difficult, because the
stent is subject to extension, flexion,
torsion, and compression as the patient
bends their knee, often causing stents
implanted in these arteries to fracture.
As a result, drug-coated balloons have
emerged as an alternative to stenting
to treat peripheral disease. But Gore believes Tigris overcomes the major shortcoming of other stents.
“What we think is special about [Tigris]
is its flexibility. It has really precise deployment, which we feel is an advantage
of the device and we’ve also seen very
little elongation of the device once it’s
deployed,” Ray Swinney, global business
leader for gore’s peripheral interventional business told Medtech Insight. “Those
are the key points that we’ll emphasize
about the device.”
Tigris is made of a single nitinol wire
held together with a biocompatible external fluoropolymer lattice extending
along its entire length and coated with
CBAS heparin of porcine origin to prevent

What’s New
Online?

thrombosis. The fluoropolymer linkages
are what make it so much more flexible
and conformable than other peripheral
stents, Swinney said. “Most bare-metal
stents have linkages that take away some
from the flexibility that they have, but [in
Tigris] because none of the metal creates
those linkages – it’s all just fluoropolymer
– it doesn’t have that same restriction.”
The approval is based on the results of
a 274-patient non-inferiority trial (randomized, controlled, but unblinded)
comparing Tigris to CR Bard Inc.’s LifeStent, which earned FDA approval in 2009.
Both stents performed about the same
across multiple measures of efficacy at
one year, including primary patency,

freedom from target lesion revascularization, and improvement in a measure
called the Rutherford classification. However, patients treated with Tigris showed
zero stent-fractures, compared to a 27%
fracture rate in the LifeStent arm.
Tigris, which earned a CE mark in 2011,
is specifically indicated to treat symptomatic de novo or restenotic lesions or
occlusions in the native superficial femoral artery and proximal popliteal artery
with reference vessel diameters ranging
from 4.0 - 6.5mm and lesion lengths up
to 240mm. Swinney said that Gore is developing additional sizes of Tigris.
Published online 08/08/2016
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Starts & Stops:

Small Players Advance Innovations, Three Trials Suspended
Tina Tan tina.tan@informa.com

S

everal smaller, venture-backed
medtech players initiated new clinical trials in July, as recorded by Informa’s Meddevicetracker. Among the notable
studies started last month are Bigfoot Biomedical Inc.’s US study of the Bigfoot smartloop artificial pancreas system for type 1 diabetes patients; ALung Technologies Inc.’s
phase III study of its Hemolung RAS, a respiratory dialysis system that is also enrolled
in the US FDA’s Expedited Access Pathway;
and Mercator MedSystems Inc.’s phase II
pilot trial of its Bullfrog microinfusion device
for treating critical limb ischemia.
There were also three companies that
suspended their trials last month, all for
different reasons. Sweden’s XVIVO Perfusion AB, a company that has developed an
ex-vivo lung perfusion (EVLP) technology
to improve the quality of donor lungs and
expand the lung donor pool, shut down

its 20-patient phase II trial due to lack of
funding. XVIVO is already commercializing
products – XPS and STEEN Solution products
are approved by the US FDA for warm perfusion of lungs. The aim of the suspended
study, which was initiated in 2011, had been
to perfect the technique of EVLP and learn
about the safety of transplanting lungs that
had been ventilated and perfused with the
XVIVO’s lung perfusion solution.
UK-based Tissue Regenix Group PLC
decided to suspend the EU trial of its OrthoPure XM porcine tissue scaffold for meniscus. The company said in a July 11 press
release that data from the trial has proven
the implant to be biocompatible, showing
integration into the patient’s own tissues.
The firm says the study was beneficial in
highlighting the value of certain improvements to the implant, which Tissue Regenix is investigating further. Consequently,

this trial will be superseded by a new trial
of the updated implant with an identical
protocol. The company expects to begin
applying with regulators to start the second trial before the end of 2016.
Finally, CR Bard Inc. suspended a postmarket multi-center global registry to
assess the clinical use and safety of its
Lutonix drug coated balloon catheter for
treating peripheral artery disease in the
lower extremities. The registry was initiated in March 2014 and eight hospitals
– four in Malaysia, three in New Zealand
and one in Canada – were taking part.
However, the study had planned to enroll
500 patients but only enrolled 59.
The table below details other medtech
trial initiations, completions and suspensions in July.
Published online 08/08/2016

Trial starts and stops – July 2016
Date

Company

Product Name

Trial Name

Comments

TRIALS INITIATED
Jul 26

Retina
Implant AG

Alpha IMS for Retinitis
Pigmentosa (RP)
(Ophthalmology)

PAS - RI-PMSTU-2013 (Germany)

A non-invasive registry to monitor the safety and efficacy of patients using
the CE-marked Alpha IMS retina implant is currently recruiting participants
by invitation only. The study expects to enroll 100 patients.

Jul 21

Bigfoot
Biomedical,
Inc.

Bigfoot smartloop for
Diabetes Mellitus, Type I

IDE - TST-10025 (US)

An open-label safety study with single group assignment. The trial is slated
to take place at three sites, each of which Bigfoot says is a leader in closedloop insulin delivery research. It anticipates enrolling 20 patients.

Jul 19

Baxter
International
Inc. (BAX)

VIVIA Hemodialysis System
for Renal Disease /
Renal Failure

Nocturnal Home
Dialysis Study
(Ireland)

A study of sleep patterns in patients performing nocturnal home dialysis
utilizing the VIVIA System is currently recruiting participants. The study
expects to enroll 20 patients.

Jul 19

NovoCure
Limited
(NVCR)

IDE - METIS (US)

A prospective, randomized controlled phase III trial to test the efficacy,
safety and neurocognitive outcomes of advanced non-small cell lung
cancer (NSCLC) patients, following stereotactic radiosurgery (SRS) for 1-10
brain metastases, treated with NovoTTF-100M compared to supportive
treatment alone (METIS Trial) is currently recruiting participants. The study
is expected to recruit 270 patients.

ANG-001 (EU)

The study expects to enroll 200 patients diagnosed with a pelvic mass by
imaging studies who are scheduled to receive surgery for the removal of their
masses. The first half of patients in the study will be used as a training set to
determine which of the RNA markers previously investigated are optimal for
the detection of ovarian cancer CTCs harvested by the Parsortix system. The
remainder of the patients enrolled into the study will be leveraged to verify
that these RNA markers are successful at discriminating between women
with benign and malignant pelvic masses for pre-surgical triaging.

