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In late 2018, China’s 
National Medical Products 
Administration updated its 

Innovative Devices pathway 
and, more recently, the agency 

has rolled out initiatives in 
artificial intelligence, electronic 
registration, and unique device 
identification, among others.

Building new things often calls for 
flexibility and creative thinking. This is 
certainly the case when it comes to a 
company leveraging available medtech 
regulatory and reimbursement pathways. 

I was struck in discussions at the Wilson 
Sonsini Goodrich & Rosati Medical 
Device Conference last month (where 
we unveiled the inaugural issue of MTS 
Market Pathways) by the diversity of 
challenges firms face and the need to 
adapt to circumstances. Solutions to 
problems can be as complex as designing 
a novel clinical trial protocol to respond 
to regulators’ questions, or as seemingly 
simple as changing a product’s name to 
support a more tailored and favorable 
reimbursement policy.

Another means of adaptation is 
strategically adjusting the indications and 

submission types for a device. EDAP TMS 
is a company that faced many twists and 
turns in this regard for its high-intensity 
focused ultrasound prostate cancer 
device. We tell its story—from PMA to 
de novo to 510(k), and finally turning its 
efforts into a novel CPT Category I code. 

The need to adapt doesn’t stop after a 
product is on the market. Take paclitaxel-
coated devices for peripheral artery 
disease, which are facing alarming, 
but head-scratching data suggesting a 
late mortality risk. Manufacturers want 
to employ registries and claims data to 
help solve that puzzle; those ideas were 
vigorously debated at a recent FDA 
advisory panel meeting. And we look 
deeper into the march toward real-
world evidence for medical devices in 
our feature on the National Evaluation 
System for health Technology (NEST). 

Adapting 
to shifting 
regulatory 
and political 
winds in 
places like China to decide when to 
seek access in which markets is also 
crucial. Experts in that market discuss 
considerations for entering China in 
our cover story.  

Read these stories and more in 
this second-ever issue of Market 
Pathways. And be sure to check  
out the MTS Community Blog  
(www.medtechstrategist.com/blog), 
where I have been spotlighting 
what I think are the most important 
medtech policy happenings each 
week in my “Pathways’ Picks” 
posts. Send me a note if you have 
feedback. And happy reading!    

Adaption and Innovation

DAVID FILMORE
D.Filmore@MedTechStrategist.com

   July 2019 Coverrr

Tiananmen Gate
Beijing

mailto:s.levin%40medtechinno.com?subject=
http://www.paulstreeto.com
http://www.mtsmarketpathways.com
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 T O P  P I C K S

China UDI...
China’s National Medical Products 
Administration is launching a Unique 
Device Identification pilot project 
this month focusing on high-risk 
implantable devices. The goal is 
to help form the basis of a UDI 
platform that can be used to track 
devices to support recalls and 
adverse event reporting, and as a 
tool to support reimbursement and 
data-collection needs., NMPA says. 
The agency plans to conduct the 
pilot over the next year and hold a 
pilot summary meeting next July. 

...and eSubmissions
Medical device registrations could be submitted 

electronically to China’s National Medical Product 
Administration without a paper copy starting June 24. 

That’s the official launch day for the agency’s eRPS 
system, which will accept initial and modification 

registration submissions for domestic Class III devices 
and most imported Class II and III devices, as well as 
submissions for clinical trial approvals and innovative 
medical device special reviews. Companies can still 

choose to make paper submissions, but as of Nov. 1, the 
electronic filing format must be employed. 

P AT H W AY S ’  P I C K S

Brazil steps up in sterilization
The country’s regulatory agency ANVISA blessed 
the time- and resource-saving parametric release 
approach for ensuring medical device sterilization June 
26, aligning with other global regulators. Traditional 
sterility testing requires a two-week or more incubation 
period, while parametric release, which relies on 
documenting critical process parameters, does not 
require a wait. ANVISA will also accept assessment 
with biological indicators. 

Cyber focus
FDA has scheduled a meeting of its Patient 
Engagement Advisory Committee Sept. 10 to discuss 
best practices for communicating device cybersecurity 
risks to patients. The meeting notice comes as FDA 
has stepped up efforts in recent years, with other 
agencies, to address the threat of hackers, and a 
week after Medtronic plc issued an alert, followed 
by an FDA warning, that some of its insulin pumps 
are susceptible to hacking, based on findings from 
external researchers. Health Canada, meanwhile, 
finalized guidance on pre-market cybersecurity 
requirements June 26. 

THE NEWS THIS MONTH
>>REGULATORY  

Steps back, and forward, in EU
News of notified bodies dropping out of the running to 
be designated under the oncoming Medical Device and 
IVD Regulations (MDR and IVDR) sparked more alarm 
about readiness in the EU medtech regulatory community. 
Meanwhile, some progress toward implementation 
was made, with a few more notified body applications 
coming in and guidance documents posted. (See “EU 
Commission Confidence on MDR Meets Growing List  
of Challengers, this issue.)

European combinations
Drug-device combination products are 

always a tricky regulatory puzzle, and they 
are made more so in Europe as sponsors 

try to piece together drug regulations with 
the new MDR. The European Medicines 

Agency, which regulates drugs, issued a 
guidance June 3 on documentation that 

needs to be included in the quality section 
of combination product submissions. 
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P AT H W AY  P I C K SP AT H W AY S ’  P I C K S

>>REIMBURSEMENT  

>>DATES TO REMEMBER  

>>APPOINTMENTS  

CMS eyes TAVR  
outcome metrics 
Up to 200 more hospitals 
may be able to start new 
transcatheter aortic valve 
replacement programs 
under a June 21-finalized 
national Medicare coverage 
policy update that reduces 
the procedure-volume 
threshold to qualify for 
TAVR coverage. But of even 
more potential significance 
is CMS’ suggestion that it 
is ultimately considering 
adopting outcome 
measures to replace volume 
requirements. To help 
address the issue, CMS says 
it is adding a new question 
to be included in the TVT 
Registry that is linked to 
the coverage policy. In 
parallel, the coverage 
policy update notes that 
the CMS Innovation Center 
is exploring application 
of a composite outcome 
measure to support a 
bundled payment  
program for TAVR.

MedPAC pans breakthrough proposal
CMS’ proposal to temporarily waive the “substantial clinical improvement” 
requirement for FDA-designated Breakthrough devices to receive a new-
technology add-on payment (NTAP) for hospital inpatient procedures is misguided, 
writes the Medicare Payment Advisory Commission, an independent agency that 
advises Congress. MedPAC was responding to CMS’ FY 2020 hospital inpatient 
payment system proposal from April, which included a plan to give Breakthrough 
devices a more automatic path to elevated payment while more data is collected. 
(See “Positive Signs Out of CMS, But Many in Medtech Need to See More,” Market 
Pathways, June 2019.) MedPAC argues “the Medicare program, not the FDA, should 
adjudicate spending determinations based on the specific needs of the Medicare 
population.” MedPAC, meanwhile, doesn’t have a problem with the agency’s plan 
to increase the maximum dollar amount of NTAPS, although the device industry 
is pushing for an even bigger increase than proposed. A final inpatient rule is 
expected in August to take effect October 1.   

FDA chief of  
staff switch 
Keagan Lenihan 
started as FDA’s 
chief of staff this 
month as Lauren 
Silvis left the agency. 
Lenihan moved from her post as 
FDA’s associate commissioner for 
Strategic Initiatives and External 
Affairs. She previously worked on drug 
pricing issues at HHS and managed 
government relations at McKesson 
Specialty Health. Meanwhile, Silvis had 
come to the chief of staff post after 
experience as a deputy director at 
FDA’s device center. 

Yared to MDIC  
Fresh off of his stint as 
chairman of AdvaMed, 

CVRx CEO Nadim 
Yared is now taking 

on the chairmanship 
of the Medical Device 

Innovation Consortium, 
the public-private 

partnership that has 
played a central role in advancing new 

applications of regulatory science to 
FDA and CMS policies, and is in charge 

of the nascent National Evaluation 
System for health Technology (NEST). 

Yared served as AdvaMed board chair 
from 2017 to 2019 and has sat on the 

MDIC board since 2013.

LENIHAN

YARED

Comments are due        
    on a consultation 
from the International 

Medical Device Regulators Forum 
on personalized medical devices, 
including 3D-printed devices. 

31 Nominations are due 
for a nonvoting industry 

representative on FDA’s Device 
Good Manufacturing Practice 
Advisory Committee.

13 Public responses are due 
on a consultation from the 

UK National Institute for Health 
and Care Excellence (NICE) on its plans 
to leverage broader sources of data, in 
particular real-world data from electronic 
health records, registries and other places, 
to support its care guidelines.

THE NEWS THIS MONTH
JULY SEPT24

Source:  
Edwards Lifesciences

TAVR procedure 
performed with 
Edwards Sapien 
3 Valve
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MARKET PATHWAYS
SCORECARD

A snapshot of stats and facts
for the medtech regulatory
and policy community.JUNE

RECALLS

CLASS I
21

CLASS II
179

CLASS III
11

CPT CODES

Sources: FDA; 2018 Medical Device Registration Work Report, 
China NMPA, May 31, 2018; CPT Editorial Summary of Panel Actions, 
May 2019

CATEGORY I
16

CATEGORY II
3

CATEGORY III
25

The American Medical Association 
CPT Panel granted 42 new CPT codes
 at its most recent meeting in May:

FDA cleared 1,333 510(k)s 

in the first six months of 2019,

down by 13% compared to 

the January – June average 

during the prior four years.

China National Medical Products Administration 
device approvals dropped by 38% last year from 
2017, including a 48% decline in highest-risk 
Class III device approvals.

CHINA UPDATE

20182017201620152014

8834 7530 8653 8923 5528

Total Device Approvals

FDA APPROVALS

5 novel devices
in June

 ¢ Panel-Track
     Supplements

Novel Device Approvals: Year-To-Date

TOTAL

¢ De Novo¢ Original PMAs
2015 2016 2017 2018 2019

42
38

48 49

40

24

8
10

10
17 20

9
7

14

19 24 15 19

6

15

Catheter-maker OriGen Biomedical
was cited for violations of the 
Quality System Regulation, as well as
adverse event reporting and device
recall requirements.

WARNING LETTERS

DEVICE WARNING
LETTERS ISSUED BY FDA2
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STORIES WE’RE TRACKING

EU Commission  
Confidence on MDR

Meets Growing List  
of Challengers

EU member country leaders are 
increasingly alarmed that Europe 

will not be ready to stand up  
the new Medical Device Regulation  
next May, as more notified bodies 

drop out. But the Commission  
insists the deadline is “realistic  

and achievable” and points  
to its progress. 

>>David Filmore

There barely seems to be a week without news 
underscoring reasons to worry about the planned 
May 2020 implementation of the EU Medical 
Device Regulation (and even the May 2022 date 
for the IVD Regulation). And each week, it becomes 
more difficult to understand how the European 
system will be ready for the big change without 
many products at least temporarily dropping off the 
market, or without individual EU countries stepping 
in on a piecemeal basis to help fill the gaps. 

This disagreement about the feasibility of the 
current situation is not only between the medtech 
industry and EU policymakers. It has elevated to a 
debate between the European Commission, which 
continues to express full confidence in a successful, 
on-time implementation, and many heads of state 
within Europe, who are increasingly raising alarms 
about readiness. 

That discord was on clear display at a June 
14 session of the Council of the EU, which is 

F I R S T  TA K E SF I R S T  TA K E S

Stories We’re Tracking

JENS SPAHN,  
Germany’s health 

minister.

He urged decisive 
action by the European 
Commission to address 

implementation 
challenges for the MDR 

during a June 14 EU 
Council session. 
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F I R S T  TA K E S

the representative legislative body 
for member-state heads in the EU 
government. 

The MDR topic was raised during the 
session convened by the Employment, 
Social Policy, Health and Consumer 
Affairs Council in response to a joint 
note of concern submitted by the 
governments of Germany and Ireland 
about the lack of preparedness for the 
oncoming regulations. They implored 
EU member states and the Commission 
to urgently work together to identify 
key challenges and solutions, and 
they suggested the need for a slower 

implementation, at least for certain key 
products. 

Representatives from 21 other countries 
underscored Germany’s and Ireland’s 
concerns during the session, and a 
few, including Poland and Bulgaria, 
explicitly called for extending the legal 
transition periods, which would require 
the Commission, the Council, and the EU 
Parliament to agree on a revision to the 
current law. 

One idea that has circulated as a 
potential strategy to ensuring devices 
don’t disappear in the transition 
to the new regulations—if enough 
notified bodies aren’t in place in time 
or other structures aren’t in place—is 
for individual EU countries to work 
together to certify devices on the 
national level. But that concept seemed 
to be dismissed by multiple country 
leaders at the June session. “National, 
special authorizations is not a good 
thing, I don’t think,” German Health 
Minister Jens Spahn said (as translated) 
during the hearing. “This will result in a 

fragmented market and the advantages 
of the [regulation] will be watered 
down.”

But the Commission stood firm during 
the session. Vytenis Andriukaitis, the 
commissioner in charge of health 
policies, pushed back on the Council. 
“May 2020 is a realistic and achievable 
deadline,” he told the Council. “Any 
change of rules at this late stage would 
be unfair to serious operators who have 
carried efforts to ensure their timely 
compliance.” 

Notified Body Numbers: 
Which Direction?

The Commission has consistently 
expressed confidence and argued that it 
is not possible to delay implementation. 
The argument from country leaders and 
industry, however, is that the system 
depends on designated notified bodies 
to certify devices for CE marks. But 
stakeholders say it is becoming virtually 
impossible to envision how a sufficient 
number of notified bodies will be able 
to fulfill this mission for a large chunk of 
devices before the deadline.

