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C. Recommendations Requiring Clarification
1. Revise 2002 "Least Burdensome” Guidance

The Task Force recommends revising the 2002 “least burdensome” guidance to clarify the
Center’s interpretation of the “least burdensome” provisions of the Federal Food, Drug, and
Cosmetic Act in light of the Center’s position that the provision discourages appropriate requests
for data. Biomet does not support this recommendation and challenges the stated concern
underlying the recommendation. Review staff has, over the last two years, dramatically
increased their requests for data, particularly with respect to orthopedic devices, as has been
Biomet's experience. In orthopedics, the requests for additional information have resulted in a
significant increase in the length of review times and a substantial decline in the number of
clearances. In light of the apparent discrepancy between the stated reason for the
recommendation and Biomet’s experience, we request further clarification on the stated reason
for this recommendation.

2. Define Scope of Authority to Rescind 510(k) Clearance

While the Agency’s authority to rescind a 510(k), either fully or partially, is not explicit, FDA
has rescinded 510(k)s in the past based on implicit authority. In light of this, Biomet requests
further clarification on what the Agency considers to be its current authority to rescind a 510(k)
for safety or efficacy reasons, and how the scope of this implicit authority might be altered via
formal regulation. Absent this information, Biomet cannot comment on whether additional
authority is needed.

3. Use of “Assurance Cases”

The 510(k) Working group recommends that the Center should develop guidance on how
submitters should develop and use an assurance case to make adequate, structured, and well-
supported predicate comparisons in their 510(k) notices. Assurance cases are not routinely used
by the medical device industry in the U.S., or by FDA. Thus, the reason behind moving to this
framework is unclear. In addition, the summary technical document (“STED"), or common
technical document, is a format for information collection that exists and has been under pilot for
years. The use of STED, which is in line with ongoing global harmonization eftorts, appears to
be a more logical direction. Biomet requires clarification on FDAs rationale for use of
assurance cases, and the potential scope of their application. In the event FDA moved towards
use of assurance cases, Biomet believes this method should be subject to a pilot program before
widespread implementation and should only be used as an optional tool, not a required method
for structuring submissions.

III. Additional Recommendations for Improving the 510(k) Process
I Adopt GHTF Definition of Clinical Data

With regard to the type of clinical data required to support the substantial equivalence of a class
I1 device, Biomet acknowledges footnote 163 of the 510(k) Working Group Report, which
indicates that “the term ‘clinical data’ has not been defined through regulation or internal policy”
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Recommendation

Comments

CDRH should provide greater
clarity about the
circumstances under which it
will require clinical data and
provide greater clarity on the
types of information that may
constitute “clinical data.”

Greater clarity would help companies plan their development, testing,
and regulatory strategies. The guidance should be framed along broad
principles rather than specific types of devices, though.

In my opinion, it would be beneficial if FDA brought its definition of
“clinical data” in line with that of Health Canada and European Notified
Bodies. Ideally, a single clinical evaluation report should be able to meet
the needs of regulators in all three of these major markets. Such reports
would include a well reasoned combination of published clinical studies,
demonstration of compliance with widely recognized standards, residual
risk analysis per ISO 14971 (2007) and, where necessary, data from new
clinical studies.

CDRH should explore the
possibility of requiring each
510(k) submitter to keep at
least one sample of the device
under review available for
CDRH to access upon request
during review of the device
itself or during future reviews
in which the device is cited as
a predicate

I would strongly discourage the center from adopting this
recommendation, most particularly the idea that a manufacturer may
need to submit a physical device when their product is cited as a
predicate device.

The requirement is not practical for many types of products.

* Insome complicated electromechanical products, there is no
single configuration that is exactly “the 510(k)” configuration.

*  For products with limited shelf life, the need to account for aging
effects raises many complications.

*  Where specific installation requirements or compatible devices
are needed for correct function, the logistics of getting a reviewer
access to the device are extremely complicated.

* Finally, companies could potentially be required to maintain and
provide samples of devices that they no longer market or
support.

The benefit of providing reviewer access to physical products seems
marginal at best, and not commensurate with the burden on industry.

The Working Group
recommends that CDRH
develop guidance and
regulations regarding
appropriate documentation of
transfers of 510(k) ownership
and update the 510(k)
database accordingly.

This would be a beneficial change in my opinion. Companies sell or
license technology very frequently. A clear mechanism for showing
current 510(k) ownership would help both industry and the center.

CDRH should develop
guidance and SOPs to more
clearly explain and to
standardize the process for
creating and assigning product
codes.

This would also be a beneficial change in my opinion.
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Recommendation

Comments

The Working Group
recommends that CDRH
consider requiring
manufacturing process
information in 510(k)s for at
least some types of devices.

| do not believe that this would be a beneficial change. | believe that it
would create additional burden for both industry and the reviewers,
without any obvious benefit.

It is not clear how manufacturing process data would be used to establish
substantial equivalence. Manufacturing processes are not part of the core
expertise of most ODE and OIVD reviewers.

Recommendation

Comments

Task Force recommends that
CDRH revise its 2002 “least
burdensome” guidance to
clarify the Center’s
interpretation of the “least
burdensome” provisions of the
Federal Food Drug and
Cosmetic Act.

It is unclear whether a change in the wording of the least burdensome
guidance will change the dynamic around discussions of data
requirements.

CDRH staff have noted how often companies cite “least burdensome”
language when they contest FDA data requests. | believe that this is
because “least burdensome” is a recognized and codified phrase. It is not
clear to me that the types of changes proposed by the Task Force will
change how often companies contest FDA requests for additional data.

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 submissions.

Well-founded clinical evaluations are of benefit to all, including industry.
| would encourage the center to think broadly when formulating
recommendations about high-quality clinical data for medical device
submissions. In some cases, compliance with device-specific standards
and well-conducted literature reviews can be used appropriately to
eliminate or minimize the size or scope of clinical trials.

CDRH should improve its
mechanisms for leveraging
external scientific expertise.
The Task Force specifically
recommends developing a
web-based network of external
experts, using social media
technology.

| agree that providing easy mechanisms for reviewers to gain access to
external scientific expertise is a valuable goal. | have concerns though
about the proposal to use social network technology to accomplish that
goal. There is a clear tendency for social networks to cluster around
particular points of view. The potential for bias rather than balance in
such networks seems very high. | would strongly encourage the center
to build in strong review mechanisms to ensure scientific balance in
these networks.

Additionally, | would strongly encourage the center to maintain a high
degree of transparency in their use of outside experts. | believe that the
role of outside scientists, clinicians, or engineers in reaching certain
decisions or making requests for more information should be disclosed to
the manufacturer.
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Recommendation

Comments

Task Force recommends that
CDRH provide more
transparency about their
reasons for changes in data
requirements or other changes
in regulatory approach and
that the Center should rapidly
communicate those changes to
affected companies.

| believe that these would be welcome and helpful changes. It is
extremely discouraging to hear about new expectations or requirements
after submitting a 510(k) or other premarket submission.

Thank you for your consideration of these comments.

