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FDA Will Not Release Final LDT Guidance
The FDA has announced that it will not release final guidance on
laboratory developed tests (LDTs), and instead will work with Congress and other stakeholders to determine how LDTs should be regulated, the American Clinical Laboratory Association (ACLA) said.
The decision “is a victory for diagnostic innovation and most
importantly, patients,” Alan Mertz, the ACLA’s president, said. “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.”
Mertz said the ACLA has consistently maintained that LDTs are
not medical devices and cannot be regulated as such.
The FDA proposed draft guidance in October 2014 for the
agency to begin regulating LDTs using a risk-based framework
(IDDM, Oct. 3).
(See LDT, Page 4)

New Clinical Data Requirements Could
Discourage EU Market Entry
The U.S. could become a more attractive place than the EU to
introduce new medical devices given the more stringent premarket
clinical data requirements under the EU’s new Medical Device Regulation (MDR).
Maria Donawa, M.D., president of Donawa Lifescience Consulting in Rome, Italy, said in an interview that until recently, manufacturers often preferred to bring new medium- and high-risk devices
to the EU before the U.S. because of the clinical data requirements
required for 510(k)s.
However, she said the EU’s new MDR that will come into force
next year has a significantly more stringent clinical evaluation process and numerous other mandates that could change this equation.
(See Market, Page 2)
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Market, from Page 1
Sweeping new medical device regulations in
the EU are expected to be finalized in December
or early 2017, although medical device manufacturers will still have three to five years to comply.
The new MDR will require risk management and
quality management systems, the use of unique
device identifiers, major changes to clinical evidence requirements, and tighter control over distribution chains.
Donawa said the MDR’s new premarket clinical data requirements will be especially relevant
to market entry decisions. “The clinical evaluation process is already important under the current directives, but its prominence is significantly
increased in the MDR,” she said.
Although current EU regulations require
premarket data regarding usability, design, manufacturing, packaging, and other factors, many
data requirements will be more detailed under
the MDR.
Clinical Evaluations
In addition, revised guidelines on clinical
evaluations (MEDDEV 2.7/1 Rev. 4) devote 56 of
their 65 pages to describing how clinical evaluations should be performed. Although MEDDEVs
are technically non-binding guidance documents,
most EU regulators require manufacturers to follow them.
Among other things, the guidelines call for
significantly more information in clinical evaluation documents and provide detailed instructions
to EU notified bodies on how to evaluate these
documents. Moreover, to use clinical data for a
device to justify access to the EU market, a company will have to own the data or have a legal
agreement to access it, rather than merely compiling data from competitive equivalent products.
“Many companies had problems with the previous version [of the MEDDEV], so the new one
will be a significant challenge for some companies,” she said. “Preparing data in accordance
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with the MEDDEVs and the MDR requires
detailed documents that can take considerable
time and specialized resources.”
Many of the clinical data that will be required
under the new MDR and MEDDEVs are not
required by the FDA for 510(k)s.
“Although clinical data are sometimes
required for 510(k)s, this is generally in the form
of relatively small clinical studies to provide evidence of substantial equivalence on safety and
effectiveness of a new device that differs technologically from a predicate device,” Donawa said.
“Most 510(k)s do not require clinical studies, and
FDA does not require the type of clinical information that will be necessary under the MDR.”
Additional Requirements
The upshot is that it could take six to 12
months to generate the extensive clinical data
needed for CE marking — up to twice as long as
it takes to obtain a 510(k) clearance.
Beyond clinical data requirements, the MDR
has an expanded scope that covers not only the
manufacturer and authorized representative, but
also the importer and distributor. It adds new
requirements related to managing and labeling hazardous substances, designating a person responsible for regulatory compliance, postmarket planning and reporting, and providing
implant cards to certain patients.
Moreover, the MDR identifies numerous
areas where either “delegated acts” or “implementing acts” will be adopted by the European
Commission to supplement or amend certain
regulatory provisions or resolve differences in
interpretation and application, Donawa said. It is
uncertain what new requirements the delegated
and implementing acts will impose.
All of this could make bringing some new
devices to the EU market more of a hassle than it
is worth. “History supports the increase and not
the decrease in regulations, so it is difficult to see
any trend in the future that would make life easier for manufacturers,” she said. — Jeff Kinney
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FDA Approves Labeling
Changes for Essure
The FDA has completed an investigation of
a trade complaint against Bayer Healthcare LLC
alleging that the company altered medical records
supporting the premarket approval application for
its Essure permanent birth control device.
The complaint alleged that Bayer altered the
medical records of clinical trial participants, violated the terms of the PMA approval order, and
violated manufacturing and marketing laws.
After conducting an inspection, the FDA
found that Bayer had committed some violations
related to the clinical trials but had not harmed
any patients. It now requires the firm to use new
labeling that includes a boxed warning and a
patient decision checklist.
The boxed warning is identical to that provided in final guidance issued Oct. 31 and states:
WARNING: Some patients implanted with
the Essure System for Permanent Birth Control
have experienced and/or reported adverse events,
including perforation of the uterus and/or fallopian tubes, identification of inserts in the abdominal or pelvic cavity, persistent pain, and suspected allergic or hypersensitivity reactions. If
the device needs to be removed to address such
an adverse event, a surgical procedure will be
required. This information should be shared with
patients considering sterilization with the Essure
System for Permanent Birth Control during discussion of the benefits and risks of the device.
The patient decision checklist provides
information about the device, its use, and safety
and effectiveness outcomes. FDA spokeswoman
Angela Stark said the language in the checklist
is “very similar” to the examples provided in
the guidance.
Bayer also updated the physician instructions
to include:
●● More specific information about Essure’s
material properties;
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●● Updated warning information;
●● New contraindications related to hysteroscopy procedures;
●● Added additional observed and potential
adverse events;
●● More detailed information about patient counseling and the patient decision
checklist;
●● More instructions on placement procedure; and
●● More detailed information on device
removal.
In addition, the patient labeling now:
●● Removes references to “non-surgical,” instead referring to “minimally invasive”;
●● Revises long-term risks to include pain,
surgery to relieve pain, hypersensitivity
reactions, and pregnancy risks.
Stark said Bayer has committed to posting its updated labeling “as quickly as possible.”
The FDA will provide links to the labeling on its
website when it is made public.