There are currently only two notified 
bodies that have been designated under 
the MDR–BSI UK and TÜV SÜD from 
Germany. The Commission says it is 
making progress on designating more. 
(It’s possible that a few more could 
reach the finish line before this article 
goes to press.) As of the end of June, the 
Commission had received 51 notified 
body applications, up from 47 by the 
start of May. Five organizations have 

reached the final stage of the designation 
process, up from two in April, the 
Commission says. 

But there are also signs that things are 
going in the wrong direction, with some 
notified bodies dropping out of the 
medical device space altogether in the 
face of bureaucratic complications and 
increasing financial challenges.

UK-based LRQA (Lloyds Register 
Quality Assurance Ltd.) and UL 
International, as well as Swiss-based 
QS Zurich AG all recently announced 
that they are dropping out of the device 
notified body sector. 

On July 3, UK-based UL International 
said that it will cease operations under 
the current Medical Device Directives 
(and drop most of its activities under 
the IVD Directives) beginning Sept. 1. 
Instead, it has transferred 80% of its CE 
Certificates to a Polish-based notified 
body it is partnering with (and the 
remainder have transferred to another, 
unidentified notified body). 

UL made the decision, it said, because 
it would lose its EU designation under 
the MDD under a “no-deal” Brexit. The 
transfers are helpful to its current clients, 
but the step means there will be one less 
experienced notified body available 
under the oncoming MDR. Meanwhile, 
the status of the Polish notified body, 
Polskie Centrum Badan, in seeking 
designation under the MDR is unknown.  

LRQA, which is known in particular for 
its work on IVDs, said in June that it is 
dropping its role as a notified body 
under the current Medical Device 
and IVD Directives, in addition to 
withdrawing its application to operate 
under the MDR and IVDR. And QS 
Zurich disclosed that it was shutting 
down its medical device department 
about a week later. 

The developments come as device 
companies are scrambling to gain new 
certifications under the current directives 
to take advantage of a grace period 
offered in the MDR/IVDR for some 

STAKEHOLDERS SAY IT IS BECOMING VIRTUALLY 
IMPOSSIBLE TO ENVISION HOW A SUFFICIENT  
NUMBER OF NOTIFIED BODIES WILL BE ABLE TO  
FULFILL THIS MISSION BEFORE THE DEADLINE.
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MDD/IVDD-certified devices. In the case 
of LRQA and QS Zurich, industry experts 
are worried that other notified bodies 
won’t have the capacity to take on 
many dropped device-company clients. 
Notified body numbers have already 
declined from more than 80 to less than 
60 in the past few years 
as standards have 
increased.

The developments also 
spotlight the steep 
challenges notified 
bodies are facing 
under the new MDR 
requirements. Both 
LRQA and QS cited 
the financial burdens 
of the new standards. 
It raises the question, 
if established firms like 
these have decided to 
call it quits, what are 
the smaller operations 
going to do?

And, in addition to the 
MDR/IVDR challenges, 
Brexit is clearly having an impact, 
particularly for the UK-based notified 
bodies, which have historically certified 
a large proportion of devices that have 
entered the EU market. 

LRQA was trying to establish a 
Netherlands-based notified-body entity 
to get around the Brexit challenge, but 
it has now dropped that effort. BSI has 
successfully set up a Netherlands entity 
that is designated under the current 
directives, but the Dutch group has yet 
to be signed off under the MDR or IVDR. 
Now that UL International is leaving 
the sector, the only other UK notified 
body remaining is SGS United Kingdom 
Limited.

Progress Picks Up

Nonetheless, some progress is being 
made. The Commission has suggested it 
could certify 20 notified bodies by the 
end of 2019. Also, important documents 

and guidelines are flowing out at an 
accelerated rate. 

In early June, the Commission issued a 
Q&A guidance on what awaits notified 
bodies under the new regulatory system. 
Details on how to handle conflict-of-
interest protections, the MDRs strict 

resource and personnel requirements 
for notified bodies and the necessary 
assessments when a device transfers 
between notified bodies are among the 
issues addressed. 

The EU Medical Device Coordination 
Group (MDCG), which is tasked by the 
European Commission to implement 
the MDR and IVDR, convened June 
20 and soon after that, two important 
documents were issued by the 
Commission. Specifically, on July 1, 
the Commission posted a guidance 
explaining the necessary qualifications 
and expectations for a required “person 
responsible for regulatory compliance” 
at each company and authorized 
representative under the regulations. On 
the same day, it also posted a guidance 
for patient implant cards, which will be 
required for each device implanted in a 
patient. 

The MDCG also discussed at its 
June meeting finalizing the form for 

MDR-required Manufacturer Periodic 
Safety Reports (MPSR) and an upcoming 
guideline on summaries of safety and 
clinical performance, as well as finalizing 
multiple implementing acts necessary 
to enforce the new regulations at the 
national level.

One big change in the 
new regulations is that 
certain high-risk devices 
will require an additional 
sign-off by EU-convened 
“expert panels” beyond 
the standard notified 
body process to enter the 
market. The Commission 
said recently it is getting 
ready to start the 
nomination process later 
this year for the clinical 
specialty-specific expert 
panels.

Despite this progress, 
people close to the 
effort are becoming 
increasingly anxious 
that time is running 

out. Consultants and other experts 
are urging companies to stay in very 
close contact with their notified bodies 
to understand their progress toward 
designation and contingency plans. In 
addition, experts advise, firms should be 
well on their way to doing everything 
they can to comply with the new clinical 
and surveillance requirements of the 
regulations, despite a lack of guidelines 
in some areas. 

Bassil Akra, who is the VP of Global 
Strategic Business Development at TÜV 
SÜD, one of the two MDR-designated 
notified bodies, has been outspoken in 
his concern about the implementation 
progress. In a July 5 post on the social 
media site LinkedIn, Akra stressed that 
there will only be 223 productive days 
until MDR implementation, accounting 
for European holidays and weekends. 
“The number of remaining days till 
date of application of the regulation is 
shocking,” he wrote.   

F I R S T  TA K E S

Vytenis Andriukaitis

European Commissioner of Health & Food Safety
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Watching Warren:
Senator and Presidential Candidate  
Pressures FDA on Device Oversight

Elizabeth Warren, now a top-tier candidate in the Democratic 
presidential primary, has recently been putting some critical 
attention on FDA device oversight, questioning its robustness 

and pushing back on the agency’s reform ideas.

>>David Filmore

Massachusetts Senator Elizabeth Warren 
is now one of the leading Democratic 
presidential candidates, so when she 
criticizes FDA device oversight it’s worth 
paying attention. 

Warren did just that in a June 24 letter, 
also signed by Sen. Patty Murray 

(D-Wash.)  to FDA Acting Commissioner 
Ned Sharpless and CDRH Director Jeff 
Shuren scrutinizing a provision in the 
Trump administration’s latest budget 
proposal for a two-step “progressive 
approval” program for devices, in which 
certain products that address unmet 
needs could enter the market based on 

a reduced “safety and performance” 
standard and “could remain on the 
market after an established time period 
only after a demonstration of reasonable 
assurance of safety and effectiveness.” 

Warren and Murray asked for the 
officials to respond to questions on 
the proposal by July 8. "The FDA will 
respond directly to the authors of the 
letter on their specific questions," agency 
spokeswoman Alison Hunt told Market 
Pathways on July 9. The senators call the 
proposal “particularly alarming, given 
the FDA’s already-lenient regulatory 
framework guiding medical device 
approval standards.” They point out 
that former FDA Commissioner Scott 
Gottlieb previously said that such a 
conditional approval framework would 
not be appropriate for device or drug 
oversight, in the context of supporting 
such a plan for veterinary drugs. Shuren, 
meanwhile, has expressed some public 
support for the framework. And it fits 
into his interest in experimenting with 
flexible approval approaches for new 
technologies. (See “Jeff Shuren, 10 
Years in at CDRH, Wants More Space 
To Innovate,” Market Pathways, June 
2019.) 

The proposal would require new 
congressional authority, FDA's Hunt 
confirmed, so it is not currently being 
pursued within FDA. And it is also not 
clear how much it would practically 
differ from FDA’s current approach 
under the Breakthrough Devices 
Program, where more data-collection 
requirements can be put off until after a 
device is approved on the condition of 
mandatory post-market studies. 

But more noteworthy than the specific 
issue of progressive approval is the 
senators’ emphasis on a “lenient” device 
regulatory framework. It underscores that 
the FDA’s current direction toward more 
regulatory flexibility for devices could 
be up for a switch in direction under a 
potential Warren administration. This 
latest letter follows an October 2018 
missive from Warren and two other 
senators questioning FDA’s plans for its 

F I R S T  TA K E S



S E C T I O N  N A M E

JULY 2019 13

Pre-Certification Program for digital 
health devices in the context of ensuring 
patient safety. Since then, FDA slowed 
down its implementation plan for the 
program and acknowledged it would 
need more authority from Congress to 
fully implement it. 

Anti-Corruption Focus  
Will Animate Warren’s 
Efforts

Warren’s perch on the Senate’s Health, 
Education, Labor, and Pensions (HELP) 
Committee (where Sen. Murray is the 
highest-ranking Democrat) has given 
her a front-row seat on FDA and 
healthcare policy matters. But outside 
of the recent Pre-Cert and provisional 
approval letters, she hasn’t exerted 
substantial public energy on device 
safety issues during her Senate tenure. 
And, aligning with industry, she has 
been a proponent of repealing the 
medical device excise tax—a popular 
and not surprising position given the 
industry’s strong Massachusetts base. 

Warren’s fundamental issue of focus is 
weeding out corruption; that’s what is 
animating her presidential campaign 
and what will likely drive her top-line 
focus on federal agencies, including 
FDA. That came through in her July 
1 letter sent to former Commissioner 
Gottlieb, which called him out for 
his recent decision to join the board 
of directors of Pfizer. “This kind of 
revolving door influence-peddling 
smacks of corruption, and makes the 
American people rightfully cynical 
and distrustful about whether high-
level Trump Administration officials are 
working for them, or for their future 
corporate employers,” she wrote to 
Gottlieb, asking him to resign the post.

Gottlieb, like Shuren and Sharpless, 
plans to respond privately to the letters, 
which serve as clear signposts that 
medtech and FDA policy issues will  
not escape the limelight as US 
political contests heat up over the 
coming year. 

AI in Medicine:
New CPT Code, AMA Delegate Policies 

Show Forward Movement
The medical community put more support behind advancing 

AI technologies in actions taken by two segments of the 
American Medical Association in June.

>>Tracy Schaaf

A newly granted CPT Category I code 
is a big win for IDx Technologies 
Inc. and also could help map out a 
path forward for reimbursing artificial 
intelligence technologies in healthcare 
more broadly. 

The American Medical Association’s 
CPT Editorial Panel accepted a new CPT 
Category I code for automated point-
of-care retinal imaging at its most recent 
meeting. The new code, submitted by the 

American Academy of Ophthalmology 
(AAO) with the support of IDx 
Technologies, facilitates correct billing of 
IDx-DR, IDx’s FDA-cleared autonomous 
AI system that detects diabetic retinopathy 
(DR), a leading cause of blindness. 
The new CPT code is scheduled to be 
effective January 2021. IDx-DR is the 
first autonomous AI diagnostic system 
to be FDA-cleared (in April of last year) 
for use without needing a physician to 
interpret the results. This enables non-eye 
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care providers to use IDx-DR to make 
an immediate diagnostic assessment for 
DR at the point of care, without requiring 
telemedicine or specialist review, as 
Market Pathways detailed in a June 
feature article. (See “IDx Technologies: AI 
Meets Market Access with a Breakthrough 
Diabetic Retinopathy Detection Device,” 
Market Pathways, June 2019.)

The impact of this new code, one of the 
first focused on AI-enabled technology, 
goes beyond the ophthalmic space. It 
helps pave the pathway for the further 
adoption of autonomous AI technologies 
in healthcare, said Michael Abramoff, 
MD, PhD, founder and CEO of IDx, 
in the company’s June 25 statement 
announcing the new code.

The new code aligns with other recent 
efforts at the AMA. The physician 
organization is taking a supportive 
stance on the emerging area of 
artificial/augmented intelligence 
in healthcare, while ensuring that 
oversight and accountability are in 
place so that the technology is used 
justly and effectively. According to a 
mid-June press release, the association’s 
delegates endorsed a host of policy 
recommendations at AMA’s June annual 
meeting, including:

• Oversight and regulation of 
healthcare AI systems based on risk 
of harm and benefit.

• Payment and coverage for all 
healthcare AI systems that are 
conditioned on complying with all 
appropriate federal and state laws 
and regulations, including but not 
limited to those governing patient 
safety, efficacy, equity, truthful 

claims, privacy, and security as 
well as state medical practice and 
licensure laws.

• Payment and coverage for 
healthcare AI systems that (a) are 
informed by real-world workflow 
and human-centered design 
principles; (b) enable physicians 

to prepare for and transition to 
new care delivery models; (c) 
support effective communication 
and engagement among patients, 
physicians, and the healthcare 
team; (d) seamlessly integrate 
clinical, administrative, and 
population health management 
functions into workflow; and (e) 
seek end-user feedback to support 
iterative product improvement.

• Payment and coverage policies that 
advance affordability and access 
to AI systems designed for small 
physician practices and patients 
and not limited to large practices 
and institutions. Government-
conferred exclusivities and 
intellectual property laws that foster 
innovation as well as competition, 
access, and affordability.

• Policies that do not penalize 
physicians who do not use AI 
systems while regulatory oversight, 
standards, clinical validation, 
clinical usefulness, and standards 
of care are in flux. Opposing 
mandates by payors, hospitals, 
health systems, or governmental 
entities mandating the use of health-
care AI systems as a condition of 
licensure, participation, payment, or 
coverage.

• Liability and incentives aligned 
so the individual or entity best 
positioned to know the AI system 
risks and best positioned to avert or 
mitigate harm do so through design, 
development, validation, and 
implementation. When a mandate 
exists to use AI, the individual or 
entity issuing the mandate must be 
assigned all applicable liability.

