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October 1, 2010

Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Re:  Docket No. FDA-2010-N-0348; Center for Devices and Radiological Health 510(k)
Working Group Preliminary Report and Recommendations, and Task Force on the
Utilization of Science in Regulatory Decision Making Preliminary Report and
Recommendations; Availability; Request for Comments

Dear Sir or Madam:

Medtronic, Inc ([Medtronicl) is the global leader in medical technology (] alleviating pain,
restoring health, and extending life for people with chronic conditions around the world.
Medtronic develops and manufactures a wide range of products and therapies with emphasis on
providing a complete continuum of care to diagnose, prevent and monitor chronic conditions
such as diabetes, cardiovascular disease and neurological disorders. Each year, Medtronic
therapies help more than seven million people.

Medtronic is pleased to submit comments on the Center for Devices and Radiological Health
510(k) Working Group Preliminary Report and Recommendations, and Task Force on the
Utilization of Science in Regulatory Decision Making Preliminary Report and Recommendations.

Medtronic markets a wide range of products in the United States. Many are higher risk devices
and are approved for use through the PMA process. The majority of Medtronic products,
however, are cleared for use through the 510(k) process. This process has worked well for the
FDA, and for Medtronic and other device manufacturers, as a vehicle to provide appropriate
reviews for medium and low risk devices, to foster innovation, and to bring safe and effective
devices to US patients.

Medtronic appreciates the Agencyls approach to its review of the 510(k) process. We also
recognize that some changes are needed to make the process more predictable and responsive to
the ever-changing technologies that come before it. The agency has been open to suggestions
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October 4, 2010 i«»i BD

Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville, MD 20852

Re: [Docket No. FDA-2010-N-0348] Center for Devices and Radiological Health
510(k) Working Group Preliminary Report and Recommendations, and Task
Force on the Utilization of Science in Regulatory Decision Making Preliminary
Report and Recommendations; Availability; Request for Comments

Dear Sir/Madam:

On behalf of Becton, Dickinson and Company (BD), | am pleased to submit these
comments on the recently published reports from the CDRH 510(k) Working
Group and the Task Force on Science in Regulatory Decision Making.

BD is a leading global medical technology company that develops, manufactures
and sells medical devices, diagnostic instrument systems, reagents and research
tools. The Company is dedicated to improving people's health throughout the
world. BD is focused on improving drug delivery, enhancing the quality and
speed of diagnosing infectious diseases and cancers, and advancing research,
discovery and production of new drugs and vaccines. BD's capabilities are
instrumental in combating many of the world's most pressing diseases. Founded
in 1897 and headquartered in Franklin Lakes, New Jersey, BD employs
approximately 29,000 associates in more than 50 countries throughout the world.
The Company serves healthcare institutions, life science researchers, clinical
laboratories, the pharmaceutical industry and the general public.

BD is an active member of the Advanced Medical Technology Association
(AdvaMed) and has participated along with other medical technology companies
in developing the comments which have been provided separately on behalf of
the entire AdvaMed membership. We urge FDA to very carefully consider
AdvaMed’'s comments on this very important topic. Our general comments and

specific recommendations are intended to supplement the points raised by
AdvaMed.

We offer the following general comments on the reports:



We applaud FDA’s detailed examination of the 510(k) process. It is clear from
both reports that the internal review process was thoughtful and comprehensive,
eliciting input and suggestions from review staff and other personnel reflecting a
broad cross section of experience and skill levels within the Agency, and that
great care was taken to report out the wide ranging input received. We also wish
to recognize publication of these reports as a very useful step in the Agency's
effort to improve transparency to the regulated industry.

While we agree that there are aspects of the 510(k) process that can be
improved, we urge the Agency to carefully consider all available input and work
closely with industry and other stakeholders regarding changes to this very
important program. As pointed out in the reports, the 510(k) program represents
the largest number of annual submissions of any premarket review program at
FDA — approximately 4,000 per year over the past decade - with only a small
number of these submissions raising concerns with the process or safety of the
devices placed on the market. Any approach to change in the 510(k) program
must carefully balance the goals shared by both FDA and industry to continue to
provide safe and effective devices to the American public while also fostering
innovation in medical technology.

