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5 FIGURES ON 510(K) EXEMPTIONS: 

What’s The Impact Of US FDA’s Recent Actions?
DAVID FILMORE  david.filmore@informa.com 
MELISSA WALKER  mwalker@graematter.com

T he US FDA’s recent congressio-
nally directed actions to exempt 
reams of devices from 510(k) re-

quirements may have less of an impact 
on industry and agency workloads than 
the top-line numbers suggest, according 
to an analysis performed by Medtech In-
sight in collaboration with regulatory in-
telligence firm Graematter Inc. But there 
are pockets of companies and clinical 
specialties where the effects might be 
more pronounced, the analysis found. 

In July, FDA issued a Federal Register 
notice listing several hundred class II de-
vices that it was exempting from 510(k) 
requirements. (Also see “US FDA: 510(k)-
Exempt Class II Devices Should Withdraw 
Applications” - Medtech Insight, 11 Jul, 
2017.) That followed an April notice ex-
empting 72 class I devices from pre-mar-
ket submissions. (Also see “FDA 510(k)-
Exempts 72 Devices, Mostly Diagnostics” 
- Medtech Insight, 12 Apr, 2017.)

The actions were required by a pro-
vision in the December-enacted 21st 
Century Cures Act intended to “de-
crease regulatory burdens on the medi-
cal device industry” and “eliminate pri-
vate costs and expenditures required 
to comply with certain federal regula-

tions,” FDA stated in its July 11 class II 
exemptions notice.

Medtech Insight worked with Graemat-
ter, applying its regulatory intelligence 
system to assess, in practice, how much 
burden might be reduced as a result of 
the Cures Act provisions and FDA no-
tices. Graematter collects regulatory 
information from multiple sources, in-
tegrating the data into a single system. 
Consolidating the information into a sin-

gle proprietary database allows visibil-
ity into the interconnections and trends 
hidden within the data. 

Our findings: A small subset of compa-
nies will see a tangible impact in terms of 
regulatory efforts and costs from the ex-
emptions, but most firms will experience 
relatively small or no impact from the 
Cures-directed changes. Similarly, the 
exemptions will have a trivial effect on 
overall FDA staff workload, but it could 

FIGURE 1

510(k)s Cleared For Newly Exempted Codes, 2000-2016
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Source: Graematter Inc.
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ESC 2017: News Flutter With AFib Data
REED MILLER  reed.miller@informa.com

R esults from the CASTLE AF study showing that catheter ab-
lation improves outcomes for patients with left ventricular 
dysfunction and atrial fibrillation (AF) headlined results re-

ported from AF trials at the European Society of Cardiology con-
gress in Barcelona Aug 26-30.

Nassir Marrouche of the University of Utah in Salt Lake City 
presented the results from the Biotronik-sponsored trial during 
a Late-Breaking Clinical Trials session August 27. (Also see “ESC 
2017: CASTLE AF, REVEAL AF Among Noteworthy Device Trials To 
Be Presented in Barcelona” - Medtech Insight, 24 Aug, 2017.) “AFib 
and heart failure are very intertwined and married together,” Mar-
rouche said in a webcast from the ESC meeting. About 30% of 
heart failure patients have AFib and these patients have a worse 
prognosis than heart failure patients without AF. “AFib still pres-
ents a major dilemma. Even the guidelines lack a straightforward 
suggestion or recommendation on how to treat these patients, 
so we have a variety of options, because there’s no single study 
that shows one treatment is better than the other.” 

CASTLE AF randomized 397 patients with symptomatic paroxys-
mal or persistent AF and heart failure with a left-ventricular ejec-
tion fraction of less than 35% to radiofrequency catheter ablation 
or conventional medical therapy. All patients were implanted with 
a Biotronik implantable cardioverter defibrillator linked to the 
Home Monitoring network for continuous surveillance of AF. The 
ablation method was left up to the individual operators, but pul-
monary vein isolation ablation was used in 98% of the patients. 

During the median follow-up of 37.8 months, the primary end-
point – a composite of all-cause mortality and unplanned hospi-
talization for worsening heart failure – occurred at a significantly 
lower rate in the ablation group (28.5%) versus the control group 
(44.6%). The secondary endpoints of all-cause mortality (13.4% 
vs 25%) and heart-failure hospitalization (20.7% and 35.9%), 
measured separately, were also significantly lower in the abla-
tion group than in the conventional treatment group. Overall, pa-
tients treated with ablation were 47% less likely to die, and 44% 
less likely to be hospitalized with worsening heart failure than 
patients treated with conventional therapy.

Commenting on the CASTLE-AF results at the congress, Ca-
rina Blomstrom-Lundqvist of Uppsala University in Sweden also 
pointed out that the trial showed that nearly 70% patients treat-
ed with ablation maintained sinus rhythm at least five years after 
the procedure, “which is not the pattern you usually see,” she said.

Marrouche pointed out that the trial is the first randomized 
study of AF ablation to show a difference in universally accepted 
“hard endpoints” like death and heart-failure hospitalization, rather 
than quality of life measures or AF-burden, which are not always 
defined the same way. This was a major strength of the study and 
also why it took almost nine years to complete the trial, he said.

The ICDs implanted in every patient may have affected mor-
tality in both groups, Marrouche said. And Blomstrom-Lundqvist 

pointed out that every patient’s heart failure treatment was op-
timized before they were randomized, so “there could be some 
bias here – that you would optimize patients better with ablation 
better than those receiving antiarrhythmic drugs.”

Marrouche’s recommendation to electrophysiologists treating 
heart failure patients with AF is to “ablate them early on, very 
soon in the disease stage, before they get to a left-ventricular 
ejection fraction under 25% or New York Heart Association Class 
IV or advanced III.” Blomstrom-Lundqvist agreed that “this is new 
information and I think we’ll have to change our policy and be 
more deliberate and refer patients with atrial fibrillation and 
heart failure to catheter ablation.” But, she cautioned, the trial 
only enrolled patients with symptomatic AF so the best approach 
for asymptomatic patients is still unclear.

CAPTAF SHOWS ABLATION IMPROVES QUALITY OF LIFE
Atrial fibrillation improved quality of life better than antiarrhyth-
mic drugs could on their own in 155 patients with symptomatic 
AF in the CAPTAF trial, but both therapies produced similar re-
ductions in AF-burden. 

Carina Blomstrom-Lundqvist of Uppsala University in Sweden 
presented the one-year results from the trial at the ESC conference 
on August 29. CAPTAF was sponsored by the Swedish Research 
Council, Swedish Heart-Lung Foundation, and Medtronic PLC .

Marrouche’s recommendation to 
electrophysiologists treating heart failure 

patients with AF is to “ablate them  
early on, very soon in the disease stage.”
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“The primary endpoint [in previous AF trials] has been 30-second 
AF recurrence on Holter monitors. But we would like to use, as the 
primary endpoint, quality-of-life, because that is the [goal] for AF 
procedures, and that has not been done before,” she said in a web-
cast from the meeting. “We also thought that rhythm-monitoring to 
assess AF burden was important and that has not been done before.”

CAPTAF randomized 155 patients with symptomatic AF who had 
already failed to respond to one rate or rhythm control drug and had 
at least one symptomatic paroxysmal AF episode in the previous 
two months, or at least two symptomatic episodes of persistent AF 
in the previous year. All patients were implanted with a cardiac mon-
itor. Following a two-month run-in, they were randomized to abla-
tion with pulmonary vein isolation or antiarrhythmic drug therapy 
with adequate dosages as specified in the professional guidelines.

After one year the ablation group showed a greater improve-
ment in average overall health, as measured by a standard survey, 
than the drug group –11.0 points versus 3.1 points. In addition, all 
quality-of-life subscales, except for bodily pain and social func-
tioning, improved significantly more in the ablation group than 
in the drug group. European Heart Rhythm Association Symptom 
Classification also improved significantly in the ablation group 
than in the drug group

The reduction in AF burden, defined as the proportion of time 
the patient spent in in AF, was larger in the ablation than in the 
drug group, but the difference was not statistical significant. The 
complication rates in both groups were similar.

“We have confirmed that quality-of-life is really improved [with 
ablation] and I think it’s related to the side-effects of the antiar-
rhythmic drugs, although that has not yet been shown in this 
trial,” Blomstrom-Lundqvist said.

PATIENTS FIND THEIR OWN AF IN REHEARSE-AF
Patients monitoring their hearts with AliveCor Inc.’s Kardia Mo-
bile device identified more episodes of atrial fibrillation than rou-
tine care in the REHEARSE AF trial. Julian Halcox from Swansea 
University Medical School in Wales presented one-year data from 
the trial at the ESC congress on Aug 29.

The trial, co-sponsored by AliveCor and the Welsh Government, 
enrolled 1,003 patients 65-years or older with stroke risk-factors 
who were not taking anticoagulant drugs and did not have a pri-
or diagnosis of AF. Patients randomized to the treatment group 
took two ECG recordings a week for a year with the Kardia Mo-
bile device and sent them to their doctor for analysis. Patients 
randomized to the control group just made routine visits to local 
health-care providers.

During the year-long study period, 19 patients in the interven-
tion group were diagnosed with AF compared to five in the con-
trol group even though they had similar number of risk factors. 
Just over 2% of the ECGs recorded and submitted were consid-
ered uninterpretable, usually due to electrical interference at the 
time of recording. Health economic modelling showed that each 
AF diagnosis in the intervention group cost around £8,255.

