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Acclarent Whistleblower Says Device 
Off-Label Marketing Too Risky 
ElizabEth Orr  elizabeth.orr@informa.com

T he 510(k) system makes off-label 
marketing in the device sector 
a riskier proposition that it is for 

drugs, argues Acclarent Inc. whistleblow-
er Melayna Lokosky.

Lokosky spoke to Medtech Insight dur-
ing FDA’s Nov. 9-10 meeting on off-label 
marketing. She said the risks of off-label 
marketing for medical devices far out-
weigh any possible benefit. 

Lokosky was the chief whistleblower in 
an off-label marketing case in which the 
government claimed Acclarent was mar-
keting its Relieva Stratus sinus dilation sys-
tem to deliver steroids, even though it had 

been cleared only for use with saline. Two 
former Acclarent executives were convict-
ed on 10 misdemeanor counts of distribu-
tion of adulterated or misbranded medical 
devices as a result of the allegations, and 
the company agreed to pay $18m. The 
convictions are now being appealed.

Johnson & Johnson purchased Acclar-
ent in 2010, three years after Lokosky be-
gan working for the start-up. The pressure 
to promote the Stratus for off-label use, 
she says, began soon after the product 
was introduced.

“While I was there, I noticed there were 
problems,” she said. “And I tried to fix ev-

erything from the inside, and then it was 
clear, the company didn’t want to fix it.” 
She came forward as a whistleblower af-
ter Acclarent terminated her in 2011.  

During her presentation at the FDA 
meeting, Lokosky accused device com-
panies of “hiding behind the First Amend-
ment while their fraud ruined the lives of 
patients.” She believes that venture capi-
tal companies press device companies 
they have funded to maximize profits, 
even if it means promoting unsafe or in-
effective products via off-label marketing.  
This, she says, amounts to an exploitation 
of innovation.

Lokosky believes that device law around 
off-label use needs to be stricter than 
drug law due to the ambiguity created 
by the “substantial equivalence” process 
during 510(k) clearance.  While new drugs 
must be approved based on substantial 
clinical trial data, devices may be cleared 
even if they differ significantly from their 
“substantially equivalent” predecessors.  

“When drugs go off-label, there’s data 
providing a baseline for it,” she says. “With 
devices, there’s none. Substantially equiva-
lent is like candy. You can say cotton candy 
and taffy are substantially equivalent, but 
there are some big differences. But that’s 
what the medical device industry is push-
ing as substantially equivalent. And then 
when you take it off-label, it just starts to 
devolve. They’re exploiting that loophole.”

The whistleblower hopes to see two 
changes.  First, she thinks FDA should per-

The chief whistleblower in the 
Acclarent off-label marketing 
case says marketing devices for 
indications not approved by US 
FDA poses significant risks.
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Washington, DC.

 15 St. Jude: Neuromodulators Could Be Key To Fighting 
Opioid Epidemic – As public-health officials continue 
to fight the opioid epidemic, a top executive at St. Jude 
Medical says neuromodulators can play a central role in 
providing better treatment options.
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The case involves two patents on a way to align vertebrae 
to correct conditions such as scoliosis.

 15 Bonesupport Brings In Former DePuy Exec – 
Bonesupport has appointed a new general manager to 
oversee sales in North America as it steps up commercial 
efforts of its Cerament bone void filler platform.

Financing
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As Those In US – At a recent UK health-care conference, 
UK investors were warned that if they continue to be overly 
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counterparts.

Policy & Regulation
 17 Leadless Pacers Would Only Be Covered In Trials Under 

Medicare Proposal – The proposed national coverage policy 
would provide Medicare coverage of leadless pacemakers 
only if they are part of an FDA-approved trial.
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Software And Apps – A consultation by Singaporean 
regulators on telehealth devices is seeking to speed access 
to new and innovative medical device software and apps.
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Notified Body Action? – With control having been radically 
tightened over EU notified bodies over the last three years, it is 
possible manufacturers can expect an equally tough change 
for market surveillance now that competent authorities are 
putting together a major action plan for the activity.

 20 Industry Urges FDA To Distinguish Between 510(k) 
Modification Factors – Industry groups and device firms 
say US FDA’s August draft guidance is inappropriately 
intermixing two different standards for determining when a 
new 510(k) needs to be submitted for a device modification. 
But overall, firms support the current draft more than the 
agency’s abandoned 2011 attempt to revise its policy.

 22  FDA Says Bayer’s Response To Essure Investigation 
Satisfactory – US FDA completed its investigation of a 
February 2015 trade complaint. The agency also approved 
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mailto:david.filmore@informa.com
mailto:tina.tan@informa.com
mailto:shawn.schmitt@informa.com
mailto:reed.miller@informa.com
mailto:amanda.maxwell@informa.com
mailto:sue.darcey@informa.com
mailto:danny.al-faruque@informausa.com
mailto:elizabeth.orr@informa.com
mailto:catherine.longworth@informa.com
mailto:ashley.yeo@informa.com
mailto:maureen.kenny@informa.com
mailto:neena.brizmohun@informa.com
mailto:vibha.sharma@informa.com
mailto:richard.faint@informa.com
mailto:clientservices@pharmamedtechbi.com


medtech.pharmamedtechbi.com november 28, 2016   |   medtech insight   |   5

� C o v e r  S T o r y �

Indian Panel’s Price Ceiling Reference Baffles 
Device Firms
anju GhanGurdE  anju.ghangurde@informa.com

A subject expert committee (SEC), 
which advises the Indian regula-
tor on trial-related permissions 

as part of a layered product-approval 
process, has recently recommended con-
ditional marketing approval for a series 
of medical devices, including products 
from big medtech names like Zimmer 
India Pvt Ltd and Biomet Orthopaedic 
India Pvt Ltd. While that is routine, cer-
tain price-related ceilings referred to by 
the panel appear to have surprised in-
dustry. Stakeholders say the committee 
is not supposed to address price or cost-
effectiveness issues. 

At an Oct. 21 meeting, the SEC (Ortho-
pedics) permitted Zimmer to market its 
Persona, the Personalized knee system 
with Vivacit-E vitamin E highly crosslinked 
polyethylene articular surface, in India, 
subject to the condition that the firm con-
ducts Phase IV clinical trials to further es-
tablish the product’s safety and efficacy. 

“The firm will submit the protocol ac-
cordingly within a period of six months. 
The study should be initiated within a 
further six months after approval of the 
protocol,” the SEC recommended, accord-
ing to details in the recorded minutes of 
the meeting. 

Zimmer earlier presented studies to the 
panel, the results of which the SEC opined 
“did not have any statistically significant 

improved outcome over the traditional 
poly.” The product has been CE-marked 
and is approved in the US, Australia, Ja-
pan and Canada, among other countries, 
although the long-term results are still 
not available, the SEC noted. 

What appears unusual is the SEC’s com-
ment that the price of the proposed prod-
uct “should not be increased as compared 
to the existing implant.” The committee 
clarified that the recommendation per-
tains only to the vitamin E perfused poly-
ethylene articular surface, and not to the 
design of the Persona knee. 

Zimmer did not immediately respond 
to an e-mail request for comments on 
the issue.

Similar conditional approvals, with price 
limits, have been granted in the case of 
Biomet Orthopaedic’s Exceed ABT Cement-
ed Cup (Hip System) and Meril Life Sciences 
Pvt Ltd’s Destiknee, a total knee system 
marketed under the brand name VitElon 
that is made of ultra-high molecular weight 
polyethylene enriched with Vitamin E.  

A response from the government on 
the pricing comments could not immedi-
ately be obtained, but there was a mix of 

form benchtop testing of all medical devices 
as part of the approval or clearance process. 
Second, she recommends FDA create a task 
force that incorporates past whistleblowers 
to root out the “innovation fraud” that she 
alleges is common throughout the indus-
try. Elements of this fraud include abusing 
the 510(k) process to avoid PMAs and de 
novo applications; underreporting adverse 
events; and abusing the first amendment 
for off-label promotion, she says. 

However, attorneys who work in the 
device industry question Lokosky’s prem-
ises. Coleen Klasmeier, a partner at Sidley 
Austin, says she has not seen investors 
push for lower levels of regulation other 
than in asking FDA to use pre-market pro-
visions “proportionate to the level of risk 
of the product and what the law requires.”  
In addition, she doubts FDA could handle 
the sheer volume of data that would be 
involved in requiring trial data for every 
PMA or 510(k).

She also says she doesn’t believe the 
free-speech issues around drug and de-
vice labeling are fundamentally different. 
“The basic question is the same … can 
the government regulate accurate speech 
about uses of a product that haven’t been 
reviewed? It’s a question that’s relevant to 
drugs as well as medical devices.”   

Published online 11/17/16
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concern and even a few chuckles from in-
dustry – some experts say it may have just 
been an enthusiastic minutes-keeper who 
allowed the price references to creep in.

“The SEC is probably well aware of the 
scope of its authority; some pricing dis-
cussion not really meant to be on the min-
utes may have inadvertently be included,” 
one expert suggested, though this could 
not immediately be verified with India’s 
Central Drugs Standard Control Organiza-
tion (CDSCO).

India currently follows a three-tier re-
view process for clinical trials, under 
which applications are initially evaluated 
by specialized SECs. The recommenda-
tions of the SECs are generally vetted by 
a technical review committee and finally 
cleared by an “apex committee.”

Pricing Data Different
Device industry stakeholders, though, sug-
gest that the SEC’s price-related references 

are unexpected and not part of its remit. 
Pavan Choudary, Director General of the 

Medical Technology Association of India 
(MTaI), which represents key research-
based multinational companies, told 
Medtech Insight that the industry body 
was collecting more information to under-
stand the matter. Choudary said that infor-
mation pertaining to “cost-effectiveness” 
is currently not expected from the compa-
nies for the discussions with the SEC.

MTaI noted that SEC is formed to pro-
vide expert opinion to the CDSCO on the 
clinical aspects related to the safety and 
performance of new devices at the time 
of product registration. 

“Based on this requirement from the CDS-
CO, companies are expected to share safety 
and effectiveness data of the new devices 
to the SEC. The aspects around pricing and 
cost-effectiveness require a different data-
set and different capabilities on health eco-
nomics for evaluation,” Choudary said. 