AMA delegates also identified the 
steps needed to work toward educating 
physicians-in-training and active 
physicians on how AI technology works 
and how to evaluate its applicability, 
appropriateness, and effectiveness 
in caring for patients. The AMA has 
adopted policies on integrating AI 
into medical education, which include 
addressing disparities in AI education 
that could impact patient care and 
ensuring that physicians are involved in 
the development and implementation of 
educational materials on AI.

The new policy builds on the AMA’s 
effort over the past six years to transform 
medical education to ensure future 
physicians have the skills they need to 
practice in modern and future health 
systems. Launched in 2013, the AMA’s 
“Accelerating Change in Medical 
Education” initiative aims to incorporate 
the newest technologies, healthcare 
reforms and scientific discoveries that 
continue to alter what physicians need to 
know to practice in the evolving global 
landscape.

“It is exciting to see that our work 
aligns with the AMA’s policy 
recommendations,” said Abramoff in 
IDx’s statement. “We are thankful the 
AMA sees the value of supporting 
payment and coverage for AI health 
systems that meet rigorous validation. 
It is also incredibly important that AMA 
recommends autonomous AI developers 
assume accountability and liability 
for the system output, which we have 
been advocating for and practicing for 
years.” 

THE IMPACT OF THIS NEW CODE, ONE OF THE FIRST 
FOCUSED ON AI-ENABLED TECHNOLOGY, GOES BEYOND 
THE OPHTHALMIC SPACE.

F I R S T  TA K E S
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Source: Clinlogix

Contact with manufacturer or distributer to get 
necessary documents. Draft of the product standard.

Determination of class by applicant

Application at NMPA
Determination of class by NMPA

Or: Refusal of application with 30-60 days

Preparation of legal and technical
documents and the test sample

Testing by Medical Device Testing
Center, issue testing report

Clinical Trial
(for Class III and partially Class II devices)

NMPA evaluation, technical, and administrative review

NMPA registration certificate, approval, and license

Ensuring safety and effectiveness of the device
through routine administration, verification 
of existing test reports (these are confirmed 
or additional testing is requested in China)

~ 3-6 months

~ 3-9
months

~ 4-6
months

~ 1-2
months

~ 1-2 months

~ 3 months

China Open to Foreign Data 

CLASS I CLASS II, III

Making Regulatory Progress in China: 
Foreign Clinical Trial Data Now OK

NMPA is now open to foreign data to support device submissions.

      >>Stephen Levin

hostilities. (See “China’s Regulatory 
Climate Warms Even As Trade Cools; 
Experts Remain Bullish,” this issue.)

In China, Class II and III devices require 
clinical trials, which must comply with that 
country’s Good Clinical Practice (GCP) 
standards. Those include clearly identifying 
the trial’s sponsor, conducting preclinical 
work before a trial starts, rigorously 
testing samples, specific protections for 
patients, and written trial agreements, as 
well as approval from a Chinese ethics 
committee. Those written agreements 
include detailed contracts with medical 
institutions undertaking the clinical trials 
that must ensure that informed consent is 
obtained from all patients. (See chart for 
outline of typical Chinese device approval 
process.) The ability to use foreign data 
that meets these standards will reduce both 
the cost for companies, as well as the time 
required leading up to regulatory approval 
and commercialization, helping to lower 
one of the major barriers that non-Chinese 
companies faced in trying to access the 
China market. 

China Open to 
Foreign Data

For medtech companies looking to get their products approved in China in order to 
be sold there, one of the more frustrating parts of the process has been that, up until 
recently, the NMPA (formerly the CFDA, the government regulatory agency responsible 
for medical devices) has required that clinical data supporting device submissions be 
generated from China. Foreign clinical data was not allowed. That generally meant that 
Western companies would have to conduct separate trials in China and rely exclusively 
on that data.

Recently, however, we have seen evidence that the process appears to be changing 
to make things easier for Western companies looking to enter the China market as 
the NMPA has announced that it is now open to using foreign data to support such 
submissions. Along with the recent announcement by the US Trade Representative that 
certain medical devices will be removed from the list of products that were subjected to 
additional 25% import tariffs last year with more exemptions to come, this may indicate 
that both countries are looking to make progress in medtech despite the present trade 
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Data Debate: 
Paclitaxel Device Meeting Shows Rift 

in Regard for Real-World Evidence

Real-world, observational data sources are attracting  
massive interest in the medical device space as tools to  

support regulatory decisions and more. But there certainly  
is not full consensus about what they are good for, as was  

laid bare at a recent FDA advisory panel meeting investigating 
safety data for peripheral artery disease devices. 

>>David Filmore

Are real-world data from registries, 
insurance claims and the like the 
device sector’s savior from imperfect 
and expensive randomized controlled 
trial practices, or are they full of empty 
promises? 

When the FDA’s Circulatory System 
Devices Panel met for two days in late 
June to consider troubling but confusing 
safety data for paclitaxel-coated 
peripheral artery disease (PAD) devices, 

tensions tied to that broader debate 
underlay the discussion. 

What are large-scale, real-world 
observational data really good for in the 
realm of medical devices? How much 
stock and effort should be put into such 
efforts to support regulatory and clinical 
decision-making, versus investing more 
in improving fundamental practices for 
randomized controlled trials? Is it a false 
choice?

How FDA decides to respond to the data 
needs for paclitaxel devices following 
the recent panel meeting will be a good 
window into the agency’s view on these 
questions more broadly. It is particularly 
important to consider as FDA further 
embraces real-world evidence with the 
imminent launch of the public-private 
National Evaluation System for health 
Technology (NEST). (See “Next Steps for 
NEST,” this issue.)

The June 19-20 panel meeting in 
Maryland was laden with conundrums. 
The advisors were convened to consider 
a meta-analysis published last December 
that found a statistically significant increase 
in mortality in PAD patients randomized 
to paclitaxel-coated angioplasty balloons 
(BD’s Lutonix, Medtronic plc’s In.Pact 
Admiral, or Royal Philips NV’s 
Stellarex) or paclitaxel-eluting stents 
(Cook Medical’s Zilver PTX; Boston 
Scientific Corp.’s 2018-approved Eluvia 
stent was not included in the original 
meta-analysis, but was addressed in a 
follow-up analysis by FDA) versus non-
drug-coated devices starting two years 
after treatment. (See “Hot Topics in 
Cardiovascular Devices: A Conversation 
with Michael John,” MedTech Strategist, 
May 15, 2019.) The panelists were able to 
reach agreement on the basic fact that the 
statistical signal indicating an increased 
mortality risk was real, but there was little 
certainty at the meeting about what it 
meant clinically and how to respond.

Following the December meta-analysis 
results, some studies were suspended 
and FDA issued recommendations for 
doctors to use alternative treatments. 
As a result, doctors have cut down on 
use of paclitaxel devices, which, some 
cardiologists argue, has led to a net 
negative impact on patients’ quality of 
life. Some in industry worry the situation 
could end up being similar to what 
coronary artery drug-eluting stents 
(DES) faced in 2006 with the so-called 
“SCAAR scare,” where initial results 
from a Swedish registry indicated higher 
mortality rates due to late-stent thrombosis 
with DES as opposed to bare-metal 
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stents. The result was that US DES usage 
declined by nearly 50%, only to see the 
registry results reversed a year later.

The primary complicating factor to 
the paclitaxel PAD device data is the 
large number of patients who were 
lost to longer-term follow-up in the 
manufacturers’ randomized trials that 
formed the basis of the meta-analysis. 
As was noted multiple times during the 
meeting, there were more patients who 
investigators lost track of as follow-up in 
the studies advanced to three, four and 
five years, than the number of patients 
recorded as dying during the follow-up 
period. That, and the fact that the studies 
were way too small to be powered for a 
mortality endpoint in the first place, made 
it impossible to come to a confident 
conclusion about risk of death from 
paclitaxel. 

On top of that, large observational 
studies highlighted at the meeting, 
including a 150,000-patient Medicare 
claims analysis, did not find a late 
mortality signal linked to paclitaxel 
devices.

“We seem to be in a bit of mess here,” 
said Herbert Aronow, director of 
interventional cardiology at The Miriam 
Hospitals in Rhode Island, referring to the 

state of confusion caused by flawed data 
sources.   

Everybody acknowledged that part 
of what was necessary to clean up the 
mess was for the manufacturers to go 
back and try to ascertain the status of as 
many of the randomized trial patients as 
possible. Medtronic already made a big 
effort in this direction prior to the meeting, 
going from 18% of patient data missing 
to 2.7%, and it found that any numerical 
connection between use of paclitaxel 
devices and mortality declined as more 
patients were added to the analysis.

Industry and FDA were also taken to task 
by the panel, who urged improved clinical 
trial practices.

“My plea to the manufacturers and 
to FDA is when a panel says we are 
interested in continuing to look at it for 
the next three, four, five years, what I 
would say is that is pretty good advice,” 
said Richard Lange, MD, president of 
Texas Tech University Health Sciences, 
who chaired the panel. “We would want 
FDA and industry sponsors [to take it] 
seriously.” 

A large coalition of clinical specialty 
societies, including general 
cardiologists, interventional cardiologists 

and radiologists, and vascular 
surgeons, made a series of specific 
recommendations for any new clinical 
trials conducted in the space. (See box, 
“Clinical Trials: What’s to be Done?”)

But what data should be depended 
upon in the short term, as FDA 
considers if it needs to update its public 
communication about paclitaxel device 
risks and alternative treatments? And 
what types of data are necessary to 
reach a more definitive answer going 
forward?

Industry, some representatives from 
professional clinical societies, and some 
members of the advisory panel said the 
answer was to apply the increasingly 
voluminous and sophisticated available 
real-world data to the problem.

“RCTs, we all think of as the gold 
standard, because we can eliminate 
selection bias. But the thing that we often 
don’t discuss in detail is the limitations 
they have, especially when they are 
done with very small sample sizes,” 
noted Laura Mauri, MD, Medtronic’s VP 
of Global Clinical Research & Analytics. 
“They are also not designed to detect 
something like mortality. They are not 
powered for that. And they don’t have 
the precision to do that.”

1Improve vital status 
ascertainment for 

study participants that 
extends beyond the 
timeline of the primary 
outcome.

2Use informed 
consent process 

to request permission 
to query the National 
Death Index.

3Establish a minimum 
acceptable “loss 

to follow up,” perhaps 
10%.

4Standardize 
the definition of 

adverse events, how 
they are counted and 
how they are classified 
across all trials.

Clinical Trials: What’s to be Done?
A coalition of clinical specialty societies formed in the wake of the 2018 paclitaxel device meta-analysis recommended four 
clinical trial practice improvements for device approval studies based on the shortcomings in the paclitaxel device studies:

The coalition consists of the American College of Cardiology, the American Heart Association, the American College of 
Radiology, the Society for Cardiovascular Angiography and Interventions, the Society of Interventional Radiology, the Society 
for Vascular Medicine, and the Vascular and Endovascular Surgery Society. 

Subscriptions, advertising, reprints, web posting, and distribution licenses are available. 
Contact Bridget Kelly-Stoll:  888-202-5939 | b.stoll@medtechstrategist.com
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She acknowledged that meta-analyses 
overcome the power issues with small 
studies. But, “at the end of the day, a 
meta-analysis is only as good as the data 
you put into it,” she said.

“Real-world analyses, when they are done 
properly, can be helpful. The thing that 
they are not good at is avoiding selection 
bias. That is the main limitation. But they 
can provide much greater precision,” 
Mauri noted.

Representing all the manufacturers at 
the meeting, she said industry wants to 
work closely with FDA and researchers to 
leverage observational data in a manner 
that minimizes bias.

The Society for Vascular Surgery (SVS) 
made a vigorous case at the meeting 
for its Vascular Quality Initiative (VQI) 
database. VQI is tied to the Registry 
Assessment of Peripheral Interventional 
Devices (RAPID) program, a MDEpiNet 
demonstration project under NEST that 
has established core data elements and 
is getting set to serve as a platform to 
apply real-world evidence to regulatory 
decisions, according to organizers. SVS 
representatives discussed strategies 
during the panel meeting for both 
prospective and retrospective studies 
based on VQI/RAPID, and they urged 
other clinical societies with relevant 
registries to adopt the RAPID data 
elements and link up with the effort. 

“If this is not a project best handled 
by RAPID, then the SVS questions, 
‘just what is RAPID for?’,” asked Kim 
Hodgson, MD, president of SVS. 

But there was also strong pushback 
against the idea that observational 
registries and claims-based analyses can 
take the lead in answering core questions 
of device safety and effectiveness. 
Multiple panelists were skeptical of the 
large, independent Medicare analysis 
presented at the meeting that found no 
late mortality signal, due to the risk of 
selection bias. 

Karla Ballman, PhD, a member of the 
advisory panel and chief of biostatistics 

and epidemiology at Weill Cornell 
Medical College, led the charge against 
relying on observational data sources 
during the meeting. “When there is an 
issue with randomized data, you cannot 
rescue it with very large data sets. We 
will take huge steps backward if we 
say, ‘We don’t even need to do clinical 
trials; we just need the observational 
data sets.’

“I think they are good for hypothesis-
generating, but they are not good for 
confirming efficacy or clinical benefit. 
This is why we have clinical trials. Even if 
[observational studies] are done well—
you can limit some of the biases in there, 
but you cannot eliminate them. You can 
get great precision, but you get great 
precision around an incorrect estimate. I 
just think we need to keep that in mind as 
we move forward.” 

She emphasized the need to focus 
investments on improving traditional 
clinical trial designs and practices, 
rather than putting too much stock in 
registry and claims data. While a trial 
fully powered to answer the mortality 
question would require about 40,000 
patients, FDA estimates, Ballman pointed 
out that if you ask the question in a 
more limited, but useful way, the study 
could be significantly smaller. Ballman 
and others also noted that there are 
more than two-dozen randomized trials 
currently ongoing that involve paclitaxel 
devices for PAD; she urged FDA and 
industry to ensure that those trials collect 
the necessary data and follow-up to help 
address the mortality question.