Sincerely,

Nancy Sauer
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BlueCross BlueShield
Association

An Association of Independent
Blue Cross and Blue Shield Plans

Allan M. Korn, ML.D. FACP
September 30, 2010 Senior Vice President

Clinical Affairs

Chiel Medical Officer

225 North Michigan Avenue
Leslie Kux Chicago, [ilinois 60601-7680
Acting Assistant Commissioner for Policy 312.207.6840

. . Fax 512.297.5726
Food and Drug Administration
. allan.korn@hcbsa.com

U.S. Department of Health and Human Services

Submitted via the Federal Rulemaking Portal: http://www.regulations.gov

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

Dear Ms. Kux:

The Blue Cross and Blue Shield Association ((BCBSAT) [Irepresenting the 39
independent Blue Cross and Blue Shield [Plans[ that collectively provide health
coverage to nearly 100 million, or one in three Americans [ lappreciates the opportunity
to submit comments on the recommendations contained in the [Center for Devices and
Radiological Health Preliminary Internal Evaluations, [ las requested in the Federal
Register on August 5, 2010 (75 Fed. Reg. 47307).

BCBSA strongly supports the FDA initiatives to evaluate and improve the 510(k)
program. We clearly understand that the 510(k) process is a mechanism for regulating a
high volume of medical devices in an efficient and timely manner.

However, as noted in our letter of March 17, 2010 [/commenting in response to the
FDAIS public meeting on February 18, 2010 [/BCBSA has concerns about the regulatory
process put into place by the 510(k) program. A major reason is that the BCBSA
Technology Evaluation Center (an Evidence-based Practice Center contracted by the
Agency for Healthcare Research and Quality), using well-established scientific review
techniques and criteria, concluded that multiple products that had met FDA review
standards and were permitted on the market were best considered investigational.

Thus, BCBSA is in general agreement with the majority of the more than 50
recommendations in the internal evaluations of the 510(k) process. We believe these
recommendations will provide an effective overhaul of the program that will strengthen
it, provide increased transparency and consistency, and result in decreased uncertainty for
all FDA stakeholders about regulatory review criteria and outcomes.
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We would give highest priority to the following five recommendations by the 510(k)
Working Group for the CDRH:

1. “Develop guidance defining a subset of class Il devices, “called 11b” devices, for
which clinical information, manufacturing information, or, potential evaluation
in the postmarket setting, would typically be necessary to support a substantial
equivalence determination.”

Creation of such a category would provide a clear statement of the value the FDA places
on high quality evidence in decision making for novel or high risk devices.

2. “Consider revising 21 CFR 807.87 to explicitly require 510(k) submitters to
provide a list and brief description of all scientific information regarding the
safety and/or effectiveness of a new device known to or that should be reasonable
known to the submitter.”

We would suggest that FDA consider requesting a comprehensive rather than a brief
description of critical information on safety and effectiveness and that this information be
considered of key importance in making decisions about whether new products should
enter the marker or whether their predicates should remain in the marketplace.

Paramount attention should be paid to assuring that FDA allows new products to enter the
market only if their benefits outweigh their risks and they are likely to contribute to
public health.

3. “Consider adopting the use of an “assurance case” framework for 510(k)
submissions. (]

This is defined as a formal method for demonstrating the validity of claims by providing
a convincing argument along with supporting evidence. We believe the use of this new
regulatory tool would clarify the importance of looking beyond simple comparison of a
new product to a predicate and would emphasize the value and importance for FDA to
match claims to evidence in all of its regulatory decision making.

4. “Explore greater use of postmarket authorities and potentially seek greater
authorities to require postmarket surveillance studies as a condition of clearance
for certain devices.”

We recognize there are instances when FDA may find a product ready for market but in
need of continued evaluation and tracking of device performance. We do not believe the
mechanisms in place currently are strong enough to ensure high quality follow-up
surveillance or to make certain that studies are performed in a timely and credible
manner. In fact, postmarket information on products tends to be sparse, under analyzed,
and to an extent hidden, which contributes to the moral equivalent of publication bias in
terms of allowing products into the market with incomplete understanding of their public
health impact.

5. “Consider issuing a regulation to define the scope, grounds, and appropriate
procedures, including notice and an opportunity for a hearing, for the exercise of

2
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authority to fully or partially rescind a 510(k) clearance. As part of this
process, FDA should also consider whether additional authority is needed.”

We recognize that for reasons ranging from changing technology and science to
imperfect review practice and fraud, devices once marketed should be subject to market
withdrawal. We strongly believe FDA should have authority to do this in a fair but
timely manner and that the system for rescission should be clarified and enhanced.

Other recommendations that we believe deserve high priority include those that involve
improving (1) guidance and limitations on use of predicates; (2) review transparency; and
(3) administration, support, and training for good science.

We do have concerns about one of the Working Group[s recommendations:

o “Revise existing guidance to streamline the current implementation of the de
novo classification process and clarify its evidentiary expectations for de novo
requests.”

While we understand the value of this regulatory pathway for facilitating market entry of
novel low risk devices, we believe in some cases FDA has allowed products to be
processed as de novo submissions that are not actually low risk, and has taken worrisome
short cuts in the scientific path used to establish performance. We urge FDA to proceed
with care in changes it makes to this program; to be vigilant in reserving it for products
that are clearly low risk; and to work to maintain quality science and decision making as
it makes administrative changes to streamline de novo submissions.

BCBSA commends the FDA for the process it is using to solicit external input from all
stakeholders. To the extent that FDA can effect changes in its program to strengthen the
scientific base, improve the quality of decision making about which predicates can be
used, and when to support new devices that provide public health benefit and avoid
unnecessary harm, we believe these should be initiated in a timely manner. We recognize
that while FDA review practices should be clarified and enhanced, attention should be
paid to mechanisms to minimize or avoid unnecessary impediments to the development
of important and valuable new technologies that do improve public health. The challenge
to FDA now, as in the past, is to maintain balance in its work to promote and protect the
public health by ensuring the benefits of medical devices outweigh their risks.

Finally, we would note that the CDRH preliminary internal evaluations beg a larger issue:
the public utility of a regulatory program that operates by comparing products to a
predicate device marketed before the arbitrary date of 1976, when the law establishing
the 510(k) process was put into place; to a predicate that is not the best in the field; or to
one that is distantly related to the new device through a series of intermediate predicates
that represent fundamental changes in science and function.

We believe the public would be best served if FDA[S review process for all devices were
to be risk-based but grounded in principles of good science that ensure products can be
used effectively by health care providers to improve patient outcomes and ensure patient
safety. While a risk based and contingent system for gathering data to support new
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product clearances makes sense, decision making should be made on the core tenets of
safety and effectiveness as currently defined in FDA regulations, rather than the idea of
showing simple equivalency to predicates of widely varying quality.

We recognize changes in this direction go beyond the scope of the internal FDA reports,
and are hopeful that the Institute of Medicine will be successful in providing innovative
and useful recommendations in policy, regulation, or law that may promote the ability of
FDA to refine and improve its important mission.

We encourage FDA to continue to interact with its key stakeholders as it contemplates
changes in its regulatory programs, seeking input on issues of transparency, on the 510(k)
process, and on future regulation of laboratory-developed tests. By seeking outside input
early in its processes for change, FDA is likely to make more informed and better
decisions about what changes are most necessary and how to prioritize these.