MTaI, whose founding members in-
clude Bausch & Lomb, Johnson & John-
son, Smith & Nephew, C R Bard, Terumo, 
Boston Scientific and Vygon, added that 
medical technology is a “heavily” innova-
tion-led sector that needs to be “under-
stood” and provisions should be made to 
promote innovation and quality to drive 
better patient outcomes. 

Pricing issues are inherently prickly in 
developing nations like India, which are 
largely out-of-pocket (OOP) markets. OOP 
payments are estimated to account for 
89% of all private spending in India. The 
Indian government’s recent efforts to cap 
the prices of coronary stents has been ex-
tremely controversial, though; industry 
claims the policy could dissuade manu-
facturers from bringing technologically 
advanced stents into the country. (See 
sidebar story.)   

Published on 11/15/16

Australia Steps Up Priority Review And Faster 
Assessment Plans 
nEEna brizmOhun neena.brizmohun@informa.com 

P lans for expediting medical device 
approvals in Australia are moving 
ahead after the country’s regulator 

released proposals for a priority-review 
pathway for “truly new and novel” prod-
ucts, and a framework for designating 
commercial bodies in Australia to under-
take conformity assessments.

The priority-review pathway would 
work by allowing applications to jump 
to the front of the queue of submissions 
under review by the Therapeutic Goods 
Administration, according to a consul-
tation document that was released on 
Nov. 16. 

Meanwhile, the introduction of Austra-
lian-designated conformity assessment 
bodies would remove the need for the 
TGA to audit some of the 300 or so appli-
cations it receives annually for inclusion 
in the Australian Register of Therapeutic 
Goods that are based on conformity-as-
sessment certificates (CE marks) granted 

in the EU, according to separate consulta-
tion document. Eliminating the need for 
an application audit could save compa-
nies six months, the TGA said. 

Both consultations follow the gov-
ernment’s September 2016 response 
to the Medicine and Medical Devices 
Regulation (MMDR) review, which was 
published in September. The deadline 
for submitting comments on both docu-
ments is Jan. 11, 2017.

The priority-review pathway would ap-
ply to medical devices that are intended 
to prevent, diagnose or treat a life-threat-
ening or seriously debilitating disease or 
condition, and address an unmet clinical 
need in Australian patients. 

A device would also have to meet at 
least one of the following qualifications:
•	 The device represents a break-

through technology with evidence 
of a major clinical advantage over 
existing technology;

•	 There is evidence that the device 
offers a major clinical advantage over 
existing alternatives included in the 
ARTG; or

•	 In the case of IVDs, early availability 
in Australia would result in a major 
public health benefit.

By gaining priority-review designation, 
the sponsor’s application (for conformity 
assessment by the TGA or for level 2 au-
dits of applications for ARTG inclusion 
with CE-mark certificates) would go to the 
front of the queue and other in-progress 
assessments would be reprioritized. Prior-
ity-review-designated devices would be 
assessed using standard assessment pro-
cesses. A coordinating assessor would be 
assigned to the application to supervise 
timely assessment and make sure suitable 
expertise is assigned for the assessment.

However, the TGA proposes several 
situations under which a priority desig-
nation would be revoked, including if a 

mailto:neena.brizmohun@informa.com
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https://www.tga.gov.au/sites/default/files/consultation-designation-australian-conformity-assessment-bodies-medical-devices-implementation.pdf
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sponsor failed to submit its full applica-
tion within three months of the designa-
tion being granted.

Designations would also be removed 
where the sponsor fails to provide infor-
mation required by the TGA within 20 
working days, in which case the applica-
tion would be reallocated to the standard 
assessment pathway. 

Priority review could also be revoked in 
cases where the eligibility criteria are no 
longer met, or where the application had 
been rejected or withdrawn from supply 
by a comparable overseas regulator, and 
the reasons were deemed applicable to 
the Australian context.

The TGA is proposing to publish short 
statements disclosing the names of prior-
ity-review applicants and their products 
on its website, together with its decision 
on whether or not the application was 
deemed to be eligible and the reason for 
its decision.   

“It is proposed that a high-level state-
ment will be included in TGA performance 
reporting providing details of common 
reasons why applications were approved 
or not,” the agency said.

To recover costs involved with running 
the new pathway, the TGA is planning to 
introduce a priority-review application 
fee, which it believes will also serve to dis-
courage “disingenuous applications.” 

Designating australian 
conformity assessment BoDies 
The second consultation document, on 
introducing a system whereby the TGA 
would designate Australian conformity 
assessment bodies, notes that applica-
tions for marketing approval in Australia 
rely heavily on CE-mark certification from 
European notified bodies – around 92% 
of all medical devices included on the 
ARTG rely on such certification.

However, higher-risk product applica-
tions based on CE marks are subject to 
mandatory audits by the TGA. This is done 
so that the regulator can manage the risk 
of relying on overseas certification issued 
by conformity assessment bodies for 
which it has no direct oversight or control. 
The only way to avoid a mandatory appli-
cation audit is to undergo a conformity 

assessment by the TGA.
The Australian device industry has ex-

pressed “dissatisfaction” with the time it 
takes to process applications for inclusion 
in the ARTG when an application audit is 
undertaken, the agency noted.

Medical device applications certified by 
Australian conformity assessment bodies 
would not undergo an audit by the TGA 
when applying for inclusion in the ARTG, 
the consultation proposes. The existing 
essential principles and conformity assess-
ment procedures would remain unchanged 
and high-risk devices specified under Regu-
lation 4.1 would continue to require TGA 
conformity assessment certification.

The consultation includes proposals 
on such things as the designation pro-
cess and criteria. The development of the 
pathway will require the establishment of 
standards for technical and clinical com-
petence and governance (including man-
agement of conflict of interest), which 
such bodies would need to meet in order 
to be designated, TGA noted.

The agency currently receives about 
300 applications requiring a mandatory 
application audit per year. “This would 
be the potential scale of work that would 
be undertaken by TGA designated third-
party conformity assessment bodies,” the 
agency said. “To carry out this work there 
is a need for an extensive breadth and 
depth of clinical and technical expertise.”

The agency is also seeking feedback on 
whether the costs of designation should 
be recovered directly as fees from confor-
mity assessment bodies, or whether some 
or all costs be recovered through other 
mechanisms such as charge on all medi-
cal device sponsors.

It adds that “conformity assessment 
certification costs (assessment and audit 
fees. etc.) would be a commercial matter 
between the Australian certification body 
and their client, as is the case for Europe-
an notified bodies, introducing competi-
tion for these costs.”

The designation of Australian confor-
mity assessment bodies also provides for 
the establishment of a potential new in-
dustry in Australia, the TGA noted.

ongoing reform effort
The Medicine and Medical Devices Regu-
lation review process was kicked off in 
2014 by an expert panel. Last year, the 
panel delivered two reports assessing the 
existing regulatory framework for medi-
cines and devices. 

Citing the increasing globalization of 
the industries and the rapid pace of inno-
vation, as well as the international trend 
toward earlier access to products, the 
panel made 58 recommendations for re-
form, including how best to allow the TGA 
to respond to these trends by speeding 
access to devices and drugs.

The government has adopted most, but 
not all, of the panel’s recommendations, 
either in whole or in part. 

Officials have said the recommendations 
would be phased in over three years to 
maintain continuity of business, and that the 
government would collaborate and consult 
across agencies and with various stakehold-
ers to put the reforms into place.   

Published on 11/16/16
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FDA Puts Lab-Developed Test Oversight Plans On Hold
FErdOus al-FaruquE  danny.al-faruque@informa.com

S ix years after US FDA announced its plans to develop a frame-
work for actively regulating laboratory developed tests (LDTs), 
the agency has decided to hold back from issuing its final pol-

icy, according to multiples stakeholder groups and members of Con-
gress. In a brief statement, the agency says it plans to continue work-
ing with the new Congress and stakeholders to address the issue.

In a mass email to industry groups, Katherine Serrano, deputy 
director at the division of chemistry and toxicology devices said 
FDA still believes LDTs need to be accurate, reliable and clinically 
valid for physicians to be able to better treat their patients. She 
also stated the agency is still concerned that inaccurate and false 
test results could harm patients.

“We have been working to develop a new oversight policy for 
laboratory developed tests, one that balances patient protection 
with continued access and innovation, and realize just how im-
portant it is that we continue to work with stakeholders, our new 
administration and Congress to get our approach right,” said Ser-
rano. “We plan to outline our view of an appropriate risk-based 
approach in the near future. It is our hope that such an approach 
will help guide continued discussions.”

FDA has in fact been trying to hatch an approach to oversee 
LDTs for more than a decade, frequently running into strong op-
position from labs and bureaucratic barriers. The agency insists 
that it has authority to regulate LDTs, which are test services that 
are developed and performed out of the same high-complexity 
laboratory. But for decades, FDA has taken an enforcement dis-
cretion approach, leaving it to the US Center for Medicare and 
Medicaid Services, under its Clinical Laboratory Improvement 
Amendments (CLIA), to scrutinize the operation of LDT labs. 

The 2014 release of draft guidance documents outlining its 
planned, risk-based framework was the closest it has ever come 
to reversing that long-held approach. But two months before 
Donald Trump, who has railed against regulation, is set to take 
the White House, the effort to oversee LDTs is again facing a high-
ly uncertain future.

Stakeholders who received the statement from FDA see it as a 
clear message from the agency it has decided to hold back from 
finalizing the guidance at this time.

The American Clinical Laboratory Association (ACLA), which 
represents many makers of the most complex LDTs and has con-
sistently opposed the agency’s plan, said FDA’s decision opens 
the door for stakeholders to have a transparent discussion on 
meaningful reform to protect innovation and patient access. 

“The FDA’s decision not to issue final guidance to regulate LDTs 
is a victory for diagnostic innovation and most importantly, pa-
tients,” said Alan Mertz, ACLA president. “We appreciate the FDA’s 
acknowledgement that stakeholder input and the ongoing bi-
partisan work carried out in the House and Senate is the appro-
priate process to advance comprehensive statutory reform of the 
LDT regulatory framework.”

FDA’s draft guidance states all laboratories making LDTs would 
be expected to notify FDA about their tests and begin to submit 
adverse event reports soon after the guidance is finalized, fol-
lowed by a nine-year transition period for additional requirements 
to take effect on a risk-based schedule. That guidance was held up 
in the Office of Management and Budget for an extended period. 