But Mitchell Krucoff, MD, a panel 
member, cardiologist and director of 
Duke University’s Cardiovascular Devices 
Unit, argued that there was no reason 
to choose between observational and 
randomized data. Modern approaches 
that are being perfected with the help 
of NEST allow you to employ registry 
data within a randomized study structure 
in a manner that requires less financial 
burden, particularly if the manufacturers 
share the load, said Krucoff, who is also 
director of the MDEpiNet Coordinating 

Center and an advisor on the RAPID 
program. 

“We still discuss … registries and 
randomized trials as if they are separate 
entities,” Krucoff said. “We have sites 
that are already putting 100% of our 
interventions in detail into registry-based 
case report forms. If you compared those 
case-report forms to the content for pivotal 
randomized trial submissions to FDA for 
devices in that same space, 85%-90% of 
the data being entered is identical. We 
can put a prospective, randomized design 
into workflow that already exists. 

“That is what the National Evaluation 
System for health Technologies is 
designed to pull us into,” he noted. 
“This is not using lousy registry data, 
retrospectively analyzed. This is not using 
electronic health data randomly and 
diversely, retrospectively analyzed. It 
is using existing, site-based workflow, 
high-quality, monitored information that 
is already in flow in this space to do a 
prospective randomized trial. That is a 
different path, and it is not an either-or.”

This NEST-inflected thinking likely aligns 
closely with FDA’s strong support for 
building up the real-world evidence 
infrastructure in the US to inform 
regulatory decisions. But there are 
competing pressures and considerations 
from the clinical community, argued 
Lange, the panel chair. 

“There is a divergence of opinion about 
the value of registry data. We can talk 
about this all day long,” said Lange, who 
falls on the more skeptical side. “There 
are people who are firmly in the registry 
camp and there are people that say it 
cannot get this kind of information. … So 
if you rest upon that information, there is a 
large amount [of people] in the scientific 
community [who are] not going to buy it.  

“At the end, we want an answer,” he said. 
“At the end, what we would hope, from 
industry and FDA, is not to come back 
here and say we still don’t know the 
answer. At that point, we would demand 
a randomized controlled trial of 10 or 20 
thousand individuals.”  

F I R S T  TA K E S
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This is not your  
typical regulatory 
conference.

August 19-21 / San Diego

After attending numerous conferences 
as either a participant or guest speaker,  
AcKnowledge Regulatory Strategies owner  
and Principal Consultant Dr. Allison Komiyama 
was inspired to create an FDA conference like 
no other. Welcome to the 2019 Regulatory  
Alliance Forum.

The conference will focus on:  
Join as a group of former-FDA  
reviewers from the Center for Devices 
and Radiological Health (CDRH) discuss 
US and EU regulatory topics and updates  
to medical device regulations. The goal 
is to help medical device manufacturers, 
investors, startup companies, and  
regulatory professionals understand  
the best, safest, and fastest way to get 
their medical device to market. Speakers 
will give their unique perspective on  
how to navigate the regulatory hurdles 
surrounding submissions and  
interactions with FDA.
 
Meet a few of our prestigious guest 
speakers, Sarah Leismer from Medtronic,  
Jemin Dedania from Stryker, Caroline 
Rhim from NSF, Stayce Beck from  
Dexcom -- and so many more.
 
Space is limited so visit the link above 
or call +1-619-458-9547 to reserve your 
space to this riveting 3-day event hosted 
in sunny San Diego now. Hotel packages 
are available. 

+1 (619) 458-9547 www.acknowledge-rs.com/regulatoryaf

• Pre-submissions
• Cybersecurity
• Real-world evidence
• Digital health
• 510(k)s 
• LTFs
• De novos

• Breakthrough Devices
• IDEs
• PMAs
• 513(g)s
• RFDs
• EU MDR/IVDRs
• Device Classification
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rior to 2016, it was a truism in 
medtech that China, among all 
emerging markets, represented 
a robust opportunity for the 

industry, both as a potential market in 
which to sell products, and a prospective 
source of investment dollars for US and 
European companies. However, with the 
change in the US political landscape came 
a cooling of US-China relations as leaders 
butted heads on trade, security and other 
issues. This caused many in the industry to 
question whether this represented a long-
term shift that would impact strategic plans 
to focus on the China market. Also, actions 
such as the Chinese government’s restricting 

the amount of currency that could leave the 
country raised concerns about the viability 
of future Chinese investment sources. All 
told, the relative certainty that industry 
prefers, which took a long time to create, 
was called into question.

As a result, the prevailing question 
concerning China in medtech and other 
industries is now “not when, but if” a 
company should implement a China 
strategy? A session at the Medtech 
Strategist’s (publishers of Market Pathways) 
recent Innovation Summit Dublin focused 
on that issue. Among the panelists were 
Ari Silverman and Lifei Cheng, PhD, 
two medical device experts who spend 

20
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US-China relations are going through turbulent times, yet a 
pair of medtech in-country authorities are still enthusiastic 
about this opportunity, both for companies looking to 
access the Chinese market, where the improved regulatory 
landscape is a reason for optimism, and for those seeking 
Chinese investors. China continues, however, to present 
unique challenges for companies looking to capitalize on 
these prospects, and these specialists highlight both the 
potential stumbling blocks and the best ways to avoid them.

CHINA’S REGULATORY  
CLIMATE WARMS  

>>Stephen Levin

P

ARI SILVERMAN

LIFEI CHENG

EVEN AS TRADE COOLS;

Experts Remain Bullish   
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much of their time in China working closely with all of the 
key players in the medtech ecosystem, including government 
regulators, company executives from strategics and start-
ups, and investors, both those in China looking for US and 
European companies and those looking to invest in Chinese 
companies. Silverman and Cheng travelled different paths to 
develop their respective expertise and are thus able to provide 
complementary perspectives. Silverman, an American, was 
formerly with McKinsey in China and is now with Mavie 
Technologies, which provides investment advisory and 
consulting serves to Western medtech companies looking 
to access the Chinese market and capital. Cheng, who is 
Chinese, worked with medtech companies in the US, including 
Medtronic plc, for which he also worked in China before 
leaving to launch a Chinese incubator/accelerator called 
MedTecX. (See “MedTecX: Mining China’s Appetite for New 
Technology,” MedTech Strategist, May 30, 2019.)

Both Silverman and Cheng have been through ups and downs 
in US-China relations over the years, and while they each 
acknowledge that they haven’t quite seen anything like the 
events of the past few years, they remain optimistic about the 
opportunities that exist for medtech in China, both in terms of 
US and European companies accessing the Chinese market 
and for those companies looking for Chinese investors. In large 
part this optimism is derived from the changes that they see 
taking place in China to make the country, while still inscrutable 
to many Westerners, more open and transparent than ever 
before, particularly on the regulatory front. Perhaps the best 
example of that policy shift is the Chinese government’s decision 
through the NMPA (formerly the CFDA, the agency responsible 
for regulating medical devices) to permit the use of foreign 
clinical data from device trials to be used to support regulatory 
approvals in China. (See “Making Regulatory Progress in China: 
Foreign Clinical Trial Data Now OK,” this issue.)

Also, an additional sign that  the US-China trade dispute 
may be diminishing, is that, just as this article is about to be 
published, the US Trade Representative announced that certain 
medical devices have been exempted from the 25% tariffs that 
were placed on selected Chinese goods in 2018, and that 
additional exemptions are likely to be forthcoming. Among the 
newly-exempted devices are microwave ablation antennas, 
parts and accessories for electro-surgical instruments, and 
suction coagulators, from companies including Medtronic 
and Varian Medical Systems Inc. While many devices, 
including major product categories such as pacemakers, remain 
on the list, industry officials acknowledge this recent step as a 
sign of progress. This is also notable because the US remains 
the largest supplier of medical devices to China, providing more 
than 30% of that country’s device and diagnostic imports. That 
optimism notwithstanding, neither Silverman nor Cheng view the 
Chinese market through rose-colored glasses. They recognize 
and go to great lengths here to explain the challenges that still 

exist both for Western companies that are looking to crack the 
China market and for those companies looking for Chinese 
investors. More importantly, both Silverman and Cheng draw 
from their first-hand experience to offer suggestions as to what 
companies need to do to overcome those obstacles and avoid 
the mistakes that others have made. Topping the list is the need 
to work with a Chinese partner, which can help better position a 
company’s products with regulators, while also enabling easier 
access to distribution. In sum, they remain much more sanguine 
regarding the prospects for the medtech industry in China, both 
in terms of Western and Chinese companies and investors, than 
what one might conclude from current media reports. Coming 
from informed sources, such optimism provides a welcome 
respite. (This panel discussion has been edited for concision 
and clarity.)

>>Market Pathways: This panel on China is going 
to be a little like the Chinese market. We’re going to 
cover a lot of ground with a very diverse group. Let 
me try to provide a road map of what we’re going 
to try to cover. We’re going to talk about Chinese 
investors who are actively looking to invest in medtech 
companies outside of China. We also want to take a 
look at companies outside of China, whether they be 
European or US, that are looking to enter the Chinese 
market and the challenges they face, including the 
evolving regulatory landscape. We’ll be speaking with 
Ari Silverman, formerly with McKinsey in China, and 
now with Mavie Technologies, which is bridging Western 
medtech companies to the Chinese market and capital by 
providing investment advisory and consulting services. 
And then Lifei Cheng has both experience with large 
strategics—he worked with Medtronic and worked with 
companies in the US, and then Medtronic in China, and 
then is launching his own accelerator. So we’ll get Lifei’s 
experience in terms of what the China market is looking 
for, what the clinical needs are. Ari, I touched on your 
background, but talk a little bit of what drew you to 
China, and then a little bit about Mavie.

>>Ari Silverman: Sure. I began my career in New York with 
McKinsey, as Steve said. In 2006 McKinsey wanted to invest 
in the Chinese market, and specifically in healthcare. I am the 
sort of person who gets energized by big challenges, and was 
up for the adventure to move my life half way across the globe. 
I agreed to transfer for only three years, but I found the market 
so fascinating, complex, with an unbelievable evolutionary 
speed and filled with enormous challenges and tremendous 
opportunities that I sort of got hooked and never left. And the 
pace just continues—you look at the last 18 months in China, 
12 months, six months, so much has happened in healthcare, 
particularly in medtech. Over two years ago I left McKinsey 
and joined Mavie Technologies, a boutique financial advisory 
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consulting firm with a focus on Western medtech companies. 
We help them either find Chinese capital or do a Chinese deal, 
meaning everything from licensing, JVs, exits, and we also do 
consulting work. That means a variety of things, but typically, 
we’re asked to do a China opportunity assessment, regulatory 
pathways, and go-to-market models. If you’re trying to make 
sense of China and want to understand how to approach the 
market, what kind of partner you want, etc. Before we help you 
figure out what that partner should look like, there are questions 
of what does your opportunity look like, what do you actually 
need, and what does your regulatory pathway look like. Final 
point to make—even though my entire life revolves around 
China, I tend to be a China skeptic. Everybody knows China is 
a big opportunity, and it certainly is. But it’s not as big as people 
think it is. And people recognize that it’s also a challenging 
market, it’s far more challenging than most realize.

Lifei, as I mentioned, you had experience with large 
strategics, specifically Medtronic. Talk a little bit about 
your experience and then what led you to leave that 
world and launch your accelerator, MedTecX.

>>Lifei Cheng: Sure. We’re a medtech accelerator, exclusively 
focusing on the China market. And as Steve said, I worked at 
Medtronic for seven years. Business development, innovations, 
and venture investments for a number of years. And my inspiration 
really is Medtronic’s CEO, Omar Ishrak—every time he comes 
to China he would remind us that China is the biggest healthcare 
market in the world, and he also adds one sentence after that, 
which is “That’s a fact, not a prediction,” because China has the 
largest number of patients and physicians. I truly believed in it; it is 
ingrained in my mind from when I started at Medtronic.

However, in the last few years, what I see is a paradigm shift 
happening in China market. Number one, China is becoming 

increasingly important as a sizable and high-growth market. 
Secondly that it’s not just the market itself. China has really 
become, I call it, a development hub that has elements really 
important for innovation, such as regulatory reform, which 
encourages innovations and talents, particularly of folks who 
were trained overseas and by multinationals and are ready to 
start their own businesses, as well as physicians who are very 
eager to try something new that really, the only way for them 
to see the technology is go to the international conferences, 
but they have no opportunity to try their hands on those 
technologies. We wanted to shift the paradigm and turn the 
tables and say why don’t we change the current innovation 
model which in the past has been: design and develop the 
product for US and Europe exclusively, and only come to 
China 10 years behind. That’s the status quo. And even when 
technology finally does make it to China, it’s always too late, 
sometimes it’s too expensive, and too invasive. We thought that 
we can actually change the model and say, well, why don’t 
we start with the China market first. Our model is that we do 
quite extensive research and physician interviews to identify the 
needs, and then search worldwide to find the right technologies. 
And we’ll form a partnership with those innovators and in 
a turnkey kind of a way, we’ll provide everything, funding, 
expertise and resources to accelerate market access as well as 
therapy adoptions. When I left Medtronic last year, and I went 
back and talked to Omar, he asked me where I went. I said, 
“I started my own business, doing exactly what you told me to 
do.” And Omar said, “Stick to it.” So that’s my story.

How common are accelerators or incubators in China? Are 
you breaking new ground in that regard? Or is it a model 
that’s like, for example, in Israel, where the incubators are 
part of the infrastructure and are government funded. What 
is China’s approach to accelerators?