We appreciate your consideration of our comments. These are difficult, challenging but
exciting times in the life of the agency; we look forward to future opportunities to
provide input to FDA on how it can continue to serve in its critical role as the world|s
premier medical authority for medical products. If you have any questions, please
contact Naomi Aronson at (312) 297-5530 or Naomi.Aronson bcbsa.com.

Sincerely,

Allan M. Korn, MD, FACP
Senior Vice President Clinical Affairs and Chief Medical Officer



683

AS RO

TARGETING CANCER CAR

October 4, 2010

Electronically submitted VIA: http://www.regulations.gov

Dr. Margaret Hamburg

Commissioner

Food and Drug Administration

Division of Dockets Management (HFA-305)
5630 Fishers Lane, Rm. 1061

Rockville, MD 20852

Re: Comments on Docket ID FDA-2010-N-0348; Request for Comments
on 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 (75 FR 1501)

Dear Dr. Hamburg:

The American Society for Radiation Oncology (ASTRO) appreciates the opportunity
to participate in this information-gathering process by offering comments to the
Food and Drug Administration (FDA) regarding the Center for Devices and
Radiological Health (CDRH) 510(k) Working Group Preliminary Report and
Recommendations, and Task Force on the Utilization of Science in Regulatory
Decision Making Preliminary Report and Recommendations (75 FR 1501). ASTRO
commends the FDA’s efforts to review the operation of the 510(k) program and the
way CDRH uses science in its decision making process. Moreover, ASTRO supports
the agency’s goals in this review process of fostering medical device innovation,
enhancing regulatory predictability and improving patient safety.

Introduction

ASTRO is the largest radiation oncology society in the world, with over 10,000
members who specialize in treating patients with radiation therapies. As the leading
organization in radiation oncology, biology, and physics, the Society is dedicated to
the advancement of the practice of radiation oncology by promoting excellence in
patient care, providing opportunities for educational and professional development,
promoting research and disseminating research results and representing radiation
oncology in a rapidly evolving healthcare environment. ASTRO's priority is
delivering the highest quality treatments for cancer and other serious medical
conditions to patients.

AMERICAN SOCIETY FOR RADIATION ONCOLOGY
8280 WILLOW OAKS CORPORATE DRIVE -+ SUITES00 - FAIRFAX, VA 22031 - B00962.7876 - 7035021550 - FAX:703.502.7852

www.astro.c g« WWWLIr tanswers.or g
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ASTRO Comments on Docket ID FDA-2010-N-0348
October 4, 2010
Page 2

ASTRO Recommendations

ASTRO believes that the FDA’'s recommendations are generally well-thought-out
and reasonable. We recognize that implementation of even a handful of the
agency’s proposals would significantly impact the process of bringing devices to
market. ASTRO makes the following specific recommendations:

ASTRO acknowledges that CDRH review staff do not currently have reliable
ready access to meaningful information about past 510(k) decisions because
there is no easily searchable internal database of detailed information on
previous clearances. Accordingly, ASTRO endorses the work group
recommendation that CDRH take steps to enhance its information systems
and databases, utilizing input from experts in radiotherapy databases and
stakeholder input, to provide easier access to more complete information
about 510(k) devices and previous clearance decisions. The current CDRH
510(k) database lacks meaningful data to help device manufacturers identify
adequate predicates, and we think an enhanced database would facilitate
identification of a predicate device as well as determination of data support
requirements.

ASTRO supports the working group recommendation that CDRH enhance its
third-party reviewer training program and consider options for sharing more
information about previous decisions with third-party reviewers to achieve
greater consistency between in-house and third-party reviewers. ASTRO
agrees that third-party reviewers should not be at an informational
disadvantage compared to CDRH reviewers. Further, ASTRO advocates for
the agency’s periodic evaluation of the third-party program and enhanced
attention to ensuring continuous quality assurance in the program.

ASTRO further recommends that a usability assessment should be part of the
510(k) review. ASTRO recognizes the importance of human factors
engineering in minimizing errors and sees a benefit to involving end users
early in the development process to improve safety and mitigate use error.
ASTRO advocates that usability of a device be addressed as well as
functionality. Devices should be designed in such a way that “*human factors”
are considered, particularly with regard to intuitive and obvious operation.
Moreover, because device users in many applications are operating several
software/hardware devices concurrently, the context within which the user is
operating the new/modified device should be part of the usability analysis.
ASTRO believes the benefits of a "human centric" approach to development
reach far beyond the end users.
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ASTRO Comments on Docket ID FDA-2010-N-0348

October 4, 2010

Page 3

Conclusion

ASTRO looks forward to working with the FDA on its efforts to streamline the
process of bringing new safe and effective medical technologies to patients. ASTRO
will provide additional comments to specific guidance documents and proposed
rules as the FDA'’s review and modification of the 510(k) process evolves. Thank
you for affording ASTRO this opportunity to provide comments on CDRH’s 510(k)
Working Group Preliminary Report and Recommendations, and Task Force on the
Utilization of Science in Regulatory Decision Making Preliminary Report and
Recommendations. Please contact Richard Martin at 703-839-7366 or
richardm@astro.org if you have any questions.

Sincerely,

5\0 Wmmﬁ_

Laura I. Thevenot
Chief Executive Officer
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September 29, 2010

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

5630 Fishers Lane, Room 1061

Rockyville, MD 20852

Re: Comments to the Docket No. FDA-2010-N-0348
To Whom It May Concern:

Thank you for the opportunity to comment on the Center for Devices and Radiological Health
510(k) Working Group Preliminary Report and Recommendations. At Tethys Bioscience, Inc.
(“Tethys™), our goals are to identify those at highest risk for common diseases which will allow
for early intervention opportunities to delay or potentially prevent disease onset. This may
prevent severe health consequences as well as reduce health care costs. In 2008, we launched the
PreDx™ Diabetes Risk Score (DRS), a multi-marker model based on a simple blood test that
stratifies patients’ risk of developing type 2 diabetes within five years. This test can help
optimize patient care by providing physicians with a reliable tool to identify their patients who
are at more imminent risk of developing diabetes and to direct them into an aggressive lifestyle
intervention program.

As an in vifro diagnostic (IVD) test developer who anticipates completing a 510(k) process in the
near future, we are especially vested in the process to review and update this regulatory pathway
at the FDA. Based on the recommendations of the 510(k) working group, there are a number of
issues in which we seek clarification and would like to provide input.

The 510(k) Working Group recommends that through the use of guidance, CDRH will create a
“class IIb” device subset where additional data and information will be required for review and
clearance. Additional data and information that may be requested include additional clinical,
manufacturing and post-marketing data as well as the potential for requiring a pre-approval
inspection. It is unclear how a 510(k) review process for a “class IIb” device will be different
from a premarket application (PMA) process, since all but the post-marketing data are minimally
required for PMA submission and approval. Will a guidance document be sufficient to define
and clarify when each type of additional data will be required? Is a guidance document the best
method to achieve a broad re-categorization of and data submission requirements for all medical
devices?