Most patients recording their ECGs with Kardia Mobile said they did 
not feel restricted or anxious about the process, while control patients 

reported being slightly more anxious about their risk of heart rhythm 
abnormalities and stroke, and frequently said they would have pre-
ferred to have been enrolled in the regular monitoring group.

“Our study was not designed to evaluate outcomes, but the in-
crease in AF diagnosis with patient ECG monitoring suggests that 
it has the potential to reduce stroke through earlier diagnosis and 
treatment with oral anticoagulation,” Halcox said. “A much larger 
outcome trial is needed to evaluate the clinical impact and cost-
effectiveness of this approach.”

AFFIRM SHOWS BENEFIT OF BP CONTROL IN AF
A post-hoc analysis of the NIH-sponsored AFFIRM trial, presented 
Aug 28 by Marco Proietti from the University of Birmingham, Eng-
land, shows that blood pressure control may reduce the risk of 
strokes and major bleeding events in patients with atrial fibrillation. 

“Our findings suggest that consistency in blood pressure control, 
beyond the single measurement, is very important, and this appears 
to be the case across all types of AF patients, irrespective of age, blood 
pressure history, blood pressure level or clotting risk,” Proietti said.

AFFIRM compared pharmacologic ventricular rate control, 
rhythm control, and anticoagulation in 3,843 AF patients to mea-
sure the variability in systolic blood pressure. The patients systolic 
blood pressure was recorded four times in the year prior to the 
study and then every four months after enrollment.

Over a mean follow-up of 3.6 years, the patients in the trial 
suffered 149 strokes and 248 major bleeding events with a clear 
pattern of increasing risk linked to systolic blood pressure. After 
adjusting for variables, the analysis showed that patients whose 
systolic blood pressure varied by 13.86 mmHg or more were at 
significantly higher risk of stroke and major bleeding than those 
with lower blood-pressure variability.

“The main [objective] should be to understand why these pa-
tients have the highest variability and there are several [studies] 
in the literature that seem to suggest that one of the main rel-
evant issues is [the patients’] adherence to medications,” Proietti 
said. “So before prescribing we start prescribing more drugs, that 
in some ways may make things worse, we should be able to be 
sure that our patients are taking all the patients we prescribed 
and at the dose we prescribed.”  

Published online 09/01/17

“The increase in AF diagnosis with patient 
ECG monitoring suggests that it has 

the potential to reduce stroke through 
earlier diagnosis and treatment with oral 

anticoagulation,” says Julian Halcox, 
Swansea University Medical School, Wales.



medtech.pharmamedtechbi.com September 11, 2017   |   Medtech Insight   |   7

� R & D �

J&J’s Ethicon Calls For Game-Changing Holistic 
Approach To Obesity Care
CATHERINE LONGWORTH  catherine.longworth@informa.com

R esearchers and surgeons from across the bariatric commu-
nity gathered at the 22nd World Congress of the Interna-
tional Federation for the Surgery of Obesity and Metabolic 

Diseases (IFSO 2017) held in London, UK, between Aug. 29-Sept. 
2 to discuss obesity treatment and management.

Johnson & Johnson subsidiary Ethicon, a key sponsor of 
the conference, took the opportunity to highlight its ongo-
ing, multi-year, global initiative called “Project Game Changer,” 
aimed at closing evidence gaps in obesity management and 
reducing clinical and economic barriers to drive greater patient 
access to bariatric care.

One significant barrier, the surgical device company believes, is 
the pervasive view among health care providers that obesity is a 
lifestyle condition, rather than a chronic, medical disease.

Nadia Ahmad, Senior Obesity Solutions Advisor for Ethicon, 
told Medtech Insight: “The education component is so key [and] 
the fundamental barrier to all obesity treatments is that we do 
not appreciate obesity as a disease state. We’re looking at it and 
we’re saying, ‘well, the person can just eat less and exercise more 
and take care of themselves, why do they need costly invasive 
treatments?’ This is a stigma and a bias that is impeding care.”

“Many patients out there with obesity that need surgery and are 
appropriate [candidates] for surgery cannot currently get access 
to treatment. At present, obesity or weight issues is an area where 
patients really don’t know where to go. This is a medical condition 
and a disease but most obesity ‘care’ is commercial [and not clini-
cal] – it’s fad diets or advice given on social media. This is a disease 
state where the care is largely in the commercial arena and we re-
ally need to have the care available within the health care system. 
There needs to be a lot of improvement on all different levels.”

Ahmad said health care providers needed to be educated and 
trained to understand obesity from the early stages of the clinical 
care pathway. “We certainly need more obesity medicine special-
ists but we also need primary level education for diagnosis and 
screening. Quite simply, we need to follow the model of care that 
we have for other chronic diseases and build on that,” she said.

Bariatric surgery, which covers a range of procedures including 
gastric bands and gastric bypasses, is when the digestive system 
is re-routed past most of the stomach. Recent preclinical research 
showed the surgery can alter the body’s hormonal mechanisms 
and its ability to manage nutrients. Once hormonal triggers are 
reset, patients are able to achieve weight loss without fighting 
their own hormonal regulatory mechanisms. The procedure is 
considered one of the most effective solutions for sustained 
weight loss and obesity management but is not widely practiced.

At IFSO, Ethicon presented new data from a major retrospec-
tive study on surgical stapling, comparing economic and clinical 
outcomes linked to the use of either manual or powered staplers. 

Surgical stapling devices are widely used for transection and 
anastomosis in both open and laparoscopic surgical oncology 
and bariatric procedures.

The study, “Comparison of Economic and Clinical Outcomes be-
tween Patients Undergoing Laparoscopic Bariatric Surgery with 
Powered vs. Manual Endoscopic Surgical Staplers”, analyzed hos-
pital discharge data from one of the largest hospital databases 
in the world, the Premier Perspective Hospital Database, for pa-
tients who underwent laparoscopic bariatric surgery between 
2012 and 2015.

The study showed that use of Ethicon’s Echelon Flex Powered 
Staplers was associated with significant clinical and economic 
benefits including a lower rate of bleeding complications and 
lower overall hospital costs when compared to Medtronic’s Endo 
Gia manual staplers.

“Bariatric surgery will always remain a very effective treatment 
option for patients with obesity,” said Ahmad. “It works really well 
and we know it’s a safe, cost effective and life-saving procedure 
but we need to understand why the surgery is so effective and 
take that information to develop more effective therapeutics 
such as therapeutics that are more device based and more mini-
mally invasive procedures or medical therapies.”

Ahmad reiterated that obesity must be viewed as a disease 
not just because of its association with 200 other diseases, but 
because it is a disease causing metabolic dysfunction. “The ac-
tual accumulation of fat in a person and the maintenance of that 
higher fat level is caused by dysfunction in the body which is not 
100% in control of the individual,” explained Ahmad. “This is a 
fundamental concept that should change our entire approach. 
We should not blame people for their condition. They have a right 
to effective treatment and society should facilitate and advance 
that treatment - health is a right.”   

Published online 09/05/17

“We certainly need more obesity medicine 
specialists but we also need primary level 

education for diagnosis and screening. 
Quite simply, we need to follow the model 

of care that we have for other chronic 
diseases and build on that.” Nadia Ahmad, 

Senior Obesity Solutions Advisor for Ethicon.
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SetPoint Turns Up The Heat On Rheumatoid 
Arthritis Program
TINA TAN  tina.tan@informa.com

S etPoint Medical Corp. is sharpen-
ing its focus on the rheumatoid 
arthritis therapy market, currently 

dominated by biopharmaceuticals, by 
channeling a good part of the $30m se-
ries D financing it recently raised into a 
multi-center Phase II clinical trial of its va-
gus nerve stimulation system. 

The California company’s technology is 
a rechargeable implant the size of a vi-
tamin pill placed on the left side of the 
vagus nerve. It is programmed to stimu-
late specific fibers within the nerve, for 
a few minutes once a day, which then 
activates the body’s natural inflamma-
tory reflex. This reflex, discovered by Set-
Point’s founders Kevin Tracey and Shaw 
Warren, creates a “biological dose” that 
triggers a chemical reaction to reduce 
inflammation and inhibit production of 
inflammatory cytokines for “the entire 
day,” explained SetPoint Medical CEO An-
thony Arnold.

The firm had previously conducted two 
small pilot studies of the technology. The 
first study was on patients with mild to 
severe RA and had not yet received any 
treatment with biologic agents, and the 
second study was on RA patients who 
had failed to respond to, or were no lon-
ger adequately responding to, at least 
two biologic agents. Of the 17 patients 
who took part in these studies, there 
were “a couple with whom we didn’t get 
a meaningful response. But for the oth-
ers, they stayed on the therapy beyond 
two years and all of them continue to 
have very good results,” Arnold said.

Encouraged by the results of these pilot 
RA studies, SetPoint had gone on to test 
its technology in an eight-patient study 
involving another inflammatory disease, 
Crohn’s, which is inflammation of the di-
gestive tract. The results of the study also 
showed that the company’s vagus nerve 
stimulation system was able to reduce the 
symptoms in six of the eight patients, and 
three patients even went into remission.