The CDRH reports provide a tremendous quantity of feedback for consideration
by FDA, industry, and other stakeholders, while providing an unprecedented
insight into the opinions of numerous staff on all aspects of the 510(k) process.
The sheer volume of input that was received, resulting in approximately 70
individual recommendations for change, warrants additional assessment and
very careful consideration before implementation.

FDA made a significant investment on behalf of the US public when it
commissioned the Institute of Medicine to convene an expert panel to study the
510(k) process and publish a comprehensive report on all aspects of the
premarket notification process. This report is expected in early 2011, and we
urge FDA to assure that the Agency’s actions in the near term do not supplant or
interfere with the final IOM recommendations.

We strongly recommend that after reviewing public commentary on the reports,
FDA move ahead by identifying several of the most critical recommendations for
improving the 510(k) process and communicate an implementation plan, taking
into account the input received from manufacturers and other stakeholders. This
would allow FDA and industry to work together to address the most immediate
concerns without attempting a wholesale overhaul of the 510(k) process on a
timeline that would likely overwhelm both parties.

This approach would also allow time for FDA to immediately devote much
needed resources to training of FDA staff - an area that was consistently
highlighted in the report as a concern — and which is very likely to increase
understanding of product and technology characteristics and directly impact
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consistency of reviews. An immediate focus on training, including outreach to
manufacturers in order to increase opportunities for industry involvement in
familiarizing reviewers with various product technologies, would increase
understanding of review expectations for both FDA and industry.

We also recommend that FDA focus on those guidance areas identified by both
industry and the working group as needing development or refinement as an
immediate target for improvement for both the 510(k) process and individual
device issues. Where industry and the working group differ in opinion regarding

the guidance proposals in the report, FDA should engage in further discussion
with industry.

We feel very strongly that a combined focus on training for FDA, industry, and
other stakeholders and joint development of guidances would go a long way in
addressing the most pressing issues that were raised by the working group
regarding the current 510(k) process, and would also address many of the
concerns which have been expressed by industry throughout the public dialogue
that preceded publication of the CDRH reports. It is clear from the reports that
the two areas of training and guidance represent the most critical opportunities
for improvement in the 510(k) process as viewed by the 510(k) Working Group;
this assessment is shared by regulated industry.

Another very important takeaway from the reports is the recognition that in vitro
diagnostic (IVD) devices are already among the most highly regulated 510(k)
devices reviewed by CDRH. Many IVD 510(k) submissions already include data
from evaluation of performance using clinical specimens, often in head-to-head
comparison against a gold standard methodology as specified by the Office of In
Vitro Diagnostic Evaluation and Safety (OIVD). Performance characteristics for
IVDs are required by the labeling regulations in 21 C.F.R. 809.10. In discussion
of the reports during FDA’s recent webinar, this common requirement for
performance data in IVD 510(k)s was cited as a likely basis for inclusion of many
or all IVDs in the so called ‘Class IIb’ subset of class Il devices that is under
consideration by FDA. We disagree with this approach and suggest that FDA
identify only those specific diagnostic devices that justify inclusion in the small
subset of devices, where the additional information is needed to make a
substantial equivalence determination.

One subset of IVDs that we would recommend for consideration as part of the
small subset of class Il devices are those that fall in the emerging category of
companion diagnostics. This categorization for these companion diagnostics
would address Agency concerns around the need for increased premarket
evaluation of these devices-including manufacturing data submission, pre-
clearance inspections-along with potential need for post market studies, without
the need to classify them as PMAs.



We share Dr. Shuren’s goal of improving medical device oversight and bringing
the best technologies to patients while continuing to ensure that the medical
devices reaching the American public are safe and effective. We commend
CDRH on its commitment to enhance regulatory predictability and foster medical
device innovation. We look forward to working together with FDA to achieve
these important goals.

o dedededede ke ke ke ek ke ke dekoke ke

Comments on the specific recommendations from the internal reports are shown
below:

Volume |
CDRH 510(k) Working Group Preliminary Report and Recommendations

1. A Rational, Well-Defined, and Consistently Interpreted Review Standard

Recommendation: CDRH should clarify the meaning of “substantial equivalence”
through guidance and training for reviewers, managers, and industry.