FDA initially refrained from regulating LDTs because they were 
viewed as tests that tended to be fairly simple, conducted at certified 
laboratories and used to diagnose relatively low risky conditions. 
However, both CDRH Director Jeff Shuren and FDA Commissioner 
Robert Califf have made the case to industry and congressional 
leaders that LDTs have evolved to become more complex, are often 
being mass-manufactured, and are used to diagnose more fatal dis-
eases where efficacy of the tests is a matter of life and death. 

However, lawmakers, primarily Republicans, ACLA and other 
lab groups have pushed back against the agency’s plan to finalize 
the LDT guidance, stating it would be disruptive to labs and, ulti-
mately, to patients. They have also questioned whether FDA truly 
does have authority to regulatory lab services. The stakeholders 
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“We appreciate the Fda’s 
acknowledgement that stakeholder 

input and the ongoing bipartisan work 
carried out in the house and senate 

is the appropriate process to advance 
comprehensive statutory reform of  

the Ldt regulatory framework,” says  
alan mertz, who heads the american 

Clinical Laboratory association.
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have called for FDA to sit down in negotiations to discuss better 
ways to reform the system. 

Despite the pushback, it seemed FDA was moving ahead to fi-
nalize the LDT guidance before year’s end, but with the new pres-
ident-elect and Republicans maintaining control of Congress, 
those plans seem to have changed.

On Nov. 15, House Majority Leader Kevin McCarthy, R-Calif., sent 
a letter to various government agencies to not finalize any pending 
rules and regulations during President Obama’s lame-duck session; 
the letter threatened them that if they did, the actions would later 
be scrutinized by lawmakers. However, there is no clear indication 
McCarthy’s letter had any bearing on FDA’s decision.

One member of Congress that has led calls against FDA’s oversight 
plans for LDTs is Rep. Michael Burgess, a Republican from Texas.

“I agree with the FDA’s decision not to move forward with this 
guidance,” Burgess said Nov. 18. “21st century medicine should 
not rely on trial-and-error, and unnecessary burdensome regula-
tion of laboratory tests could send us back to the Dark Ages.

“I am confident that the House Committee on Energy and Com-
merce will continue to engage with patients, providers, clinical 
labs, researchers and the rest of the medical community to en-
sure federal policies allow diagnostic innovation to advance the 
state of health care for all Americans.”

Amy Miller, executive VP at the Personalized Medicine Co-
alition, which represents both test-kit-makers that generally 
support FDA’s move to regulate LDTs and labs that strongly 
oppose it, told Medtech Insight that considering how long it 
has been since FDA started working on the guidance, it may 
be a good idea for the agency to scrap it at this point and 
“start fresh.”

But asked whether she expects to see any movement on the 
issue under the Trump administration, Miller said she is doubtful. 
“Since the president-elect has said that he wants less FDA regula-
tion, my opinion is no,” she said.

In the latest medical device user fee negotiations, FDA specifi-
cally included language stating it did not plan to regulate LDTs 
any different than regular medical devices. ACLA was at the ne-
gotiation table, but repeatedly stated its participation was not an 
acknowledgment to FDA that it agreed LDTs should be regulated. 
ACLA said it accepted the invitation to attend so it could voice 
objections when matters of LDTs were raised.

At this moment, however, FDA would not confirm whether the 
LDT language in the MDUFA IV negotiations will remain as is when 
it sends the agreement to Congress for its consideration.   

Published online 11/18/16

Republican Congress, Trump Policies May Seek To ‘Undo’ 
FDA Device Safety Guidances; LDT Plan First To Go
suE darcEy sue.darcey@informa.com

I ndustry attorneys and health consultants are predicting a new 
policy climate in Washington for health care regulations following 
the Nov. 8 elections and the choice of Donald Trump as president; 

one of the first policies to be impacted by the new approach, is a 
pending laboratory-developed test oversight framework from FDA.

“Certainly a focus of the Trump campaign was reducing regula-
tion on industry, so I do believe there will be a new FDA, overall 
affecting the medical device industry, but also affecting all the 
medical industries that FDA regulates,” said Chad Landmon, part-
ner with Axinn, Veltrop & Harkrider, said in a Nov. 16 interview.

The proposed framework for LDTs – tests that are developed 
and performed by the same lab as a service – would have re-
quired a phased-in, risk-based approach targeting those that 
those diagnose the most serious and deadly diseases first, with 
FDA holding them to stricter standards now reserved for con-
sumer test kits. 

FDA had promised to issue final guidance documents estab-
lishing a regulatory framework for LDTs this year after decades of 
deferring to CMS oversight of labs under the Clinical Laboratory 
Improvement Amendments (CLIA). The guidance and framework 
now appears to be dead in the water, with a Nov. 18 suggestion 
by the agency that it would back off finalizing the LDT guidance 
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“Certainly a focus of the trump campaign 
was reducing regulation on industry, so i 
do believe there will be a new Fda, overall 

affecting the medical device industry” 
attorney Chad Landmon says.
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and work with stakeholders, the new Trump administration and 
Congress to gets its approach “right.” 

new guiDances to trumP olD ones?
Landmon, along with other industry attorneys and consultants 
making predictions about how a new Trump Administration will 
impact health care legislation and regulations, observed that the 
easiest way to ease device and drug firms’ obligations to com-
ply with FDA and HHS standards would be by using new federal 
agency guidances, to reverse old ones, or to stop in-progress doc-
uments that are objectionable to Republicans from proceeding.

“Any executive order that was done to implement the Affordable 
Care Act, can obviously be ‘undone’ or changed … with a guidance,” 
Gail Wilensky, a consultant with Project Hope, said at a Nov. 16 Alli-
ance for Health Reform briefing on election impacts on health care.

“Yes, the [executive branch] does have the power to do that,” 
observed Landmon. “Focusing on the FDA piece, and less on the 
Affordable Care Act pieces, the chief 
executive has the power to work with 
an agency to change guidances; you 
don’t even need an executive order, 
as much as you need to just work with 
whoever’s going to be the new FDA 
commissioner, and then move down 
[the various staff levels] within FDA,” 
Landmon remarked.

“The only caveat to it is that it can’t 
be inconsistent with any statute, and, 
then, not inconsistent with any regu-
lations promulgated by the agency.”

Among those guidances that might become candidates for the 
new Republican administration’s to reverse or restructure  might 
be FDA’s final 510(k) modification guidance, and any guidances 
issued by the Internal Revenue Service that would maintain high 
taxes against profits made by multinational companies overseas 
and brought back into the US, Landmon said.

freeze on lDt guiDance unPoPular among 
some inDustry sectors
However, some moves by the new administration to weaken 
device or diagnostic regulations may actually backfire, and not 
serve some sectors of the diagnostic industry very well, accord-
ing to Landmon.

“You know it’s interesting, because there are some in industry 
who want those [lab-developed] tests to be regulated, because it 

helps with marketing them to patients, and helps with marketing 
them to doctors and to payers,” Landmon told Medtech Insight. 

For example, the industry attorney said, “the bigger diagnostic 
companies are particularly in favor of having an obtainable ap-
proval pathway – they want to be able to say they are FDA ap-
proved or sanctioned.”

Making Landmon’s point, AdvaMedDx executive director An-
drew Fish stated Nov. 21, “AdvaMedDx is disappointed that FDA 
final guidance on LDT oversight is not forthcoming at this time, 
but we are encouraged by congressional interest in addressing 
longstanding questions about LDT regulation in the context of 
broader diagnostics reform legislation.”

senate Panel chair alexanDer favors lDt 
regulatory overhaul
Also, Sen. Lamar Alexander, R-Tenn., chair of the Senate Health, Edu-
cation, Labor and Pensions Committee may have provided some 

foreshadowing for the LDT guidance’s 
doom in September, when he held a 
hearing on LDTs and declared he want-
ed to “start all over” with a regulatory 
scheme for handling the diagnostics.

Alexander’s primary argument 
against the proposed LDT framework 
is that FDA regulation of the tests 
would be too slow and expensive.

“I’m glad that the FDA has listened 
and will delay making final its current 
draft guidance that could have halted 
more than 60,000 lab-developed tests 

in their tracks, and will work with Congress and the new adminis-
tration on next steps,” Alexander said late Friday, Nov. 18.

Other members of Congress have also begun to make their 
move against promulgation of new health and safety regula-
tions by agency, and on Nov. 15, a group of 16 Republican House 
leaders including House Majority Leader Kevin McCarthy, R-Calif., 
Appropriations Committee Chair Hal Rogers, R-Ky., Energy and 
Commerce Committee Chair Fred Upton, R-Mich. cautioned 
agency chiefs “against finalizing pending rules or regulations in 
the [Obama] Administration’s last days.”

The move was based on a perception by the House leaders that 
the Obama administration “might do audacious executive action 
throughout the course of the rest of the year.”   

Published online 11/18/16

“advameddx is disappointed that  
Fda final guidance on Ldt oversight  

is not forthcoming at this time.”  
– advameddx executive director  

andrew Fish
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Boston Scientific’s Heart Failure Monitoring 
Service Shows Promise
rEEd millEr  reed.miller@informa.com

T he 900-patient MultiSENSE trial of 
Boston Scientific Corp.’s planned 
HeartLogic heart failure diagnostic 

service shows that the alerts that it pro-
vides for physicians treating heart failure 
patients are highly sensitive and timely 
predictors of future heart failure events.

MultiSENSE’s lead investigator John 
Boehmer, from the The Penn State Hershey 
Medical Center in Pennsylvania, presented 
the results at the American Heart Associa-
tion conference in New Orleans on Nov. 16.

The HeartLogic service, which is not 
available anywhere yet, relies on sensors 
in resynchronization defibrillators (CRT -D) 
to monitor heart rate, respirations, activ-
ity, thoracic impedance, and heart sounds, 
and combines these sensor-inputs, much 
as a physician would combine a patient’s 
signs and symptoms, to generate a more 
sensitive and specific measure of worsen-
ing heart failure, Boehmer, told Medtech 
Insight. All of the necessary sensors are 
already available on Boston Scientific CRT-
D devices, but communication with the 
HeartLogic diagnostic service will require 
firmware, the company explained.