Fujifilm Receives Form 483 for Complaint
Investigation, Other Violations
Fujifilm Medical Systems U.S.A., Inc. failed
to investigate complaints about a device failure,
establish procedures for evaluating complaints
and taking corrective and preventive action, fail
report a correction or removal, and adequately
validate a process, according to a Form 483.
The inspector first observed that Fujifilm did
not review, evaluate, and investigate complaints
involving the possible failure of its duodenoscopes to meet any of their specifications.
Second, the Form 483 says that procedures
for receiving, reviewing, and evaluating complaints by a formally designated unit were not
adequately established. Specifically, Fujifilm
did not conduct a medical device report review
(See Fujifilm, Page 4)
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Premarket Notification Guidance for
Magnetic Resonance Devices Finalized

Photometrics and QImaging Launch
95 Percent QE Scientific CMOS Camera

A new section in final guidance on submitting
premarket notifications for magnetic resonance
diagnostic devices (MRDD) clarifies when device
modifications trigger the need for a new 510(k).

Photometrics and QImaging have released the
QI400BSI Scientific CMOS camera for biomedical instrumentation manufacturers.

Not all modifications to a previously cleared
MRDD require a new 510(k). Rather, a 510(k) is
needed for a modification that could significantly
affect the safety or effectiveness of the device, or
a major change or modification in the intended
use of the device.
For example, the FDA said changes to the main
static magnetic field, gradient system, and radio frequency (RF) body transmit coils generally require a
new 510(k). Introducing a new RF receive coil also
generally requires a new 510(k), while modifying
an existing RF receive coil may or may not depending on the circumstances, the guidance says.
Changing the transmit architecture of other
types of transmit coils generally requires a new
510(k), but changing the material type, formulation, chemical composition, or material processing for non-patient contacting coil housing materials generally does not.

The camera acquires 41 frames per second
with 16-bit images and 82fps with 12-bit images.
The companies will unveil the camera in January.
LDT, from Page 1
But, senators said during a recent committee
hearing that the FDA does not have the capacity to
regulate the tens of thousands of LDTs currently
being used across the country, (IDDM, Sept. 23).
Currently, most tests that are developed and
used within a single facility are regulated by
the Centers for Medicare & Medicaid Services,
under the Clinical Laboratory Improvement
Amendments. They can include in vitro diagnostics, blood tests, and assays evaluating whether a
patient will respond to a specific drug.
Fujifilm, from Page 3

Changes to pulse sequences and protocols
may or may not require a new 510(k).

for work orders generated for repairing returned
duodenoscopes that had malfunctioned.