- Lack of a Clear Distinction Between Terms

e The 510(k) Working Group recommends that CDRH revise existing guidance
to consolidate the concepts of “indication for use” and “intended use” into a
single term, “intended use,” in order to reduce inconsistencies in their
interpretation and application.

COMMENT:

We do not support the recommendation to consolidate the concepts of indication
for use and intended use into a single term. For the vast majority of 510(k)
devices the concepts of intended use and indications for use are well understood
by both industry and FDA. In particular, these concepts are typically well
understand for in vitro diagnostic premarket notifications and do not require
significant modification. The intended use statement for an IVD typically includes
a statement of the analyte that is measured, and for what purpose. The

indications for use for an IVD typically describe the patient population for which
the test is appropriate.

It also should be noted that there are some devices for which specific indications
for use have not historically been provided, e.g. syringe with hypodermic needle,
surgical drapes, manual surgical instruments. We urge FDA to consider, in its
determinations going forward, these types of devices.

Concerns about Predicate Quality

e The 510(k) Working Group recommends that CDRH consider developing
guidance on when a device should no longer be available for use as a
predicate because of safety and/or effectiveness concerns.
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COMMENT:

We want to emphasize that this issue is not a concern for 510(k)s reviewed by
OIVD. Historically, OIVD advises the manufacturer of a specific product or
technology to which the IVD device must be compared for purposes of the 510(k)

submission — the so-called ‘gold standard’ — such as bacteriological media or
culture for many infectious diseases.

Use of “Split Predicates” and “Multiple Predicates”

e The 510(k) Working Group recommends that CDRH develop guidance on the
appropriate use of more than one predicate...

COMMENT:

We strongly disagree with any consideration of a blanket elimination of the use of
split predicates, because this approach is appropriate in specific circumstances
and is well understood by industry and CDRH, as indicated by the few instances
cited in which the approach has been misapplied. As pointed out in the working
group report, this approach is particularly applicable to certain IVD devices, and
this option should be available for submitters of 510(k)s for multiparameter or
multiplex diagnostic systems.

Bundling of 510(k) submissions is an appropriate approach in certain instances,
such as when changes are made to a family of IVD instruments with no change
in reagents, or when there is change in a reagent used with a family of
instruments. BD supports the continued use of this approach based on prior
consultation between the manufacturer and OIVD as necessary. When properly

applied, bundling offers an approach for both industry and FDA to operate
efficiently and effectively.

o The 510(k) Working Group recommends that CDRH provide training for
reviewers and managers on reviewing 510(k)s that use “multiple predicates,”
to better assure high-quality review of these often complex devices. This

training should clarify the distinction between multi-parameter or multiplex
devices ...

COMMENT:
See comment above. We support additional training on the question of multiple
predicates, and strongly encourage interactive dialogue with industry, especially

regarding IVDs and issues related to multi-parameter and multiplex diagnostic
devices.

2. Well-Informed Decision Making

Recommendation: CDRH should take steps through guidance and
regulation to facilitate the efficient submission of high-quality 510(k) device
information, in part by better clarifying and more effectively communicating its



evidentiary expectations through the creation, via guidance, of a new “class |Ib”
device subset.

COMMENT:

We support efforts to improve the 510(k) process, but question how this would be
achieved by creation of a broad category of class Ilb devices. We strongly
oppose the inclusion of all IVDs in the class |Ib designation as proposed by OIVD
during FDA'’s recent webinar. Incorporation of all IVDs in class IIb, based on

typical inclusion of performance data using clinical samples in IVD 510(k)s is not
warranted.

Class llb should be restricted to the small subset of class |l devices which have
been shown to be the subject of clearly demonstrated safety concerns post
marketing or those higher risk and less well-understood devices for which
additional data would be valuable but which do not warrant PMA requirements.

Quality of Submissions

- Lack of Clarity

e The 510(k) Working Group recommends that CDRH consider adopting the
use of an “assurance case” framework for 510(k) submissions. An “assurance
case” is a formal method for demonstrating the validity of a claim by providing
a convincing argument together with supporting evidence...