Jul 19

ANGLE plc
(LON: AGL)

Optune for Brain Cancer
(Secondary; Metastases)

Parsortix System for
Ovarian Cancer
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Date

Company

Product Name

Trial Name

Comments

Jul 18

ALung
Technologies,
Inc.

Hemolung RAS for Acute
Respiratory Failure, Acute
Lung Injury (ALI), Acute
Respiratory Distress
Syndrome (ARDS)

Phase III - REST (UK)

To investigate protective ventilation with veno-venous lung assist in
respiratory failure. The study expects to enroll 1,120 patients.

Jul 11

Mercator
MedSystems,
Inc.

Bullfrog Micro-Infusion
Device for
Cardiovascular Disease

Phase II - LIMBO-ATX
(US)

To document the effects of adventitial delivery of dexamethasone after
atherectomy-based revascularizations of lesions below the knee in
symptomatic patients with critical limb ischemia (CLI). The study expects
to enroll 120 patients.
To evaluate the influence of non-invasive brain stimulation on different elements
of cognitive function in healthy persons between the ages of 18-90 years using
transcranial direct current stimulation (tDCS) and to assess the relationship
between certain brain structures and cognitive abilities, like attention, working
memory, visual search, etc. The study expects to enroll 300 patients.

Jul 8

Soterix
Medical, Inc.

1×1 tDCS Device for
Neurology - Other

Investigator
Initiated - CogStim
(University of
Florida; US)

Jul 5

Medinol Ltd.

BioNIR Drug-Eluting
Coronary Stent System for
Coronary Artery Disease

Phase III - BIONICS
PK Study (US)

The BIONICS Pharmacokinetics (PK) trial is investigating the BioNIR
Ridaforolimus Eluting Coronary Stent System (BioNIR) in coronary stenosis.
The study expects to enroll 12 patients.

Jul 27

Medtronic plc
(MDT)

TurboHawk for Peripheral
Arterial Disease (PAD)

Phase III - TurboHawk
Japan Trial

To determine the safety and effectiveness of the TurboHawk peripheral
plaque excision system and the SpiderFX embolic protection device for the
treatment of peripheral arterial disease in the superficial femoral and/or
popliteal arteries in Japan.

Jul 24

Preventice,
Inc.

BodyGuardian Remote
Monitoring System for
Congestive Heart Failure (CHF)

14-004034 (US)

To validate the BodyGuardian’s ability to remotely record respiration and
activity measurements in heart failure patients.

Jul 11

AcuFocus,
Inc.

KAMRA Corneal Inlay
for Refractive Errors
(Ophthalmology)

Long-Term Safety
Continuation Study
(US)

To monitor the long-term safety of patients implanted with the AcuFocus ACI
7000PDT and who participated in an earlier clinical trial, ACU-P08-020/020A.

Jul 11

Avenu
Medical, Inc.

Ellipsys Vascular Access
System for End-Stage Renal
Disease (ESRD)

IDE - 01-0014-01
(US)

To evaluate the safety and effectiveness of a less invasive means of
establishing vascular access to facilitate dialysis in patients with end-stage
renal disease.

Jul 5

Milestone
Scientific Inc.
(MLSS)

Compuflo System for Drug
Delivery Technology

Cornell University
College of
Veterinary Medicine
(horse study)

A pilot study of 10 animals to determine the efficacy of using the CompuFlo
computer-controlled injection and drug delivery technology to identify a
specific target when performing a maxillary foramen block in a horse.

TRIALS COMPLETED

TRIALS SUSPENDED
Tissue
Regenix
Group plc
(TRX)

OrthoPure XM for Cartilage
and Joint Repair

dCell Meniscus
Repair (EU)

Tissue Regenix says the current EU clinical trial data, with 20 enrolled
patients (out of the anticipated 60) have proven OrthoPure XM to be
biocompatible and highlighted improvements to the implant which the
firm is investigating. Tissue Regenix has suspended the trial and it will be
superseded by a new study, with an identical protocol, using the updated
implant. The second trial will being before end of 2016.

Jul 12

C.R. Bard
(BCR)

Lutonix Balloon for
Peripheral Arterial
Disease (PAD)

Phase III - LEG
(CL0015-01;
Malaysia)

A prospective, multicenter, post-market, single-arm, real-world global
registry assessing the clinical use and safety of the Lutonix DCB catheter in
arteries of the lower extremities was initiated in March 2014 but terminated
in July 2016. The study had planned to enroll 500 patients but only enrolled
59 after more than 2 years.

Jul 11

XVIVO
Perfusion
(XVIPF)

XVIVO Perfusion System for
Lung Transplant Rejection

Phase II - UNC-001
(US)

A study of ex-vivo perfusion and ventilation of lungs to assess transplant
suitability has been terminated due to an exhaustion of funding.

Jul 17

Source: Meddevicetracker
medtech.pharmamedtechbi.com
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FDA Calls For Full Risk Reviews For Device
Changes In 510(k) Modifications Draft
Sue Darcey sue.darcey@informa.com

S

ponsors of 510(k)-cleared devices would have to conduct
very thorough risk assessments of any contemplated
changes in safety improvements, labeling, technology or
engineering, or materials they use in making products, US FDA
clarifies in an Aug. 5 draft guidance on 510(k) modifications. The
draft modifications guidance is complemented by a separate
draft guidance applicable to software devices, also released on
Aug. 5, the agency said.
When the agency reviews comments on this draft and finalizes
it, the “modifications” guidance “will provide improved clarity” regarding which types of changes to 510(k) devices would require
an updated 510(k) application, and which do not.
“Medical technology evolves quickly, and not all changes
made to marketed devices alter their safety profile or require our
review,” commented Jeff Shuren, director of FDA’s device office,
upon release of the draft.
The draft guidance maintains the structure outlined in a frequently relied-on 1997 guidance. But the new document has
specific revisions to address key issues raised during interactions with manufacturers and other interested parties, as well as
submissions following the release of an abandoned 2011 draft
on the topic, according to the agency. Updates in the new draft
clarify guiding principles, and include updated sections and flow
charts regarding labeling, materials, technology or engineering
changes. The document provides dozens of examples of specific
changes likely to require a new 510(k), plus many examples of
those that will not.
The draft guidance stresses in several chapters that manufacturers “should first conduct a risk-based assessment” – using risk
estimation, risk controls, analysis and evaluation – while evaluating simultaneous changes separately, and measuring cumulative
effects of changes.
FDA also warns in the draft that “manufacturers should understand that, even though they are following this guidance and
submit a new 510(k), a substantially equivalent determination
is not assured.” Nonetheless, sponsors should not be overthinking substantial equivalency when contemplating submissions for
510(k) modifications, advised Michael Ryan of the Office of Device Evaluation at an Oct. 26 Regulatory Affairs Professional Society conference in Baltimore.
History Of Controversy
The question of whether a new 510(k) is needed for a device
modification is one of the most frequent addressed by device
companies. And it is relatively common for FDA to cite modifications inappropriately made without a new 510(k) in warning
letters sent to device companies. While device-makers have
12 | Medtech Insight | August 15, 2016