However, Arnold told Medtech Insight 
that the firm is focusing exclusively on ad-
vancing its RA program into Phase II clini-
cal trial, which will involve 10 to 12 centers 
in the US and Australia. This trial will be 
using the latest, “commercial-ready” ver-
sion of SetPoint’s vagus nerve stimulation 
system, which has undergone “tens of 
thousands of hours” of lab-testing during 
its development, said the CEO. The com-
pany is awaiting approval from regulators 
to use this new device in the Phase II trial 
and if it gets the green light according to 
plan, the trial should start later this year.

The company plans to enroll 15 patients 
in the Phase II to test the new device. “This 
is not a registration trial. It is a randomized 
trial to prove our device works, the physi-
cians like it and find it easy to use,” said Ar-
nold. “This study will run about a year and 
hopefully, the answers we get will be ‘yes, 
the device works well, the patients got 
better, the physicians like it’, and then we 
can scale it up to a larger pivotal random-
ized trial to get approval in Europe and 
the US, get payers to pay for it and bring 
it to market.”

However, the $30m series D which Set-
Point raised in August will not take it all 
the way through market, but up to the 
point of completing the Phase II study 

and getting the required positive data 
that will put the firm in a strong position 
to raise another round of financing.

With the latest $30m, the total invest-
ment in SetPoint has reached near $90m. 
The company’s investors include industry 
bigwigs like Medtronic PLC , Boston Sci-
entific Corp. and GlaxoSmithKline PLC 
(through Action Potential Venture Capital, 
the pharma giant’s fund dedicated to bio-
electronic medicines). Institutional inves-
tors include New Enterprise Association, 
Morgenthaler Ventures and TopSpin Part-
ners. SetPoint’s investors have proved sup-
portive, seeing that all the existing share-
holders took part in this series D round 
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Setpoint Medical seeks to 
introduce bioelectric medicines 
for inflammatory diseases

SetPoint Medical CEO Anthony Arnold
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Globus Promotes 
Demski To CEO
CATHERINE LONGWORTH   
catherine.longworth@informa.com

G lobus Medical has promoted its 
president of emerging technolo-
gies, David Demski, to the role of 

CEO. Demski succeeds and will report 
to David Paul, who has been chairman 
and CEO of the Audubon, Pennsylvania-
based orthopedics company since he 
founded it in 2003. Paul will remain in the 
role of chairman and focus on strategic 
initiatives, but will delegate less time on 
day-to-day operational matters. These 
changes in management responsibilities 
will allow Paul to recover from a health 
condition, according to Globus Medical.

Demski has also been with Globus 
since its inception, first serving as 
chief financial officer for five years, 
before becoming president and chief 
operating officer in 2008. In 2015, he 
took on the role of president of emerg-
ing technologies.   

Published online 09/04/17

and the company would need funding for 
what is likely a long clinical road ahead.

Arnold conceded that for a technology 
like SetPoint’s which is targeting a new area 
that other devices have not yet broken into, 
the journey would not be cheap. However, 
if the technology does prove its mettle, it 
could disrupt a market that is dominated 
by the pharma industry and help reduce 
health care costs for payers. According 
to SetPoint, over $30bn is spent annually 
on biologic agents to treat inflammatory 
diseases. However, these do not work on 
a significant proportion of those patients. 
“When you talk to most western European 
or US RA centers, they will say that about 

a-quarter to a-third of their patients either 
have no response or adequate response to 
biologics,” said Arnold.

“For regulators, the risk-benefit as-
sessment [of our technology] would 
be much easier because we would be 
helping patients with no other options. 
And if we can help them, we believe the 
uptake will be very high,” Arnold said. 
“That’s where we’ll start and once we 
prove the efficacy of our therapy out in 
the market, we will be doing studies to 
move further up that care continuum, 
towards that first line treatment.”   

Published online 09/03/17

SetPoint Medical’s implantable 
vagus nerve stimulation device
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Biopsy Device Market Size To Exceed
$2.3bn By 2021

Increased rates of cancer are predicted to drive growth of sales of biopsy devices 
from approximately $1.6bn in 2016 to an estimated $2.3bn in 2021. The US 
currently holds the largest market share but sales in the rest of the world (RoW) is 
expected to experience the largest amount of growth over the forecast period.

Projected compound annual 
growth rate of biopsy device 

sales worldwide 

6.7%
NEW CASES OF CANCER DIAGNOSED GLOBALLY 
(excluding non-melanoma skin cancer)

(Centers for Disease Control and Prevention, 2017)

2025

2017

19mn
14.1mn

GLOBAL BIOPSY 
DEVICES MARKET 

SHARE BY COUNTRY/
REGION, 2016

US
48%

Europe
26%RoW

19%

Japan    7%

GLOBAL SALES 
OF BIOPSY 

DEVICES2016
$1.6bn

2021
$2.3bn

GLOBAL BIOPSY DEVICES MARKET,
SHARE BY PRODUCT TYPE, 2016

Biopsy guidance systems  47%

Needle-based biopsy devices  40%

Other biopsy products  13%

FIVE MOST COMMON CANCERS WORLDWIDE 
(excluding non-melanoma skin cancer) 

2

Breast

3

Colorectal

4

Pancreatic

1 Lung 5 Stomach

Source: Meddevicetracker's Biopsy Device Market Report
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Mainstay Taps 
Ex-NuVasive President, 
COO To Succeed Crosby
TINA TAN  tina.tan@informa.com

M ainstay Medical International PLC has appointed Ja-
son Hannon, former president and COO of spinal device 
manufacturer NuVasive Inc. , as the successor to Peter 

Crosby, who is stepping down as CEO to go into retirement. The 
appointment will be effective from Oct. 9; Hannon will also take a 
seat on the board of directors. Hannon left NuVasive in July, after 
12 years at the company where he held various senior executive 
roles with responsibilities including overseeing the growth of Nu-
Vasive’s international operations, business development and strat-
egy, before becoming president and COO in September 2016. 

During his time at the helm of Mainstay, Crosby has taken 
the company through an IPO, CE mark approval of its ReActiv8 
neurostimulation system and the first sale of the device in Ger-
many. The Dublin, Ireland-based firm is now looking to acceler-
ate commercialization of ReActiv8, which electrically stimulates 
and strengthens the nerves responsible for contracting the key 
muscles of the lumbar spine to restore functional spine stability.

In its first-half 2017 results, the company posted revenue of 
$0.25m, while increased investment in clinical and commercializa-
tion activities led to a widening of net loss to $12.3m (vs $8m in H1 
206). The company had $24.5m available cash as of June 30, 2017. 
The firm said it will have sufficient funds to be able to meet its liabil-
ities as they fall due for a period of at least another 12 months.   

Published online 09/05/17

New Head For SymCel To Push Commercial Phase
TINA TAN  tina.tan@informa.com

S ymCel Sverige AB, a specialist calorimetry-based diagnostic 
solutions, has appointed Jesper Ericsson CEO. He succeeds 
Christer Wallin, who has been at the helm of the Swedish firm 

for the last six year and is now retiring. Ericsson joins SymCel from 
BioLamina AB, a manufacturer of cell culture reagents, where he 
was responsible for global sales, both direct and through distribu-
tors. His experience in commercializing cell-based products will 
stand him in good stead to accelerate sales of SymCel’s calScreener, 

a technology for measuring metabolic activity in live material, such 
as cells, bacteria or even a parasite. The company has been selling 
the technology to the research market since 2014 and plans to 
move into the clinical diagnostic market, especially for microbiol-
ogy applications. (Also see “Symcel Nabs SEK5.6m To Take Calorimetry 
Tech Into Medical Dx “ - Medtech Insight, 24 May, 2016.).   

Published online 09/05/17

Guerbet Names New 
Chief Digital Officer  
To Lead Innovation
CATHERINE LONGWORTH  catherine.longworth@informa.com

F rench medical imaging specialist Guerbet SA has ap-
pointed François Nicolas Chief Digital Officer (CDO). 

In this newly created role, Nicolas will lead the compa-
ny’s innovation strategy as it focuses on accelerating growth 
in digital services for diagnostic and interventional solutions. 
This appointment follows the nomination of digital technol-
ogy experts, Thibault Viort and Eric Guerbert, to Guerbet’s 
board of directors in May 2017.

Nicolas has over 20 years of experience in the design and 
development of biomarkers and health solutions using digi-
tal health technologies. He spent 15 years with GE Health-
care in various leadership roles, including Neurology PET di-
rector and Biosignature Technology leader. In the latter role, 
he led a cross-company initiative to define a multi-modality 
diagnostic funnel for Alzheimer’s disease, according to his 
LinkedIn profile.

In addition to this, Nicolas served as the vice president of 
Sanofi’s Diabetes Integrated Care division, where he was the 
business lead representing Sanofi during the creation of its stra-
tegic partnership with Google Life Sciences (now called Verily).

Prior to joining Guerbet, he was chief operating officer of a 
start-up called Impeto Medical, which was developing diag-
nostic devices for peripheral small fiber neuropathies.   

Published online 09/04/17
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be felt by some specific review divisions 
more than others.

In issuing the July exemption notice 
for class II devices, FDA identified 244 de-
vice product codes slated for full 510(k) 
exemption. In addition, there were 93 
additional examples of partial exemp-
tions. For this analysis, we focused on the 
244 full exemptions.