COMMENT:

Only limited background information on the assurance case approach was
presented by CDRH during the public meeting on infusion pumps that was held
earlier this year, and little else is available regarding CDRH’s expectations for
this new risk assessment tool. Based on the limited information currently
available from CDRH, it appears that while this approach may be appropriate for
certain complex devices or systems, its potential application to simple, well
understood devices such as single use disposable syringes, for example, is
highly questionable. Detailed guidance and training for both FDA and industry
will be needed well in advance of implementation of this approach, and we
suggest that the assurance case model of risk management be fully implemented
for infusion pumps before it is considered for broader application to the very
small subset of devices to which this approach will add value.

e The 510(k) Working Group further recommends that CDRH explore the
possibility of requiring each 510(k) submitter to provide as part of its 510(k)
detailed photographs and schematics of the device under review, in order
allow review staff to develop a better understanding ...

COMMENT:

While we generally support CDRH efforts to broaden availability of information
about devices to review staff, and to the public, this recommendation can only be
pursued to the extent that is practicable for both industry and FDA, and with
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safeguards to ensure full maintenance of confidentiality of all information that the
sponsor considers to be proprietary. We do not believe that detailed
photographs and schematics that are not a part of product labeling should be
publicly released. In addition, we would note that there are numerous devices for
which photographs or schematics would not be useful; e.g. diagnostic reagents,
software devices.

In regard to making devices available to FDA during the 510(k) review process,
BD agrees that in many cases it is feasible to do this. In the case of large
diagnostic instruments, in order to assure the greatest efficiency and proper
installation, we would recommend that FDA and manufacturers cooperate to
determine the best method to make this possible. As far as keeping a device
available for a longer period of time so that FDA has access to it when used as a
predicate in subsequent reviews, BD would note that this will not always be
possible. For example, diagnostic reagents often have a limited shelf-life and
would not be useful for comparison beyond the expiration date.

= Incomplete Information

Type and Level of Evidence Needed

e The 510(k) Working Group recommends that CDRH develop guidance
defining a subset of class Il devices, called “class IIb” devices, for which
clinical information, manufacturing information, or, potentially, additional
evaluation in the postmarket setting, would typically be necessary ...

COMMENT:
BD does not support creation of a broad new category of ‘class IIb’ devices.

AdvaMed’s proposal to FDA supported the identification of a small subgroup of
devices that are higher risk, not well-understood and for which safety concerns
may therefore exist. In the case of IVDs, we recognize that 510(k) submissions
routinely contain performance data which may come from evaluation of clinical
samples. BD does not support either automatic classification of IVDs as class llIb
products nor inclusion of most IVDs in the small subgroup of devices that
AdvaMed proposed. This approach will not enhance the safety of IVDs, many of
which are well understood and moderate to low risk products. The addition of
pre-clearance submission requirements including pre-clearance inspections
linked to individual 510(k)s or inclusion of manufacturing data, for example,
would not add valuable information for products that have not generated specific
safety concerns. Sweeping all IVDs into class Ilb would add a tremendous,
unnecessary burden to both FDA and industry and would only slow down the
development of much needed diagnostics, which can help to reduce healthcare
costs through early and appropriate intervention.

Additional pre-clearance data requirements should be restricted to the small
subset of class Il devices which have been associated with clearly identified post



market safety issues or those that warrant additional pre-clearance requirements
based on level of risk and novelty of technology.

e The 510(k) Working Group further recommends that CDRH develop and
implement training for review staff and industry regarding the delineation
between “class lla” and “class llb.”

COMMENT:
See comment above. Because BD does not support the recommendation to
develop a broad category of class IIb devices, and especially does not support

the automatic inclusion of all IVDs in this class llb, training on this issue would be
unnecessary.

= Clinical Information

e The 510(k) Working Group recommends that CDRH, as part of the “class IIb”
guidance described above, provide greater clarity regarding the
circumstances in which it will request clinical data in support of a 510(k)...

COMMENT:

BD strongly support efforts by CDRH to provide greater clarity regarding the
circumstances in which it will request clinical data in support of a 510(k), and
what type and level of clinical data are adequate to support clearance- but again
—only in those limited circumstances in which specific devices or categories of
devices have been shown to require submission of additional data before
clearance, on the basis of demonstrated safety concerns or other considerations.