>>LC: There are a lot of incubators and accelerators in various 
forms in China. Our model is that we will license the technology 
or form a partnership or joint venture with the innovators, and 
we’ll have a long-term partnership that can last at least 10 to 20 
years. And then through that we’ll basically provide one-stop 
solutions, including financings, development, clinical, regulatory, 
manufacturing and commercialization. Instead of waiting for 
US and EU approval, we can get a head start and develop the 
product in parallel in China. Our ultimate goal is to help the 
product and therapies get to the patients as soon as we can, 
and we measure ourselves based on the number of patients we 
treat to determine our success in the market. We don’t intend 
to spin out those projects in order to raise financing. We’ll fund 
these projects with our own capital. That’s really different from 
other incubators or accelerators. This model has worked quite 
well in the pharmaceutical world, but it has not been used as 
much in the medtech space so far.
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Ari, you said China is not as big as many people think it is. 
What did you mean by that?

>>AS: To properly establish China’s scale, I usually say that China 
has a billion people, Well, actually China has 1.4 billion people. 
That rounding error that I just made was the United States. The 
scale is enormous. But to understand why China is not as big as 
people think it is, you first need to understand that there’s no such 
thing as one China. In fact, there are multiple Chinas. Chinese 
provinces are the size of European countries, each with their own 
reimbursement and regulatory systems, different sets of distributors, 
different KOLs and approaches to healthcare. There are many 
Chinas. Now, if you’re a Western innovative medtech company, 
you’re first going to be looking at the premium market. There’s a 
massive mass market, but unless you have a very low price, you 
just won’t be able to access it. You won’t be able to compete with 
the low-cost Chinese alternatives. You won’t be able to get to a 
sufficiently low-cost structure to access the mass market. So your 
actual addressable market when you enter China, and frankly for 
a while, would be the premium private pay market. Now because 
China is big, that’s a significant and sizeable market. And the 
market is impressive: high-end hospitals with the latest equipment 
and robots that look just as nice, if not nicer than what you see in 
Europe. And there are a lot of them, they’re in the big cities, they 
tend to be in the East, and they’re connected to the Party or the 
military. Beijing 101 is a very famous one. But there are a lot of 
them, and they can afford new innovation. And not only can they 
afford it, they want it. They want new innovation coming from the 
West with the highest quality. But in the beginning, that’s going to 
limit your actual opportunity. And you need to figure what that 
looks like for you. And then you start to consider—how deep can 
I go? Up to what point can you compete? Where do you need to 
get your price to open up the market? What do you need to do 
to get reimbursed to further open up the market? And then you 
have the geographic spread, which is because you’re talking 
about a land mass—again, slightly less than the size of all of 
Europe—so you can also see how broad can you actually reach. 
There’s no such thing as a national distributor. You typically need 
to work with a network of distributors. And for your commercial 
strategy, be very cautious about quickly making an exclusive 
deal with one distributor. You need to build a network to reach 
across China. And again, each province has its own regulatory 
and reimbursement systems. To summarize, China is certainly a 
massive market. However, you need to carefully evaluate in how 
much of it can you realistically compete in in terms of breadth and 
depth. So that’s why I say it’s not as big as you think it is.

There is an audience question from Jeff Jump, who worked 
in Asia with Biosensors, and is now with MedAlliance, a 
drug-eluting balloon company based in Switzerland. 

>>Jeff Jump: I have a question about deal structure. 
Chinese companies generally come to you with the idea of a 

joint venture. And even if you get a majority shareholder in a 
joint venture, you don’t really have any control. What do you 
recommend in terms of doing a joint venture or a licensing and 
distribution deal? None of us are going to be able to go there 
from here and do business there. We need to have some sort 
of partnership. In your experience, what kind of partnerships or 
what kind of deal structures do you recommend?

>>AS: In my experience, it depends. There’s no one right model. 
The more important question is who’s your partner. Having a 
good partner and spending the time to find the right trustworthy 
partner for you is critical. Like anywhere else, there are plenty of 
poor and untrustworthy partners in China. So first invest to find 
the right partner—and the personal relationship and connection in 
China matters a lot. Now for the structure. It’s very difficult to get 
renminbi [Chinese currency] out of the country. A JV allows you to 
invest locally. If you are the minority share, then you’re considered 
a local company. That means faster regulatory pathways because 
you can register with provinces as a local entity. The Chinese 
regulations favor local companies. Chinese investors will like a 
JV because they can put money and keep it in the country. If you 
want to get money out of the country, you need to think about 
investors who have not only a renminbi fund, but also have a 
USD fund. The big cross-border funds will also have a USD fund. 
If you’re selling your China IP, then that is also a way to monetize 
your asset in China without getting deeply involved. There’s also 
control to consider, as you said. This also depends on how much 
you want to invest in building a China team and presence. A 
Wholly Owned Foreign Enterprise [WOFE] is useful if you want to 
fully control your local presence and crack the China market. For 
distribution agreements, on the other hand, you often have very 
little control so it’s critical to negotiate them well in order to ensure 
you get what you want. At the end of the day, you first need to 
define your strategic objectives, the degree of presence and 
effort you want to put in China, the capabilities that you require 
from a partner, then you can begin the search, negotiations, and 
run the economics to see what makes the most sense. From the 
outset, I wouldn’t rule out any structure until you clarify your own 
aspirations and needs, and get into the negotiation process.

Lifei, talk a little bit about MedTecX. I know you’re looking 
for partnerships on what you call China appropriate 
technologies. What do you mean by that? 

>>LC: Well, there’s a book about the innovator’s dilemma. 
Most global companies including Medtronic tend to overshoot 
sometimes. They make products too complex and too expensive 
and they do not necessarily address the patients’ needs. 
Because if we go back to the fundamentals of healthcare 
in China, Chinese patients need access to healthcare and 
therapies first and foremost. That’s really the biggest issue. After 
that we need efficiency, how to be cost effective. Because 
we cannot afford paying for everything. Then third is how 
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do you improve clinical outcomes. I think that’s the order that 
Chinese patients will think about, versus the US, where better 
outcomes are probably more important than anything else. 
I think the needs are universal but at very different stages of 
development. That’s why the local companies tend to get it, 
they start with the copycats by lowering costs and improving 
access, then gradually become better. Over time they come 
up with something truly innovative that is actually designed 
specifically for the Chinese market, and also for emerging 
markets. That’s the evolution we see in China. I think it takes the 
perspectives of both worlds to understand that. You need to 
take a technology that’s enabling, but then actually go through 
fast iterations to design the product specifically for that part of 
the market. That’s what we do. Our core competence is really 
product development, including regulatory and clinicals, as well 
as market development. Also, you need local physicians to be 
involved from the beginning, rather than at the end. So that’s the 
secret recipe as well.

For companies that are looking to enter the China 
market, we’ve talked about the importance of having 
a Chinese partner. How do you go about finding a 
good local partner, and how important is the China 
market to a potential Chinese partner? By that I mean 
not just potential rights to sell that product in China, 
whether they’d be distribution rights, either provincial 
or national, but also are they looking for a China 
technology story—technologies that address key 
Chinese clinical needs? How important is that as part 
of any overall deal?

>>LC: Before I created MedTecX, I had talked to many start-ups 
in the US and Europe. And they always gave me the exact same 
questions and in the following order. One is how do we engage 
local doctors and KOLs? That’s very important. Secondly, how 
do we navigate the regulatory pathways? And the third is that 
how do we really operate locally, and what is it being local? 
Everyone asks what does “local” mean? There are different 
answers for that simple question, by the way. And how do I 
protect my IP? You need a partner who understands that and has 
a playbook to help solve the problem for you in China. I think 
that’s number one. Number two I think depends on what you’re 
looking for because China can really play multiple roles. One 
is as the market itself, for sure. Secondly is that there are certain 
capabilities you can leverage, maybe doing clinical trials to 
generate evidence, sourcing of some components, and maybe 
for some personnel talents as well. And lastly, there is capital 
in China from investors who are willing to invest in innovations, 
and a policy environment that supports innovation because 
that’s what the government wants. There is capital, both private 
and public, to fund those innovations. My recommendation is 
to start with defining your objectives, and find a partner who 
understands each one of them, can provide turnkey solutions 

and has a commitment with funding and a team to help you 
achieve your objectives for the next 10 to 20 years. That’s 
difficult actually because we see many, many joint ventures, but 
not all of them are successful. Actually 90% did not deliver to 
expectations because there is no long-term commitment. You can 
make a press release, but then next year the product was just on 
the shelf, nothing happened. You have to have the commitment 
to follow all the way through to the product getting deployed to 
the patients. You really have to have that trust that this partner 
will go all the way with you. So that’s important as well.

Ari, let me put the same question to you, and let me just 
add a slight twist, which is there’s a perception again 
that having a Chinese partner might give you a leg up, 
particularly by providing a regulatory advantage with 
the NMPA [formerly the CFDA -the Chinese medical 
device government regulatory agency], and will also 
just generally make life easier. Is that an accurate 
representation?

>>AS: Absolutely. It’s not always clearly quantifiable, but it’s 
definitely true. The Chinese government is very clear on its 
objectives and their agenda. To be successful in China, you 
will do well to align your Chinese story with the government’s 
objectives—and that’s everything from disease priority areas, 
where to focus, building local champions, innovation to reach 
and serve the Chinese population—and the more that you’re 
aligned with what the government is trying to explicitly do in 
China, the more successful you will be. Having a local partner 
becomes helpful because, as I said earlier, the regulations are 
designed to favor local companies. There’s no question. And 
a key reason why China is now taking IP protection seriously 
is because they have leading Chinese innovative companies 
that want IP protection. They want to protect their innovation. 
So multinationals now also benefit from that. But at the end of 
the day, everything is truly being designed to support the local 
governments’ agenda, for which there is a clear focus to invest 
in and build the local industry. And they’re very explicit about 
that. Of course, leading global multinational companies who 
entered a China JV 30 years ago, when that was a requirement 
for China market entry, are now trying to buy out their local 
JV partner because there are tensions and it’s challenging. So, 
if you’re operating at that scale, then that makes sense. But if 
you’re not J&J and you’re entering the Chinese market, there’s 
no question that you benefit from a local player’s regulatory 
connections and experience, market know-how, and from 
the favorable regulations. This can even become a source of 
innovation for you. But the key is spending the time to find the 
right partner—both in terms of personal relationship fit, and also 
the right set of strengths and capabilities. The biggest mistake 
you could make is tying yourself to the wrong partner. And if 
you look at why JVs have not worked in China, or frankly any 
business relationship has not worked in China, it’s because 
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of poor partnership relationships, either because the partner 
didn’t share your goals and objectives, was not able to deliver 
the capabilities you required for success, or maybe worse, you 
may have chosen an untrustworthy partner. And as we’ve said, 
spending time in market to get to know your partner and building 
trust is fundamentally critical for success.

Let me just quickly add one other thing. If you haven’t been to 
China yet, then as a first step, you should just go and see the 
market and experience it. And over time, if you decide to enter 
the market, you’re going to have to do that—you’re going to 
have to interact with your partner and invest in the relationship. 
But as a first step, just go there and see China for yourself.

To conclude, I would be remiss to not address the fact  
that US-China relations are going through a very 
turbulent time, whether we’re talking about 
the trade situation, global security issues, or 
just relations in general. Do you see these 
issues having a long-term impact on the 
global medtech industry in China or rather 
as simply a temporary political phase that 
will not affect the long-term opportunity in 
China? 

>>LC: I always believe obstacles are 
opportunities. It was a little bit overheated in the 
past couple of years, money going out of China 
to the US, and somewhat irrational in a way. I 
think now it’s cooling down, and getting back to 
normal—first of all, the capital will be deployed 
to where it will create more value. Secondly, 
I think the companies that have credibility will 
stand out. I think it’s good for innovation and for 
the ecosystem actually. I do think that the US and 
European markets are still very important, but 
China is becoming increasingly more important 
and actually the cost of doing clinical trials 
and getting approval in China is an order of 
magnitude lower than that in the US. A typical 
PMA product will take 10 years, $100 million to 
launch in US, but it’s probably five years and $10 
million in China. While you accelerate market 
access, you will accumulate clinical evidence, get 
validation from the market, and finally generate 
a revenue source much sooner than in the US 
market. That is really the equation here. We are at 
a tipping point now, so I do encourage US and 
European-based companies to think about the 
Chinese market at the same time as considering 
the US market. 

>>AS: This is definitely an opportunity for Europe. 
And at least in the beginning, even six months 

ago, the swing was quite strong. Some of the investors that we 
work closely with in China said, “Don’t even show us any US 
companies anymore. We don’t even want to look at them.” 
That was a bit of an extreme reaction. I believe that will level 
out because if you look at the fundamentals, all the big Chinese 
companies already have a foothold in the United States. All the 
leading Chinese investors are not just Chinese investors. As I was 
saying earlier, they’re really more cross-border funds because 
they have USD funds and RMB funds. When you look at some of 
these statistics that say Chinese investment has dropped, they’re 
excluding all the Chinese-money that’s already in the US that’s 
being invested into US companies. The big leading investors will 
continue to be global. But I strongly believe, as has been said, 
and we are already seeing this as our client base has shifted 
towards Europe, that this is really a time for Europe to come 
forward and China is eager to engage.
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ver the next six to nine 
months, the National 
Evaluation System for health 
Technology Coordinating 

Center (NESTcc) expects to be up and 
running on several fronts as it evolves 
its network of data collaborators and 
infrastructure for collecting real world 
data (RWD) and real-world evidence 
(RWE) for the medical device ecosystem. 
During the period, NESTcc intends to 
initiate as many test cases as possible 
(so far, it has identified 20); finalize a 
methods and data quality framework for 
NESTcc-initiated RWE studies; launch 
active surveillance activities; and build 
out the legal and financial mechanisms 

that will allow it to pivot to a business 
model of selling products and services to 
industry and other customers.