Of the 244 product codes, 85 had pre-
viously (in a 2015 guidance document) 
been tapped by FDA for 510(k) exemp-
tion, but had yet to be made official. The 
Cures mandate triggered the agency to 
add 159 more codes to exempt. Of the 
244 exemptions, 46 codes do not have 
any cleared 510(k)s where they are the 
primary code. And 50 devices are un-
der an “enforcement discretion” policy, 
which means that FDA has chosen to 
not enforce some or all the regulatory 
requirements for those devices.

But, certainly, there have been thou-
sands of 510(k)s cleared since 1976 among 
the newly exempted product codes. Below, 
we assess, in five graphics, what the 510(k) 
review and clearance trends – as well as 
registration and listing data – say about 
the likely impact of the recent exemptions.

510(K)S WERE DECLINING,  
BUT REVIEW TIMES NOTHING  
TO SNEEZE AT
Among the newly exempted product 
codes that are linked to 510(k)s, there 
have 4,378 clearances from 1976-2016. 
More than 60% (2,780) of those clearanc-
es happened before 1996, and, as shown 
in Figure 1 (See cover.), the number of 
clearances has steadily declined in recent 
years, to only 25 in 2016. This reduction 
likely represents a decline in innovation 
and/or modifications made to products 
within these codes, among other possible 
factors. Of note in this context, 27% (66) 
of the newly exempted 244 codes did not 
have active device listings on FDA’s regis-
tration and listing database in 2016. 

In all years, the proportion of 510(k)s 
cleared in the exempted code categories 
compared to the total number of cleared 
510(k)s is very small, as shown in Figure 
2; for instance, 0.85% in 2016.

Interestingly, though, while the 510(k) 
numbers already dropped before the for-
mal exemptions were announced, the 
average review times for this mix of prod-
ucts had not declined. The time it took, on 
average, for FDA to review devices in the 
now-exempted categories has consistently 
aligned very closely to overall 510(k) review-
time averages, as illustrated in Figure 3.

510(k) reviews for exempted products 
actually took about seven days longer, on 

average, than reviews for all other products 
in 2016, even though the exempted de-
vices have now been found by FDA not to 
require a 510(k) submission to assure safety 
and effectiveness. This suggests there could 
be some individual cases where meaning-
ful resources are freed up for a reviewer to 
spend time on higher-risk devices.

The extent of the impact is likely to 
depend on the clinical classification of 
the device. As shown in Figure 4, 510(k) 

CONTINUED FROM PAGE 1

FIGURE 3

Average 510(k) Review Days - Newly Exempted Vs. All Others, 2000-
2016

Source: Graematter Inc.

FIGURE 2

510(k)s Cleared Per Year, Newly Exempted Vs. All Others

Source: Graematter Inc.
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clearances granted over the past decade 
for devices in the exempted categories 
fell into 17 different review advisory com-
mittee categories. Of those, most saw less 

than 50 clearances during the 2006-2016 
period. But two clinical categories stood 
out as having the most activity and, thus, 
the most to gain from the exemptions.

Clinic Chemistry was the most com-
mon category in terms of the number of 
exempted codes, and second in number 
of 510(k)s (128). General & Plastic Sur-
gery, meanwhile, had 15 fewer codes on 
the exempted list, but 22 more 510(k)s 
(150) during the 2006-2016 period.

Anesthesiology devices were distin-
guished by having the highest average re-
view time for the fewest number of 510(k)
s (five). Ear, Nose, & Throat products, 
meanwhile, had the fastest review time 
average, but only seven 510(k)s cleared.

A FEW FIRMS WILL SEE 
SUBSTANTIVE CHANGE
A more direct way to assess industry im-
pact is to look at the proportion of com-
panies that have developed products in 
the exempted categories. This was done 
by cross-referencing FDA’s device reg-
istration and listing database with the 
exempted-code information.

Of the total number of owner/op-
erators registered with FDA, about 6% 
included devices in the exempted cat-
egories among their products. Of those 
1,305 companies, only 38 of them have 
newly exempted codes as greater than 
60% of their portfolio. Newly exempted 
devices account for less than 20% of 
products for a significant majority of the 
relevant owner/operators, as illustrated 
in Figure 5.

These most recent exemption listings, 
while moderate in impact on their own, 
are not isolated actions. They fit with a 
trend for an agency that is by-and-large 
moving in the direction of streamlined 
requirements and more transparency, 
both at the direction of the Cures Act 
and independently.

The Cures Act requires FDA to publish 
new lists of exempted devices at least 
once every five years. There currently 
remain 154 class I devices that have a 
510(k) requirement, 41 more that are 
under an enforcement discretion policy, 
and 139 class II devices that reside under 
enforcement discretion. These devices 
may serve as low-hanging fruit for the 
agency’s next round.   

Published online 09/04/17

FIGURE 4

Average Review Time And 510(k) Numbers For Newly Exempted 
Codes, By Review Committee, 2006-2016

Anesthesiology
Clinical Chemistry

Cardiovascular
Dental

Ear, Nose & Throat
Gastroenterology-Urology

Hemotology
General Hospital

Immunology
Microbiology

Neurology
Obstetrics & Gynecology

Ophthalmic
Physical Medicine

Radiology
General & Plastic Surgery

Clinical Toxicology

•  Anesthesiology (AN) had the highest average review times for the fewest number of 510(k)s (5).

•  Ear, Nose, & Throat had the fastest review time average, but only 7 510(k)s cleared.

•  Clinical Chemistry (CH) and General & Plastic Surgery (SU) had the most number of 510(k)s.

Average Review Days Number Of 510(k)s
227.2 5

87.5 128

100.7 35

145.3 43

75.3 7

149.9 22

155.9 56

155.6 21

120.1 24

207.9 7

89.9 12

177.1 30

159.2 32

175.1 36

93.9 16

138.9 150

102.3 15

Source: Graematter Inc.

FIGURE 5

Proportion Of Company Portfolios Now Exempt
Based on an analysis the newly exempted codes cross-referenced to FDA’s Medical 
Device Registration & Listing Database

Source: Graematter Inc.
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Applying Real-World Device Data:  
US FDA Finalizes Its Thoughts
DAVID FILMORE  david.filmore@informa.com

R eal-world device data may be suitable to support clearance 
or approval of a new device or expanded indication, but 
controls to mitigate bias and ensure data is sufficiently rel-

evant and reliable are a must, US FDA conveys in a final guidance 
posted Aug. 30.

The final “Use of Real-World Evidence to Support Regulatory 
Decision-Making for Medical Devices” tracks very closely to a draft 
version issued in July 2016, but it includes some more explicit state-
ments supporting application of real-world evidence (RWE) as a 
regulatory tool, particularly in support of pre-market submissions. 
The final version also includes some additional examples describ-
ing potential use of real-world data, new factors needed to con-
sider the relevance of real-world data, and more term definitions.

RWE is a cornerstone of the device center’s strategic priorities. 
The center is working closely with outside collaborators to develop 
the National Evaluation System for health Technologies (NEST), in-
tended as a shared network of data collected from routine clinical 
care via registries, insurance claims, health records and other, par-
ticularly electronic, sources, that can support a range of decisions 
tied to the use of medical devices. (Also see “NEST Executive Director: 
A One Woman Army” - Medtech Insight, 19 May, 2017.)

Although the concept was originally formulated for post-market 
surveillance, focus on its prospective role as a tool to accelerate 
pre-market development has steadily increased. The recently en-
acted MDUFA IV user-fee agreement designates some fee revenue 
to building NEST and running some initial pilot studies to assess 
its use to support pre-market submissions. (Also see “Pilot Of New 
US Evaluation System Will Include At Least Two Devices” - Medtech In-
sight, 31 Oct, 2016.) The FDA Reauthorization Act, which included 
the MDUFA deal, also requires FDA to run post-market surveillance 
projects using NEST. (Also see “MDUFA IV (And More) Is Law: Trump 
Signs A Health-Care Bill” - Medtech Insight, 18 Aug, 2017.)

The newly finalized guidance is intended as user guide, of sorts, for 
these efforts, explaining when so-called real-world data of the type 
that will be collected by NEST can be rightly be considered RWE that 
provides valid scientific evidence to support a regulatory decision. 
The document details what specific types of decisions and efforts 
RWE might support; what assessments and controls must be consid-
ered when weighing whether it is appropriate to use RWE instead of, 
say, relying on more traditional clinical trial data collection; and other 
issues, such as when an investigational device exemption might be a 
necessary prerequisite to collecting real-world data.

Much of this was laid out in the draft guidance last July. As with 
that version, FDA differentiates between the terms “real-world data,” 
which is routine-care data derived from various sources, and “real-
world evidence,” which is clinical evidence derived from the analysis 
of real-world data. (Also see “FDA Moves Real-World Evidence Para-
digm Forward With Draft Guidance” - Medtech Insight, 28 Jul, 2016.)

The final document reemphasizes that nothing in the guideline 
is meant to lower regulatory standards. “This guidance should not 
be construed to alter, or change in any way, the existing eviden-
tiary standards applicable to FDA’s regulatory decision-making,” 
the guidance states. “Rather, it describes the circumstances under 
which RWD [real-world data] may be used to support a variety of 
FDA decisions based on the existing evidentiary standards.”