FDA attempted to revamp
the 1997 modifications
guidance in 2011, but withdrew
it following criticism that it
would lead to an excessive
increase in 510(k)s.

been relying on the old 1997 modifications guidance, those
recommendations have been criticized by manufacturers as
too confusing in some cases. Meanwhile, critics say existing
guidance gives firms too much leeway to decide a new 510(k)
is not necessary.
FDA attempted to revamp the 1997 guidance in the 2011
draft guidance, but FDA withdrew it following a barrage of criticism from companies and members of Congress that it would
lead to an excessive increase in 510(k) submissions. Then, the
2012 FDA Safety and Innovation Act stopped FDA from getting
out a new guidance until after they submitted a report to Congress, which the agency accomplished in 2014. In that report,
which serves as the basis for the new draft guidance, FDA deferred more to the structure of the 1997 guidance, which was
more to industry’s liking.
Issuance of the new draft 510(k) modifications guidance may
also serve to mollify critics in Congress that say the agency needs
to clarify that a new 510(k) submission is required by manufacturers when they significantly alter their devices. Sen. Patty Murray,
D-Wash., ranking member of the Senate Health, Education, Labor
and Pensions Committee, blamed FDA in a report on contaminated duodenoscopes earlier this year for being too lax on oversight
of manufacturer changes to 510(k)-cleared devices. Murray sponsored a bill advancing through Congress that calls for release of
the modifications guidance.
Examples: Labeling And Design Changes
Among the examples of device changes provided by FDA is one
focused on a labeling change for an in vitro diagnostic device
in which the manufacturer decides to update the IVD labeling
by changing the device from prescription-use only to over-thecounter use. This would be a “substantive change,” FDA writes, because it expands the scope of intended users to untrained users,
thereby requiring submission of a new 510(k).
© Informa UK Ltd 2016
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510(k) modifications flowchart

Changes made
with intent to
signiﬁcantly improve the
safety or effectiveness of
the device, e.g., in
response to a known
risk, adverse
event, etc.?

New 510(k)

Labeling change?

Go to Chart A

Technology,
engineering, or
performance
change?

Go to Chart B,
Or Chart D
if IVD

Materials change?

Go to Chart C,
Or Chart D
if IVD

Documentation

Refer to Section E as
directed by the text for
additional recommendations
on use of risk assessment.

Reminder: Flowcharts are provided as a visual aid, but do not capture all
necessary considerations. Refer to accompanying text when using this ﬂowchart.

Source: US FDA
medtech.pharmamedtechbi.com

In an alternative case involving IVDs, the product-maker decides to add a precaution stating that the device must be properly sterilized before reuse. As long as the sterilization process does
not affect the indications for use and a risk assessment does not
identify any new risks, no new 510(k) application would be required – the manufacturer would simply “document the change
to file,” FDA notes.
Another example the agency provides is a design change in
which a device is modified to use an internal battery rather than
an external AC power source. Because the modification involves
an energy-type change, this “typically requires a new 510(k) due
to the likelihood of such a change to significantly affect safety or
effectiveness,” FDA says.
In a second design-change example, FDA describes a hypothetical biliary stent manufacturer who adds a new stent diameter to a family of stents that is within the range of the diameters
of the company’s previously cleared stents. The stent lengths are
unchanged. Because the change does not significantly affect use
of the device, and a risk assessment of the change identifies no
new risks, the manufacturer would only be required to document
the changes to file, and a new 510(k) would not be required, the
agency states.
Materials Changes Must Be
Carefully Reviewed
FDA provides several examples of when 510(k) submissions
would be required for changes in the materials or biomaterials
used to make devices. For example, in one case, the manufacturer
of a catheter changes the material of the product from polymer
A to polymer B, and has not previously used polymer B on any
of its own devices. However, the device manufacturer knows of
another catheter on the market made with polymer B that has
been cleared by FDA.
In this situation, the agency states, the manufacturer should
submit the change in polymer materials in a new 510(k) submission. “Even though there is another catheter on the market made
of polymer B, the other device may have a different formulation
or different manufacturing or finishing processes that could affect the biocompatibility or performance,” FDA notes.
Alternatively, in a second example where the manufacturer
of the catheter has used the same material in a similar 510(k)cleared device – with the same formulation and processing, in
another model of catheter with the same type and duration of
contact, a new 510(k) submission would not be required, FDA
says. A manufacturer could just document the change to file.
But in similar examples of catheter material changes in which
the new polymers are molded, rather than extruded; or the old
material is sterilized by gamma irradiation, and the new material
is sterilized by ethylene oxide, FDA also wants the manufacturer
to submit a new 510(k).
Comments on the draft 510(k) modifications guidance are due
Nov. 7, and should include docket No. FDA-2016-D2021.
Published online 08/05/2016
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Medtech In Politics:

A Look At Republican And Democratic Party Platforms
Sue Darcey sue.darcey@informa.com
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T

he Republican and Democratic
presidential party platforms illustrate well-known stark differences
between how the two parties view the US
government’s role in health-care protections, as well as varying approaches to
corporate tax policy, among other issues.
But the platforms, particularly on the Republican side, include even some more
specific references to device policy issues.
The Republican platform was adopted
last month at the party’s convention
where Donald Trump was nominated as
the party’s presidential candidate. It calls
for a repeal of the Affordable Care Act,
putting an end to the 2.3% device excise
tax that is unpopular with industry.
“Any honest agenda for improving
health care must start with the dishonestly
named Affordable Care Act of 2010: Obamacare. It weighs like a dead hand of the
past upon American medicine. It imposes
a Euro-style bureaucracy to manage its unworkable, budget-busting … provisions,”
the Republican platform states.
The platform also calls for major reforms at US FDA. “The FDA has slowly but
relentlessly changed into an agency that
more and more puts the public health at
risk by delaying, chilling, and killing the
development of new devices,” as well
as drugs and biologicals. Republicans
pledged to fix what they see as “the lack
of predictability, consistency, transparency and efficiency at the agency,” and
vow to return FDA to being the premier
scientific health agency.
In its statement, the GOP also says it
wants the US to remain a global leader
in medical innovation to ensure that “millions of high-paying, cutting-edge device
and drug jobs stay in the US,” so American
patients “can benefit first and most from
new devices and drugs, and that the FDA
no longer wastes US taxpayer and innovators resources through bureaucratic red
tape and legal uncertainty.”