This also points to the broader concern that the premarket review process for typical medical
devices does not translate smoothly to in vitro diagnostics and creates additional challenges for
the FDA to consider as they modify their 510(k) process. Diagnostics have different intended
uses, indications for use, manufacturing operator or user requirements, and other factors that

5858 Horton Street, Suite 550 Emeryville CA 94608 T 510.420.6700 F 510.450.0675

3410 Industrial Blvd, Suite 103 West Sacramento, CA 95691 T 916.371.7974 F 916.669.0475
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distinguish them from devices. Any review process should consider these and other factors, and
Tethys believes that the FDA should have a separate process and criteria for reviewing IVDs.

More specifically, with regard to additional requirements of clinical data, the purpose of a 510(k)
review is to establish evidence of safety and effectiveness, including strong analytical and
clinical validity data. Recently, the FDA has begun requesting information about the clinical
utility or usefulness of a diagnostic for novel moderate risk IVDs. The utility of innovative tests
is often established post-marketing as payers, physicians and other stakeholders review and
assess its value in their practice. If a test is innovative, it may not fit immediately into standard
patient care. Clinical utility and usefulness will be determined by medical practice,
reimbursement, education, publications, engagement with experts in the particular medical field,
acceptance, and, ultimately, practice guidelines. Many of the most well-accepted diagnostic
parameters, such as the level of glucose and, very recently, hemoglobin Alc to diagnose
diabetes; cholesterol targets; and cardiovascular risk levels for high-sensitivity CRP, were set by
the field, not by the test manufacturers.

The culmination of this process may even lead to the development of practice guidelines to
recommend the integration of a new diagnostic into the standard of care. This process typically
occurs once the diagnostic is on the market and hence, would be inappropriate to be included in
regulatory review of its safety and effectiveness. We request that the FDA focus their efforts on
safety and effectiveness of IVDs, and enable providers and payers to determine the value of the
diagnostic in medical practice.,

Lastly, the 510(k) Working Group has recommended that CDRH explore the possibility of
pursuing a statutory amendment that would provide the agency with express authority to
consider an off-label use when determining the “intended use” of a device under review. On
what basis will the manufacturer be required to seek additional or different intended uses of a
device than were originally planned by the manufacturer? This may cause undue burden in that
it may require a substantial amount of time and resources prior to the clearance of a product for a
use that the manufacturer had no intention of promoting. It may be the opinion of a reviewer that
a different product or a different intended use may be more helpful in clinical practice. However
the manufacturer has usually evaluated many scientific, medical, technical and business issues
prior to developing and bringing a product to market. Tethys believes that the safety and
effectiveness data, in addition to the appropriate warnings, precautions and limitations of the
labeling should remain sufficient to inform users of the intended use of a device.

We appreciate and support the FDA’s desire to develop a more predictable and transparent
review and clearance process while improving patient safety and fostering innovation. Thank

you very much for your consideration of these comments.

Sincerely,

Tethys Bioscience, Inc.

5858 Horton Street, Suite 550 Emeryville CA 94608 T 510.420.6700 F 510.450.0675
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GJGALILI\/IEDICAL

October 4, 2010

Via Electronic Mail

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 / Madam:

Galil Medical Inc. is pleased to provide our comments and recommendations on the Center for
Devices and Radiological Health (CDRH) 510(k) Working Group Preliminary Report and
Recommendations and the Task Force on the Utilization of Science in Regulatory Decision
Making Preliminary Report and Recommendations. Galil Medical is a global leader of state-of-
the-art cryotherapy systems that employ novel hypothermic surgical technologies to destroy
cancerous tissues. Our products are delivered through multiple physician specialties and offer
highly effective and minimally invasive therapies for prostate, kidney and metastatic liver
cancer. Below, you will find our comments on the CDRH reports, as well as corrections to some
errors noted during our review of the reports.

Comments on CDRH Reports

Galil Medical supports FDA’s efforts to streamline the 510(k) process to ensure that the 510(k)
process provides reasonable assurance of safety and effectiveness of marketed medical devices
and fosters innovation in the medical device industry, while trying to provide industry with as
much of a predictable process as is practical. We have participated with both Advamed and
LifeScience Alley (LSA) to provide comments and recommendations to the CDRH 510(k)
Working Group Preliminary Report and Recommendations and the Task Force on the Utilization
of Science in Regulatory Decision Making Preliminary Report and Recommendations and our
views are aligned with and in support of the comments and recommendations being submitted by
both of these groups.

In addition to the comments and recommendations submitted by both AdvaMed and LSA, Galil
Medical requests that FDA provide public notice and appropriate public comment periods for
each recommendation that it intends to implement, whether a regulation change or a guidance
change. We believe doing so would benefit both the FDA and interested stakeholders. The

4364 Round Lake Road Tel: 1.877.639.2796 (CRYO)
Arden Hills, MN 55112 Fax: 1.877.510.7757
www.galilmedical.com
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recommendations outlined in the 5/0(k) Working Group Preliminary Report and the Task Force
on the Utilization of Science in Regulatory Decision Making Preliminary Report were very broad
and vague; making it difficult to provide valuable comments. With the exception of additional
training for industry and FDA reviewers, any of the seventy-four (74) recommendations could
have a positive or negative impact on industry and public health depending on how they are
implemented. Therefore, in order for the process to be a truly collaborative process, it is
imperative that FDA provide adequate public notice of intended changes and seek public
comment with reasonable comment periods.

An example of this point is the recommendation on page 76 of the 510(k) Working Group
Preliminary Report to *“...develop guidance defining a subset of class I devices, called “class
IIb” for which clinical information, manufacturing information, or, potentially, additional
evaluation in the postmarket setting, would typically be necessary to support a substantial
equivalence determination.” It is unclear to industry which devices would be categorized into
the new “class IIb” classification scheme and, therefore, it is impossible to provide substantive
comment on this recommendation. Further, Galil Medical does not believe that a new
classification of devices can be created without statutory change. Galil Medical does not
support the implementation of a new “class IIb” classification of devices and, instead,
recommends that the FDA use risk-based decisions to determine if additional information
is required to determine substantial equivalence. Galil Medical also notes that any group
of devices that is determined to require additional information should be limited in size.
That is, the FDA should not use the freedom of requiring additional information as the
norm, but rather as the exception.

Galil Medical is concerned that the cumulative implementation of all the proposed
recommendations in the two reports would represent a significant and drastic change to the
510(k) process. Clearly, it would be overwhelming for both industry and FDA reviewers if all,
or even a significant portion of the recommendations are implemented simultaneously.

In summary, Galil Medical requests that the FDA consider a phase approach when
determining when and how to implement the chosen recommendations by implementing
the changes incrementally in order to prevent overburdening the agency as well as industry
and other stakeholders.

Discussion of Noted Errors

In addition to the aforementioned comments, Galil Medical noted several incorrect statements in
the Case Study: “Intended Use” on pages 47 and 48 of the 510(k) Working Group Preliminary
Report. We request that the FDA consider the comments below and publish a correction notice
as soon as reasonably possible. This case study presents a history of the use of cryosurgery for
the treatment of prostate cancer. The impact statement of this case study contains several errors
and implies to the reader that cryosurgery is not a viable treatment option for the treatment of
prostate cancer. A reader outside the industry that is not familiar with this procedure would
likely perceive that the FDA has been particularly lenient on cryosurgical device manufacturers.
This in fact has not been the case at all. Each misleading notion along with the corrections are
outlined below.