The most recent round of test-cases, 12 
announced in June 2019, feature several 
that rely on prospective data gathering, 
including the collection of patient-
generated data from mobile devices. 
NESTcc’s goals have already moved 
from asking whether it could orchestrate 
work with collaborating healthcare 
systems and industry partners to quickly 
obtain and analyze study results, 
especially for retrospective studies where 
RWD are already available. Leaders 
of the initiative believe it has shown 
that the framework for organizing RWE 

studies is quite possible, as is gathering 
content. “We have quickly slipped into 
exploring and evaluating the process 
side of a study,” says Rachael Fleurence, 
PhD, executive director of the NEST 
Coordinating Center.

NESTcc has also shown it can 
extract unique device identifier (UDI) 
information. One of the barriers in the 
device space is the lack of a UDI system 
in the electronic health record (EHR). 
“We have learned [in the round-one 
test-cases] that there are steps to get that 
information either from other parts of the 
health system or from the manufacturer,” 
Fleurence says. “It is a lot more possible 
than we initially thought.”

O
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The National Evaluation System for health Technology Coordinating Center’s early test-cases have 

been successful in answering some important questions about what works and what doesn’t with 

real-world evidence for medical devices, organizers say. Much more of that is planned in the coming 

months leading up to the launch of active surveillance activities later this year. Market Pathways 

spoke to key NESTcc leaders and participants as they prep for the effort’s next phase. They are 

optimistic about its value to regulators and other device stakeholders, but don’t want to overpromise. 
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Many devices have different components, 
so identifying them means pulling 
together a complex set of information 
that won’t be rigorously standardized 
until the UDI becomes more pervasive. 
“We need time for that to accumulate,” 
says Richard Gliklich, MD, CEO of 
clinical outcomes specialist OM1. “It’s 
a problem unique to the device world 
as opposed to the pharma world, where 
there have been standardized norms and 
coding for years.”

Sowing Seeds

Diversity is an important element 
of the NESTcc plan, as is having a 
decentralized model where data stays 
at the institutions that are generating 
it. In a sense, NESTcc is being Johnny 
Appleseed, sowing the seeds for the 
growth of a medical device RWE 
infrastructure in the soil of healthcare 
systems, and at the same time seeing 
which of those seeds will grow best under 
which conditions. “Our goal is to do 
proof-of-concept across a wide enough 
range of uses of the evidence that will be 
of interest both to industry and to FDA 
and potentially to other stakeholders,” 
Fleurence says. (See “In Medtech, 

Real-World Evidence is Moving Beyond 
Theory to Regulatory Use,” MedTech 
Strategist, June 8, 2018.) 

“I see NEST as an accelerator,” adds 
Sreekanth Vemulapalli, MD,  of Duke 
University. Through doing test scenarios 
in strategic areas, a relief map will 
begin to emerge of what is possible 
using RWE, he says. The process also 
builds trust and cooperation between 
the various stakeholders—FDA, industry, 
healthcare systems, and patients.

The test-cases are a small step to 
seeing how generalizable NEST’s data 
capabilities are, and if not applicable to 
all medical devices, in what areas they 
are more or less generalizable, says 
Vemulapalli, one of the investigators in 
NESTcc’s liver tumor thermal ablation 
study. FDA has not required clinical data 
for clearance with an indication that 
includes the treatment of benign and 
malignant non-resectable liver tumors. 
The thermal ablation study, using a 
Johnson & Johnson device, is a first 
step towards determining if a sufficient 
population exists as a representative 
sample that would support future 
regulatory submissions to expand the 
device’s indications.

“One of the open questions 
in this first round of NEST projects 
is what kind of data will you get back 
from a federation of health systems,” 
Vemulapalli says—can you actually 
follow patients long enough and know 
patients are not being lost to follow up? 
“That’s one of the many questions we 
are trying to answer in terms of data 
quality and completeness by doing this 
study.” FDA would certainly have an 
interest in developing the capabilities 
of healthcare systems to provide this 
data, he says. “It’s valuable information 
in actualizing the use of RWE for FDA 
purposes and for health systems and for 
industry, to be able to track usage and 
outcomes.”

In addition to the round-one liver tumor 
ablation study, a more recent NESTcc 
project is looking at the potential for 
label expansion for cardiac ablation  
catheters used to treat atrial fibrillation 
and ventricular tachycardia. One 
catheter in the study is approved for 
AFib and a second catheter is approved 
for ventricular tachycardia, but in the 
real world they are each used in both 

>>Mark Ratner
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indications. Because the manufacturer 
gets market share in both indications for 
each catheter, it has no interest in running 
a traditional clinical study to obtain a 
label expansion. But healthcare providers 
and payors may want to know which is 
best for each condition.

The study is looking at data 
retrospectively, to assess the feasibility 
of capturing the necessary data 
elements, if they are of appropriate 
quality and if there is a sufficient 
population for a representative sample 
to support a robust and rigorous RWE 
study for label extensions. If those 
results are positive, it could lead to a 
second phase where data are collected 
prospectively at the point of care, 
including patient characteristics and 
outcomes from clinical sources and 
device data from hospitals’ inventory 
management systems (or sometimes 
EHRs), showing which device is used on 
which patient with which condition.

FDA itself proposed a retrospective 
study that NESTcc is now initiating 
around the hot-button issue of surgical 
mesh. In April, FDA ordered companies 
to stop selling surgical mesh to 
treat pelvic organ prolapse, but the 
devices remain available for stress 
urinary incontinence (SUI). “Now 
that we know anything with mesh will 
have a failure rate, it’s important to 
understand the benefits and to get 
PROs [patient-reported outcomes] and 
help patients make better decisions,” 
says Art Sedrakyan, MD, PhD, of 
the Medical Device Epidemiology 
Network (MDEpiNet) and Weill Cornell 
Medical College. A separate study will 
commission development of a mobile 
app for an SUI surgery registry. “The 
idea of developing an app to get 
patient perspectives and to help inform 
them of the evidence is critical to weigh 
benefits and harms of the technologies,” 
Sedrakyan, the principal investigator on 
the mobile app study, says.* 

Prescription digital therapeutics 
company Pear Therapeutics Inc. 
proposed a test case now in the 

planning stages to perform a year-
long, prospective study to collect 
clinical and economic data around the 
use of its Pear-003 digital therapeutic, 
in late-stage development for treating 
chronic insomnia, including the subset 
of those patients with mood-related 
diseases like depression. (See “Digital 
Taps Into Neurological Function,” 
MedTech Strategist, September 28, 
2018.)

NESTcc has been mentioned in the FDA 
Digital Health Software Precertification 
(Pre-cert) program as potentially the 
place that could provide the RWE 
data as part of their model. The Pre-
cert program may be a component 
of how FDA regulates digital health 
technologies in the future, and because 
the innovation cycles for digital health 
technologies are so fast, there’s a 
greater need to gather more post-
market data and rely on it to a greater 
extent. FDA would like to have a system 
in place where that data is already 
being collected. “NEST can play an 
absolutely critical role as we move to 
a different oversight model for those 
devices,” says Jeffrey Shuren, MD, 
director of FDA’s Center for Devices 
and Radiological Health.

NESTcc network coordinators at Yale 
University School of Medicine and 
the Mayo Clinic submitted a de novo 
application for another digital device 
study, analyzing the effect of the Apple 
Watch ECG and irregular heart rhythm 
notification detection features on PROs 
and clinical utilization. “The Apple 
Watch and Pear Therapeutics test 
cases are valuable projects for thinking 
about what the regulatory process for 
digital will look like,” says Nilay Shah, 
PhD, a healthcare delivery researcher 
who coordinates the six Mayo Clinic 
NESTcc-related projects, including those 
two. “How well digital therapeutics 
work, how they fit in the context the 
regulatory process and the practice 
of medicine, and what evidence is 
necessary before incorporating as part 
of routine care are all open questions 

F E AT U R E  A R T I C L E

“OUR GOAL IS TO 

DO PROOF-OF-

CONCEPT ACROSS 

A WIDE ENOUGH 

RANGE OF USES OF 

THE EVIDENCE THAT 

WILL BE OF INTEREST 

BOTH TO INDUSTRY 

AND TO FDA AND 

POTENTIALLY TO OTHER 

STAKEHOLDERS.” 

RACHAEL FLEURENCE

Executive Director of the 
NEST Coordinating Center



JULY 2019 29

for clinicians,” he says. (See “The Apple 
Watch Arrhythmia Monitoring Debate,” 
MedTech Strategist, June 27, 2019.)

“There is significant potential for AI and 
Big Data, particularly in using these 
data for regulatory purposes by FDA 
and other regulatory bodies,” adds Paul 
Coplan, ScD, head of Medical Device 
Epidemiology and Real-World Data 
Science at Johnson & Johnson. “We 
need innovation in this space to unlock 
that potential and facilitate the use of 
RWE in regulatory decision-making, as 
well as coverage and access decisions 
by payors and healthcare systems.” J&J 
has both participated directly in NESTcc 
projects and provided funding for the 
development of Hugo, a patient-centric 
data dissemination platform being 
developed by start-up Hugo Health, 
founded by Yale’s Harlan Krumholz, MD. 
The funding went toward one of NESTcc’s 
original device surveillance proof-of-
concept studies, which looked at patients 
undergoing ablation for atrial fibrillation 
and bariatric surgery. It used Hugo to 
link up their EHR and pharmacy data as 
well as to get data from devices–a Fitbit 
single EKG lead for patients undergoing 
AFib and a Bluetooth wave scale for 
those undergoing bariatric surgery. “We 
created a single place where patients 
could get all their data and then consent 
to share it with us for the analysis part,” 
Mayo’s Shah says.

Hugo is now being used to support three 
NESTcc studies, including the Pear study, 
which is similarly testing how to harness the 
digital transformation by giving patients 
control of their data and asking consent to 
have others learn from their experience.

Looking Ahead

NESTcc’s biggest near-term challenge will 
be to show that its infrastructure can be 
used in active surveillance, for which FDA 
allocated to it an additional $3 million in 
late 2018.

“We could see NEST increasingly 
becoming a source, where we may 

have particular safety questions around 
a device,” and RWD is gathered to 
determine if a safety signal is real, for 
example, CDRH’s Shuren noted. “We 
anticipate leveraging NEST to answer 
those types of questions.”

This application of NESTcc was proposed, 
for instance, at a June FDA advisory 
committee meeting as a way to determine 
if a mortality signal tied to paclitaxel-
coated devices for peripheral artery 
disease is real. But some panel experts 
were skeptical that anything but standard 
randomized controlled trials can be used 
to address questions such as these. (See 
“Data Debate: Paclitaxel Device Meeting 
Shows Rift in Regard for Real-World 
Evidence,” this issue.)

The goal is to use larger electronic data 
sets to look for potential associations 
of risk with devices, particularly new, 
unanticipated risks. NESTcc would 
provide the capability for both signal 
identification and verification, to help 
determine if the signal is spurious and 
unrelated to the device, but instead tied 
to the underlying disease or to another 
aspect of patient care. 

Companies that have met their post-
market data collection commitments 
through the use of a RWD source like 
a registry have been able to provide 
FDA with data significantly faster than 
by conventional means because the 
infrastructure for collecting those data 
have already been set up, as compared 
to having to set up a one-off clinical 
study where you have to find trial sites, 
draft a contract and sometimes go 
through new IRB review.

“With NEST we are taking that to the 
next level,” says Shuren, by taking EHR 
and claims data from a large range of 
healthcare systems as well as device 
registries, which it can do quickly if 
contracts are already in place and 
data collection standards and common 
terminology for defining outcomes is 
established. To that end, NESTcc has 
promised to deliver a “roadmap” by 
the fall of 2019 that lays out its plans for 

initiating active surveillance activities that 
FDA and medical device manufacturers 
can tap into.

Some worry that the less-than-three-
year-old initiative could suffer from 
outsized expectations. 

“Success depends on how it’s defined 
and the definition is influenced by 
expectations,” says J&J’s Coplan. “With 
NEST, it’s important to start with setting 
a success goal of building a solid data 
foundation,” he adds, before expecting 
to see great studies in medical devices 
that are providing medical decisions. 
Coplan analogizes the construction of 
NESTcc’s RWE data networks to that of 
a building. “We can’t build a 40-story 
building overnight. Building a skyscraper 
starts with a solid foundation. NEST 
is providing the platform to research 
partners to build that foundation 
collaboratively.”

The optics of having close relationships 
with FDA and industry could also be a 
disadvantage. “There is an optics issue 
when industry is running the incubator,” 
suggests Yale’s Krumholz, who is a 
member of the NESTcc’s governing 
committee. “We have had these 
discussions on the governance board 
not because we have seen problems 
but just whether in the end it will hurt 
the credibility.” Indeed, recently NEST 
has become reticent about naming the 
companies and devices involved in its 
industry-proposed use cases.

*This article was updated August 21 
to correct a paragraph that combined 
discussion of two new NESTcc test-cases 
around stress urinary incontinence, 
causing confusion, and incorrectly 
stated that the FDA-proposed study 
was prospective. The update also 
clarifies there were 12, not 11, test-cases 
announced in June, and makes several 
other clarifying edits. 

Mark Ratner (mlratner@verizon.net)  
is a contributing writer for  
MTS Market Pathways.
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>>Tracy Schaaf

disease, but most men diagnosed with 
PCa do not die from it. In fact, more than 
2.9 million American men who have been 
diagnosed with PCa at some point are still 
alive today, according to the American 
Cancer Society.

Although radical prostatectomy and 
radiation are widely accepted treatments, 
a non-invasive, radiation-free option 
for ablating localized prostate cancer 
cells—high-intensity focused ultrasound 
(HIFU)—has been developed for use 
in selected patients. HIFU bridges 
the gap between active surveillance 
and aggressive whole gland therapy 
by allowing the surgeon to ablate 
cancerous tissue with precision, while 
preserving healthy surrounding tissue and 
nerves. Importantly, HIFU minimizes the 
substantial side effects associated with 
more aggressive treatments that include 
erectile dysfunction, urinary incontinence, 
or bowel problems. Research has shown 
that localized PCa tumor ablation is as 
effective as complete prostate removal or 
radiation therapy while preserving more 
sexual and urinary/bowel function than 
other treatments.