Republicans believe FDA must be reformed in
part so “millions of high-paying, cutting-edge
device and drug jobs stay in the US.”

Also on the party’s wish list for healthcare reforms:
• Promoting price transparency so consumers can know the cost of treatments before they agree to them;
• Tort reforms that would cap non-economic damages in medical malpractice lawsuits; and
• A permanent ban on federal funding and subsidies for abortion and
health-care plans that include abortion coverage.
Portions of the Republican presidential
platform statement align with a white paper on the Republican House leadership’s
agenda, released by House Speaker Paul
Ryan, R-Wisc., in June. That plan also promotes FDA regulatory reforms, and would
abolish most of the Affordable Care Act,
including the device tax.
Democrats Focus On Shoring
Up ACA, Womens’ Health
Initiatives
The Democratic Party platform, adopted in conjunction with the nomination

of Hillary Clinton, includes less specific
mentions of medical device policy, but
more general focus on health-care issues. According to the platform, the
Clinton administration would focus on
securing universal health care by shoring up and expanding provisions of the
Affordable Care Act.
The Democrats say they want to “guarantee health care as a fundamental right
for every American,” and add that “those
over 55 should be able to opt into Medicare.” Currently, Medicare is available only
for those over 65 or who are disabled.
The platform also pushes hard to support womens’ health initiatives including
advocating subsidies for Planned Parenthood to provide family planning advice
and supplies, which could include birth
control and sterility devices such as IUDs
like Actavis’ (formerly Allergan PLC) Liletta and Teva Women’s Health Inc.’s
Paragard; and sterility coils, like Bayer
HealthCare LLC ‘s Essure device.
“Every woman should have access to
quality reproductive health-care ser© Informa UK Ltd 2016
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vices, including safe and legal abortion –
regardless of where she lives, how much
money she makes, or how she is insured,”
the platform states. “We recognize that
quality, affordable health care, evidencebased sex education and a full range of
family planning services help reduce the
number of unintended pregnancies, and
thereby also reduce the need for abortions,” the Democrats add.
The Democratic platform discusses
promoting medical innovation and
research at the National Institutes of
Health, and making investments in global public health and in US community
public health centers “to better address
emerging threats and needs across our
country.”
Democrats want to back NIH scientists
by “giv[ing] them the resources they
need to invigorate our fundamental
studies in the life sciences,” the platform
states. “We recognize the critical importance of a fully funded National Institutes of Health to accelerate the pace of
medical progress.”
Zika Funding Debate
The Republican Party’s only mention of
the emerging Zika virus threat facing the
US is a call for “marrying significant investment, both public and private … especially as we confront new dangers like
Ebola, Zika, Chikungunya, and antibioticresistant pathogens.”
The Democrats, meanwhile, put more
emphasis on the issue in their platform,
calling for more funds to fight the Zika virus. “While the Republican Party refuses
to fund important measures that could
contain and address the Zika pandemic,
Democrats are ready to limit the reach
of Zika – just as we did with Ebola – and
support funding for diagnostic tests for
the virus, vaccine and treatment.” Democrats add they will also prepare for future pandemics, like avian influenza and
H1N1 flu virus, “by working with first responders and health officials to reduce
the risks.”
The Democratic platform aligns with
positions taken by congressional Democrats in a late June/early July dispute
on Capitol Hill over how many dollars
medtech.pharmamedtechbi.com

should be appropriated to the Centers
for Disease Control and Prevention and
NIH to combat the spread of the Zika
virus.
More recently, on Aug. 4, Senate Democrats sent a letter to Republican Senate
leaders asking them to abruptly end the
August congressional recess to vote on
more funding to fight a Zika virus outbreak in Florida.
Other health-care positions supported
by the Democrats’ platform include:
• Working “to end surprise billing and
other practices that lead to out-ofcontrol medical debt”;
• Reducing prescription drug costs
with a “crackdown on price-gouging
by drug companies” and by capping
the amount Americans have to pay
every month on prescription drugs,
and by “prohibiting “pay for delay”
deals that keep generic drugs off the
market; and
• Allowing “individuals, pharmacists
and wholesalers to import prescription drugs from licensed pharmacies
in Canada and other countries with
appropriate safety protections.”
Democrats also say they “will oppose
Republican plans to slash funding and
block grant [funding for] Medicaid …
which would harm millions of Americans.”
Corporate Taxes And Trade
The parties lay out different visions on
another topic of high interest to device
companies: corporate taxes.
American companies now face the
world’s “highest corporate tax rates,”
according to the Republican platform,
which is akin to “putting lead shoes on
your cross-country team.” Republicans
say that the current tax rates “reduces
companies’ ability to compete overseas,
encourages them to move abroad,” such
as has occurred with several US device
firms who have merged with foreign
firms in the past several years, choosing
to move their headquarters overseas to
avoid higher tax rates.
The GOP says it plans to “level the international playing field” by lowering the
corporate tax rate to be on par with, or below, the rates of other industrial nations.

The Republican platform also endorses
a recommendation of the National Commission on Fiscal Responsibility and
Reform, to switch to a territorial system
of taxation “so that profits earned and
taxed abroad may be repatriated for jobcreating investment here at home.”
The Democratic platform, on the other
hand, states that “Democrats will claw
back tax breaks for companies that ship
jobs overseas … and crack down on inversions and other methods companies
use to dodge their tax responsibilities.”
The purpose is to reward business that
make investments and keep jobs in the
US, the Democrats say.
Democrats would also “end deferrals
so that American corporations pay United States taxes immediately on foreign
profits and can no longer escape paying
their fair share of US taxes by stashing
profits abroad. We will then use the revenue raised from fixing the corporate tax
code to reinvest in rebuilding America,”
the party platform notes.
The Democratic party also promises
to keep an eye on trade treaties such as
the Trans-Pacific Partnership by cracking
down on unfair and illegal subsidies other countries grant their businesses at the
expense of US companies, to make sure
trade agreements include “strong and
enforceable labor and environmental
standards,” and make certain such treaties “promote innovation and access to
lifesaving medicines.”
The Republican party’s trade policy is
focused on preventing foreign governments’ efforts “to limit American access
to their markets while stealing our designs, patents, brands, know-how and
technology.” This has been a concern of
AdvaMed, in particular that the Chinese
steal US device intellectual property
and produce knock-offs of US-made
devices.
The GOP platform emphasizes: “We
cannot allow China to continue its currency manipulation, exclusion of US
products from government purchases,
and subsidization of Chinese companies
to thwart American imports.”
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FDA Seeks Consumer Reps For Device Advisory Panels
Sue Darcey sue.darcey@informa.com