“The major clinical problem to address 
is the prevention of hospitalization for the 
treatment of heart failure,” Boehmer said, 
pointing out that it is the most common 
reason for hospitalization in the Medicare 
population, and that nearly one in four 
patients who are discharged with a pri-
mary diagnosis of heart failure are read-
mitted to a hospital within 30 days. 

“Many times patients are unaware that 
their condition is worsening until symp-
toms become severe, at which point the 
patient goes to the hospital and is admit-
ted.  By detecting worsening heart failure 
early, we will have an opportunity to treat 
it in hopes of preventing a hospitaliza-
tion or worsening symptoms,” he said. 
Currently, the measures and symptoms 
doctors rely on to detect worsening heart 
failure appear to be inadequate in pre-
venting episodes of worsening heart fail-

ure, so the HeartLogic composite index 
developed in the MultiSENSE trial “may 
become an important tool for the detec-
tion and treatment of heart failure.”

MultiSENSE collected enhanced sensor 
data from 900 patients with a CRT-D for up 
to one year. Data from 500 patients, called 
the development cohort, were used to cre-
ate a HeartLogic composite index and alert 
algorithm while a 400-patient test cohort 
were sequestered for subsequent indepen-
dent validation of the HeartLogic index. 

The alert threshold tested in Multi-
SENSE provided an alert at a median 34 
days prior to a heart failure event.

For this study, HeartLogic’s sensitivity 
was defined as the proportion of usable 
heart-failure events detected by the alerts 
HeartLogic produced. The unexplained 
alert rate was defined as the ratio of alerts 
not explained by heart failure to the total 
usable follow-up duration. The two co-
primary endpoints were a sensitivity per-
formance goal of greater than 40% and an 
unexplained alert rate less than two alerts 
per patient- year. Boehmer et al evaluated 
a total of 320 patient-years of follow-up 
data and 50 adjudicated usable heart-
failure events in the test cohort. 

Both endpoints were met with an ob-
served sensitivity of 70%, an unexplained 
alert rate of 1.47. 

“The novel process of combing various 
sensors monitoring different aspects of 
the heart failure condition were successful 
in producing a sensitive and specific index 
to monitor heart failure,” Boehmer said. 
“Importantly, this new index does not re-
quire new hardware, simply the necessary 
software to upgrade the hardware already 
used in ICD and CRT-D devices [and] for pa-
tients who monitor their implants remote-
ly – currently the standard of care and the 
majority of patients in the US – the patient 
does not need to do anything.” Physicians 
can download the data and receive alerts 
from the HeartLogic index remotely with-
out patient intervention.

“Even more exciting is that an alert does 
not represent an emergency,” Boehmer 
said. “We will typically monitor a full month 
or more before the patient would experi-
ence a worsening heart failure event, so 
this can be managed with a fairly routine 
workflow.”

future DeveloPments for 
heart rate monitoring
Boston Scientific has already submitted a 
design dossier for a CE mark for HeartLog-
ic and a PMA application to the US FDA. 
It is also planning the MANAGE HF trial to 
further evaluate the HeartLogic alert ser-
vice, and Boehmer said he expects to help 
develop a trial that will demonstratethe 
incremental benefit of using HeartLogic 
for the management of heart failure.  

He also said that future studies of Heart-
Logic will include a posture sensor that 
monitors a patient’s position in order to 
measure whether the patient lies flat at 
night or props themselves up, because 
shortness of breath when lying flat is a com-
mon symptom in heart failure. A substudy 
of MultiSENSE shows that patients with 
symptoms of shortness of breath at night 
lie at a steeper angle than patients who do 
not have these symptoms, he explained.   

Published online 11/21/16
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New Data Gives Adherium Fuel To Accelerate Digital Tech 
Adoption in Drug Sector
tina tan  tina.tan@informa.com

Adherium Ltd.’s Smartinhaler electronic monitoring tool – 
which incorporates reminder alarms and feedback – used 
with asthma medication delivery in children with poorly 

controlled asthma not only helps reduce the frequency of exac-
erbations, but also improves medication adherence significantly.

STAAR (the Study of Asthma Adherence Reminders) is the first 
trial of its kind to show that regular alarms and feedback of elec-
tronic adherence data have a significant effect on clinically rel-
evant outcomes, wrote the study authors who had their findings 
published online this month in Thorax.

While previous studies using electronic-monitoring devices 
have demonstrated improved medication adherence through 
the use of reminders, with or without feedback, they failed to 
demonstrate significant clinical outcomes, the authors noted.

The yearlong, independent, randomized controlled trial in-
volved 77 children with poorly controlled asthma, all of whom 
received the Smartinhaler electronic adherence monitoring de-
vice designed to wrap around their regular asthma inhalers. The 
monitoring device records and stores data on the patient’s medi-
cation intake, and this is transmitted to a related app. 

The trial randomized 39 children to the control group, where 
they received usual care with adherence monitoring alone – that 
meant the Smartinhaler would monitor how much the inhalers 
were taken, but the data would not be reviewed. Participants 
were seen in their standard asthma clinic and the data download-
ed but not reviewed by the patients or carers. There were also no 
reminder alarms set on devices in the control group.

The remaining 38 children in the intervention group had the 
alarms on their Smartinhaler switched on so they were reminded 
to administer their medication. Adherence data from the devices 
were downloaded and at each three-monthly clinic visit, this data 
was reviewed and discussed between patient and parent/carer 
and any adjustments and improvements to the treatment proto-
col were made, if necessary.

The results showed that adherence to prescribed medication 
averaged 70% in the intervention group, compared to 49% in 
the control group (p<0.001). This increased adherence was main-
tained over the 12-month period of the study and nearly half of 
the children in the interventional group had average adherence 
rates of more than 80% over the clinical trial period.

This improvement in medication adherence had a positive 
impact on the frequency of asthma exacerbations in these chil-
dren. Severe exacerbations – characterized by episodes of pro-
gressively worsening shortness of breath, coughing, wheezing 
and chest tightness – would be treated with oral steroids and the 
study found that the need for a course of oral steroids was 53% 
more common in the control group compared to the interven-

tion group. Furthermore, the hospitalization rate was five times 
greater in the control compared to the intervention group. 

Speaking to Medtech Insight, Garth Sunderland, CEO of Adhe-
rium, put this data in a different perspective: “That means the inter-
vention group used half the amount of steroids as the control group, 
and the use of Smartinhaler with reminders and feedback led to a 
77% reduction in hospitalization.” The study had not been designed 
specifically to measure the number of hospitalization, said Sunder-
land, “but this was found and is statistically robust” and speaks to 
the health economics argument for the use of Smartinhaler. 

Indeed, the technology appeared to have won the backing of 
the study authors. “There would appear to be cost saving in using 
this approach, even at current prices (£120 per device). The British 
Thoracic Society questioned the utility of this approach due to high 
device cost, but its introduction into routine practice would reduce 
unit price, as it would drive competition and innovation,” they wrote. 

Adherium, headquartered in Auckland, New Zealand, and listed 
on the Australian Stock Exchange, adds this latest data to the 40 
or so published peer-reviewed journal articles it has under its belt. 
The firm has spent the last year laying the groundwork for expand-
ing commercialization of Smartinhaler, which is CE-marked, US 
FDA-cleared and approved by regulatory authorities in other ju-
risdictions. It has expanded its partnership with AstraZeneca and 
now has an agreement to supply the drug giant the Smartinhaler 
devices for commercial launch. Adherium has also made three key 
hires this year, appointing new senior executives to oversee busi-
ness developing in North America, Europe and Australasia. 

Sunderland said the increased momentum in the company’s 
activities reflects the increased adoption – and acceptance – of 
digital technologies across health care.

“After many years of figuring this out, digital health is at last start-
ing to gain traction,” he told Medtech Insight. “In the medical device 
space, we’ve already seen connected solutions for some time. For 
example, in obstructive sleep apnea, we’ve seen patient monitor-
ing used for many years. But now we’re starting to see more main-
stream adoption of digital health in the pharmaceutical sector.”   

Published online 11/18/16
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out, digital health is at last starting  

to gain traction,” adherium Ceo  
Garth sunderland says.
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Crescendo Touts Rheumatoid Arthritis Dx Data 
Haul At ACR2016
rEEd millEr  reed.miller@informa.com

C rescendo Bioscience Inc. has re-
ceived a boost from new clinical 
data that supports the use of its 

Vectra DA multi-analyte blood test to predict 
the progression of rheumatoid arthritis (RA) 
and suggest it can help physicians make 
better treatment choices for RA patients.

Crescendo, a subsidiary of Myriad Ge-
netics Inc. based in South San Francisco, 
developed Vectra DA based on its MultiBio-
marker Disease Activity (MBDA) technology. 
Disease-modifying drugs for RA have be-
come more widely available and less expen-
sive in recent years, but about 30-40% of RA 
patients do not respond to therapies in tri-
als. Crescendo developed Vectra DA, which 
measures 12 proteins associated with RA 
disease activity into one overall MBDA score 
from 1-100, to help physicians make more 
informed treatment decisions.

“We continue to study and expand 
knowledge about [Vectra RA] as we look 
for additional utility of the test and ad-
ditional information that can help physi-
cians individualize the management of 
their patients,” Crescendo chief medical 
officer Elena Hitraya told Medtech Insight. 

Results from four different trials of Vec-
tra DA were featured as poster presen-
tations during the American College of 
Rheumatology (ACR) meeting held on 
Nov. 11-16, in Washington, DC. 

At the ACR meeting on Nov. 14, Jeff Cur-
tis of the University of Alabama-Birming-
ham and colleagues presented a trial eval-
uating the utility of Vectra DA in assessing 
the risk of cardiovascular outcomes and 
serious infections in a Medicare claims da-
tabase of about 17,000 patients who had 
been tested with Vectra DA. Serious infec-
tion events and myocardial infarctions are 
the worst adverse events associated with 
rheumatoid arthritis, but the role of RA 
disease activity and associated systemic 
inflammation has not been thoroughly 
examined, Curtis et al. explain. Therefore, 
the authors examined the relationship 
between the MBDA score produced by 

the Vectra DA test and the risk of develop-
ing infections requiring hospitalization, 
myocardial infarction and a composite of 
coronary heart disease outcomes. 