The updated guidance, though, does include some revisions. Of 
note, there are several spots that appear more explicit in describ-
ing the breadth of pre-market applications of real-world data. For 
instance, while the “background” section of the draft guidance em-
phasized use of RWE to support the “expansion of indications for use 
of cleared or approved devices,” the final version added that it “may 
be suitable to support the clearance or approval of a new device.” In 
listing examples of purposes of real-world data, the final guidance 
explicitly added its potential as evidence to support approving a hu-
manitarian device exemption, PMA or de novo request, as well as evi-
dence to support a device reclassification or biomarker validation.

From a substantive standpoint, though, there might not be 
much of a shift here. The draft and final documents closely align 
on some specific examples offered for application of RWE, includ-
ing, for instance, relying on an existing, ongoing registry as a con-
current control group, rather than enrolling and randomizing a 
control group, to support approval of a new device.

The final guideline details a series of other use examples, like the 
draft version, but with more specifics added in some cases. The 
guidance, for instance, notes that real-world data “collected using 
a randomized exposure assignment within a registry can provide 
a sufficient number of patients for powered subgroup analyses, 
which could be used to expand the device’s indications for use.”

The guidelines also discuss FDA’s experience with companies 
and provider groups developing patient registries to satisfy 
post-market surveillance “Section 522” orders or to support post-
market conditions of approval. It also discusses real-world data 
as potentially useful as supplementary data to determine how to 
respond to potential safety signals from a device, and to establish 
objective performance criteria and performance goals.

The final guidance includes some  
more explicit statements supporting 
application of real-world evidence as  

a regulatory tool, particularly in support  
of pre-market submissions.



medtech.pharmamedtechbi.com September 11, 2017   |   Medtech Insight   |   15

� P O L I C Y  &  R E G U L A T I O N �

WHEN IS RWE SUFFICIENT?
Another central goal of the guidance is to describe when real-
world data is suitable to support regulatory decisions, which, the 
agency emphasizes, is always going to be a case-by-case consid-
eration that often will be facilitated with the device center’s pre-
submissions process. Particularly for registries or other datasets 
that already exist, it’s not guaranteed that data is being collected 
in a manner to meet a company’s particular regulatory needs.

It’s possible to use either retrospective or prospective real-
world data, but “to mitigate potential bias, careful study design 
is needed, and a study protocol and analysis plan should be 
created prior to accessing, retrieving and analyzing” real-world 
data, FDA states.

When assessing the suitability of data, FDA says sponsors must 
assess both its relevance to the specific regulatory questions at 

hand and the reliability of the data. The final version of the guide 
adds a more detailed, though non-exhaustive, list of 16 factors 
FDA might weigh in determining the relevance of real-world 
data. Factors in include whether the data contains sufficient de-
tails; the overall percentage of patient exposure to the studied 
device that is captured in the data source; and whether sufficient 
data elements are collected to adjust for confounding factors.

In addressing factors to judge reliability, FDA basically maintains 
the approach it set out in the draft guidance, with factors listed to 
assess if a data source appropriately captures data accrual and if 
appropriate quality control measures are in place. One difference is 
the final document leaves out one factor for judging data-accrual 
methods that was found in the draft: “whether the act of collection 
of data impacts the ability to measure treatment outcomes.”

The final guidance also explicitly defines additional terms, in-
cluding “interventional study,” “large simple trials” and “post-mar-
ket surveillance.”

FDA Commissioner Scott Gottlieb highlighted finalization of 
the guidance as an important development for the agency.

“Our aim is to encourage the development and use of real-
world evidence gleaned from actual use by advancing these 
expanded recommendations for device manufacturers and the 
medical community,” Gottlieb said. “Greater use of real-world evi-
dence can help devices come to the market faster and expand 
the depth and reliability of the information we have to inform the 
safe and effective use of new products.”   

Published online 08/30/17

Industry Issues Guidelines To Head Off Potential 
CDS Software Regs
FERDOUS AL-FARUQUE  danny.al-faruque@informa.com

A new set of guidelines published by the industry Clinical 
Decision Support (CDS) Coalition is meant to head off 
any potential regulations from FDA, even following en-

actment of provisions in the 21st Century Cures Act that limits 
the federal regulator’s authority in overseeing such technology.

The CDS Coalition guideline outlines voluntary measures manufac-
turers of medium-risk CDS software could take when designing their 
product to ensure a level of trust in the products and manufacture 
practices in the hopes that FDA will stay out of regulating the area.

Under the Cures Act passed last year, FDA cannot regulate admin-
istrative-support software, such as those used to process financial 
claims and provide patient data for administrative purposes. Software 
used to encourage healthy lifestyle, electronic patient records and 
those to display clinical laboratory tests or other device data are also 
generally exempt from FDA oversight. (Also see “’Cures’ Bill Circumvents 
FDA On Medical Software Regs” - Medtech Insight, 30 Nov, 2016.)

For several years now, FDA itself has made it clear through sev-
eral policy documents and guidances that it will use a risk-based 

approach to such products and, for the most part, refrain from 
regulating the sector.

In fact, the agency has already stated and the Cures Act rein-
forced the notion that regulators would only oversee high-risk CDS 
software. Recently, FDA has even announced plans to develop a 
pathway for software qualifying as a regulated medical device that 
reduces pre-market requirements based on trust in a manufactur-
er’s processes. The Digital Health Precertification Program is being 
tested in a pilot project and has received high praise from groups 
including the CDS Coalition. (Also see “Industry Praise US FDA Soft-
ware Pilot Program” - Medtech Insight, 31 Jul, 2017.)

However, neither the Cures Act nor FDA’s more relaxed ap-
proach to the technology has fully satisfied software developers, 
including members of the CDS Coalition, which argues there is 
still a lot of ambiguity around what kinds of software the agency 
will consider regulating. In particular, the group points to some 
gray zone in what is considered a high-risk product versus a me-
dium-risk product.

“Greater use of real-world evidence can 
help devices come to the market faster 

and expand the depth and reliability of the 
information we have to inform the safe 
and effective use of new products,” FDA 

Commissioner Scott Gottlieb says.
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FOCUS ON MEDIUM-RISK CDS
The new document outlining voluntary 
guidelines companies should take is in-
tended to fill in some of the gaps left by the 
Cures Act by focusing on medium-risk CDS 
software in a bid to dissuade the agency 
from regulating such products.

“As a result of the 21st Century Cures Act, 
certain CDS software will not be regulated 
by FDA,” said the industry lobby group. “The 
exact line drawn by the statute will need to 
be interpreted by FDA, and we want to give 
FDA confidence that for that software the 
agency does not regulate, industry will do 
an adequate job of self-regulation.”

The coalition says the Cures legislation 
“provides an avenue for FDA to claw back 
into regulated territory any software that 
the agency finds may lead to serious injury 
or death in patients. If industry does an ad-
equate job of self-regulating and therefore 
avoiding such patient injury, industry can 
reduce the likelihood that FDA will need to 
expand the scope of its regulation.”

According to the CDS Coalition, the guide-
lines are meant to create a unified approach 
to giving a basic level of transparency on 
how CDS software is designed and, at the 
core, is intended to let software developers 
figure out if additional validation is needed 
to support the software taking over some of 
the clinical decision-making duties from health-care providers.

The group emphasizes the guidelines are voluntary and not 
prescriptive, but they are recommended to provide a potential 
“safe harbor” for companies from FDA oversight. Products that 
do not meet the guidelines are more likely to rely more on their 
proper function over the judgment of the health-care providers 
who use them, and could require more validation and lead to the 
FDA stepping in to investigate.

“These guidelines reflect the view that taking over, in any 
substantial way, the health-care decision-making carries with 
it heightened responsibility for validation,” states the coalition. 
“Software that does not meet these guidelines can be quite safe 
and effective, but may require additional validation because of 
the risk that such software will supplant the judgement of health-
care professionals.”

When complying with the guidelines outlined by the CDS Co-
alition, the group says developers of the products need to ask 
two fundamental questions:

• Are health-care professional users able to independently review 
the basis of the recommendations the software makes? and,

• Under the intended circumstances of use, will health-care 
professional users not need to rely primarily on the software?

Ultimately, the goal of the guideline is to help CDS software 

developers meet certain criteria that will 
signal to health-care providers and FDA 
that they have done their due diligence 
to make sure that different use scenarios 
have been considered and risks to patients 
have been minimized.

SOFTWARE TRANSPARENCY 
HIGHLIGHTED
Among the considerations highlighted 
in the guidelines is transparency, so that 
health-care providers can independently 
review clinical-decision recommendations 
made by the software to know the process 
is sound and have enough time to look 
over how the software came to its recom-
mended decision.

Other recommendations made in the 
guideline include ensuring software is han-
dled by competent users who have neces-
sary training and authority to use it, and that 
the labeling of the product reflects that.

“To qualify as intended for use by people 
who can act as competent human interven-
tion, the labeling should elaborate on the 
limits of what the software itself can do, 
and the need to go beyond the software in 
certain cases,” says the coalition. “Further, if 
a decision informed by the recommenda-
tion of the software could lead to serious 
injury, permanent impairment or death for 

the patient, the labeling should also be clear about the necessary 
qualifications of the intended user.”

The coalition also states in the guidelines that promotional 
practices by manufacturers should reflect the software is intend-
ed to be used by intended users, which means the sales and mar-
keting of such products should only be targeted at such users.