- Postmarket Information

e The 510(k) Working Group further recommends that CDRH continue its
ongoing effort to implement a unique device identification (UDI) system ...

COMMENT:

BD supports implementation of UDIs in as an important component in tracking
medical devices and encourages FDA to continue efforts to finalize this
technology in consultation with industry and in concert with global efforts to
harmonize UDI requirements. FDA should continue to very carefully evaluate the
obvious differences across the full range of marketed products as it moves to
implement UDIs. For example, the implications for product safety and practical

implementation are very different for syringes or IVD reagents as compared to
implantable devices.

- Manufacturing Process Information

e The 510(k) Working Group recommends that CDRH develop guidance to
provide greater clarity regarding what situations may warrant the submission
of manufacturing process information as part of a 510(k), and include a
discussion of such information as part of its “class IIb" guidance.
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COMMENT:

BD supports this approach only for the small subset of 510(k) products for which
information on the manufacturing process is directly relevant to a determination
of substantial equivalence. As an example, FDA may need information on an
aseptic filling process; e.g. for a heparin flush syringe, to assure that the finished
product will be safe for use. At the same time, manufacturing information on a

diagnostic instrument will not provide any insight into the safety or effectiveness
of a finished product.

Incorporation of New Information into 510(k) Decision Making
510(k) Databases

- Limited Tools for Review Staff and Outside Parties

e The 510(k) Working Group recommends that CDRH develop a publicly
available, easily searchable database that includes, for each cleared device,
a verified 510(k) summary...

COMMENT:
We encourage further development and increased usage of decision summaries

such as those already provided by CDRH/OIVD for IVD devices as a valuable
source of information for industry and other stakeholders.

Volume Il
Task Force on the Utilization of Science in Regulatory Decision Making
Preliminary Report and Recommendations

1. Enhancing CDRH’s Scientific Knowledge Base
Quality of Clinical Data

e The Task Force recommends that CDRH continue its ongoing efforts to
improve the quality of the design and performance of clinical trials used to
support premarket approval applications (PMAs), CDRH should consider
expanding its ongoing efforts related to clinical trials that support PMAs, to
include clinical trials that support 510(k)s. '

COMMENT:

BD supports efforts by CDRH to improve understanding and communication of
clinical trial requirements across a wide range of medical devices and diagnostics,
and agree that a consistent approach to clinical trials that require such data will
be very valuable.
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It is important for CDRH to carefully consider those limited situations in which
clinical data is appropriate for 510(k) devices, and to clearly distinguish the
differences between Class |l devices undergoing PMA review and those lower
risk devices entering the market by the 510(k) pathway. Clinical data should be
required only for those 510(k) devices which have been shown to raise questions
of safety or performance that can only be addressed through such studies. The
majority of 510(k) devices, especially IVD products, should not require clinical
data of the type required for PMA devices. We further recommend that OIVD
assess the reduction or elimination of clinical data requirements for low risk IVDs
as part of the proposed evaluation. In many instances, performance data
generated other than by clinical trials (e.g. side-by-side laboratory comparisons

on known samples) could be supplied to meet the labeling requirements for I\VDs.

e The Task Force recommends that CDRH work to better characterize the root
causes of existing challenges and trends in IDE decision making, including
evaluating the quality of its pre-submission interactions with industry...

COMMENT:

The IDE process, especially pre-IDE interactions, is a very important and
valuable part of the interactive review mechanism. BD supports efforts by CDRH
to evaluate and strengthen the process and improve understanding of it by both
FDA staff and industry. However, we caution against any changes that would

undermine the informal nature of these very valuable interactions or impede their
frequency and timeliness.

*kkkkkkkkkkkkkkhk

BD appreciates this opportunity to comment on FDA's internal evaluation of the
510(k) process. We applaud FDA's review of the 510(k) process and support the
Agency's efforts to improve this very important program, which continues to be
used by companies and FDA to assure that thousands of safe and effective
devices and diagnostics reach the U.S. market in a timely fashion.

Sincerely,

Sl ¥ Beniiy

[Steven B. Binion for]

Patricia B. Shrader

SVP, Regulatory & External Affairs
BD
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