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Although it was not specifically stated in the 510(k) Working Group Recommendations,
the value of a reviewer “decision summary” was discussed in the text of the report.
Zimmer agrees with CDRH comments that “publically providing accurate and
meaningful information about previous 510(k) decisions and predicate devices is
essential to increasing the transparency and predictability of CDRH’s 510(k) decision
making.” We also agree with CDRH’s position that providing information about the
basis for previous decisions can provide much-needed clarity about CDRH’s evidentiary

expectations and decision-making rationale.

To minimize redundancy and maximize efficiency, the content and format of the decision
summary should complement, not repeat, information contained in the 510(k) Summary.
If standard content and format for 510(k) Summaries are established, a complementary

content and format can be established for reviewer decision summaries.
Limited Information on Current 510(k) Ownership

Recommendation: The 510(k) Working Group recommends that CDRH develop
guidance and regulations regarding appropriate documentation of transfers of 510(k)
ownership. The Center should update its 510(k) database in a timely manner when a

transfer of ownership occurs.

Zimmer supports this proposal and believes that the complete history of 510(k)
ownership should be maintained. We believe that it will be helpful not only for the U.S.,
but also for foreign registration of devices. It also would be valuable for CDRH to show
the full chain of 510(k) ownership and to re-issue 510(k) clearance letters when

ownership changes.

We urge FDA to follow through on this recommendation. We also suggest that, if

possible, implementation should be handled through an existing and familiar process such
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as registration and listing. Implementing the recommendation in this manner would place
the information in an existing database, and would simplify both FDA’s entry of the

information and the public’s access to the information.
3. Continuous Quality Assurance

Recommendation: CDRH should enhance training, professional development, and
knowledge-sharing among reviewers and managers, in order to support consistent, high

quality 310(k) reviews.

Zimmer agrees with the approach noted multiple times in the proposals that a key to
successful implementation of any change is the proper development and delivery of
appropriate training. We also agree that well-designed and delivered training will lead to
the greatest likelihood of program success and should be directed at both the CDRH staff

and the industry.

In addition, Zimmer has several suggestions for the best way to implement the training.
First, we believe that “train the trainer” approaches work well for adult education and that
there are several groups that FDA should consider utilizing in this way. External experts
from academia and FDA alumni should be considered as potential partners to fill the
training needs that will result from the changes being proposed to the 510(k) program.
We believe that having training come from outside the program will ensure that it is
delivered in a balanced and dispassionate way as well as not take excessive staff time to
perform the number of training sessions that will be required to accomplish these

changes.

Zimmer recommends that staff training require testing or proof of proficiency, similar to
the requirements for training industry staff on QSR procedures. We also believe that this
training should be required before staff is empowered to perform reviews or assessments

under any new procedures. Again, this also parallels industry training requirements.
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Lastly. we are in complete agreement that FDA Vendor Days and other ways to
familiarize the staff with various technologies are an important addition to the program.
Site visits to industry should be expanded and site visits to academia should be added to
the current programs. We support fully the idea that more engagement with scientific

experts from all over the world would be a benefit to FDA as well as to industry.

Recommendation: CDRH should enhance its systems and program metrics to support

continuous quality assurance.

Zimmer strongly endorses the idea of developing a set of metrics to assure continuous
quality assurance of the 510(k) review program. We believe that metrics carefully
designed to evaluate specific aspects of the program will provide clear guidance to the

agency for maintaining and improving the effectiveness of the program.

It is important to note, though, that construction of these metrics will not be easy. Each
metric should be focused on a specific question or aspect of the program. Collectively
and individually, they need to be simple and unambiguous both to FDA staff and to other
stakeholders. Finally, they must be pursued diligently, and the results should be made

public in a timely manner.

Finally. should FDA develop a recommendation or proposal to modify the system based
on the results shown by one of the metrics, FDA will need to demonstrate clearly the
causal relationship between the recommendation and the metric. In other words, changes

that FDA proposes should be traceable to results of the metrics that they establish.
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VOLUME 1I: UTILIZATION OF SCIENCE IN REGULATORY
DECISION MAKING

Zimmer has chosen to comment on those recommendations from the Task Force on the
Utilization of Science in Regulatory Decision Making Report that, in our view, are most

important. Our comments are noted below, beginning with point 3 of the Report.

3. Promptly Communicating Current or Evolving Thinking to All Effected

Parties

Recommendation: CDRH should make use of more rapid communication tools to
convey its current thinking and expectations.

Recommendation: The Task Force recommends that CDRH continue its ongoing efforts
to streamline its processes for developing guidance documents and regulation,
consistent with the Center s FY 2010 Strategic Priorities.