The CDS Coalition says it will periodically look over its guide-
lines and update them as the need arises based on what they 
learn from industry, and as the technology changes. The coali-
tion was specifically created to lobby Congress and FDA to take 
a more hands-off approach to CDS software, a goal it seems to 
have largely accomplished with the Cures Act and FDA’s insis-
tence on only regulating high-risk products.

“The CDS Coalition is a temporary coalition created to seek 
improvements in the regulatory environment for clinical deci-
sion support software,” states the guideline. “As a consequence, 
the Coalition’s objective will be to find a permanent organization 
that is interested in keeping these guidelines up-to-date in the 
future. We shall be actively looking for such an organization over 
the next year, and transfer that responsibility to the new organi-
zation once we identify it.”   

Published online 08/30/17

 If industry does 
an adequate job of 
self-regulating and 
therefore avoiding 

such patient injury, 
industry can reduce 
the likelihood that 
FDA will need to 

expand the scope of 
its regulation,” the 

CDS Coalition says.
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Moonshot Projects In Life Sciences Strategy Can 
Lift UK Over Brexit Hurdle
ASHLEY YEO  ashley.yeo@informa.com

T he means to secure economic 
growth for the UK life-sciences in-
dustry over the next 15-20 years 

have been laid out in the UK’s Life Science 
Industrial Strategy report, released today. 
Developed in consultation with the Life 
Sciences Industrial Strategy board, the 
strategy was commissioned by a reshuf-
fled Conservative government in the wake 
of the 2016 Brexit vote.

Author of the report, Professor Sir John 
Bell, Regius professor of medicine at Ox-
ford University, wants the UK to invest in 
high-risk life sciences “moonshot” proj-
ects in the hope of creating some entirely 
new industries during the next 10 years.

Bell’s report covers all the UK life scienc-
es, and has had input from across the in-
dustries – from major pharmas such as As-
traZeneca, Johnson & Johnson and GSK, as 
well as associations and companies large 
and small in the medtech and diagnos-
tic sectors. Health and industry ministers 
worked closely on the recommendations 
in the report, which complements the ob-
jectives set out in the NHS’s Five-Year For-
ward View. (Also see “UK Viewpoint: Tech & 
Innovation In Focus In NHS Chief’s ‘Forward 
View’” - Medtech Insight, 31 Mar, 2017.)

Speaking today, Bell, who is also chair-
man of the Office for the Strategic Coor-
dination of Health Research, said it is im-
portant to identify areas of the life sciences 
that are likely to expand dramatically in the 
coming years. That calls for a “thought ex-
periment” that envisions both what health-
care will look like 20 years from now, and 
how to build corresponding industries that 
will help the UK dominate in those sectors.

One of the report’s recommendations is 
to build expertise in artificial intelligence 
(AI) and machine learning to transform 
pathology and imaging. Others focus 
on genomics, maximizing the work of 
the UK Biobank and Genomics England, 
and on diagnosing chronic diseases as-
ymptomatically. Bell acknowledges that 
there should be a readiness to co-devel-

op themes where some life science and 
wider industrial strategy elements might 
overlap, for instance in the field of AI.

ADVANCED UK RESEARCH BODY
The life sciences plan is the first of five 
sector reports commissioned by the UK 
government following the launch of the 
industrial strategy green paper. In it, Bell 
proposes closer government-industry-
provider collaboration. A new Health 

Advanced Research Programme (HARP) 
body will be tasked with maximizing gov-
ernment and industry funding links. 

HARP would act as a host body for pub-
lic, charity and corporate funders wish-
ing to undertake the necessary large, 
well-resourced research infrastructure 
projects that Bell wants the new strat-
egy to provide for. Each of these would 
require several hundred million pounds 
in investment.

Business secretary Greg Clark also today announced an initial £146m ($188m) 
investment in the sector to set up five new UK life science research centers over 
the next four years, and to support innovation in manufacturing, advanced treat-
ments, and SME R&D. They five projects are:

• Establishing an advanced therapies treatment center to help deliver cell and 
gene therapies to a larger number of patients (a £30m investment in three 
new sites to build a network of centers based in hospitals).

• Expanding the Cell and Gene Therapy Manufacturing Centre with and extra 
£12m to double the capacity of the Cell and Gene Therapy Centre in Steve-
nage (Also see “Killer Cures: Industry Heavyweights Make Their Presence Felt In 
Cell And Gene Therapy” - Medtech Insight, 19 Jun, 2017.)

• Setting up a medicines manufacturing innovation center (a £13m competition 
will be run to establish a new center in partnership with industry that will ac-
celerate the adoption of emerging and novel manufacturing technologies).

• Investing £66m in a new center of excellence for vaccines development.

• Allocating £25m to support SME R&D, innovation and manufacturing.
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FASTER ACCESS TO  
INNOVATIVE TECHNOLOGY
Strategy proposals on faster availability of 
innovative technologies for patient care 
are key for the UK medtech industry. The 
report calls for the NHS to accelerate ac-
cess to such technologies by streamlin-
ing new product assessments, with NICE 
playing a key role. The issues of pricing are 
not included in the scope of the report.

The aim is for the NHS to engage in 
some 50 collaborative programs with in-
dustry during the next five years, in late-
stage clinical trials, large-scale data analy-
sis and evaluation of medical devices and 
diagnostics. These are likely to be very 
specific transformational innovations, but 
the 15 AHSNs (and their new Exchanges) 
will also offer an industry channel for in-
novation adoption. (Also see “UK View-
point: AHSNs, AAR And Accelerators – Mar-
ket Access & Innovation Update” - Medtech 
Insight, 17 Aug, 2017.)

Health secretary Jeremy Hunt is also 
announcing £14m funding to support 
11 medical technology research centers 
to encourage collaboration between the 
NHS and industry. These will develop new 
technologies through the National Insti-
tute for Health Research (NIHR).

NHS – AN UNDERUSED TOOL
Bell stresses the vital strategic nature of 
the NHS, whose resources need to be bet-
ter used to make the UK a global draw 
for research projects and input. In the in-
troduction to the report, he says that the 
strategy’s agenda is “central to ensuring 
and improving [the NHS] for future gener-
ations.” Many of the steps outlined in the 
strategy are opportunities uniquely avail-
able to the NHS and could not be realized 
in many insurance-based healthcare sys-
tems, he wrote.

Besides closer collaboration between in-
dustry and the NHS, other key recommenda-
tions of the report include better incentives 
for companies to invest in UK manufactur-
ing, and action to shore up skills shortages.

MEDTECH INDUSTRY SEES GOOD 
POTENTIAL IN BELL REPORT
The importance of increased collabora-
tion with the NHS, emphasized through-
out the document, is acknowledged 
by the Association of British Healthcare 
Industries in a statement. But it also rec-
ommends that for NHS-industry partner-
ships to succeed, and to address the UK’s 
long-standing challenge of adopting new 
technologies, “the recommendations of 

the Accelerated Access Review must be 
rapidly implemented.” £86m of govern-
ment funding was recently granted as an 
interim step under the AAR.

Separately, the association is working 
with the Office of Life Sciences (OLS) to 
reconstitute a formal Ministerial MedTech 
Forum that brings together all stakehold-
ers, including the NHS.

Generally, the ABHI sees much to ap-
plaud in the Bell report’s positive recom-
mendations for the medtech industry. 
Proposals to strengthen clusters will aid 
the growth of the local industry, it says; 
it also suggests that further investment is 
needed in export campaigns that support 
UK medtech SMEs.

Plans to provide support for four to six 
single medtech or diagnostic domains, in 
areas such as orthopedics, cardiac, digital 
health, or molecular diagnostics are also 
welcomed by industry. They would allow 
the UK to develop globally-leading exper-
tise centers and ideally make them mag-
nets for global inward investment from 
major medtech partners.

NEXT STEPS – CONTINUITY & THE 
LONGER-TERM APPROACH
While all economic activity in the UK re-
mains under the shadow of Brexit and its 
as-yet-unknown connotations, the drive of 
the UK life sciences industry generally – and 
as stated explicitly in the strategy report – is 
for the UK to remain as closely involved as 
possible in EU regulatory systems. This con-
vergence is supported by the ABHI.

Bell wonders, “Can we establish a regulato-
ry system that is aligned with what goes on 
in Europe?” while acknowledging that Brexit, 
to some extent, will determine the success 
of his Life Sciences Industrial Strategy.

The next task is to secure a sector deal, 
and Bell notes that it is the view of indus-
try that the strategy should be viewed 
over at least a five-year period – not as 
a moment in time when a sector deal is 
agreed. Over this period, there will be a 
need for oversight of the program as the 
strategy “emerges as a dynamic set of ac-
tions and outcomes for the economy, in-
dustry and the NHS.”   

Published online 08/30/17

Five Key Themes Of UK Life Science Strategy
The strategy seeks to address the following challenges:

• Science – Supporting the science base, maintaining strength and interna-
tional competitiveness. 

• Growth – Creating an environment that encourages companies to start and 
grow, building on strengths and expanding the manufacturing sector. 

• NHS – Collaborating with industry and adjusting to ensure better adoption 
of innovative treatments and technologies by recommending the Acceler-
ated Access Review (AAR) be adopted with national routes to market stream-
lined and clarified, including for digital products. 

• Data – Making best use of digital tools and sources to support research and 
patient care –such as X-rays and digitized pathology samples, and develop-
ing AI protocols. Up to five Digital Innovation Hubs are to be set up, with 
ABHI noting that at least one will be focused solely on medtech.