U

S FDA asked consumer organizations interested in participating in
medical device advisory panels to
nominate consumer representatives for
three panels with vacancies in an Aug. 2
notice.
FDA is specifically asking for nominations for consumer reps on its Ear, Nose
and Throat Device Panel, its Medical Imaging Advisory Committee, and its National
Mammography Quality Assurance (NMQA)

Advisory Committee. For its ENT panel,
the agency is seeking one nonvoting consumer representative, and wants experts
in otology, neurology, and audiology.
To serve on its imaging committee, FDA
is seeking one voting consumer representative who is knowledgeable in nuclear
medicine, radiology, epidemiology, statistics and related fields. Also, FDA wants one
nonvoting consumer rep for its mammography panel; the member who sits on the

NMQA panel should be a physician, practitioner or other health professional whose
clinical practice, research specialization, or
other professional expertise includes a significant focus on mammography.
The agency is asking consumer organizations to send a letter or email with
nominations to FDA by Sept. 1 at docket
number FDA-2016-N-0001.
Published online 08/03/2016

European Commission Updates Official
‘Blue Guide’ Underpinning Medtech Rules
Amanda Maxwell amanda.maxwell@informa.com

T

he European Commission has updated its guide to the implementation of rules based on the New
Legislative Framework for the Marketing
of Products (previously known as the
New Approach).
The so-called “Blue Guide” is relevant
for numerous industrial sectors in the
EU, including medtech, as well as toys,
for example.
The latest update of the guide on the
implementation of EU product rules 2016
reflects modernization brought to the
legal framework in the past decade. This
version was published in the Official Journal of the EU on July 26.
There are new chapters in the 156-page
updated guide on topics such as obligations of economic operators, standardization and market surveillance.
The new medtech regulations reflect
the general progress in regulatory thinking in the EU as evident in this new Blue
Guide, and indeed in the New Legislative
Framework that the guide is interpreting.
The guide makes reference in general
to the requirements under all three current medical device directives (the Medical Devices Directive, the Active Implantable Medical Devices Directive, and the
IVD Directive). And there are numerous
16 | Medtech Insight | August 15, 2016

The Blue Guide and the New Legislative
Framework
The Blue Guide for the implementation of directives based on the New Approach and the Global Approach was first published in 2000. Since then, it has
become one of the main reference documents explaining how to implement
the legislation based on the New Approach, now covered by the New Legislative Framework.
The New Legislative Framework establishes a common legal framework in the
form of a toolbox of measures for use in future legislations. This includes the
European Commission, explains definitions of terms commonly used in product
legislation, and procedures to allow future sectorial legislation to become more
consistent and easier to implement.

references through this guide, particularly in footnotes, to the medical device
directives and how requirements for
medical devices sometimes may differ
from general requirements for manufactured goods.
There is a chapter on transitional periods for new or revised rules, which explains the purpose of having a transition
period, and is timely with the adoption of
the new Medical Device Regulation and
IVD Regulation anticipated shortly.

There is also a chapter on the geographical application of EU rules in EEA
EFTA states; Monaco, San Marino and Andorra; and Turkey. And there is a section of
Mutual Recognition Agreements, which is
relevant in the light of the negotiations
that the UK will be considering as a result
of its decision to exit the EU.
The new chapter on market surveillance
looks at member-states’ responsibilities
and cooperation between member-states
and the European Commission. It even
© Informa UK Ltd 2016
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Key topics
addressed
• How requirements for devices
may differ from general
requirements
• Transitional periods
• Geographical application
• Market surveillance
• Administrative cooperation
• Economic operators

has a section on the “specific” Medical Devices Vigilance System, which explains in
particular the role of the vigilance system
and the role of the safeguard clause for
medtech products.
The guide also recognizes administrative cooperation that is being carried out
between national authorities related to
medical device market surveillance in the
form of the European Commission’s Vigilance Working Group and within its Compliance and Enforcement Group.
Another topic addressed is economic
operators, which is a relatively new term
in the EU, and is not used in the current
medical device directives. Indeed, there
is no mention of the distributor and little
mention of the role of the importer in the
medical device directives.
The new Medical Device and IVD
Regulations, on the other hand, feature
much more detailed requirements for
economic operators. The Blue Guide
explains how the requirements are extended to cover the respective roles of
manufacturers, authorized representatives, distributors and importers in relation to the product, and will provide
useful background reading for medical
device manufacturers.
The updated guide also explicitly states
that where a distributor or an importer
modifies a product or markets it under
their own name, they become the equivalent of the manufacturer and must take
on the latter’s responsibilities in relation
to the product.
medtech.pharmamedtechbi.com

The New Legislative Framework consists of:
• Decision 768/2008 on a common framework for the marketing of products, which includes reference provisions to be incorporated whenever
product legislation is revised. In effect, it is a template for future product
harmonization legislation (47 pages);
• Regulation (EC) 765/2008 setting out the requirements for accreditation
and the market surveillance of products (18 pages); and
• Regulation (EC) 764/2008 laying down procedures relating to the application of certain national technical rules to products lawfully marketed in
another EU country (9 pages)

The new EU device and IVD regulations feature
much more detailed requirements than
current directives for “economic operators.”

Other topics addressed in the Blue
Guide include:
• Product requirements, including
technical documentation and traceability requirements;
• Conformity assessment;
• Notified bodies;
• Accreditation bodies (that accredit
notified bodies);
• An annex on the relationship between
the international quality systems standard ISO 9001 and modules requiring
a quality assurance system; and
• An annex on harmonized standards
to assess the competence of conformity assessment bodies.
The latest version of the Blue Guide was
drafted in close cooperation with national authorities and interested parties, and
will be updated regularly.
Market Surveillance Review
Separately, because the European Commission is concerned that many noncompliant goods still reach consumers and
businesses, it has launched a public consultation to seek views on the extent of
noncompliance and the underlying reasons for the problem in different sectors.