The guidance finalizes a draft document
issued on July 14, 2015, and supersedes guidance
issued in 1998.

The inspector also observed that Fujifilm did
not establish procedures for corrective and preventive action for returned duodenoscopes.

Read the final guidance here: www.fdanews.
com/11-17-16-finalguidance.pdf.

Fourth, the inspector found that the firm did not
report a correction or removal that was conducted
to reduce a health risk posed by a duodenoscope.

Qiagen GeneReader NGS System
To Relaunch in U.S. Market

For example, one complaint stated that a duodenoscope’s suction button became stuck during a
procedure, causing a delay. Fujifilm took corrective
action but did not submit a field correction report.

Qiagen is relaunching the GeneReader NGS
System in the U.S. and will showcase the Sample
to Insight sequencing solution together with performance data and other technologies in early 2017.
The relaunch of is made possible because
Qiagen accelerated several upgrade programs to
the sequencing chemistry.

Finally, the Form 483 says the company failed
to adequately validate a duodenoscope cleaning
process whose results cannot be fully verified by
subsequent inspection and testing.
Read the Form 483 here: www.fdanews.com/
11-16-16-fujifilmmedicalsystemsusainc483.pdf.
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DeGette Praises FDA’s Cybersecurity
Efforts, Calls for More Cooperation
The FDA is taking steps to address cybersecurity
vulnerabilities in medical devices but needs to foster
more cooperation between stakeholders to encourage timely reporting of cybersecurity incidents, Rep.
Diana DeGette (D-Colo.) said in an interview.
DeGette and Rep. Susan Brooks (R-Ind.),
both members of the House Energy and Commerce Committee, recently asked the agency
about its cybersecurity initiatives. In a letter to
FDA Commissioner Robert Califf and Director of the Center for Devices and Radiological Health Jeffrey Shuren, DeGette and Brooks
sought details regarding plans to further reduce
risks of hacking, unauthorized access, and use
of malware.
DeGette and Brooks also asked the FDA
about its level of collaboration with manufacturers and other stakeholders, efforts to enhance
cybersecurity throughout a device’s life cycle,
personnel expertise on cybersecurity, and interagency coordination. They requested a response
from the agency by Dec. 16.
DeGette’s request comes at a time of increasing concern about cybersecurity threats to medical
devices. Up to 15 million medical devices are integrated into the nation’s digitized healthcare network, creating myriad avenues for cyber-attacks.
“As cyber threats continue to evolve at a
rapid pace, FDA must work to prevent emerging threats, mitigate existing vulnerabilities, and
assess the strength of a device’s cyber resilience
in both pre-market and post-market contexts,” she
said in the interview.
DeGette said that she will monitor the FDA’s
cybersecurity efforts closely, but that it is premature to talk about legislation on the topic.
“We want to hear more from FDA, other federal agencies, and key stakeholders before deciding whether legislation is necessary,” she said.
“My priority right now is to learn whether all
stakeholders across the system — including the
FDA — have the resources they need to deal with
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emerging issues as technology continues to evolve.
I also want to make sure all device manufacturers, big and small, are able to share best practices
and efficiently navigate through the myriad federal
agencies with jurisdiction over this issue.”
Read the letter here: www.fdanews.com/1117-16-letter.pdf.
Read the draft guidance here: www.fdanews.
com/11-17-16-draftguidance.pdf.