This May, the technology received a 
much-needed boost of support when the 
American Medical Association (AMA) 
CPT Editorial Panel allocated a new CPT 
Category I code, effective January 1, 
2021, that will facilitate US reimbursement 
for the ablation of malignant prostate 
tissue using HIFU. French urological 
HIFU device pioneer EDAP TMS SA 
announced that the panel had accepted 
the new code application on June 10. 
The company underwent a long and 
convoluted regulatory journey to reach 
this critical milestone.

P
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EDAP TMS: 
BREAKING NEW GROUND 
in Prostate Cancer HIFU  
Reimbursement

Having successfully navigated a nearly 15-year FDA journey, 
EDAP has a new CPT Category I code for the ablation 
of malignant prostate tissue using high-intensity focused 
ultrasound. The urological HIFU pioneer is preparing for 
its code to become effective in 2021, and to establishing 
universal coverage for its non-invasive, radiation-free 
prostate cancer therapy—and other indications—in the future.

rostate cancer (PCa) is the second most commonly occurring cancer in 
men after non-melanoma skin cancer, and the fourth most commonly 
occurring cancer overall. Worldwide, there were about 1.3 million new 
cases diagnosed in 2018, fueled by a rise in regular PSA tests and other 

screenings, according to the World Cancer Research Fund. In the US, PCa is the 
second leading cause of cancer death in men, behind lung cancer. It can be a serious 
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With a large and growing US and global market potential 
for targeted PCa ablation, two players with FDA-approved 
products—EDAP and Charlotte, NC-based SonaCare 
Medical LLC with its Sonablate 450 HIFU system—as well as 
regulatory support and pending US reimbursement, it appears 
that non-invasive, focused PCa ablation therapy could have a 
productive future as a standard-of-care treatment in early-stage 
disease, to improve patient survival and quality of life.

EDAP’s Long FDA Journey

Market Pathways spoke recently with EDAP CEO, Marc 
Oczachowski, and Jerry Stringham, president of the 
reimbursement strategy consulting firm Medical Technology 
Partners (MTP), who worked closely with EDAP, about the 
company’s almost 15-year voyage through the FDA, and its 
current progress toward reimbursement in the US. Its story includes 
a lane change in 2014 from a planned PMA pathway in favor of 
a more expeditious de novo submission for its second-generation 
HIFU device, Ablatherm. The approval was received a year later, 
in November 2015, followed by a 510(k) for its third-generation 
robot-assisted HIFU system, Focal One, last June (see Figure 1).  

EDAP’s work on HIFU started 30 years ago, with the initial 
development of therapeutic ultrasound to treat kidney stones 
and localized PCa with partners INSERM Laboratory 
of Therapeutic Applications of Ultrasound (LabTAU) 
and the University Hospital Edouard Herriot in Lyon, 
France. In addition to its Ablatherm and Focal One 
prostate tissue HIFU systems, the company 
also produces and distributes the Sonolith 
lithotripter product line for the treatment of 
urinary tract stones using extra-corporeal 
shockwave lithotripsy (ESWL) in most 
countries, including Canada and the US. 
EDAP has commercial subsidiaries in the 
US, Germany, Italy, Japan, Malaysia, and 
South Korea.

The company’s US regulatory journey with 
its HIFU device for prostate tissue ablation, 
Ablatherm, began 14 years ago, in 2005, 
when it started to pursue a PMA for Ablatherm 

as a cure for prostate cancer. That indication ended up being 
too difficult to prove, as the technology was in clinical trials for a 
span of years, and protocols were changing. While the short-
term PSA and biopsy data (1-2 years) were encouraging for 
PCa treatment, it would take many years and many patients to 
demonstrate HIFU’s superiority for localized disease.

In July 2014, FDA’s Gastroenterology-Urology Devices Panel 
voted against recommending approval of Ablatherm as a 
disease-curing device. At that point, HIFU (EDAP’s Ablatherm 
and SonaCare Medical’s Sonablate 450 systems) for the 
treatment of localized prostate cancer had been commercially 
available outside the US for almost 15 years. Four months later, 
in November, the FDA’s Center for Devices and Radiological 
Health (CDRH) informed EDAP that it was not possible for 
them, using a regular PMA process, to approve Ablatherm for 
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http://www.edap-tms.com/products-services/ablatherm-hifu
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the treatment of prostate cancer. The agency recommended 
a modified indication for use in a population of localized 
prostate cancer patients that have greater risk of morbidity 
and/or mortality from their disease. The FDA made further 
recommendations regarding the potential use of the company’s 
European registry, along with the already existing safety data 
from the previous US IDE study, to support approval for the 

modified indication. Although additional data and analyses 
were necessary to address FDA’s requests, the letter did not 
require a new US IDE study. This guidance was provided in 
accordance with the requirements of 21 CFR 814.44(f), which 
states that the FDA, where practical, must identify measures 
necessary to make the PMA approvable.

“They gave us the guidance of changing [the PMA] and 
removing the disease from the equation, and clearing the 
technology, based on a de novo 510(k) for prostate tissue 

ablation as a Class II surgical tool, instead of a device that 
cures a disease,” says Oczachowski. “That way, the surgeon 
will be able to use it for whatever they believe is in the prostate, 
instead of having the intended use as a prostate cancer 
treatment.” Oczachowski joined EDAP in 1997 as Area Sales 
Manager, based in Lyon, France. From 2001 to 2004, he 
held management positions as General Manager of EDAP 
Technomed Malaysia. He was appointed the company’s COO 
in 2004 and became CEO in 2007.

“I’ve seen other technologies go from PMA to either de novo 
or 510(k), usually in part because the safety profile of the 
technology is considered quite high, so all the safeguards that 
come with a PMA may not be necessary. But it’s very unusual 
that there are at least three HIFU publications with hundreds 
of patients with greater than 10-year follow-up,” Stringham 
explains. Stringham, a graduate in mechanical engineering 
from MIT and with an MBA from the Harvard Business School, 
formed his reimbursement consultancy firm, MTP, in 1998. He 
and his team have worked on over 180 medical technologies, 
largely devices and diagnostics, and primarily novel 
technologies. They have also worked in the HIFU space for a 
number of years.

In March 2015, EDAP announced that, based on a meeting 
with the FDA, it planned to seek clearance of Ablatherm HIFU 
by way of a Direct de novo application as opposed to the 
original PMA. The de novo process is appropriate when a 
device is novel and therefore has no suitable predicate device 
to support a 510(k) submission. To qualify for this pathway, a 
new device must also present no more than moderate risk. 

Both EDAP and its primary competitor, SonaCare Medical, 
submitted de novo files for HIFU ablation of prostate tissue 
in 2015. As the Sonablate 450 was first to obtain clearance, 
EDAP submitted a 510(k) for Ablatherm based on the 
Sonablate 450 predicate device. EDAP used its PMA trial data 
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to prove the ablation capability of the Ablatherm device, and 
received 510(k) clearance three weeks after SonaCare, in 
November 2015.

“What we did during the PMA was worth it because we could 
use it for the 510(k) and get out of it. It took a lot of time, 
money, and effort, but I think that was probably the only way to 
get there,” says Oczachowski. “We were learning the way, at 
the same time as the FDA.”

At that time, EDAP already had CE mark approval for its third-
generation Focal One robot-assisted HIFU system. Following 
its long-awaited Ablatherm FDA approval, the company 
began pursuing 510(k) clearance for its third-generation 
Focal One device, using Ablatherm as the predicate. EDAP 
filed for clearance in September 2017 and received it in June 
2018. Focal One is the first device fully dedicated to the focal 
approach for PCa therapy, that combines state-of-the-art 3D 
imaging to localize tumors with the use of magnetic resonance 
imaging (MRI) combined with real-time ultrasound via a rectal 
probe; precise HIFU treatment focused on identified targeted 
cancer areas only; and immediate feedback on treatment 
efficacy utilizing contrast-enhanced ultrasound imaging. Focal 
One was CE marked and launched outside the US in June 2013.

“Once we got the clearance on Ablatherm, we submitted for 
the next-generation [Focal One], that went through a regular 
510(k), with Ablatherm as a predicate device. It was an easier 
and faster process,” says Oczachowski. 

Oczachowski also notes that they had a constructive and 
productive relationship with the FDA over their long regulatory 
journey. “We didn’t feel that they were a barrier or someone 
wanting to make sure you don’t get into the market. They were 
making all efforts on, maintaining their compliance of course, 
with their obligations, but they were really working with us and 
not against us,” he says.

As of this April, the Focal One system is available in a growing 
number of US medical centers, including University of Chicago 
Medicine in Illinois, Houston Methodist Hospital in Texas (which 
had invested in EDAP’s Ablatherm system in early 2016), 
Maimonides Medical Center in Brooklyn, NY, and John Wayne 
Cancer Institute at the Providence Saint John’s Health Center 
in Santa Monica, CA. The company expects sales in the US to 
ramp up quickly now that the path to reimbursement is clearer, 
as discussed in the following section.

What’s more, HIFU is set to compete favorably in terms of 
capital equipment cost with robotic surgery platforms such 
as Intuitive Surgical Inc.’s da Vinci. (Interestingly, the two 
procedures are being investigated as a combination therapy for 
more aggressive cancers at the University of Southern California 
Institute of Urology—first employing HIFU to noninvasively target 
and kill cancer cells within the prostate, while the da Vinci robot 
removes the neighboring lymph nodes.)

EDAP’s Recent Win: A New CPT Code

At the same time that EDAP was pursuing FDA clearance for its 
latest generation Focal One device, it was also working with 
its reimbursement team, including Jerry Stringham at MTP, on a 
payment strategy. 

“Even with the granting of the de novo approval from the FDA, 
it’s been critically important to communicate the history both to 
the AMA and to health insurers who are looking at covering the 
technology for certain indications,” says Stringham.

First, the company worked with the Centers for Medicare & 
Medicaid Services (CMS) to establish a temporary Healthcare 
Common Procedure Coding System (HCPCS) C-code. EDAP 
applied for the code in February 2017, and in May of that 
year, Medicare approved reimbursement for HIFU for prostate 
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tissue ablation under a new C-code, C9747, for hospital 
outpatient department services and procedures. The new code, 
under the ambulatory payment classification (APC) 5376, 
took effect July 1, 2017. It is specific to the ablation of prostate 
tissue using transrectally delivered HIFU, including image 
guidance. It has been applicable to procedures performed 
using EDAP or SonaCare Medical’s technologies including, 
but not limited to, primary whole gland ablation, sub-total 
ablation, and salvage ablation. Then, in the October 2017 
update of the ASC Payment System, the CMS indicated that 

the ASC payment status for C9747 recognizes HIFU as a 
“device-intensive procedure,” which included an increase in 
the Medicare payment.

But the temporary code was just one part of EDAP’s 
reimbursement strategy. It began working with the American 
Urological Association (AUA) and the American Association 
of Clinical Urologists (AACU) to validate the level of evidence 
required by the AMA for a new CPT Category I code specific 
for ablation of malignant prostate tissue. EDAP submitted the 
required documentation to AMA earlier this year, and their 
review was included in the May 2019 AMA CPT Editorial 
Panel meeting. 

“The requirements to secure a CPT Category I code are 
quite stringent. EDAP worked diligently to have the kind 
of publications and information that were needed,” says 
Stringham. EDAP and MTP had been planning for this 
submission and working with medical specialty societies 

like the AUA for several years. “It’s unusual to go right from 
unlisted code to Category I code, but that’s what they did,”  
he adds. 

“During the panel, we brought in some of our expert users 
from the US, as well as our consultants [from MTP],” says 
Oczachowski. “The consultant is very important, with their 
experience and expertise. They were key in driving us through 
the process, because it’s not something that everybody 
knows, and it’s not something very easy.” Oczachowski and 
team interacted with the panel, and engaged in questions 
and answers with its members. The AUA and the AACU’s 
reimbursement teams participated in the AMA panel, as well. 
EDAP also engaged with SonaCare Medical on the CPT work, 
figuring things could work better as a team rather than working 
against each other, says Stringham. “The AMA likes that. They 
don’t like to see competitors try to make the language fit only 
one competitor and not the other.”

The panel voted at the May meeting, and EDAP spent the 
next few weeks awaiting its decision. On June 10, EDAP 
announced that the AMA had accepted its application to 
establish a new CPT Category I code that will facilitate 
reimbursement for the ablation of malignant prostate tissue 
with HIFU technology. The code’s anticipated description 
selected by the panel is “Ablation of malignant prostate tissue, 
transrectal, with high intensity focused ultrasound including 
ultrasound guidance.” The code will be included in the 2021 
CPT Codebook and be effective on January 1, 2021. EDAP 
says the assignment of a more permanent CPT code—which 
benefits both EDAP and SonaCare Medical—demonstrates 
to customers, prospects, patients, investors, and others that 
the use of focused ultrasound for the treatment of malignant 
prostate disease reflects the latest medical care provided to 
patients. 

And, it could impact newcomers to the US market, as well. 
“However, the code is very technology-related so if a 
newcomer in the market wants to use it, they’ll have to be 
able to show that they’re following the intended use, and the 
specific indications of use of the device,” says Oczachowski.

Looking Toward Reimbursement

Although this significant milestone has been achieved, there 
are still 18 more months of work to do before the new code 
goes into effect. Next steps include establishing a value of the 
code. The AUA is in charge of conducting a survey for the AMA 
to build the value of the code, and that work is in progress, 
according to Oczachowski and Stringham. 

“We’ve had some interaction with the AUA, to identify 
urologists with first-hand experience with HIFU at their 
hospitals, so that the AUA can complete the survey needed 

F E AT U R E  A R T I C L E

“WE’VE HAD SOME INTERACTION 
WITH THE AUA, TO IDENTIFY 
UROLOGISTS WITH FIRST-HAND 
EXPERIENCE WITH HIFU AT THEIR 
HOSPITALS, SO THAT THE AUA 
CAN COMPLETE THE SURVEY 
NEEDED TO BUILD THE VALUE OF 

THE CODE.”