• Skills – Ensuring access to talent via a strong skills strategy: special efforts 
must be made to attract and retain highly-skilled workers from the EU and 
elsewhere. One strategic goal is to attract 2,000 new discovery scientists from 
global pharmaceutical companies to the UK over the next five years,
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UK Regulator Seeks To Ease EU MDR/IVDR 
Navigation With Interactive Guide
NEENA BRIZMOHUN  neena.brizmohun@informa.com

T he UK Medicines and Healthcare products Regulatory 
Agency has published an interactive guide to help device 
and IVD firms navigate obligations under the new EU reg-

ulations governing medtech. 
The guide comprises a 27-page, interactive PDF that introduc-

es readers to the new requirements and contains hyperlinks to 
relevant external resources. It is designed to help experienced 
manufacturers navigate the increased requirements for devices 
and diagnostics, as well as those companies who will be new to 
medtech regulations as a result of the broader scope of the new 
rules, the MHRA said.

The Medical Device Regulation (2017/745) and IVD Regulation 
(2017/746) came into force on May 25 and, following transition 
periods, will fully apply across the EU starting on May 26, 2020, 
and May 26, 2022, respectively. During the transition periods, 
products can be placed on the market under the current EU direc-
tives governing devices and IVDs, or under the new regulations.

The interactive PDF covers the range of obligations involved in 
manufacturing and supplying products under the MDR and IVDR. 
The regulations include clearer obligations for industry, a greater 
emphasis on traceability throughout the whole supply chain with 
the introduction of a unique device identification system, and 
new standards for clinical evidence, the MHRA noted. They also 
set out more rigorous vigilance reporting requirements, includ-
ing new reporting timescales, as well as clearer requirements on 
what a manufacturer’s post-market surveillance system should 
comprise. (Check out synopses of key chapters of the new regula-
tions on our EU Regulation Recap page.)

Among other things, the guide briefly explains what require-
ments must be met for a conformity assessment. For example, it 
explains that Annex I of the MDR and IVDR provides information 

on general safety and performance requirements. It talks about 
the need to provide clinical evidence and investigation to prove 
that the benefits of a product outweigh its risks and that the 
product achieves its claimed performance.

Information on technical documentation requirements can 
be found in Annex II of the regulations, while information about 
harmonized standards/common specification can be found in Ar-
ticles 8 and 9 of the MDR and IVDR.

The instances in which a device can be placed on the market 
without undertaking an assessment of conformity are also ad-
dressed in the guide. For instance, this might be the case when 
quick market access is in the interest of public health or patient 
safety or health, the guide says. It adds that Article 59 of the MDR 
and Article 54 of the IVDR provide more information on when it is 
possible to derogate from the conformity assessment procedures.

The guide also deals with “borderline” products that are dif-
ficult to identify as a medical device or medicine. In addition, it 
contains highlights six groups of products that do not have a 
medical benefit – such as dermal fillers and non-corrective con-
tact lenses – but which are now regulated as medical devices 
under Annex XVI of the MDR. Manufacturers of products listed 
in Annex XVI must comply with common specifications that are 
expected to be published by the European Commission by 2020, 
the guide notes.

“We live in an increasingly digital world, and the way we pro-
vide our guidance is changing,” the MHRA’s director of medical 
devices, John Wilkinson, said of the interactive guide. “We want 
to help manufacturers to comply with the new regulations as eas-
ily and as early as possible,” he added.   
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EU Extends Deadline For Comments On Review Of Tissues 
And Cells Legislation
IAN SCHOFIELD  ian.schofield@informa.com

T he European Commission has extended the deadline 
for stakeholders to respond to a consultation on wheth-
er the current EU legislative framework for blood, tis-

sues and cells is fit for purpose or whether developments in 
science and technology, the arrival of for-profit companies, 
and new disease transmission risks mean that the rules need 
to be overhauled.

Among the issues under review is whether the legislation is 
still adequate to regulate situations where tissues and cells are 

used as starting materials for the manufacture of medicines or 
medical devices.

This is the first formal evaluation of the legislation since the ba-
sic directives on blood, tissues and cells were adopted in 2002 
and 2004. It consists of several steps including a roadmap, a study 
commissioned from an external contractor, and a public consul-
tation process that began on May 29 and was meant to end on 
Aug. 31 but has been extended by two weeks to Sept. 14 “at the 
request of a number of stakeholders,” the commission says.
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The aim of the consultation is to gather factual informa-
tion on “what works well” and where there is room for im-
provement, and on the impact of the legislation. As well as 
the online public consultation, meetings are being held with 
stakeholders to “gather focused/specific input through direct 
interaction. The plan is to publish the final evaluation report 
by the end of 2018.

The roadmap, which was put out for comment until Feb. 15 
this year, noted that the directives have not been evaluated 
since their adoption “despite a considerable degree of scien-
tific and technological development in the sectors and new 
risks of transmitting emerging diseases.”

It also pointed out that the sector is undergoing “organisa-
tional change including the market entry of private operators 
(commercial/for profit companies) into a traditionally non-
profit oriented sector with mainly public actors.”

Among the questions being asked of stakeholders in the 
present consultation are:

• Is the legislation sufficiently up to date and in line with 
scientific, technical and epidemiological developments 
and innovation?

• Is it adapted to other changes in the sector such as com-
mercialization and internationalization?

• Are the requirements of the EU directives suitable when 
blood, tissues and cells are used as starting materials for 
the manufacture of medicinal products/medical devices?

• To what extent is the legislation coherent with other rel-
evant international/third country approaches to the regula-
tion of the quality and safety of blood and tissues and cells?

STAKEHOLDER EVENT
A stakeholder event is being held in Brussels on Sept. 20 
to allow the public, national authorities, patient and donor 
groups, professionals and other relevant groups to exchange 
views. Topics will include regulatory oversight (covering in-
spections, authorizations, vigilance and traceability), consis-
tency with other EU legislation, and factors such as chang-
ing risks, biotechnological innovation, globalization and 
commercialization.

The event will be used to “validate the findings of the open 
and targeted consultation activities and to plug any remain-
ing evidence gaps,” the commission says.

The study supporting the evaluation is being prepared by 
ICF Consulting Services Ltd, a company that the commission 
says has conducted several other evaluations of the EU legal 
framework in the area of health and food safety. Experts in 
blood, tissues and cells are being subcontracted to support 
the evaluation work.

The study will be based on documents and reports including 
those from the European Parliament, the Council of Europe and 
the World Health Organization, as well as published literature 
and the results of the public and targeted consultations.   
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CMS Advisors Say More 
Evidence Needed For 
Obesity Surgery
ELIZABETH ORR  elizabeth.orr@informa.com

I t’s not clear whether surgical obesity treatments offer much 
benefit to Medicare patients, a panel of advisors concluded 
Aug. 30. But rather than close the door on coverage entirely, 

several members of the Medicare Evidence Development & 
Coverage Advisory Committee (MEDCAC) suggested the pro-
gram should cover the surgeries in a clinical trial context while 
more data specific to Medicare patients is collected.

The panelists suggested the US Centers for Medicare and 
Medicaid Services take a step known as coverage with evidence 
development, which allows reimbursement for items and ser-
vices if they are provided as part of approved clinical studies, or 
with the collection of additional clinical data.

“Coverage with evidence development could be very helpful,” 
said Doug Campos-Outcalt, medical director, Mercy Care Plan. 
“Without coverage, we won’t get the data. If we offer cover-
age with some kind of parameters, we could collect the data 
over time.” He offered gastric balloon technology, such as the 
Orbera system from Apollo Endosurgery Inc., as one specific 
example where the evidence suggested a benefit but wasn’t 
sufficient for coverage. Devices such as gastric balloons, bands 
and sleeves have gained popularity in treating obesity in recent 
years. (Also see “Obesity 2016: Minimally Invasive Bariatric Devices 
Gaining Steam” - Medtech Insight, 20 Jul, 2016.)

While some bariatric surgery procedures, including traditional 
open and laparoscopic Roux-en-Y gastric bypass and laparoscop-
ic adjustable gastric banding, are nationally covered by Medicare. 
Other procedures, including open sleeve gastrectomy and gastric 
balloons, are nationally non-covered under current CMS policy.

MEDCAC panels judge the strength of evidence supporting 
specific therapies, but CMS is not required to follow the com-
mittee’s recommendations in making coverage decisions.

The panel’s recommendations tracked observations made by 
the Agency for Healthcare Research and Quality in a draft tech-
nical assessment released before the meeting. The report noted 
there are no randomized trials that specifically evaluate the ef-
fectiveness and safety of bariatric surgical or endoscopic proce-
dures among Medicare patients, and few overall that compared 
results from differing bariatric surgery techniques.

However, AHRQ acknowledged that evidence collected 
in younger patients “strongly suggests that bariatric sur-
gery overall as well as certain procedures are both effective 
in achieving weight loss and reducing the risk of other non-
weight loss outcomes (e.g. sleep apnea, cardiovascular events, 
etc.) and safe in regards to surgical complications. Neverthe-
less, evidence from studies in younger populations may not 
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be directly generalizable to the Medicare eligible population.”
Concerns specific to the Medicare population that AHRQ felt 

weren’t adequately addressed included higher comorbidities in 
older patients, as well as outcomes such as health-related qual-
ity of life, hospital readmission after surgery, admission to skilled 
nursing facilities, and nutritional status.