1. The 510(k) Working Group Preliminary Report states “Cryosurgery has not been
recognized by the American Urological Association as a recommended therapeutic option
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for prostate cancer.” The reference cited for this statement is (103) American Urological
Association, “Guideline for the Management of Clinically Localized Prostate Cancer:
2007 Update” (2007/2009). Available at http://www.auanet.org/content/guidelines-and-
quality-care/clinical-guidelines/main- reports/proscan07/content.pdf.

Correction: The cited reference does not state that cryosurgery has not been recognized

by the American Urological Association (AUA) as a recommended therapeutic option for
prostate cancer. In fact, the report doesn’t address cryosurgery as a treatment option and

specifically states, “Cryosurgery for the treatment of localized prostate cancer will be the
topic of a forthcoming AUA best practice policy.”

It should also be noted that the cited reference from 2007 is not the most current
reference published by the AUA. In 2008, the AUA published a Best Practice Policy
Statement titled “Cryosurgery for the Treatment of Localized Prostate Cancer.'” This
most recent best practice statement contains the following specific statements, which
clearly contradict the statements in the FDA case study.

* Page 3: “Additionally, prostate cryosurgery has been found to result in acceptable
HRQL-based outcomes with a reduced cost when compared to other local
therapeutic options.”

* Page 7: “In summary, a review of the historical evolution of cryosurgery provides
two overriding messages, the first being that there is evidence of therapeutic
benefit, and the second, that treatment-associated morbidity has been reduced as
technological refinements have emerged.”

* Page 7: “Clinically, cryosurgical procedures are grounded on well-recognized
scientific principles supporting physician-managed destruction of clinically-
localized tumors of the prostate.”

* Page 11: “The consensus opinion of the Panel is that primary cryosurgery is an
option, when treatment is appropriate, to men who have clinically organ-confined
disease of any grade with a negative metastatic evaluation.”

* Page 20: “It is the opinion of the expert Panel that salvage cryosurgery can be
considered as a treatment option for curative intent in men who have failed
radiation therapy.”

* Page 30: “Cryosurgery guided by ultrasound and temperature monitoring is an
option for recurrent clinically organ-confined prostate cancer after radiation
therapy. As with other salvage therapies for curative intent, cryosurgery should be
considered early for patients defined as radiation failures.”

Additionally, J Rees et al reported that the AUA recognized cryoablation as a therapeutic
option for prostate cancer as early as 19962 In 2000, the AUA published a position
statement on their website that stated cryosurgical ablation of the prostate for patients
who fail radiation therapy for prostate cancer is a treatment option. This position
statement was subsequently replaced with the 2008 Best Practice Policy Statement'.

! American Urological Association, “Best Practice Policy Statement: Cryosurgery for the Treatment of Localized
Prostate Cancer,” 2008. Available at http://www.auanet.org/content/media/cryosurgery08.pdf.

2y Rees, B Patel, R MacDonagh, R Persad. Cryosurgery for prostate cancer. BJU International 2004; 93: 710-714.
Available at http://onlinelibrary.wiley.com/doi/10.1111/j.1464-410X.2003.04746.x/pdf.
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2. The 510(k) Working Group Preliminary Report states “The Centers for Medicare and
Medicaid Services (CMS) were slow to reimburse for the use of these cryosurgical
devices for treatment of prostate cancer; reimbursement was not effective until 2001.”
The reference cited for this statement is (104), Centers for Medicare and Medicaid
Services, Medicare Hospital Manual, Transmittal 774 (June 11, 2001). Available at
http://www.cms.hhs.gov/transmittals/downloads/R774HO.pdf.

Correction: This statement is inaccurate. The first national coverage decision by CMS
was issued in 1999 for prostate cryoablation as a primary treatment for stages T1-T3°. In
2001 CMS expanded the coverage for salvage cryotherapy for patients who had a failed
trial of radiation as a first line treatment and with specific clinical indicators for Tumor
Staging, Gleason Score and PSA*.

In fact, the transmittal cited in the FDA report states,

“Medicare will cover cryosurgery of the prostate gland effective for claims with dates of
service on or after July 1, 1999. The coverage is for:

1. Primary treatment of patients with clinically localized prostate cancer, Stages T1-
T3 (diagnosis code is 185 - malignant neoplasm of prostate). Cryosurgery of the
prostate gland, also known as cryosurgical ablation of the prostate (CAP),
destroys prostate tissue by applying extremely cold temperatures in order to
reduce the size of the prostate gland (procedure code 60.62 - perineal
prostatectomy (the definition includes cryoablation of prostate, cryostatectomy of
prostate, and radical cryosurgical ablation of prostate).

Claims for cryosurgery of the prostate gland should meet the requirements that the
cryosurgery be performed only as a primary treatment for patients with clinically
localized prostate cancer, stages T1-T3.

2. Salvage therapy (effective for claims with dates of service on or after July 1,
2001)
* Having recurrent, localized prostate cancer;
* Failing a trial of radiation therapy as their primary treatment; and
* Meeting one of these conditions: State T2B or below; Gleason score less than
9; PSA less than 8 ng/ml.”

Galil Medical can only assume that the errors in the case study were based on both inadequate
and outdated information. It would appear as if the FDA used the inaccurate information to
justify the recommendation to combine the terms “Intended Use” and “Indications for Use”.
However, since the facts upon which the justification to do so were misstated, the cited case
study is no longer valid. Further, the publication of the case study presents a misleading picture

3 Decision Memo for Cryosurgery Ablation for Prostate Cancer (CAG-00031N). Available at
https://www.cms.gov/mcd/viewdecisionmemo.asp?id=81.

* Decision Memo for Cryosurgical Salvage Therapy for Recurrent Prostate Cancer (CAG-00064N). Available at
https://www.cms.gov/mcd/viewdecisionmemo.asp?id=20
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to reviewers of the report that are not familiar with the specific information regarding the
cryoablation technology 510(k) clearances. Additionally, the misstated case study presents
speculation that the cryosurgical device manufacturers took advantage of the FDA process. Galil
Medical strongly urges the FDA to publish a correction to this misleading information as soon as
reasonably possible.

In conclusion, Galil Medical would like to reiterate its support of FDA’s mission to improve the
510(k) process. We encourage the FDA to seriously consider not only the specific comments we
have outlined above for the cryoablation technology but also the comments and
recommendations made by both Advamed and LSA. We stand ready to discuss and work
directly with the agency as the FDA moves forward with this initiative. We look forward to
providing comments on future specific proposals to address each recommendation that FDA
chooses to implement. Please do not hesitate to contact me if I can be of further assistance to
the FDA regarding the Galil Medical comments; I can be reached at 651-287-5096 or via email
at amy.mckinney@galilmedical.com.