—Marc Oczachowski
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to build the value of the code,” says Oczachowski. The 
survey should be completed before the end of September 
2019. “The surveyors want to see the way users use [HIFU] 
technology, how long it takes to perform the treatment, what’s 
the environment of the treatment and so forth, so that they can 
understand exactly what it takes and what it needs. Then they 
can give it a fair value,” Oczachowski says. “The more time 
it takes to conduct a procedure, the higher number of relative 
value units, which will have a corresponding higher payment,” 
adds Stringham.

“Because of the long delays in getting through regulatory, 
you have to be very persistent and consistent with providing 
information about the clinical utilization and the studies that 
have been done, and patient to build the insurer support for this 
market,” says Stringham. “This coding is an important milestone 
in that process. Ultimately, the goal is to get universal coverage 
for this technology from Medicare and all commercial insurers 
for the appropriate indications.”

EDAP is prepared to address any concerns that AUA or 
AMA have during the code-building process, which MTP is 
monitoring, and anticipates receiving specific reimbursement 
details in mid-2020. Following this, there will be a comment 
period, and the new code is set to take effect at the beginning of 
2021. In the meantime, EDAP is working to further grow its sales 
pipeline in the US and other key territories, with the confidence 
now that there will be a definite CPT code in place.

“As a former product developer myself, in a way I think it’s 
kind of sad that developers have to execute so flawlessly on 
reimbursement for the technology to reach patients,” says 
Stringham. “Because really it should just be trying to make the 
best device perform, get the most positive outcomes with the 
fewest side effects possible for the most reasonable price. But 
there’s a lot that goes into satisfying the needs of the payors. Our 
role is to help them achieve that.”

Oczachowski offers advice for others looking to pursue a 
new CPT Category I code. “One of the key points for making 
[the process] smooth is to have the right team of people 
working on it. I think we’ve been very lucky with the advisors 
and the consultants that we have been working with,” says 
Oczachowski. “Also, you have to be very well prepared in terms 
of financials, because it’s a technical, complicated, expensive, 
and long process.” 

“Plan ahead and communicate with your physician specialty 
association. Those relationships are very important,” advises 
Stringham.

Future Indications for Focal One
EDAP is looking beyond prostate cancer to additional high-need 
indications for its HIFU technology, including posterior deep 

infiltrating (rectal) endometriosis, liver cancer (both of these 
indications are entering Phase II trials this year), pancreatic 
cancer (preclinical stage), and the serious pregnancy condition, 
placenta accreta (preclinical trials to be initiated). CE mark for 
rectal endometriosis and liver cancer HIFU are targeted for 
2021 and 2022, respectively. 

The company says its goal is for its HIFU platform to be the “go-
to” for soft tissue ablation in the same way that multi-purpose 
robotic systems are for surgery.

FDA’s Recent Guidance on Prostate 
Ablation Clinical Data

FDA is now working to formalize a clearance process for 
devices that have the intended use of ablating prostatic tissue, 
based on EDAP’s and Sonablate’s submissions. 

In late June, the agency released draft guidance clarifying the 
type of clinical data that future manufacturers of prostate tissue 
ablation devices should include in their 510(k) submissions. 
The guidance covers high-intensity ultrasound systems and 
devices that use newer technologies or forms of energy to 
ablate prostate tissue. FDA requires clinical testing to show 
that such devices do not destroy or damage tissue outside of 
the targeted area, and are as effective at ablating tissue in the 
targeted area as a similar device with an equivalent safety 
profile. The agency recommends that manufacturers contact 
FDA with a pre-submission to receive detailed feedback on the 
clinical testing that is planned. 

The scope of the draft guidance is limited to the clinical 
investigations to support marketing authorization for general 
indications of prostate tissue ablation systems, and does 
not address the clinical investigations of devices that are 
intended to treat specific diseases such as prostate cancer 
or benign prostatic hyperplasia. (Disease-specific studies 
use different endpoints and study designs to demonstrate 
safety and effectiveness compared to a study to demonstrate 
effective tissue ablation.) Comments on the guidance are being 
accepted through August 26.

Stringham says that FDA has been working with industry and 
other interest groups (including MTP) on a private-public 
partnership called Study of Prostate Ablation Related Energy 
Devices Coordinated Registry Network (SPARED CRN). An 
FDA-hosted meeting scheduled for July 16th was recently 
postponed to October 15th. The purpose is to examine the 
safety and effectiveness of various technologies, including HIFU, 
for partial gland ablation in men with localized prostate cancer. 
“With the work the FDA has been doing in this area, interaction 
with the FDA may be helpful as the manufacturers could provide 
input on clinical trial outcomes the FDA is interested in that 
sponsors may omit otherwise,” says Stringham. 
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6/10/19 
›› DAKO North America
 Device: PD-L1 IHC 22C3  
  pharmDx
 Approval #: P150013/S014
 Type: Panel-Track  
  Supplement

6/17/19 
›› Bio-Techne
 Device: ExoDx Prostate  
  IntelliScore (EPI)  
  test
 Target: Prostate cancer:  
  exosome-based  
  liquid biopsy test

6/18/19 
›› gel-e Life Sciences

 Device: Life Foam
 Target: Non-compress- 
  ible abdominal  
  wound

6/26/19 
›› Critical Innovations
 Device: Fast Onset 
  Abdominal  
  Management  
  (F.O.A.M.)
 Target: Severe intra- 
  abdominal  
  bleeding

F D A  O U T P U T  J U N E  2 0 1 9

6/6/19 
›› Philips Medical Systems
 Device: HeartStart OnSite  
  and Home  
  Defibrillators
 Approval #: P160029

 Type: Original PMA

6/4/19 
›› DT MedTech
 Device: Hintermann  
  Series H3 Total  
  Ankle Replace- 
  ment System
 Approval #: P160036

 Type: Original PMA

6/6/19 
›› Senseonics
 Device: Eversense  
  Continuous  
  Glucose Monitor- 
  ing System
 Approval #: P160048/S006
 Type: Panel-Track  
  Supplement

6/7/19 
›› Innovative Health  
   Solutions
 Device: IB-Stim
 Approval #: DEN180057

 Type: De Novo

Novel Device Approvals, Breakthrough Designations, Class I Recalls, and Warning Letters

6/4/19 
›› OriGen Biomedical
 Device: ECMO Reinforced  
  Dual Lumen Cannula
 Recall #: Z-1227-2019 to  
  Z-1232-2019

6/11/19 
›› Edwards Lifesciences
 Device: IntraClude Intra- 
  Aortic Occlusion  
  Device
 Recall #: Z-1705-2019

6/17/19 
›› Cook
 Device: Advance Enforcer  
  35 Focal Force PTA  
  Balloon Catheter
 Recall #: Z-1756-2019

6/19/19 
›› Teleflex Medical
 Device: Hudson RCI  
  Sheridan Tracheal  
  tubes
 Recall #: Z-1759-2019   
  to Z-1766-2019

6/26/19 
›› Becton Dickinson
 Device: SmartSite Syringe  
  Administration Set
 Recall #: Z-1210-2019
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6/26/19 
›› Vyaire Medical
 Device: enFlow Disposable  
  Cartridge
 Recall #: Z-1385-2019

6/26/19 
›› Vyaire Medical
 Device: enFlow Disposable  
  Cartridge with IV  
  Extension Set
 Recall #: Z-1386-2019

6/4/19 
›› OriGen Biomedical

Citations:
Quality System  Regulation 
(QSR); Medical Device Report-
ing (MDR); Corrections and 
Removals Regulation (Recalls)

Issuing Office:  
Division of Medical Device  
and Radiological Health  
Operations West

6/25/19 
›› International Hospital 
Products

Citations:
Quality System  Regulation 
(QSR)

Issuing Office:  
Division of Medical Device  
and Radiological Health  
Operations West
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F R O M  T H E  E X P E R T

Changes, both large and small, are 
stirring at US FDA. A new commissioner 
(acting for now) is in place, 510(k) 
reforms are afoot, and, lest we forget, 
the recent government shutdown left 
an entire nation wondering if their 
critical medical device facilities were 
being inspected. Moreover, technology 
is rapidly accelerating, and FDA 
is grappling with how to adjust its 
frameworks to new digital realities.

These changes pose key challenges and 
raise significant questions for the medtech 
industry leader: How do I gauge the 
significance of any particular change? 
What is the proportionate response to 
that change? What is the best timing for 
actions?

The answers to these questions for the 
enterprise-level leader, business unit 
executive, or regulatory head center 

on placing the change in context.  
Understanding the power and impact 
of this context, particularly the relative 
significance of the change, is amplified 
by understanding the inner workings of 
the FDA.

Dealing with  
Global Trends  

The overall focus on the appropriate 
regulation of digital health is a mega-
trend in the US and abroad and began 
nearly a decade ago. Leaders at the 
FDA first examined the relevance 
of existing software guidance and 
established a framework based on 
risk. Establishment of this framework 
anticipated the continued proliferation 
of mobile medical apps, cybersecurity 
risk, and agile software development 
techniques. For example, key distinctions 
are made between wellness apps and 
devices used to screen for the diagnosis 
of disease.   

To manage more than 15 recognized 
standards and related guidance on 
software, a leader of a software as a 
medical device company or software-
driven device company should invest 
in regulatory talent that a) maintains 
regulatory intelligence and b) can speak 
the language of digital health. This does 
not require immersion or participation 
in an FDA pilot to gain a competitive 
advantage. In fact, all companies will 
benefit from published pilot learnings 
that will be shared broadly. Over the 
years, these guidances will be enforced 
evenly. 

Kwame Ulmer served in 
senior roles at the US 

FDA and medical device 
companies. He led 

efforts to shorten global 
registration timelines and 
improve product quality 
by process optimization. 
Mr. Ulmer is the Principal 

at Ulmer Ventures, a 
regulatory strategy firm, 

and a venture partner 
at Wavemaker Three-

Sixty Health—a Southern 
California based early 

stage venture capital firm 
focused on the healthcare 
industry. Kwame earned 

his BS in Physics from 
Lincoln University 

(Pennsylvania) and both 
an MS in Materials 

Engineering and MBA from 
the University of Virginia.

BY  KWAME ULMER  
Kwame.Ulmer@MedTechColor.org

 HOW TO THRIVE  
       Through Any FDA Change

COMPANIES THAT 
APPEAL TO THE CORE 
VALUES OF FAIRNESS 
AND CONSISTENCY 
WILL PERFORM BEST 
IN NEGOTIATING THE 
LEAST BURDENSOME 
PATH TO MARKET.
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Managing FDA  
Senior Leadership 
Changes

Leadership changes generally impact 
industry in two ways: first, in the 
particular emphasis a commissioner 
or center director places on a specific 
product category (e.g. vaping) or 
process-level change (e.g. Breakthrough 
Device Pathway). Most companies 
are best served by playing an active 
role in one of two key organizations, 
The Advanced Medical Technology 
Association (AdvaMed) or the Medical 
Device Manufacturing Association 
(MDMA), to have an outsized impact 
and voice in their strategic area of 

Strategies for coping with rapidly  
changing FDA requirements.

interest. For the CEO or regulatory 
leader, the mega-trends that will 
persist, regardless of the leadership at 
the agency, will be the deeper FDA 
review resulting from user fee funded 
hiring, speed of reviews tied to statutory 
total review timeline targets, and 
programs to make inspections more 
efficient and risk-based. The real-world 
implications for early-stage companies 
will manifest in discrete changes in 
policy and regulation. One example 
is the recently published list of devices 
exempt from 510(k) review. Another one 
is the adoption of the Medical Device 
Single Audit Program (MDSAP) and the 
potential ability to redeploy resources 
after reduction of inspections over the 
course of any year.

Responding to  
FDA Policy Reforms

Extensive changes such as regulation 
updates and the reorganizations occur 
about every three to five years. The 
recently announced establishment of 
the Office of Product Evaluation and 
Quality, as a total product lifecycle 
“super office” is one example. 

More significant historical changes 
include the introduction of medical 
device user fees, which funded a 
significant increase in the number 
of premarket application reviewers, 
an uptick in the volume of questions 
posed and installation of performance 
targets on review times. The start 
of a “refuse to accept” pre-screen 
initially resulted in more than 50% of 
all 510(k) applications being turned 
away. Over time, this refusal rate 
decreased and facilitated a higher 
quality of review with shorter total 
review times.  More recently, the 
agency indicated more 510(k) reforms 
were under consideration, including 
scrutiny on the use of predicate 
devices older than 10 years.

In the long term, firms can reinforce 
best practices for FDA interaction: 
maintain records to fuel a fact-based 
narrative. 

The ability to tell a cogent regulatory 
story mitigates the risk associated 
with new personnel. Companies that 
appeal to the core values of fairness 
and consistency will perform best in 
negotiating the least burdensome path  
to market.   

Here are my suggested near-term actions for all device companies:

1.  Develop a rapid response plan for FDA questions.

2.  Build organizational capacity or outsource a regulatory 
intelligence function. For example, identify the person 
accountable for summarizing action(s) gleaned from FDA 
guidance at Management Review.

3.  Focus on these three areas: Add real-world evidence to your 
substantial equivalence arguments, conduct a regular scan 
for finalized guidance in your device area, and understand 
the key safety endpoints for your device type.
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WE GET IT.
The global medical device industry is evolving rapidly, 
and more change is coming.  Making sense of it all, 
deciding what is relevant and what isn’t, is getting 
increasingly difficult.  

Written by the industry’s most experienced and well-
connected subject matter experts, our flagship publication, 
MedTech Strategist was created to provide your company 
with leverage and a business advantage that adds to 
your expertise and enriches the value of your company’s 
portfolio, becoming an indispensable resource for you and 
your entire organization.