Patients 65 and older typically haven’t been included in weight-
loss surgery studies due to a desire for a homogenous study pop-
ulation as well as a now-debunked belief that obesity was less of 
a problem in older patients, said presenter Shelby Sullivan, who 
is director of the gastroenterology, metabolic and bariatric pro-
gram at the University of Colorado. “We now understand that’s 
not the case, but including more Medicare patients could be cost-
prohibitive,” she said.

Panelists expressed differing views on how well existing data 
could be matched to Medicare patients.

“We know the Medicare population is more disabled, but not 
why,” said Diana Zuckerman, President, National Center for Health 
Research. “How do we judge how well they’ll do when we know 
they may be very different from others in their age group?”

However, others on the panel said they felt younger patients 
could act as surrogates for outcomes in some subgroups, seg-
mented by type of procedure, gender and race or ethnicity.

But while more data on how Medicare patients respond to 

bariatric surgery is needed, panelists didn’t seem to feel it had to 
come specifically from randomized trials. “We need good-quality 
observational studies … that control for confounders, modifiers, 
and so on,” said Campos-Outcalt.

The MEDCAC panelists were asked to rate, on a scale of 1-5, how 
strongly they thought the evidence supported the use of bariatric 
surgery to treat several conditions, including weight loss, diabetes, 
musculoskeletal complications and quality of life. All of the ratings 
comfortably exceeded CMS’s threshold (2.5) for coverage consider-
ation, though the panelists expressed less certainty about how suc-
cessful the surgeries are in creating successful long-term outcomes.

But the ratings collapsed when panelists were specifically 
asked to rate their confidence “that the predictors of success in 
the Medicare population (such as patient characteristics and pre- 
and post-procedure standards of care) for any bariatric therapy is 
known.” The average on that question was just above 2.

“I don’t know that I feel confident in what the predictors are, or 
that I could speak to them intelligently,” said panelist Karen Al-
bright, a professor at the University of Alabama at Birmingham. 
She agreed with fellow panelists that much more predictive work 
is needed before they would be comfortable recommending full 
coverage of the surgeries.   
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Heading To A Device AdComm?  
US FDA Details Key Deadlines In Final Guidance
ELIZABETH ORR  elizabeth.orr@informa.com

M edical device developers preparing to bring their prod-
ucts before a US FDA advisory panel should get any 
briefing materials that include confidential compo-

nents to FDA about two months before the meeting, the agency 
said in a new final guidance laying out official standards for advi-
sory panel meetings.

The 17-page document, “Procedures for Meetings of the Medi-
cal Devices Advisory Committee,” first issued as a draft in April 
2015, replaces the 2000 “Guidance on Amended Procedures for 
Advisory Panel Meetings,” as well as the blue book memo “Panel 
Review of Premarket Approval Applications #P91-2,” which was 
issued in 1991.  (Also see “CDRH Lays Out Inner Workings Of Device 
Advisory Panels” - Medtech Insight, 31 Mar, 2015.)

The document recommends that applicants submit both re-
dacted and unredacted versions of briefing materials at least 42 
business days before the meeting, with the unredacted version 
clearly marked as containing confidential information. FDA may 
then contact the applicant between 42 and 22 days before the 
meeting to informally discuss “the accuracy, relevance, complete-
ness, and appropriateness of briefing materials and proposed re-
dactions,” the guidance document states.

If a briefing packet doesn’t include any material that must be re-
dacted, applicants should get it to FDA no later than 22 business days 
before the meeting. The device center will put the briefing materials 
online at least two full business days before the panel convenes.

Other recommendations in the guidance discuss slides to be 
used in presentations during a panel meeting. It asks that any 
slides containing information that wasn’t previously submitted 
“clearly indicate that the information contained in the slide has 
not been reviewed by the FDA.” In general, FDA recommends ap-
plicant presentations and other documents only include materi-
als that have been reviewed by FDA.

The guidance document says FDA may postpone the meet-
ing if developers submit “new data or significant new analyses” 
between 55 and 22 business days before a panel meeting. And 
if FDA moves ahead with a scheduled meeting after such new 
information surfaces, “the affected sections of the Panel Pack 
should prominently note that such information was not provided 
to CDRH by the recommended timelines and, as such, has not 
been reviewed by CDRH,” the document states.

Federal law establishes that parties who bring a device to panel 
“have the same opportunity as the Secretary to participate in meet-
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ings of the panel,” including addressing the panel to clarify infor-
mation and calling on experts to address specific issues. In addi-
tion, the 21st Century Cures Act specifically required that meetings 
provide adequate time for initial presentations and “encourage 
free and open participation by all interested persons.” Applicants 
normally have 60 minutes to present their case for a product, 
which can be extended to 90 minutes upon request. FDA faces 
the same time limit for its presentation, the guidance states.

The guidance also notes an add-on requirement from the Cures 
Act that following the initial presentations, the panel may pose 
questions to a company’s designated representative and “consider 
the responses to such questions in the panel’s review of the device.”

Under the guidance, FDA may convene an advisory panel to 
discuss a premarket approval (PMA), a humanitarian device ex-
emption (HDE) application, or a proposed product development 
protocol either on its own initiative or at the request of an ap-
plicant. “When acting at its own discretion, [the device center] in-
tends to consider taking a matter before a panel if, among other 
things, the matter is of significant public interest or there is addi-
tional or special expertise provided by the panel that could assist 
the center in its decision-making,” the guidance states.

For example, the device center is most likely to ask for panel 
meetings on PMAs if the device is novel and could have a signifi-
cant impact on clinical practice; if the study results leave it unclear 
whether the probable benefits of the device outweigh its probable 
risks; or if FDA has identified significant problems with the study’s 
data quality or data integrity. The guidance further explains that 
FDA may call for panel meetings as part of a device classification 
or reclassification effort, or to seek panelists’ expertise on a public 
safety issue. For example, panels have met in the past to discuss 
post-market safety issues arising from device failures.

When a panel is discussing a specific device, the panel must 
include what FDA calls “adequate expertise.” Federal statute de-
fines that as a requirement that each panel “include two or more 
voting members with a specialty or other expertise clinically rel-
evant to the device under review and at least one voting mem-
ber who is knowledgeable about the technology of the device,” 
the guidance states.

While panel meetings are typically held in person, the guid-
ance allows for meetings to be held by teleconference for “discus-
sion topics that are anticipated to be brief.” The teleconferences 
are usually authorized when a meeting is held to confirm rec-
ommendations from an earlier in-person meeting; if time does 
not permit a meeting to be held; or to speed the classification of 
multiple lower-risk device types, especially if the devices are no 
longer widely used, significant scientific evidence exists, or the 
proposed classification is not expected to be controversial.

The guidance applies only to the 17 industry-specific panels 
of the Medical Devices Advisory Committee, such as those for 
circulatory system devices, dental products, and gastroenterol-
ogy and urology devices. A separate document explains proce-
dures of the Medical Devices Dispute Resolution Panel.   
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Standards Conformance 
Enough To Prove 
Ultrasonic Therapy 
Radiation Safety,  
US FDA Says
DAVID FILMORE  david.filmore@informa.com

U S FDA posted a draft guidance Aug. 30 signaling its 
plans to accept a declaration on conformity to two In-
ternational Electrotechnical Commission standards 

rather than require manufacturers to separately prove compli-
ance to parallel agency regulations for ultrasonic diathermy de-
vices used to address pain relief and related conditions. 

FDA acknowledges in the draft guidance that sections of IEC 
60601-2-5, “Medical electrical equipment - Part 2-5: Particular 
requirements for the basic safety and essential performance of 
ultrasonic physiotherapy equipment,” and IEC 61689, “Ultrason-
ics - Physiotherapy systems - Field specifications and methods 
of measurement in the frequency range 0.5 MHz to 5 MHz” 
(2013), adequately address technical concerns that are envi-
sioned by FDA’s 21 CFR 1050.10 regulation on radiation safety 
performance standards for ultrasonic therapy.

As a result, “FDA does not intend to consider whether firms 
that provide a declaration of conformity and indicate confor-
mance to applicable IEC standards also comply with 21 CFR 
1050.10,” the draft guidance states.

“Complying with FDA regulations and conforming to the iden-
tified IEC standards can cause manufacturers to duplicate their 
efforts,” the agency notes. “FDA acknowledges the advantages of 
a universal set of device-specific criteria and requirements, and 
believes that conformance with certain IEC standards would pro-
vide at least the same level of protection of the public health and 
safety from electronic product radiation as the FDA performance 
standards for ultrasonic therapy products.”

The declaration of conformity should be concluded in con-
duction with a 510(k) submission for qualifying devices. The 
draft guidance also outlines the key elements that should be 
included in a 510(k).

The draft explains that the policy targets a specific set of class 
II ultrasonic diathermy, or physiotherapy, devices that are used 
to apply therapeutic deep heat for selected medical conditions 
such as relief of pain, muscle spasms and joint contractures. It 
does not apply to other devices that use ultrasound to, for ex-
ample, destroy things like kidney stones or sensitize tissue to 
support cancer therapies.

Public comments are due on the draft guidance by the end of 
October under FDA-2017-D-4764.   
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“FDA acknowledges the advantages of a 
universal set of device-specific criteria and 
requirements,” the draft guidance states.
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