Sincerely,

Amy E. McKinney
Director, Regulatory Affairs
Galil Medical Inc.
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Abbott Quality & Regulatory

April Veoukas 100 Abbott Park Road
Strategic Regulatory Affairs Abbott Park, Illinois 60064-6091
D-3QSA, AP6B Facsimile: (847) 935-0766
Telephone: (847) 937-8197 E-mail: april.veoukas@abbott.com

October 1, 2010

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

5630 Fishers Lane - Room 1061

Rockville, MD 20852

Submitted via www.regulations.gov

RE: Center for Devices and Radiological Health 5§10(k) Working Group Preliminary
Report and Recommendations, and Task Force on the Utilization of Science in
Regulatory Decision Making Preliminary Report and Recommendations [Docket
FDA-2010-N-0348]

Dear Sir or Madam:

Abbott Laboratories submits the following comments regarding the Center for Devices
and Radiological Health (CDRH) 510(k) Working Group Preliminary Report and
Recommendations and Task Force on the Utilization of Science in Regulatory Decision
Making Preliminary Report and Recommendations published in the Federal Register on
August 5, 2010 at 75 FR 47307.

Abbott Laboratories is a global, broad-based health care company devoted to
discovering new medicines, new technologies and new ways to manage heailth. Our
products span the continuum of care, from nutritional products and laboratory
diagnostics through medical devices and pharmaceutical therapies.

We appreciate CDRH providing stakeholders this opportunity to submit input on the
recommendations discussed in these reports, including the feasibility of |mplementat|on
and potential alternatives. FDA has described these recommendations as preliminary’,
and, as such, many of the recommendations would require more detail to appreciate
their full regulatory impact. Therefore, we request FDA provide ample opportunity for
stakeholders to comment on specific policies, guidance, and regulations followed by
thorough agency review and consideration of comments prior to finalization.

'75 FR 47307
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As CDRH evaluates which recommendations to pursue, we believe improvements to the
following areas are necessary to implement and will benefit all stakeholders:

e increasing training for reviewers, managers, and industry,
e strengthening the de novo process,

e revising existing guidance on device modifications that warrant or do not warrant
submission of 510(k),

o standardizing a template for 510(k) summaries
establishing a process for notification of transfer of ownership of 5610(k)s, and
e enhancing CDRH's scientific capabilities through collaborative mechanisms to
leverage access to experts.

These items are addressed in greater detail in the following comments and are
organized in the order the recommendations appear in the two-volume report.

Volume 1: 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.

Specific recommendations pertaining to “same intended use”: (1) consolidate
into a single term the terms “intended use” and “indications for use,” (2) rename
the “indications for use” statement, (3) develop or revise guidance to identify the
characteristics to include in the concepts of “intended use,” and (4) provide
training to reviewers, managers, and industry.

While we agree with the agency that clarification of the terms “intended use” and
“indications for use” will benefit reviewers, managers, industry, and the 510(k) process in
general, we do not agree with the recommendation to consolidate the two terms into a
single term.

Consolidating the two concepts into one term will likely constrain the meaning of
“intended use” and reduce the agency’s current flexibility. Differentiation of the two
terms serves the purpose of a clearer identification of the data requirements for
demonstrating substantial equivalence. Further, both terms have a long-standing history
of use in determining substantial equivalence.

Thus, we recommend the agency keep the two terms separate, but clarify the use of the
terms within the context of making a determination of substantial equivalence. We
recommend the agency more explicitly define intended use, which is the use of a generic
type of device, and indications for use, which more specifically describes the device’s
function.

Intended use determines the boundaries of use for a generic type of device and is
constructed to encompass the appropriate breadth of use for which the regulatory
controls for the generic device type continue to provide reasonable assurance of safety
and effectiveness. It refers to the objective intent for the device function of the persons
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legally responsible for the proposed labeling of the device and describes what the device
is intended to provide to the user and patient and for what purpose(s).

The indications for use provides a detailed, specific description of target population(s) for
the intended use that is a general description of device function, and includes, as
appropriate, the disease or condition the device will diagnose, treat, prevent, cure or
mitigate and/or a description of the patient population for which the device is intended.

Any clarification of the definition of these terms should be just that, a clarification, and
not an alteration of the meaning of these terms as they have been historically interpreted
and applied by FDA and product manufacturers. Further, we believe that clarification of
these two terms should be forward-looking, and that the agency should not retroactively
apply the refined definitions of these terms. Such an approach may divert agency
resources without public health gain.

We agree with the need to train reviewers, managers, and industry as FDA adds clarity
to these two terms. Additionally, any modifications to clarify the meaning and application
of the terms “intended use” and “indications for use” should be subject to public notice
and comment given the long-standing use of both terms in determining substantial
equivalence, as well as the potential for significant impact to the 510(k) process should
the modifications result in reducing how intended use is used to determine predicates to
the 510(k) process.

Specific recommendations pertaining to “different questions of safety and
effectiveness:” (1) reconcile language in 510(k) flowchart and statute regarding
“different technological characteristics and “different questions of safety and
effectiveness,” (2) revise guidance to provide clear criteria for identifying
“different questions of safety and effectiveness” and identify a core list of
technological changes that generally raise such questions, and (3) provide
training for reviewers, managers, and industry on these topics.

In assessing substantial equivalence of a new device with the same intended use as the

predicate, but possessing different technological characteristics Section 513(i)(1)(A)(ii) of
the FD&C Act provides: (1) the information submitted demonstrates that the device is as

safe and effective as a legally marketed device and (2) does not raise different questions
of safety and effectiveness than the predicate.

FDA “Guidance on the CDRH Premarket Notification Review Program,” K86-3 (June 30,
1986) incorporates this assessment as an element of the flow chart illustrating the 510(k)
Substantial Equivalence Decision-Making Process. The step of the flow chart asking
“could the new [technological] characteristics affect safety or effectiveness” represents a
correct interpretation encompassed within the statutory language to assess whether the
device possessing different technological characteristics is as safe and effective as a
legally marketed predicate. Similarly, the next question on the flow chart, “do the new
characteristics raise new types of safety or effectiveness questions” represents a correct
interpretation of the statutory language “does not raise different questions of safety and
effectiveness than the predicate device.” Because the flow chart is an application of the
statutory language reconciliation of the language is not warranted.
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Further, as identified in the report, this framework and these guidelines from 1986 are
still in use by CDRH today®. Because of the long-standing and well-established
interpretation and application of the statutory language as described in the flow chart, a
new interpretation would alter the framework for establishing substantial equivalence.

As a result, such a change is more than a reconciliation of language, but a new
interpretation and application of FDA’s long-standing framework and interpretation. Any
such changes should be addressed via a public notice and comment period.

Rather than revise long-standing agency interpretation of statutory language, we
recommend the agency provide increased clarity and consistency in assessing when
different technological characteristics raise different questions of safety and
effectiveness. We also recommend the agency refine its current process for identifying
different questions of safety and effectiveness, such as unknown or new risks, by relying
on the product risk assessment or hazard analysis to make this determination. While
guidance can be used to identify broad categories of different technological
characteristics, such as those identified in statute, significant change in the material,
design, or energy source, the assessment of different questions of safety and
effectiveness may be more difficult to address in a comprehensive manner. Use of the
product risk assessment or hazard analysis is an effective means for facilitating this
analysis.