This public consultation focuses on the
evaluation of the market surveillance provisions of Regulation (EC) No 765/2008
on market surveillance, and on actions to
enhance enforcement and compliance in
the Single Market for goods.
The consultation does not specifically cite
medical devices at any point, although it
recognizes “EU harmonized legislation covers the great majority of industrial products.”
The current medical device directives
and future Medical Device and IVD Regulations have their own sector-specific requirements for market surveillance provisions,
and funding for new initiatives is expected
soon in this area. However, any weaknesses
established through this consultation are
likely to provide material for close consideration for the medical devices sector too.
The consultation also seeks opinions on
the most appropriate actions to improve
the situation and also whether action at
EU level would produce clear benefits
over and above that at the member-state
level in terms of scale and effectiveness.
The deadline for the public consultation is Oct. 31, 2016.
Published online 08/03/2016
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Marketing Applications Continue To Fall In Canada,
But MEDEC Expects Recovery Ahead
Neena Brizmohun neena.brizmohun@informa.com

T

he number of medical device marketing applications submitted annually to Health Canada has, in
general, fallen over the past five years,
with a total drop in submissions of around
24% between 2011 and 2016 for class II
products, according to the regulator’s latest annual performance report.
The decline in applications is likely driven by factors that are primarily outside
Canada, because more than 80% of all
Health Canada licenses are held by foreign
manufacturers, said a spokesperson for Canadian medical technology industry association MEDEC. “We don’t suspect that this
[decline] will continue in the long term,”
the spokesperson told Medtech Insight.
Around 1.4 million different medical devices are currently on the Canadian market.
According to the April 1, 2015-March 31,
2016, annual performance report by Health
Canada’s Medical Device Bureau, most of
the marketing applications are for class II
devices, followed by class III and then class
IV products. Class I devices do not require
a medical device license and are instead
monitored through establishment licenses.
The annual performance report reveals
that marking applications submitted over
the past five fiscal years for class II and
class III devices steadily declined year-onyear (see Table 1).
For example, class II applications dropped
from 1,970 submissions in FY 2011/12 to
1,502 submissions in FY 2015/16. Regarding
the intervening years, 1,812 class II applications were submitted in 2012/13, 1,568 were
submitted in 2013/14, and 1,532 in 2014/15.
The number of applications for class VI
products also dropped overall between
2011/12 and 2015/16, although it rose
slightly in the intervening years.
Not An Isolated Canadian
Situation
“Application volumes in Canada are heavily depending on imported technologies,”
18 | Medtech Insight | August 15, 2016

Number of medical device applications received by
Health Canada
FY 2011/12

FY 2012/13

FY 2013/14

FY 2014/15

FY 2015/16

Class II

1,970

1,812

1,568

1,532

1,502

Class III

546

478

435

409

404

Class IV

89

93

70

87

76

Source: Health Canada

the MEDEC spokesperson said, adding
that MEDEC has seen “ups and downs” in
application volumes in the past as the industry reacts to economic developments.
“Cost pressure on the global medical
devices industry, financial pressure in
the health-care markets, and the global
recession of 2009, with its ongoing slow
recovery process, could be contributing
factors,” he ventured.
In addition, the decline in medical device license applications is not an isolated
Canadian situation, the MEDEC spokesperson noted. According to a July 29 Federal Register notice relating to the US Food
and Drug Administration’s medical device
user fee rates for fiscal year 2017, “FDA
submissions in 2015 were below the average of the last three years,” he explained.
Upturn Ahead?
As for future submissions in Canada,
MEDEC said it would continue to monitor
the statistics and that it did not expect the
decline to continue in the long term.
“The medical technology industry has
a highly innovative core and we’re seeing increased recognition of the immense
contributions that medical technologies can make to providing higher quality, more efficient care that contribute to
broader healthcare system savings, which
are goals of Canadian health care and
other jurisdictions around the world,” the
spokesperson said.

Moreover, he said, there are initiatives
underway that are also making Canada
an increasingly desirable market for
medtech innovators. “For example, regulatory cooperation initiatives between
Canada and the US will presumably lead
to increased applications.”
For example, Canada and the US are
working closely together on the International Medical Device Regulators Forum’s
Medical Device Single Audit Program (MDSAP). A three-year pilot of MDSAP began
in January 2014. Under the pilot, Health
Canada, US FDA and regulators from Brazil, Australia and Japan are exploring the
use of a single-audit process to satisfy the
quality requirements for all five countries,
thereby reducing the number of regulatory audits that manufacturers have to
undergo and regulators need to conduct.
Other initiatives to improve regulatory
convergence between Canada and the US
include Health Canada considering:
• Using publicly available FDA productline classification decisions as part of
product classification decision-making in Canada;
• Using FDA guidance documents during the development of any new Canadian guidance documents; and
• Sharing with FDA copies of Health
Canada’s draft guidance documents
for comment by the US agency.
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on how we should interpret that you will be the next chairman
of AdvaMed. Before now, it’s really been the larger companies
that have been more prominent on the board, certainly as
chair. What does it mean from your standpoint that you, as a
small company CEO, are taking on this responsibility? What’s
the significance of that?
For AdvaMed, it’s an important signal. There may have been
some perception in the past that AdvaMed caters only to
mid- and large-cap companies. That is incorrect. 70 percent
to 75 percent of our members are companies smaller in size.
Smaller companies have often the absolute same priorities as
large companies. We’re talking about fluid timelines, burdensomeness of some clinical trials, reimbursement of new therapies, innovations, etc. – those are the same, whether they’re
obstacles or opportunities, that face larger companies.
However, smaller companies do have some unique constraints, as well, particularly ones related to capital formation. I
don’t think Medtronic needs to raise money to develop the next
product line, right? Most profitable companies don’t face that;
but most startups are still in a mode of heavy investment and
they need access to capital. That is one of the unique elements.
From AdvaMed’s perspective, we’ve been catering to the
needs of smaller companies for a while now. About four years
ago, we created a special board of directors—we call it Accel
—that serves the needs of smaller companies, and I think as
an industry trade association, we wanted to send a stronger
signal here that everybody counts, that every vote counts, every single company counts. There are no smaller issues.
The current chairman of AdvaMed, Vincent Forlenza, the
chairman and CEO of BD, is coming from the diagnostic world
and that is new to AdvaMed, as well. Now, between the traditional mid-cap and large cap medtech companies, diagnostic companies and now smaller companies – we are showing
that any one of those companies can take the leadership here
and guide the trade association.