PhotoMedex Gets Form 483 for Late
MDR Reports, Poor Risk Analysis
PhotoMedex Inc. did not submit medical device
reports (MDRs) in a timely manner, conduct an
inadequate risk analysis, or establish adequate procedures for design change and corrective action, an
FDA investigator reported on a Form 483.
In the first observation, the inspector said
that PhotoMedex, which makes skin care products, failed to submit an MDR within 30 days
of receiving information that a marketed device
may have caused death or contributed to a death
or serious injury.
Second, the inspector said that PhotoMedex
failed to submit an MDR within 30 days of receiving information that a marketed device had malfunctioned and likely would cause or contribute to a
death or serious injury if the malfunction recurred.
The Form 483 also states that the firm’s risk
management procedure was inadequate because,
although it required complaints to be evaluated
for post-market risk, this requirement was not
always followed.
In addition, the inspector found that PhotoMedex did not perform validation and/or verification activities associated with certain changes to
its Liquid Light Guide touch control assemblies.
Finally, the Form 483 faults PhotoMedex for
not adequately establishing corrective and preventive action procedures for certain products.
Read the inspection report here: www.
fdanews.com/11-16-16-photomedexinc483.pdf
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BRIEFS
Xenocor’s Single-Use
Laparoscope Receives CE Mark
Xenocor has received the CE Mark for the Xenoscope systems, which are single-use laparoscopes.
The device is used in diagnostic and therapeutic procedures for digestive track surgery
within the thorax and abdominal cavities, including the female reproductive organs.
This single-use device is designed to improve
flexibility while providing HD visualization of
the anatomy.
Genedrive Gains CE-IVD
Certification for Human Genotyping Test
Genedrive has announced the CE-IVD certification of its rapid Genedrive IL28B SNP human
genotyping test.
The device performs a 50-minute test with
an inner-cheek swab sample using the Genedrive
mobile real-time PCR instrument.
The Genedrive IL28B test was developed
alongside the Genedrive HCV test which is
scheduled for market launch in 2017.
Prytime Medical Devices
Receives CE Mark
Prytime Medical Devices received CE Mark
approval for its ER-Reboa Catheter and has begun
preparation for a targeted market release in Europe.
The device is designed for temporary occlusion of large vessels by using a balloon catheter.
The company expects to begin its European
distribution by early 2017.
LimFlow’s Stent Graph
System Receives CE Mark
LimFlow has received the CE Mark for
its LimFlow Graph Stent System designed to
increase blood flow to the lower limbs in patients
at risk of limb amputation due to ischemia.
The LimFlow Stent Graft System consists
of four main components: an arterial ultrasound

catheter with needle, a venous ultrasound catheter, a covered nitinol stent in a delivery system
and an ultrasound system.
This device is used to bypass diseased arteries
and divert blood flow into the tibial vein in order
to increase blood flow to the entire ischemic foot.
Channel Medsystems Secures IDE
Approval and for the Clarity Pivotal Study
Channel has revealed the treatment of the
first subjects in the US phase of its Clarity Pivotal
Study, which was to evaluate the safety and effectiveness of the Cerene Cryotherapy Device for
endometrial ablation in women with heavy menstrual bleeding who are finished with childbearing.
The device was designed to provide an analgesic effect.
Treatment with cryothermic energy has been
shown to reduce the likelihood of scarring and
intrauterine adhesions that are often associated
with heat-based endometrial ablation.
HeartWare Issues Recall
For Ventricular Assist Device Controllers
HeartWare has recalled the HVAD controller
due to a loose power connector, which may cause
the rear portion of the pump’s driveline connector
to become separated from the front portion of the
driveline connector.
The HVAD delivers blood from the heart to
the rest of the body and is used in patients who
are at end-stage left ventricular heart failure and
who are waiting for a heart transplant.
The devices were manufactured between September 30, 2014 and February 29, 2016.
Premarket Review Timeframes
Improve for Japanese Medical Devices
The Pharmaceutical and Medical Devices
Agency (PMDA) has reported steady reductions
in review times for Class II and III pre-market
(See Briefs, Page 8)
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Briefs, from Page 7
approvals between fiscal years 2010 and 2014,
and also in late 2015. A report was compiled and
showed similar trends.
The following review timeframes are to be
reached by 2018: new devices will take 9-12 months
for fast-track Yusenshisa applications; improved
devices with clinical data will take 9 months;
improved devices without clinical data will take 7
months; and generic devices will take 5 months.
InspireMD Gains Commercialization
Approval in Russia for CGuard
InspireMD has received regulatory approval
to commercialize the CGuard Embolic Prevention System (EPS) for the treatment of carotid
artery disease in Russia.
The CGuard EPS is designed to prevent periprocedural and late embolization by trapping potential emboli against the arterial wall while maintaining perfusion to the external carotid artery.
CGuard EPS is CE Marked and not approved
for sale in the U.S. by the FDA at this time.
Cardiovascular Systems Signs Distribution
Agreement with Medikit for Japan
Cardiovascular Systems has signed a distribution agreement with Medikit to sell its Diamondback 360 Coronary and Peripheral Orbital Atherectomy Systems (OAS) in Japan.
Cardiac Systems has submitted its application for Shonin approval of the Coronary OAS
Micro Crown following the completion of the
Coast clinical study which evaluated the safety
and efficacy of Cardiac Systems’ OAS in treating
patients with severely calcified coronary lesions.
Customer Service
(888) 838-5578 • +1 (703) 538-7600
customerservice@fdanews.com
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The company completed Coast enrollment of
100 patients in July 2015.
Data was presented from the study showed
a 30-day freedom from major adverse cardiac
events rate of 85 percent and a successful stent
delivery rate of 99 percent.
Parexel Launches IDMP-Focused
Software and Service Solution
Parexel has launched an Identification of
Medicinal Products (IDMP)-focused solution for
biopharmaceutical companies.
Liquent InSight for IDMP is the newest module added to Parexel’s Regulatory Information
Management platform.
The company’s software allows biopharmaceutical companies to collect their data in a comprehensive and holistic manner.
It is compliant with the five ISO IDMP standards defining product and registration data and
details for investigational and registered medicinal products.
Inscopix Launches an “All-Optical”
Brain Mapping Platform
Silicon Valley-based, Inscopix, has revealed
their microscopic brain-imaging device, nVoke.
nVoke is a combination device that illuminates
modified neurons to show calcium ion channels.,
into a single “all-optical” platform for precise measurement and modulation of brain activity.
This device is designed for observing the
relationship between electrical pulses in nerve
cells and their behavior as well as deciphering the
interactions between groups of neurons within
and across brain regions.
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24 Elements of a Successful
Supplier Quality Agreement
Supplier quality is a fundamental topic of perennial importance.
Your agreements with suppliers must be written and executed to cover every possible contingency and ensure that the materials that go into your products are exactly
what you require and are available when you need them.
Today’s minor mistake by your supplier could easily turn into tomorrow’s major
recall. And if you don’t catch all the oversights in your quality agreement, odds are
the FDA will.
In this FDANews Brief, 20-year industry veteran Steven Sharf, explains the elements that need to go into your quality
agreement:
1.
2.
3.
4.
5.
6.
7.
8.
9.
10.