Recommendation: CDRH should explore the development of guidance and
regulation to provide greater assurance that any comparison of a new device to a
predicate is valid and well-reasoned.

Specific recommendations pertaining to valid, well-reasoned predicates:

(1) guidance identifying devices that should no longer be available for use as a
predicate because of safety and/or effectiveness concerns, (2) 510(k) rescission
authority, (3) guidance on the appropriate use of “multiple predicates,”

(3) disallowance of “split predicates,” (4) update bundling guidance to distinguish
between multi-parameter or multiplex devices and bundled submissions,

(5) training for reviewers and managers on reviewing 510(k)s that use “multiple
predicates,”(6) assess the impact of submissions for multi-parameter or muitiplex
devices and bundled submissions on review times, and (7) conduct additional
analysis of 510(k)s citing more than five predicates.

Under 513(i)(2) of the FD&C Act, only those devices removed from market by FDA or
deemed adulterated or misbranded by a judicial order are disqualified from being
predicate devices. Thus, guidance is not the appropriate means for disqualifying a
device as serving as a predicate.

Rather than focusing on disqualifying devices as predicates, which creates numerous
issues due to the iterative nature of device development and the core element of the
510(k) process as a system that relies on previous devices or predicates to further the
introduction of device developments, we recommend the agency focus its efforts on
educating stakeholders of the role of the predicate, which is to classify the new device.

? See CDRH 510(k) Working Group Preliminary Report and Recommendations at 26.
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Guidance defining terms such as multiplex, multiple, and split predicates would benefit
all stakeholders and we agree with the usefulness of providing guidance defining these
terms. Bundling increases efficiencies in the review process. We believe the topic of
bundling is adequately addressed in FDA guidance, “Bundling Multiple Devices or
Multiple Indications in a Single Submission” (June 22, 2007). Due to the relatively recent
release of this guidance, we do not believe updating this guidance is needed at this time.
Increased reviewer and industry training on the practice of bundling is recommended.
However, should FDA modify this guidance, we recommend it continue to adhere to the
following principles, articulated in the existing guidance, regarding the areas in which it is
appropriate to bundle:

(1) devices within the same generic device type,

(2) similar indications,

(3) reliance on similar data,

(4) whether primarily one review division/group will review the devices, and

(5) in the case of in vitro diagnostic devices, the guidance document specifically
identifies the following as acceptable bundling practices: (a) the bundling of multiple
analytes or instruments when the same analytical and clinical data can be used for the
analytes/instruments referenced (e.g., drugs of abuse panel), (b) assayed controls
and/or calibrators used with an assay(s), (c) multiple reagents intended to be used
together to obtain a profile (e.g., cardiac panel), and (d) similar sample matrixes (e.g.,
serum, plasma).

Disallowance of split predicates is not in line with the statute, which provides for
demonstrating substantial equivalence when the intended use is the same as the
predicate and the different technology does not raise new/different questions of safety
and effectiveness. Submission of information pertaining to a device with the same
technological characteristics as the new/different device may aid in the assessment of
whether new questions are raised, and thus the concept of providing information about a
device, in and of itself, using the same technology as the new device should not raise
concerns.

We agree that training reviewers, managers, and industry on the use and application of
terms associated with the 510(k) process is important to facilitating the process.

Lastly, should FDA move forward and conduct assessments, such as that discussed in
the 510(k) Report to assess devices cleared with five or more predicates, it would be
beneficial to publicly release these assessments with an opportunity for comment, if a
change in practice is recommend as the result of the assessment.

Recommendation: CDRH should reform its implementation of the de novo
classification process to provide a practical, risk-based option that affords an
appropriate level of review and regulatory control for eligible devices.

Specific recommendations pertaining to de novo: (1) streamline current
implementation of de novo classification process and clarify evidentiary
expectations, (2) encourage pre-submission engagement between submitters and
reviewers, (3) explore establishing a generic set of controls that could use as
baseline special controls for device classified into class Il through the de novo
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process, which could be augmented with additional device-specific controls as
needed.

Strengthening and optimizing the de novo process through a well-defined regulatory
pathway will benefit the agency, industry, and patients. This underutilized process has
the potential to play a key role in the regulation of medical devices, lacking a predicate,
for which general or special controls provide a reasonable assurance of safety and
effectiveness.

A streamlined process for assessing which devices are eligible for review under the de
novo process could begin with an assessment of the reason, due either to (1) the lack of
a predicate with the same intended use or (2) the same intended use but new
technology as compared to the named predicate device(s) raising new/different
questions of safety and effectiveness. The assessment could continue with a flow chart
for assessing eligibility based on principles of risk management or the utilization of
device classification rules, such as those produced by the Global Harmonization Task
Force (GHTF). GHTF documents “Principles of Medical Devices Classification”® and
“Principles of In Vitro Diagnostic (IVD) Medical Devices Classification™ provide
internationally harmonized classification rules, which may be a useful tool in assessing
eligibility for de novo review.

Once it has been determined that the device is a likely candidate for de novo review,
there should be a provision for a pre-submission meeting between the applicant and the
agency to review key items, such as the decision process leading to the determination
the device is eligible for de novo review and the submission evidentiary expectations
based on a generic set of controls for de novo applications. Clear guidance as to the
timing and content of the meeting would benefit the process. As identified in the report,
a generic special control for devices reviewed under de novo is another good step to
strengthening the process. A generic set of special controls modeled after the essential
principles of the Global Harmonization Task Force (GHTF) provide a means to create a
consistent evidentiary standard for de novo review.

We recommend evaluating the adoption of the essential principles of safety and
performance produced by the GHTF in “Essential Principles of Safety and Performance
of Medical Devices,” as the standard for special controls for Class |l de novo devices.

Further, to increase consistency in the process we recommend the creation of a
template to guide the submission content and review, such as the use of the summary
technical document or STED, as described in the GHTF document “Summary Technical
Documentation for Demonstrating Conformity to the Essential Principles of Safety and
Performance of Medical Devices (STED).%”

3 GHTF document, “Principles of Medical Devices Classification (GHTF/SG1/N15:20086) is

available at http://www.ghtf.org/documents/sg1/SG1-N15-2006-Classification-FINAL. pdf

4 GHTF document, “Principles of In Vitro Diagnostic (IVD) Medical Devices Classification

gGHTFISG1INU45:2008) is available at http://www.ghtf.org/documents/sg1/sg1final_n045.pdf
GHTF document, “Essential Principles of Safety and Performance” (GHTF/SG1/N41R9:2005) at

http://www.ghtf.org/documents/sg1/sg1n41r82005. pdf

8 GHTF document, "Summary Technical Documentation for Demonstrating Conformity to the

Essential Principles of Safety and Performance of Medical Devices (STED)"

(GHTF/SG1/N011:2008) is available at http://www.ghtf.org/documents/sg1/sg1final-n11.pdf

Page 6 of 23



=

Again as noted in the report, we agree there is merit in minimizing the time spent on the
510(k) review for a product that clearly is de novo. Consideration should be given to
eliminating the need to submit a 510(k) and receive an NSE determination before
initiating the de novo review.