Companies right now require
more capital from inception to exit
than ever before, and the amount
of capital available is less than
half what it used to be before.”
I wish I can tell you that it is all about me. It is not. Part of it is
about me, but the rest, the big part, is about the industry and
the trade association, and where everybody wants it to go.
What about the other trade groups out there, in particular, the
Medical Device Manufacturers Association, which defines itself
by a focus on smaller companies?
From a size perspective, AdvaMed has the broader representation, no matter which way you cut it, whether by how many
employees are in all the companies who are members of AdvaMed, or from a revenue perspective, or even from a number
of entities represented – it has the lion’s share.
With regards to MDMA, I think there is a role that they
can play. Over the past five years, MDMA and AdvaMed had
played together very well. You cannot see the light between
these two organizations. Many companies are members of
both at the same time.
But what we’re trying to avoid is having any perception that
AdvaMed is for large companies. AdvaMed is for everybody.
It’s not a competition. It’s not about who becomes the largest,
just ensuring that, as an industry, we have strong advocates
for us on the Hill and worldwide, as well.
Do you plan to take AdvaMed into any new directions as chair?

I’m sure your personal attributes were a factor here, but it
sounds like you are saying that simply the fact that you are a
small-company CEO played a significant role in your election
as chairman. That it was a very conscious effort by the board to
go in that direction. Is that accurate?
I’m not saying it was planned this way, but clearly it played out
this way. I demonstrated the leadership skills and the influence
that my peers wanted to see, but 10 years ago, with those same
leadership skills, it may have been still difficult to become the
chairman of AdvaMed as compared to today. It’s about being
there at the right time, the right moment; having all of the players understand the strategic imperative of giving voice to smaller
companies and sending a strong signal to Capitol Hill and to the
industry at-large that AdvaMed serves the needs of everybody.
medtech.pharmamedtechbi.com

I would continue in the path that Vince Forlenza and, before
him, Dave Dvorak, the CEO of Zimmer, and many other CEOs
before them have traced. There is no need to change the
trajectory. Clearly, the innovation ecosystem is one of our
priorities and that will be my priority – to ensure that we are
doing whatever possible to create an environment where
innovation can continue to blossom in the medtech space,
whether it’s capital formation, whether it’s access to clinical
trials in the United States or outside the US, or whether it’s
access to reimbursement and payments once those novel
therapies are developed.
How would you characterize the innovation ecosystem right
now? It seems like there’s a lot of positive movement, at least in
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In the device space, Wall Street
does not reward at-risk behaviors,
so we need to educate the market.
We need to educate the investors
to give more leeway for those large
consolidators since there are very
few of them right now.”
the US policy environment for medtech. For instance, industry,
by and large, appears more satisfied with FDA, and you have
the recent two-year device tax suspension. Are you feeling
pretty good right now? Any particular pain points?
We have made so much progress over the past two to three
years on all of these fronts. When I say we, it’s not only AdvaMed or the industry. That’s including the House, Senate and
the government agencies. There are still some pockets that
need some attention. You mentioned it. FDA has made tremendous progress over the past two to three years. You’ve
seen some guidance issued like the Expedited Access Pathway, focusing on ensuring that novel lifesaving therapies can
be made accessible to US patients earlier rather than later.
You’ve seen the FDA, as well, putting a lot of emphasis on
bringing first-in-man clinical studies to the United States.
We’ve seen also CMS deploying some efforts. It’s still at the
beginning. think there’s still more progress to be made on the
coverage and payments of novel, innovative technologies. On
the capital formation side, the market is still challenging. It is a
buyer’s market right now, so investors can dictate valuation of
medtech companies. It’s a great time to invest in the medtech
space from a venture perspective.
But the fact is, companies right now require more capital
from inception to exit than ever before and the amount of capital available is less than half what it used to be before. You add
those two together and you’ll see why we’re facing here still a
dramatic shortage of creation of medtech startups. If you look
at the number of series A funding in the medtech space, it is still
about 25 percent of what it used to be five years ago.
Another concerning statistic: last year, we had more exits
in the medtech space than company formations. Usually you
need a ratio of about 2.2-2.4 between exits to company creation to sustain a market. Here, we had more exits than company formation. We still have some challenges here that we
need to work on. Like you said, we’re better today than where
we were two years ago. The suspension of the device tax is
20 | Medtech Insight | August 15, 2016

helping tremendously. We need to make sure that it becomes
permanent. There are some other areas of weakness that we
need to work on; reimbursement and coverage by CMS and
capital formation for the medtech startups.
Regarding capital formation, what do you feel like needs to happen there to solve some of those challenges? What could be done
about it, about things like the exit-company formation ratio?
A lot of things. One is we need to ensure that the regulatory
pathway is the shortest possible. It is still much longer today than
it used to be, so right now the discussion about the next wave of
user-fee program with FDA is focusing on that. But there’s some
progress to be made. Clearly the 21st Century Cures proposal by
the House would help, creating those breakthrough innovations.
The Expedited Access Pathway by FDA is helping. But we need
more examples like that to shorten the pathway.
We need to have more parallel pathways between FDA and
CMS for reimbursement. We need to figure out ways for CMS
to be able to commit to reimbursing a product earlier because
that is what’s holding venture funds, or pension funds, and
so forth from investing in the medtech space – the fear that
those products, even if they are successful, they may not be
reimbursed down the line. We need to figure out a way with
CMS to work on a preapproval, or pre-coverage of technologies. There’s still a long road ahead of us here.
Finally, we need to create an environment within Wall
Street and outside of it, to reward publicly traded companies
that are taking innovation risks, whether it’s organic innovation risks, trying something new and failing, or inorganic – like
giving larger medtech companies some breathing room to do
more acquisitions earlier.
Let me give you an example and expand on this for a second.
If you look at the past decade, from 2004 to 2014, it used to take
a small company $32 million on average to go from inception
to exits. This is an average, meaning you’ve got some companies, most of those will be 510(k) pathways and smaller product
lines, but still, it’s $32 million on average. In 2014, that became
a $72 million average cost from inception to exit. For the same
amount of money available in the market, we can have less
than half of the companies created. That’s number one, but we
also have less money, so the issue is even more compounded.
What has driven up the costs?
Why is it $72 million? The FDA regulatory process is taking longer, reimbursement is taking longer. Those are elements of it.
There is another one as well. We have seen a wave of risk aversion from a few of the traditional medtech consolidators on the
one hand and we’ve seen a consolidation of the consolidators.
What I call a consolidator is a company of medium-to-large size
that is able to acquire smaller companies. In the past, a company could have two shots at goal, one with Covidien and the
other with Medtronic, now they have only one shot at goal.
© Informa UK Ltd 2016
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Compounded with that is that some of those large medtech
companies would prefer to acquire de-risked assets, i.e., a
smaller company that has proven not only that the technology works, but that it’s approved with the regulatory agencies
and thus, being reimbursed, but also retire the adoption risk
by demonstrating that the product can be sold. Some of the
$72 million on average has been used to develop salesforces;
to start selling the product to demonstrate attractiveness,
then to be acquired by consolidator, and then those salesforces will be either merged or dissolved. That’s money that
should have been used to develop new innovations.
What can be done about these issues?
We need to keep working with FDA. Give them more tools
and ammunition. And, CMS [the US Centers for Medicare and
Medicaid Services], can we get them to cover more innovative
products? Can we get them to commit to covering earlier in the
cycle? Can we get them to do more parallel pathways with FDA.
And with consolidators, can we give them the air cover
they need to be able to do those at-risk portfolio acquisitions? When you say, “Well, you know what? Valves are strategic for me, so I’m going to go and buy three or four technologies. One of them will be successful. That’ll be plenty
enough. I don’t need to have 100 percent batting rate here
in my inorganic investment.” On the pharma side, they do
this a lot. Wall Street rewards them for it. In the device space,
Wall Street does not reward the at-risk behaviors, so we need
to educate the market. We need to educate the investors to
give more leeway for those large consolidators since there
are very few of them right now.
What’s involved with educating the market? How does that
happen in a way that would actually result in change? Are public policy changes also needed?