The study found that in this group of 
older RA-patients, higher MBDA scores 
are associated with an increased risk for 
hospitalized infection, myocardial infarc-
tion and coronary heart disease. There-
fore, measuring MBDA score with the Vec-
tra DA events might help doctors identify 
the patients at highest risk for these ad-
verse events and offer specific treatments 
to reduce these risks.

The next day, researchers led by Shin-
taro Hirata and Yoshiya Tanaka of the 
University of Occupational and Environ-
mental Health in Japan presented results 
of a 42-patient trial evaluating the MBDA 
score as a predictor of either RA “flare” 
or sustained clinical remission after the 
patients stop taking the common immu-
nosuppressant adalimumab while con-
tinuing to take methotrexate, a common 
chemotherapy agent and immune sys-
tem suppressant. This trial was a follow-
up to the HONOR trial, which showed that 
79% of RA patients who stopped taking 
adalimumab did not have any RA flaring 
at least a year after stopping the drug.

In the follow-up study, Vectra DA 
scores were measured when the pa-
tients stopped taking adalimumab, at six 
months, and at one year. All of the pa-
tients had DAS28-ESR scores – a standard-
ized system for measuring RA patients’ 
function and symptoms – under 2.6 at 
baseline. The median Vectra DA score 
at baseline was 24.5 with 22 patients in 
complete remission, six with low MDBA 
scores, nine with moderate MDBA scores, 
and five with high scores. 

One year after stopping adalimumab 
therapy the rates of flare were 13.6%, 
50.0%, 33.3%, and 60.0% in the remis-
sion group, low MDBA group (under 30), 
moderate MDBA group (30-44), and high 
MDBA groups (over 44), respectively. The 

rates of sustained remission by Vectra DA 
category were 63.6, 33.3, 33.3, and 0 per-
cent, respectively. Both findings reached 
statistical significance. “These findings 
suggest that the Vectra DA score could 
predict flare and biologic-free remission 
in patients in stable remission under-
going adalimumab-withdrawal while 
maintaining methotrexate treatment,” 
the study-authors conclude. “The results 
point to the potential clinical utility of 
Vectra DA for guiding treatment decisions 
in patients with RA.”

On Nov. 15 at the ACR meeting, a group 
led by Cecilie Brahe of the Copenhagen 
Center of Arthritis Research presented re-
sults of a study using Vectra DA to reevalu-
ate 180 early RA patients who were studied 
in OPERA trial. OPERA showed that a first 
line treatment for RA consisting of adali-
mumab added to methotrexate and intra-
articular triamcinolone, a synthetic corti-
costeroid, improved patients functional 
scores, remission rates, function and qual-
ity of life. Brahe and colleagues assessed 
the value of adding the Vectra DA score to 
anti-cyclic citrullinated peptide (anti-CCP) 
status as a measure that could predict the 
progression of RA as it appears in radio-
graphic images of the patients’ joints.

The results of their study show that a 
Vectra DA score over 44 is a strong, inde-
pendent predictor of finding progression 
of RA on radiographic images and that it 
adds predictive value to anti-CCP status 
alone. About 31% of the patients with a 
high baseline Vectra DA score in the study 
showed radiographic progression of their 
RA disease, while only 3% of the patients 
with a score under 44 showed progression. 
None of the anti-CCP-positive patients with 
a Vectra DA score of 44 or lower showed 
radiographic progress of their disease and 
stratifying by the patients’ DAS-CRP added 
no predictive value to the anti-CCP alone. 

Also, on Nov. 13, Crescendo Senior VP-
Medical Affairs David Chernoff and col-
leagues presented results of an examina-
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tion of 24-hour and day-to-day variation 
in RA patients’ MBDA scores to determine 
what level of variation in the MBDA score 
should be considered important. The 
study tracked 29 patients at a single cen-
ter by measuring their MBDA scores with 
Vectra DA at six time-points over first 24 
hours and then at four time-points on 
four successive days. 

The minimally important difference in 
MBDA score appears to be 9 units, that 
diurnal effects were observed with high-
est scores at midnight, and that an “ab-

solute change exceeding this threshold 
is unlikely to be due to diurnal and daily 
biological variation alone,” Chernoff et 
al concluded in their poster presenta-
tion. “Based on these data, MBDA scores 
of samples drawn during normal office 
hours (8am-5pm) would not be expected 
to be impacted by diurnal variation in 
clinically stable patients.”

Commenting on the importance of 
these four trials, Hitraya said “Rheuma-
tology and immunology are moving into 
the area of the personalized medicine ap-

proach. You’ve seen this in cancer wards, 
where biomarkers and genetic testing is 
already widely used, and we really want to 
serve as the leaders and the champions of 
bringing the personalized medicine ap-
proach, this objective-measurement ap-
proach into rheumatology [by providing] 
an assessment that provides a full picture 
of the state of the disease of the patient 
so that they get all the value of the best 
measures available.”   
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Bonesupport Brings In Former DePuy 
Exec As Head of North American Sales
cathErinE lOnGwOrth catherine.longworth@informa.com

S wedish bone-void filler specialist 
Bonesupport AB has named Pat-
rick O’Donnell general manager 

and executive VP, North Amercian com-
mercialization, to help accelerate revenue 
growth of its Cerement platform.

O’Donnell will lead the company’s ex-
isting relationship with Zimmer Biomet, 
which is Bonesupport’s distribution part-
ner for Cerament BVF and execute the 
commercial strategy for Cerament G – a 
drug-eluting bone graft substitute – sub-
ject to its approval by US FDA. 

O’Donnell has more than 24 years of ex-
perience in the medical device, biologics 
and biomaterials industries. Previously, 
he served 13 years at Johnson & John-
son’s DePuy Spine division. More recently 

he was the cofounder, director and chief 
executive officer of ProteoThera Inc., a 
Cambridge, Massachusetts-based early 
stage biotech company, and CEO of car-
tilage regeneration company Histogen-
ics Corp. Additional experience includes 
head of global marketing at Confluent 
Surgical Inc., where he launched and 
built the DuraSeal brand of surgical dural 
sealant products.   

Earlier this month, Bonesupport received 
a $37m cash injection from investors to 
accelerate product sales. In January, Bone-
support installed pharma veteran Richard 
Davies as its new CEO to advance the drug-
eluting capabilities of Cerament.   
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Jury Awards 
Doctor $20M  
In Medtronic 
Patent Spat
ElizabEth Orr  elizabeth.orr@informa.com

D evice giant Medtronic should pay 
physician Mark Barry $20.3m for 
violating patents on a spinal de-

vice, a Texas federal jury found on Nov. 11. 
Barry filed suit against Medtronic in Feb-

ruary 2014, claiming the company’s CD 
Horizon Legacy Spinal System infringed on 
two patents that cover a way to align spi-
nal vertebrae for the treatment of spinal 
column deviation conditions such as sco-
liosis. The case was heard in the US District 
Court for the Eastern District of Texas.

Court records show the jurors agreed 
that Medtronic had “actively induced” in-
fringement on both patents, and that the 
infringement was intentional. 

Medtronic argued that Barry’s patents 
were invalid because similar technology 
had been demonstrated on a DVD video 
before the patents were filed in 2003, 
and that no reasonable jury could find 
the company had induced infringement. 
However, the jury rejected the claims to 
find that Barry’s patents were valid. 

Medtronic plans to submit a request for 
summary judgment in the company’s fa-
vor by Nov. 29.   
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St. Jude Medical: 

Neuromodulators Could Be Key To Fighting Opioid Epidemic
FErdOus al-FaruquE  danny.al-faruque@informa.com

S t. Jude Medical Inc. sees an opportunity for neuromodula-
tors to play an important role in fighting the opioid epidem-
ic. But physicians first need to be retrained on new treatment 

algorithms for pain management, a company official says.
Over the past decade, opioid abuse and overdose has become 

a major public-health concern to the extent that the Centers for 
Disease Control and Prevention has declared it an epidemic.

Alan Burton, medical director of neuromodulation and VP of 
medical affairs at St. Jude, says the problem began in the 1990s 
when physicians were trained to treat all patients with pain 
similar to how they were treating cancer patients for pain in the 
1980s. This meant using a stepladder approach by giving patients 
stronger and stronger pain medications, including opioids.

While the intentions were good, the approach to pain treat-
ment, according to Burton, has led to a severe crisis, including a 
study that found more people suffered opioid overdoses in 2014 
than experienced a car crash.

“As you typically go on over several years and the patient becomes 
a little bit more tolerant to the medication over time, they require 
escalating doses and more complicated medication regiments, and 
the expense goes up, the amount of side-effects goes up, and the 
risks with the therapy goes up,” he said. “And usually the risks and 
expenses of the therapy go up at the same time that the amount of 
effective pain control the patient is getting is going down.”

Burton was part of a panel at the 2016 AdvaMed conference in 
Minneapolis last month that discussed the opioid crisis and po-
tential solutions. 

“The amount of opioid prescriptions over the last two decades 
in the United States has gone up rather precipitously, and, at the 
same time, in the background of this, the amount of people get-
ting into trouble with addiction, dependence and, indeed, as may 
be the worst case, an accidental opioid overdose” is also rising, 
said Burton in an interview with Medtech Insight after the confer-
ence. “And we’ve seen that most famously in some recent celeb-
rity deaths like Prince, or others earlier on like Anna Nicole Smith.”

Burton says a complete revamping is needed of the pain-man-
agement algorithm that physicians are taught so opioids are con-
sidered a means of last resort. He says about a quarter-million phy-
sicians in the country need to be educated that, while opioids are 
still viable, the drugs need to be administered carefully and selec-
tively. Instead, physicians need to consider using complimentary 
alternative treatments such as meditation, massage therapy, psy-
chological treatments such as cognitive behavioral therapy, chiro-
practic therapy, naturopathy and, he noted, neuromodulators.

enter neuromoDulators
In 2015, St. Jude bought Spinal Modulation Inc. and obtained 
their Axium neurostimulator system, a spinal cord stimulator that 

targets the dorsal root ganglion. The company gained US FDA ap-
proval for the device in February and, since then, has had two 
other neuromodulators approved including a burst stimulation 
device and a deep-brain stimulator system.