In implementing this new approach, we recognize the need for training of industry and
FDA reviewers and the identification and implementation of metrics designed to assess
the effectiveness of the process.

Such an approach offers the opportunity to create a more consistent, rule based system
to evaluate medical devices, and further international harmonization consistent with
FDA'’s role as a founding member of the GHTF.

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 lIb” device
subset.

Specific recommendations pertaining to unreported device modifications: (1)
revise existing guidance to clarify what types of modifications do or do not
warrant submission of a new 510(k) and for modifications requiring new 510(k)
specify which are eligible for a Special 510(k) and (2) regular periodic updates to
CDRH listing any modifications made to a device and why each modification does
not warrant a new 510(k) phased in for “class IIb” subset and expanded to a larger
set of devices over time.

We agree with the need to update existing guidance, “Deciding When to Submit a 510(k)
for a Change to an Existing Device” (January 10, 1997) to further clarify what types of
modifications do or do not warrant submission of a new 510(k). While we agree this
guidance is due for an update, this is a good guidance that has proved useful to FDA
and industry over the years. The use of the flow charts to assess changes has been
especially helpful and should remain. Consideration of the risk evaluation process as a
means to assess changes rising to the level of a new filing, guidance for evaluating the
totality of changes made since the last clearance, and additional guidance pertaining to
the evaluation of incremental manufacturing changes are recommended areas for
improvement as the document is revised.

In revising the guidance, we believe it would be helpful to delineate the types of changes
eligible for review as a Special 510(k), such as those discussed in the guidance, “The
New 510(k) Paradigm: Alternate Approaches to Demonstrating Substantial Equivalence
in Premarket Notifications” to improve the consistency of the Special 510(k) review
process. We note the use of the Special 510(k) is more akin to the filing of a supplement
for a PMA-approved device than a 510(k) for a new device, as the Special 510(k) is used
to implement a change to the sponsor’s own cleared device. Consideration of this

" \We note the GHTF is currently engaged in the development of a STED document for in vitro
diagnostic medical devices, in which the public comment period closed January 7, 2010.
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element may assist the agency as it delineates the types of changes eligible for review
as a Special 510(k).

In regards to regular periodic updates listing device modifications made to a device and
why each modification does not warrant a new 510(k), we believe efforts focused on
revising the existing guidance for assessing product changes would result in more
tangible program improvements in regards to modifications to existing medical devices.
This approach is preferable to establishing an infrastructure to receive and review
periodic reports for all class Il devices to address modifications on an individual device
or company basis. Rather efforts focused on updating the existing guidance to reflect
the agency’s current thinking or to address areas where additional clarity is needed
would have a broader reach and address existing uncertainty in this area.

Specific recommendations pertaining to quality of submissions: (1)) adopt the
use of an “assurance case” framework for 510(k) submissions, (2) submission of
detailed photographs and schematics of the device under review and publish on
the publicly available 510(k) database, (3) submitters keep one unit of the device
available for CDRH to access during review of that device, as well as subsequent
devices declaring that device as a predicate, (4) additional guidance and training
for submitters and reviewers regarding the appropriate use of standards , (5)
revise requirements for “declarations of conformity” with a standard to require
providing summary testing to demonstrate conformity, and (6) revise 21 CFR
807.87 to require 510(k) submitters to provide a list and brief description of all
scientific information known to or that should be reasonably known to the
submitter.

Assurance case

At this time, we do not believe it is prudent to adopt the widespread use of a new
framework, such as assurance case reports, for evaluating 510(k) submissions.
Although used in other industries, assurance case reports are not typically used in the
medical device industry. As such, extensive training of reviewers, managers, and
industry would be necessary to implement such a widespread change.

As identified in the report, there is a certain level of lack of understanding of critical terms
related to the concept of substantial equivalence, a concept in place for several
decades. We believe efforts focused at addressing these areas both within the agency
and the industry would better serve patients and the public health, than the
implementation of an entirely new, untested framework.

Additionally, attempts to eliminate existing areas of misunderstanding may be stymied
due to the simultaneous introduction of a new review framework, such as assurance
case reports.

Detailed photographs and schematics

Publication of general device photographs or block drawings, such as those publicly
available in product labeling or promotional materials is appropriate post-clearance.
However, we are concerned with the publication of detailed photographs or schematics.
Detailed photographs or schematics are generally proprietary or confidential in nature.
Due to concerns with reverse engineering, we believe CDRH should ensure that any
process that involves the submission to the agency of detailed photographs or
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schematics is approached in a manner that does not compromise the competitiveness of
the U.S. medical device industry, especially where public publication of detailed
photographs or schematics will result in competitive harm to medical device companies.?

Keep device unit available for current and subsequent reviews

Increased use of vendor days, site visits, or face-to-face meetings with manufacturers for
hands on access to devices are more appropriate means to educate staff on medical
devices, than requiring manufacturers to keep each device indefinitely to aid CDRH in
the review of future devices that may potentially rely on that device as a predicate.

This recommendation is logistically infeasible due to cost and space allocation. Storage
of large capital equipment and devices with limited shelf life, such as IVD reagents, is
simply impractical. Also, where several design iterations of a device have been cleared
through several 510(k) submissions, retention of a sample of each would be impractical,
especially for the previously cited device types.

Standards

We support the recommendation to provide to reviewers and industry additional
guidance and training on the use of standards. Further, we encourage CDRH to expand
its use of internationally, recognized standards from organizations such as ISO and IEC.

Scientific information known to or that should be reasonably known to the submitter

We recommend the agency reconsider the scope and application of this
recommendation by focusing on a summary of technical and clinical information for a
small, focused subset of higher risk class Il devices for which uses and technologies are
not well-characterized. Because the premarket process requires a demonstration of
substantial information applying this requirement to all class Il and class | devices
subject to 510(k) clearance is excessive and suggestive of current PMA requirements.
Additionally, the standard “should be reasonably known” is too vague to provide a
consistent set of information.

Specific recommendations pertaining to type and level of evidence needed: (1)
develop guidance defining a subset of class Il devices called “class IIb,” for which
clinical information, manufacturing information, or, potentially, additional
evaluation in the postmarket setting would typically be necessary to support
substantial equivalence. (2) training for reviewers and industry regarding the
delineation between “class lla” and “class IIb”, (3) related to “class lIb” guidance
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, (4) define “clinical data” in guidance or through regulation, (5)
seek greater authority to require postmarket surveillance studies as a condition of
clearance for certain devices, (6) continue ongoing efforts to implement a UDI
system and consider the possibility of using “real-world” data as part of a
premarket submission for future 510(k)s, (7) guidance to provide greater clarity

8 As identified in the Report to the President on the National Export Initiative: The Export
Promotion Cabinet’s Plan for Doubling U.S. Exports in Five Years, “[t]here are certain sectors in
which the United States often leads global technology development and innovation, such as
renewable energy; civil nuclear power, smart grid, and advanced vehicle technologies; healthcare
technology, biotechnology, and medical devices; and agricultural production” [emphasis added)]
(report issued September 2010).
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