On Brexit: “We need to be
there to guide them and
give them the information they
need about the implications
of the changes they want,
whether it’s positive or negative.”

On the policy side, taxes, particularly the device tax, has hurt
us a lot. When people look at the device excise tax, they say,
“It’s small.” It is not. When a large consolidator is making 10
percent of EBITDA, you remove 2.3 percent, that’s 23 percent
of their EBITDA that is gone. Those guys, where do they start
cutting is in their organic and inorganic, the longer-term projects. Accounting could be another area to look at as well. How
do we do cash accounting versus GAAP accounting? There
could be some work there. I don’t know yet. We need to look
into that.
A last one would be to invest in more research; to look at
the data and be able to communicate the data. There is nothing that speaks better to Wall Street than data. If we can provide them valid data showing that large- or mid-size medtech
companies were successful in doing those at-risk acquisitions.
You know, look at Edwards buying the first transcatheter
aortic valve company. People looked at it like, “Wow. You’re
paying $300 million for this?” Now we look at that and say,
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“Wow, this is the smartest thing Edwards has ever done.” This
was way before they got FDA approval, way before they even
started doing major clinical trials.
We need to be able to demonstrate that this behavior
is actually the right behavior for mid-sized and large-sized
companies to try to create an environment where they keep
doing what they’ve done in the valve space. They’ve done
a fantastic job, by the way, in the valve space. If you look at
the 2015 statistics, most of the acquisitions that have happened were in the mitral valve-replacement space, trying
to mimic what happened on the aortic valve a few years
before.
For that type of research, illustrating how these risky acquisitions can bear fruit, is that the type of thing that AdvaMed can
play a role in?
Usually the best groups that can do this type of research
are the major consultancy groups and many of them have
partnered with AdvaMed, even in the recent past. You’ve got
also the patient advocacy group –the not-for-profit research
group – as well. I think it will be somehow my role to ensure
that we try to channel some of those efforts in this direction.
It’s not necessarily what AdvaMed does, but this is where we
could use the AdvaMed forum to try to encourage more of
this research to be conducted and published.
That said, AdvaMed used to have a research arm called
InHealth. We remerged it back inside AdvaMed so we do
have the capability to conduct or fund research from within
AdvaMed, either through our usual operating budget or
through special assessments. That is something as well that
one can look at.
There are a lot of things that, frankly, I don’t know yet. I’m
using the next few months as the chairman-elect to learn as
much as I can.
You started the conversation by mentioning the dynamic period of world affairs we find ourselves in, in particular with Brexit
and the US presidential election. How are issues like that impacting the industry and how should the industry engage on
those issues?
Let’s take Brexit as an example. This is happening outside
the United States, of course. One would say, “Why would
AdvaMed be impacted or involved?” For one, AdvaMed
is not a US trade association. We’re very global in nature.
We have some of our members, like Philips or LivaNova,
which are based overseas, and even Medtronic now is an
Irish-based company. Our members are global. There is
a significant percentage of our budget used to serve the
needs for international advocacy for AdvaMed, whether it’s
in Europe, China, Japan, Southeast Asia, Australia, Canada,
and so forth.
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We have a sister organization called Eucomed. Eucomed
and AdvaMed, we work very, very closely together. With regard to Brexit, Eucomed will be the primary contact point
following up on what would be the implication if this proceeds. If Brexit proceeds, what will be the implication on the
regulatory pathways and reimbursement pathways in the
UK? Would they still follow the CE marking? Would they be
like Switzerland? Switzerland is not part of EU, but they do
abide by the CE marking, so when a product is CE-marked, it
has access to the Swiss market.
Or would they use this opportunity and approach FDA
and try to harmonize their regulatory pathway in the UK with
FDA, or who knows? We have to engage contacts at the highest levels as they navigate through all of this. We need to be
there to guide them and give them the information they need
about the implications of the changes they want, whether it’s
positive or negative.
Any thoughts in terms of the political situation in the US and
what that could mean for the industry, for companies? Any
thinking there or key issues that you’re keeping an eye on in
terms of the candidates for White House or Congress?
Absolutely. The new president will take office in January.
The president has the veto power, has lots of influence. But
also there are some questions on whether the House or the
Senate might shift board. This will have implications, particularly on one topic right now, which is the device tax. We
received a suspension for two years. This has to become
permanent. If the device tax is reinstated after two years,
it will have dramatic negative impacts on our innovation
ecosystem.
We have to be out there educating all of the politicians
about the implication of that to ensure that the device tax
suspension is either prolonged, but better off, if we can make
it permanent and totally repeal the device tax.
But in terms of who will have control of the White House and
Congress, do you see an obvious impact in terms of likelihood
of permanent repeal of the device tax, or is it just a matter of
educating whoever takes office and whoever controls the Congress to make sure that happens?
I’m ready to play nice with all parties all of the time to ensure that our industry is successful and that we keep building novel products that address those diseases that are in
dire need of solutions. Whether one party would be more
favorable or less favorable than the other party, I don’t have
an opinion on that. Whoever is in the White House or controlling the Senate or the House, we’ll be ready to work with
them like we did in the past.
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