“We have an almost completely new product portfolio at St. 
Jude Medical for neuromodulation,” said Burton. “There is tre-
mendous innovation in this field and all our products work better 
than our old devices, so it’s a great time in the field.”

Burton says these alternative treatments are more cost-effec-
tive, have proven to be effective and are safer. He says gaining 
FDA approvals means they can now go to physicians and even 
consumers with clinical evidence backing the use of their prod-
ucts for pain management.

“We really believe many of the chronic pain sufferers out there 
would be better served by being educated about the neuro-
modulation options as an earlier algorithm point-of-care than 
opioids, and opioids should be pushed down further in the treat-
ment algorithm, and we think that would really help to change 
this whole epidemic,” he added.

Burton says he is surprised that more people suffering from 
pain don’t know about these alternative options; his company 
plans to market neuromodulators to physicians and patients as 
alternatives to opioids.

For decades, drug-makers have been focused on developing 
new molecules, but that ignores the fact that the human body is 
electrically integrated with nerves, he noted. This opens the po-
tential to treat conditions such as obesity, arthritis, gastrointesti-
nal disorders, bladder disorders, cardiac problems and asthma.

“There’s a whole range of things that need to be investigated 
with neuromodulation way beyond chronic pain,” said Burton.

However, the medical community is finally catching up, he 
added. To illustrate the interest, Burton noted that for a very long 
time there were only three companies developing neuromodula-
tors, but now there are at least eight.   
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UK Health-Care Investors ‘Not As Brave Or 
Audacious’ As Those In US 
cathErinE lOnGwOrth  catherine.longworth@informa.com

I nvestors in the UK must be prepared to take more risks in their 
investment strategies or the country might face a brain drain 
and lose homegrown talent to the US.
That was one of the key takeaway messages from health-care 

entrepreneur, Jonathan Milner, who was among the panelists in a 
discussion on financing tactics in current uncertain capital market 
environments. The session, which took place at the Consilium Stra-
tegic Communications, Covington and RBC Capital Markets Annual 
Healthcare Conference in London, was chaired by Marc Pentopou-
los, portfolio manager at Symmetry Capital Management. 

Milner, founder of UK pharmaceutical company Abcam PLC, 
warned UK investors to not be deterred by high profile failures of 
biotech companies like Circassia, which saw its share price fall by 
more than 60% after its lead cat allergy product Cat-SPIRE failed to 
reach its primary endpoint in a pivotal Phase III study. Milner said: 
“The problem with the UK is we’re quite pessimistic; we’ve just seen 
companies like Circassia fail and everyone has suddenly gotten quite 
negative in the health-care sector, but I think that’s a big mistake. We 
need to support companies coming through with decent evalua-
tions because if we don’t, inevitably they will drift off to Silicon Valley 
or Boston, and that’s something we need to be really careful about.”

He said investors in the US were more likely to “instinctively 
get it” and get behind companies, whereas the UK investment 
community tended to be more cautious. Milner said UK inves-
tors were “not as brave or audacious” as ones in the US, but this 
needed to improve to retain talent in the country.

Milner added that health-care companies needed to have di-
verse portfolios to ensure success. He said: “I think companies 
make the mistake of being ‘one-product wonders,’ and we have a 
really bad track record in the UK of putting everything onto one 
product, but if you really want to do it properly then the method 
is to get a really good pipeline so if all else fails, you have plenty 
more that can take up that slack.” 

UK companies were also encouraged to build ties with potential 
US investors to attract investment and tap into the “large available 
capital” in the States for health-care ventures. Denise Scots-Knight, 
CEO at UK pharmaceutical company Mereo BioPharma Group Ltd., 
told the audience: “It’s all about being out there in front of your 
investors on a constant basis and not just when you’re fundrais-
ing.” She explained that it was important for European companies 
to keep meeting with US investors to show “evidence of success.” 

“You have to keep going there and meeting with the same 
group of investors, that is certainly what we at Mereo BioPhar-
ma are aiming to do on a monthly basis. You should do this for 
one year to 18 months ahead of when you need to raise the cash 
to keep showing investors you’re executing, so when the time 
comes that you are fundraising, they know you already,” she said.

The panel also addressed the challenges companies face go-

ing public and the investment hurdles to overcome for successful 
financing. Scots-Knight said: “One thing I will say about the IPO 
process is the absolute key is having inside participation.”

Pentopoulos explained successful follow-on offerings relied on 
companies outlining achievable targets when it was conducting 
its IPO. He said: “Set expectations correctly on your IPO so you can 
show that you can deliver what you promised on your IPO over a 
one- to two-year period, and it will certainly make your follow-on 
much easier if you can show you hit all the points you promised on.”

Adrian Howd, chief investment officer at Malin Corp. PLC, con-
tinued: “The really important thing is for the company to under-
stand the audience and what the investor wants, [and] if your eq-
uity story can fit – you should know exactly who you’re talking to 
and why you’re the perfect choice for them.”

The panel also touched on alternative financing structures for 
companies in the event they are unable to go public. Howd said 
non-dilutive financing options for assets and debt financing were 
routes some companies were taking on, while Scots-Knight high-
lighted option deals where big pharma or biotech funded smaller 
companies go a certain way with an option to buy them out were 
some of the more “creative financing solutions” when markets 
were tough. However, she warned that these deals rarely gave 
companies the best valuations.

As to whether M&A activity would return, the panel agreed that it 
was vital for companies to constantly keep their options open. Mil-
ner said: “I always give companies the advice I got when I started Ab-
cam, which is keep your exits open, whether that’s IPO or acquisition, 
et cetera, and never close those doors. Always keep close to poten-
tial acquirers because you just never know what might happen.”   
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Leadless Pacers Would Only Be Covered In Clinical Trials 
Under Medicare Proposal
rEEd millEr  reed.miller@informa.com

T he US Centers for Medicare and 
Medicaid Services is proposing to 
confine Medicare coverage of lead-

less cardiac pacemakers – like Medtronic 
PLC’s Micra –  to clinical trials through a 
national coverage-with-evidence-devel-
opment (CED) policy.

In a Nov. 14 proposal, the agency lays 
out the criteria for the FDA-approved 
studies of leadless pacemakers that Medi-
care would cover if the proposal is final-
ized. CMS originally announced it was 
opening a national coverage determina-
tion for leadless pacemakers on May 18. 
After receiving comments on the propos-
al, CMS expects to finalize the policy by 
February 2017. 

“Leadless pacemakers have the poten-
tial to significantly reduce serious adverse 
events related to pacemaker implanta-
tion by eliminating transvenous leads 
and the need for a surgical pocket,” the 
agency explains in the proposed decision 
memo. “However, these devices have not 
been tested in broader, long-term studies 
that include real-world practice settings 
and are currently being followed in FDA-
required post-market studies.”

CMS has coverage policies on tra-
ditional transvenous pacemakers but 
has no policy on leadless pacemakers, 
leaving coverage of these devices up 
to the discretion of the local Medicare 
contractors. 

Currently, Medtronic’s Micra transcatheter 
single-chamber pacemaker is the only FDA-
approved leadless pacemaker. The agency 
approved it on April 6 based on a 725-pa-
tient trial with six months of follow-up; as a 
condition of FDA approval, Medtronic has 
agreed to run an 1,830-patient “real-world” 
trial to evaluate one-month complication 
rates with Micra and track long-term per-
formance out to at least nine years. FDA’s 
insistence that the post-market trial be 
large enough to track rare adverse events 
and long enough to understand the long-

term benefits and risks of these devices is 
consistent with the advice the agency re-
ceived from its Circulatory System Devices 
Advisory panel, which discussed leadless 
pacemakers at a meeting in February.

The FDA-approved indication covers 
symptomatic paroxysmal or permanent 
high-grade atrioventricular block in the 
presence of atrial fibrillation, symptom-
atic paroxysmal or permanent high-grade 
atrioventricular block in the absence of 
atrial fibrillation, as an alternative to dual 
chamber pacing, when atrial lead place-
ment is considered difficult, high risk, or 
not deemed necessary for effective thera-
py, and  symptomatic bradycardia-tachy-
cardia syndrome or sinus node dysfunc-
tion (sinus bradycardia or sinus pauses), 
as an alternative to atrial or dual chamber 
pacing, when atrial lead placement is con-
sidered difficult, high risk, or not deemed 
necessary for effective therapy.

St. Jude Medical Inc. is developing the 
Nanostim leadless pacemaker, but devel-
opment of that device has stalled as the 
company temporarily stopped enroll-
ing patients in the LEADLESS II pivotal 
trial following reports that some of the 
devices lose telemetry and pacing. Also, 
Boston Scientific Corp. is developing the 
Empower leadless pacemaker to comple-
ment its Emblem S-ICD leadless ICD. 

cms wants more Data on 
comPlications, long-term 
outcomes

CMS’ CED proposal asks the manufactur-
ers to collect the same types of informa-
tion FDA asked for in Micra’s post-ap-
proval study.

The agency proposes that, as a condition 
of Medicare coverage, trials of leadless ICDs 
be designed to measure the peri-proce-
dural and post-procedural complications 
associated with the leadless pacemaker, 
the long-term outcomes with the device, 
and the effects of patient characteristics 
– age, gender, comorbidities – on the use 
and health effects of the device. 

CMS received 46 comments during the 
30-day comment period after the agency 
first announced it would review a poten-
tial coverage policy for leadless pacemak-
ers. Most of the comments came from 
electrophysiologists who have implanted 
leadless pacemakers, but there were also 
some from several manufacturers and pa-
tient groups. All the comments support 
Medicare coverage for these devices.

Medtronic’s Senior Director, Econom-
ics and Reimbursement, Barbara Veath 
wrote, “Medtronic recommends that lead-
less pacemakers be covered consistent 
with FDA labeling [because] it is highly 
consistent (and in fact nearly identical) to 
the populations covered for pacing ther-
apy in the existing NCD for single- and 
dual-chamber pacemakers.”

She continued, “We believe the refer-
ences to FDA-approved labeling take into 
consideration instances where the pro-
posed covered indications above are fully 
satisfied but where one mode of pacing 
– in this case, single chamber ventricu-
lar leadless pacing – may be indicated in 
place of dual chamber transvenous pac-
ing (as is the case with two of the three 
FDA-approved indications for Micra).”