Calibration and Maintenance
Batch Documentation
Change Control
Deviations / OOSs
Field Alerts / Recalls
Material Inspection / Testing / Release
Labeling Controls
Rejected Materials
Complaint Handling
APR / PQR Inputs

11.
12.
13.
14.
15.
16.
17.
18.
19.
20.

Audits / Inspections
Specifications
Subcontracting
Dispute Resolution
Warehousing and Distribution
Technical Transfer
Validation / Qualification
Record Retention
Sample Retention
1.
Reprocessing / Reworking

Use this 24-point plan to make sure you’ve covered all your bases and keep
your suppliers well in hand. Order your copy today.

3Yes! Quality Agreement at the price of $177 for each PDF.
q

Please send me ____ copy(ies) of 24 Elements of a Successful Supplier

Name _________________________________________________________
Title __________________________________________________________
Company ______________________________________________________
Address _______________________________________________________

21.
22.
23.
24.

Supplier Qualification
Stability Programs
Contact List
Responsibility Matrix
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2. WEB: www.fdanews.com/52994
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4. MAIL: FDAnews
300 N. Washington St., Suite 200
Falls Church, VA 22046-3431
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q Check enclosed (payable to FDAnews)
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Supplier Auditing: A Four-Part Plan
You deal with hundreds of suppliers.
And you need to make sure each and every one of them meet your quality standards.
How can you keep your eye on that many suppliers?
You need a supplier auditing program that helps you stay on top of all your outsourced
operations. The FDAnews Brief Supplier Auditing: A Four-Part Plan helps you build a
system that shows the FDA and other regulators that you hold the reins when it comes
to supplier quality:
 Decide who to audit. Start with risk assessment. Not every supplier needs a comprehensive annual audit. Some
present bigger potential problems than others and should be monitored frequently. Others may be trusted longstanding contractors that you check up on only every few years. How can you know which is which?
 Decide what to audit. Do you need to examine a supplier’s entire quality system, or just a particular process
or procedure?
 Decide when and how to audit. What steps will you take and what questions need to be answered? Create a
checklist to keep the audit on track.
 Keep up with your suppliers. Maintain a file on each supplier — a dossier,

FOUR EASY WAYS TO ORDER

if you will — and develop a list of those you have given your stamp of
approval. Having these records on hand will be invaluable when FDA
investigators start looking at your supplier management system.
Get your supplier audit program in shape now with Supplier Auditing:
A Four-Part Plan.
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