Susan Drawert, St. Jude’s Global Thera-
py Leader for Arrhythmia Management, 

Sh
ut

te
rst

oc
k: 

isa
k5

5

These devices have  
not been tested in 
broader, long-term 
studies that include 
real-world practice 

settings,” CMS states.

medtech.pharmamedtechbi.com
mailto:reed.miller@informa.com
https://www.cms.gov/medicare-coverage-database/details/nca-proposed-decision-memo.aspx?NCAId=285


18   |   medtech insight   |   november 28, 2016 © informa UK Ltd 2016

� p o l i C y  &  r e G U l a T i o n �

Singapore Regulators To Streamline Framework For 
Software And Apps
nEEna brizmOhun  neena.brizmohun@informa.com

S ingapore’s Health Sciences Au-
thority (HSA) has proposed a set 
of guidelines on telehealth de-

vices that include clarification on which 
products would qualify as medical de-
vices and which of the agency’s evalua-
tion pathways – immediate, expedited, 
abridged or full – they should follow.

Innovation in telehealth technology 
has advanced at a rapid pace and the HSA 
wants to refine and streamline its regulato-
ry framework for medical device software 
and apps, the agency said of the proposals.

The draft guidelines, which are laid out 
a consultation document, also include 
the HSA’s position on standalone mobile 
applications that are intended to func-
tion by themselves and are not intended 
for use with other hardware devices.

The regulatory approach the agency 
plans to adopt for telehealth medical de-
vices would be largely similar to the two 
regulatory principles it uses for other 
medical devices. 

Firstly, the HSA uses a risk-based system 
to classify devices into four risk classes (A, 
B, C and D), with the level of scrutiny and 
regulatory requirements being commen-
surate with the level of risk. Secondly, it 
leverages the approvals of its “reference 
regulatory agencies” (i.e., Australia’s Ther-
apeutic Goods Administration, Health 
Canada, Japan’s Ministry of Health, La-

bour and Welfare, the US Food and Drug 
Administration and EU notified bodies (CE 
marks)) and/or prior safe marketing histo-
ry of a device. Submission requirements 
are refined according to the evaluation 
routes for which the device qualifies. 

According to the proposed guidelines, a 
telehealth device would qualify as a medi-
cal device and be subject to the HSA’s reg-
ulatory control if it was intended to: 
•	 Diagnose a disease or medical 

condition; 
•	 Cure, mitigate, treat a disease or 

condition;
•	 Prevent disease; or 
•	 Affect the structure or any function 

of the body.
Product registration requirements and 

processes would follow the agency’s “GN-15: 
Guidance on Medical Device Product Regis-
tration,” the consultation document says.

Low-risk (class A) products would be 
exempt from product registration with 
the HSA and can be marketed immedi-
ately, the document continues. Class A 
product manufacturers and importers 
would only be required to declare these 
devices in the list of their non-sterile, 
class A medical devices under the im-
porter’s and manufacturer’s licences, and 
to update the list periodically.

The proposal includes a table setting 
out the eligibility criteria for the HSA’s im-

commented: “The available data fully sup-
ports coverage of leadless pacemakers in 
patients appropriate for cardiac pacing 
therapy. It is conceivable that leadless pac-
ing will eventually become the standard of 
care, and should be considered a reason-
able and necessary treatment choice for 
physicians who care for these patients.” 

And Karen Nordahl, Boston Scientific’s 
director of Health Economics & Reimburse-
ment, tells CMS that its coverage policy on 
leadless pacemakers should require that 

patients considering a leadless pacemaker 
be informed of their options in accordance 
with American College of Cardiology/Amer-
ican Heart Association/Heart Rhythm Soci-
ety guidelines on shared decision-making 
for pacemakers. Leadless pacemakers “carry 
a different set of risks and benefits than tra-
ditional transvenous pacemakers,” Nordahl 
explains. “Patients may be eligible for both 
types of devices, therefore the risks and 
benefits of each type of device should be 
thoroughly discussed with the patient be-

fore a decision to implant is made.” 
Nordahl also suggests, “If CMS intends 

to allow for coverage of [leadless pace-
makers] under coverage with evidence 
development, the final NCD should es-
tablish a single comprehensive registry 
for the entire leadless cardiac pacemaker 
class of devices, with coverage for each 
device when used in accord with its re-
spective FDA’s label.”   
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mediate, expedited, abridged or full-eval-
uation routes. For example, manufactur-
ers of class B, C or D products that wanted 
to follow the expedited route would need 
to have: two reference agency approvals 
or one reference agency approval plus 
three years of marketing history and “no 
major safety issues globally.”

On the other hand, class B, C or D prod-
ucts that have never been approved by a 
reference agency would have to undergo 
a full evaluation.

The HSA dealers’ license requirements 
and post-marketing obligations would 
also apply to telehealth products that are 
medical devices. “If you want to engage in 
the manufacture, import and/or wholesale 
of telehealth medical devices in Singapore, 
you will need to obtain the appropriate re-
quired dealer licences from HS,” the consul-
tation document says, adding that the sub-
mission requirements and process would 
follow the agency’s “GN-02: Guidance on 
Licensing for Manufacturers, Importers 

and Wholesalers of Medical Devices.” 
The HSA clarifies that only standalone 

mobile applications that are distributed on 
local online platforms will be regulated.

The consultation document adds that 
telehealth devices intended for well-
being or lifestyle purposes would not be 
regulated as medical devices.

The deadline for submitting comments on 
the proposed guidelines is Nov. 30, 2016.   
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Will EU’s New Market Surveillance Project Hit  
As Hard As Notified Body Action? 
amanda maxwEll  amanda.maxwell@informa.com

I t has been a long time in the planning, 
but the EU is now ready to flesh out a 
major initiative in market surveillance, 

and manufacturers can expect to see 
the authorities start to behave far more 
proactively in the way they monitor their 
markets. 

The project, which had been antici-
pated to need some €900,000 of EU 
funding (about $950,000), is intended 
to reinforce the medical devices market 
surveillance system – a responsibility 
which every member state finds difficult 
to adequately manage – by improving 
coordination of activities, including com-
munications and cooperation.

It is being developed into a major ini-
tiative out of the “call for action” in 2012 
from then-European Commission Health 
Commissioner John Dalli, in response to 
the PIP breast implant scandal. The sur-
veillance effort anticipates key aspects of 
the new Medical Device Regulation, but 
it will become operational sooner. 

The first focus within the context of 
the Dalli action plan was notified bod-
ies. As a result of the plan, those entities 
now have to work within a significantly 
tighter framework than in the past, main-
ly based on changes established by the 
September 2013 Implementing Regu-
lation on the designation and supervi-
sion of notified bodies and the Recom-

mendation on notified body audits and 
assessments.

If the scale of changes is similar in the 
area of market surveillance, then manu-
facturers can expect some far-reaching 
reforms resulting in a much more tightly 
controlled working environment.

Competent Authorities for Medical 
Devices, a forum for member-state au-

thorities, which now has its own website, 
has been doing background work on the 
market-surveillance project for some 
time while awaiting the major tranche of 
needed funding.

where things stanD
The first of the CAMD-led “joint actions,” 
which was described as a pilot, has been 
developed by another European Com-
mission working group, the Compliance 
and Enforcement Network (COEN), led by 
Austria. 

It was awarded €200,000 (just over 
$200,000) from the Commission to review 
the quality of instructions-for-use by a 
group of member states, particularly class I 
medical devices, and, specifically, reusable 
and re-sterilizable surgical instruments. 

This pilot program started in Novem-
ber 2015 and is due to be completed 
by December 2017. It specifically aims 
to improve the standards and levels of 
compliance of these types instruments. 
Also part of the project is an assessment 
of how market surveillance infrastruc-
ture and collaboration between authori-
ties would work. 

A CAMD executive group has been 
working closely with the European Com-
mission to improve strategic planning 
and distribution of work across Commis-
sion-led and CAMD-led initiatives. 

CAMD
CAMD is led by the CAMD Execu-
tive Group (CEG), which is made 
up of nine members: seven are 
elected, including the chair and 
deputy chairs, and two are repre-
sentatives from the current and 
next countries that are hosting 
the European Presidency. The CEG 
coordinates the development of 
joint actions and the work being 
undertaken by the associated 
Working Groups.

CAMD also recently set up a 
competent authority task force 
to explore opportunities for the 
authorities to collaborate in the 
implementation of the new medi-
cal device and IVD regulations. 

medtech.pharmamedtechbi.com
mailto:amanda.maxwell@informa.com
https://medtech.pharmamedtechbi.com/MT103153/Market-Surveillance-In-The-EU-The-Next-Big-Wave-of-Change-Approaches
https://medtech.pharmamedtechbi.com/MT103153/Market-Surveillance-In-The-EU-The-Next-Big-Wave-of-Change-Approaches
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32013R0920
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32013R0920
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32013R0920
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex:32013H0473
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex:32013H0473
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex:32013H0473
http://www.camd-europe.eu/
https://medtech.pharmamedtechbi.com/MT104080/New-EU-Competent-Authority-MDRIVDR-Task-Force-Formed


20   |   medtech insight   |   november 28, 2016 © informa UK Ltd 2016

� p o l i C y  &  r e G U l a T i o n �

Industry Urges FDA To Distinguish Between 510(k) 
Modification Factors 
suE darcEy sue.darcey@informa.com

U S FDA’s August draft guidance on 
510(k) modifications confusingly 
intermixes what are supposed 

to be two distinct factors for deciding 
whether a new submission is necessary, 
industry stakeholders say. Companies also 
call for the agency to update its language 
in the draft to remove the suggestion that 
manufacturers must repeatedly assess 
and document every incremental change 
to a 510(k)-cleared device to evaluate the 
cumulative impact of recent changes.  

The 510(k) modifications draft, released 
Aug. 5, stressed that FDA wants device 
sponsors to complete risk-based assess-
ments on changes they make to devices 
that may involve safety improvements, 
labeling, technology or engineering, or 
materials they use to make products. 

The draft guidance is the agency’s sec-
ond attempt to refresh its policy on 510(k) 
modifications, which is currently set in a 
1997 guidance document (K-97). FDA is-
sued a draft guidance in 2011 that was met 
with substantial opposition from industry, 
and some members of Congress, arguing 
that the proposed policy would lead to a 
massive increase in 510(k) submissions. 

There is clearly more support for the lat-
est draft guidance, which tracks much more 
closely to the approach taken by FDA’s 
1997 document, with some updates. None-
theless, industry groups are urging some 
changes before the guidance is finalized.

inDustry: Don’t mix ‘intenDeD 
use’ changes with those 
altering safety, effectiveness

A common theme of concern from com-
panies and industry groups commenting 
on the draft guidance is that FDA is be-
ing over-general in how it describes the 
thresholds that need to be met to require 
a new 510(k) submission. 

The guidance “interprets a ‘major change 
in intended use’ to be a type of change that 
could significantly affect safety or effective-
ness,” wrote April Veoukas, Abbott Labora-
tories’ director of regulatory affairs. But “this 
interpretation is inconsistent with the regu-
lation … which sets forth [only] two stan-
dards for assessing modifications: (1) a ma-

jor change in intended use or (2) a change 
in the device that could significantly affect 
safety or effectiveness,” she pointed out.

“By subsuming the first standard into 
the second standard, the guidance over-
looks an important distinction in the 
analysis of device modifications,” Veoukas 
noted. “We do not believe the regulations 
support [FDA’s] approach.” 

The regulations “make clear that technol-
ogy and intended-use changes are evalu-
ated differently,” AdvaMed’s VP, Technology 
and Regulatory, Ruey Dempsey agrees.

The Medical Device Manufacturers As-
sociation’s Mark Leahey also emphasized 
this point, arguing that underlying regu-
lations “intentionally separate changes in 
design, material, chemical composition, 
energy source or the manufacturing pro-
cess, from changes to the intended use 
of the device.” The MDMA CEO explained 
that the test for measuring whether the 
physical, design and energy changes re-
quire a new submission is that they “could 
significantly affect the safety or effective-
ness of the device”; the test for intended 
use is whether it’s a “major change.”

Assessing whether a new intended use 
is a “major change” based on whether it 
could significantly affect safety and ef-
fectiveness complicates the assessment, 
multiple commenters state. 

The device firm Cook Group also asked 
FDA to provide additional detail “on what 

And it is CAMD that will deliver a new 
series of “joint action” projects designed 
to further enhance collaboration, im-
prove market surveillance and coordinate 
better communication across the mem-
ber states, while sharing the workload.

latest initiative
The latest initiative is focused on the man-
agement and structure of market surveil-
lance rather than on specific projects. 

It was announced following the formal 
launch at the CAMD meeting in Bratislava, 
Slovakia last month.

The UK’s Medicines and Healthcare 
products Regulatory Agency (MHRA) leads 
three out of five of the latest market sur-
veillance joint action working groups set 
to create the structure needed for more 
intense surveillance activity. This is despite 
the fact that the UK is in the middle of forg-
ing a path to exit the EU. 

The five working groups are:
1. Coordination (MHRA, UK)
2. Dissemination (MHRA, UK)
3. Evaluation (MHRA, UK)
4. Manufacturers’ inspections (NLNA, 

the Netherlands)
5. Clinical process and resource devel-

opment (HPRA, Ireland)   
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constitutes a substantive change to indi-
cations for use.”

Cook’s Chair Stephen Ferguson wrote 
that labeling changes to a device from 
single-use to multiuse, or from prescrip-
tion to over-the-counter use may be rea-
sons for submitting a new 510(k), but, he 
said, “They do not appear to be changes 
in indications for use.”

The guidance states that indications for 
use “describe the disease or condition the 
device will diagnose, treat, prevent, cure 
or mitigate, including a description of the 
patient population…” but “changes in re-
use or Rx/OTC status do not change the 
disease, condition or patient population 
being treated,” Ferguson said.

measuring cumulative imPact
Another element of the draft guidance ad-
dressed by multiple stakeholders is how 
FDA recommends companies consider the 
cumulative changes to a device when con-
sidering whether a 510(k) is needed. The 
document points out that sponsors must 
compare a changed device to the version 
most recently cleared under a 510(k), even 
if there have been multiple modifications in 
the interim that did not go through 510(k).

“When the manufacturer compares the 
proposed modified device to the device in 
its most recently cleared 510(k), the manu-
facturer should evaluate the cumulative im-
pact of all changes since their most recently 
cleared 510(k),” the draft guidance states. 

But that wording “creates confusion,” 
noted Abbott’s Veoukas, because, she said, 
while it is clear the agency intends to have 
sponsors evaluate every change made to a 
device for its regulatory impact each time 
one is made, what is not clear “is the agen-
cy’s expectation on documentation.”

MDMA’s Leahey says that while assess-
ing the cumulative impact is reasonable, 
“requiring every change to include docu-
mentation which reassess every prior 
change would be extremely burdensome 
without any corresponding benefit or ad-
ditional information.” 

MDMA, Abbott and others recommend 
the language above be changed to: “When 
the cumulative effect of individual chang-
es triggers the regulatory threshold the 
manufacturer should file a 510(k). When it 

does not, the manufacturer should docu-
ment the last change(s) to file.”

other critiques
AdvaMed also asked that FDA add a sec-
tion to its guidance addressing when 
modifications to class I devices would 
trigger a 510(k) submission, and said that 
when addressing the treatment of com-
bination products, the guidance should 
clearly state that it applies to the device 
portion of combo products.

“The current wording [on combination 
products] implies that the guidance may 
just be ‘helpful,’” AdvaMed said.

MDMA also asked for more details on risk 
management in the guidance. “Although 
risk management is discussed, the guidance 
is inconsistent on when a risk-based assess-
ment should be utilized,” the group noted.

Device firm Cook Group, meanwhile 
stated in its comments that it is important 
that the “division between labeling, tech-
nology/engineering/performance chang-
es and materials changes” be maintained 
in the draft guidances. The company also 
urged that FDA continue to include the 
flowcharts it used in the draft version, but 
with additional detail provided in the text. 

quality system regulation 
emPhasizeD
Both MDMA and AdvaMed, among oth-
ers, praise FDA for how it incorporates the 
Quality System Regulation into the draft 
guidance, which, they emphasized, serves 
as a framework for avoiding a new 510(k) 
for an array of modifications. 

“The QSR, which was not yet in ef-
fect when the K-97 guidance, provides a 
strong foundation of verification and vali-
dation each time a change is implement-
ed,” Leahey wrote. 

“The net effect of the QS regulation is 
to require that, when manufacturers of a 
finished medical device make a change in 
the design of the device, there is a process 
in place to demonstrate [it] meets the 
change in device specifications… They 
must keep records, and these records 
must be made available to an FDA investi-
gator,” he pointed out.   
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FDA Says Bayer’s Response To Essure 
Investigation Satisfactory; Approves Product Label 
suE darcEy sue.darcey@informa.com

O n Nov. 15, FDA completed its investigation of a nearly 
two-year-old-long trade complaint against Bayer 
HealthCare LLC focusing on the initial PMA approval 

and follow-up for its controversial Essure “permanent” birth con-
trol device, and approved the product’s revised labeling. 

While the agency says it will continue to review the device in a 
post-market trial – a planned six-year comparative study on ad-
verse effects and effectiveness of Essure – it appears FDA is content 
to allow the product to stay on the market provided that physicians 
adhere to newly approved “black box” labeling warning patients 
about related adverse events documented with use of Essure.

The agency’s final assessment concluded that while Bayer had 
committed some violations at clinical investigator sites, “they did 
not result in harm to study subjects.” The firm implemented cor-
rective actions to address the inspectional findings in a way that 
“satisfactorily addressed the FDA’s concerns,” FDA wrote in a sum-
mary of its evaluation provided to Medtech Insight Nov. 15. 

Additionally, FDA said that Bayer did not engage in unlawful 
marketing practices, and that “no further action” is necessary.

In early September, FDA accepted a post-approval study plan 
by Bayer for its device. The protocol entails a non-randomized, 
six-year cohort study that will run through 2022, comparing Es-
sure-implanted women to tubal ligation sterilization subjects. 

On Feb. 20, 2015, Koch filed a citizen petition with FDA over 
Essure in the wake of thousands of women’s complaints that the 
device has caused multiple adverse effects including excess pain, 
bleeding and perforations, and in some cases, had proven inef-
fective in preventing pregnancies.

site insPections conDucteD
The petition against Bayer came from the law firm Koch, Parafinc-
zuk & Wolfe, P.A. It alleged clinical trial misconduct during the initial 
study supporting Bayer’s PMA for Essure. Specifically, the complaint 
charged that the clinical trial participants’ medical records had been 
altered to reflect more favorable data about participants’ experiences. 

The complaint also alleged that the sponsor violated the terms 
of the PMA approval order, and violated laws that related to the 
manufacturing and marketing of Essure.

“FDA conducted inspections of Bayer, including surveillance 
of ongoing clinical investigations related to the Essure device, to 
ensure that the manufacturer was complying with FDA’s laws and 
regulations,” according to the agency’s summary of its findings.

The agency expanded its routine inspection at Bayer’s California 
facility in June 2015 to investigate the trade complaint and collect la-
beling and promotional materials. This may have been a response to 
both the Koch, Parafinczuk complaint, and some promotional claims 
about Essure forwarded to the agency by gynecologists and obste-
tricians across the US, who told FDA at a September 2015 advisory 

panel meeting that advertisements for Essure stated it would result 
in “zero” pregnancies in women who used the product.

FDA also conducted an inspection at the New Jersey Bayer fa-
cility last year to assess conduct and records from ongoing Essure 
studies, the agency said.

The agency found no regulatory violations at Bayer’s California fa-
cility. However, violations at the New Jersey facilities were identified, 
including evidence that the company “did not promptly inform the 
FDA of new information about a study that was conducted in France.”

FDA had already obtained and analyzed Essure study partici-
pant case report forms from the phase II and pivotal studies sup-
porting the original 2002 PMA approval of Essure, agency staff 
said at the September 2015 advisory panel meetings. 

They conducted a reevaluation of the participants case reports, 
released in February 2016, and this analysis “did not find evi-
dence of systematic or intentional modification of study subject 
responses in an effort to falsify (provide a more favorable device 
profile) the data relied upon by FDA to make the original PMA ap-
proval,” the agency concluded.   
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