We support the development of additional product specific guidance and training for
FDA staff and industry. However, increased issuance of Level 1 guidance raises
concerns about implementation of new expectations without adequate notice to affected
stakcholders is a problem in the real world of product and submission development. At
any one time, there will be products in various stages of development, including
submissions pending at the Agency, applications ready for submission to the Agency, and
existing device trials near completion. There is a real need for notice and comment on
guidance documents, and therefore the use Level 1 guidance is best reserved for only
those matters where there is an urgent and documented public health issue that must be
immediately addressed. The gains in streamlining the Agency’s guidance
implementation process through increased issuance of Level 1 guidance seem to be

modest and deprive due process of stakeholder involvement.

Additionally, there should be more extensive engagement in the development of

guidance, such as placing FDA staff on joint teams with stakeholders, including industry.
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health care providers with product knowledge, and academic experts to develop first
drafts of needed guidance. Although guidance documents are not legally binding on the
Agency, they do “represent the Agency’s current thinking”, and are relied upon by FDA
review staff, device companies and other public entities. Because of the importance of
these documents, the Agency would be better served if it were fully informed on the
issues at hand, by receiving stakeholder and individual expert feedback, prior to
publishing a draft guidance document. Obtaining this type of feedback should not be
limited to public meetings or workshops; the Agency could meet with selected
stakeholders and experts individually, and should do so when such meetings will advance
the guidance development process. See 21 C.F.R. § 10.115(g)(1)(1) (“FDA can seek or

accept early input from individuals or groups outside the Agency.”).

Further, to maximize the value and efficiency of the acceptance of stakeholder guidance,
we recommend the Agency more clearly indicate those guidance document topics in
which receipt of early draft versions will expedite the development process versus those
areas in which the Agency is well down the path in developing a draft guidance
document. To increase transparency, the Agency should provide feedback on

information and drafts it receives from outside sources.

Recommendation: The Task Force recommends that CDRH establish as a standard
practice sending open “'Notice to Industry”’ letters to all manufacturers of a particular
group of devices for which the Center has changed its regulatory expectations on the
basis of new scientific information. CDRH should adopt a uniform template and
terminology for such letters. including clear and consistent language to indicate that the
Center has changed its regulatory expectations, the general nature of the change, and the

rationale for the change.

Zimmer supports the Agency's recommendation to establish a standard practice for
Notice to Industry letters (NTI) for use in conveying information for which the Center

has changed its regulatory expectations on the basis of new science.
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As part of the standard practice, we recommend the Agency clearly define the types of
information and circumstances in which it would be appropriate to issue a NTI. Use of
NTIs to communicate changes in thinking related to product specific issues impacting
safety or effectiveness has the potential to improve the current process, where currently
such issues may be communicated only to individual companies already under review.
Overuse of NTIs to communicate procedural topics, such as application format, or other
topics which can be addressed via Level 2 guidance will minimize the effectiveness of
the NTls and cause unnecessary complexity to the process. Clearly defining the types of

content to communicate via NTIs will maximize the utility and effectiveness of NTls.

A critical aspect of the NTI standard practice should be a recognition that at any one
time when the Agency issues a NTI, there will be products in various stages of
development, including submissions pending before the Agency, applications ready for
submission to the Agency, or existing device clinical trials near completion. Because of
these real-world situations, it is important that the NT1 standard practice include a
mechanism for phasing in the new requirements or accepting alternate but equivalent
measures. Under current practice, issuance of a final guidance sets forth the Agency's
current thinking, but recognizes that other mechanisms may exist for addressing the
particular concern. This approach should continue to apply to NTls, thus allowing a

company to address the concern in another manner.

In addition to opening a docket along with the issuance of an NT), we recommend the
Agency consider establishing a timeframe for reviewing comments submitted to the
docket. Following issuance of the NTI, the Agency should work to incorporate the new

information into draft guidance for review and comment.

We agree with the recommendation of providing the letters to all manufacturers of a
particular group of devices for which the Center has changed its regulatory expectations.
Importantly, the Agency should use additional communication tools to the industry in

general, so that companies contemplating moving into the particular device space have
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visibility to the change in Agency thinking. Specifically, we recommend posting on the
CDRH website NTls in a readily accessible manner and tagging NTIs for inclusion in the

CDRH email, “What’s New at CDRH Update.”

Further, a webpage dedicated to topics related to new science is certainly an important
step to increasing transparency and understanding. Inclusion and consolidation of the
NTls on this page along with the standard operating procedure that governs NT1
development is recommended. We do recommend that the web page be created so that it
is readily accessible, consolidates all new science information in one location and
minimizes the use of multiple links to obtain the information, which decreases the ability

to locate information.

Lastly, we believe adoption of a standard process for creating and issuing NTls should
not preclude the Agency from communicating anticipated changes in thinking at a pre-
IDE meeting or other pre-submission meetings if the N'TI is still under review within the
Agency. One can envision a situation where a company leaves a pre-IDE meeting with
an understanding of a path forward, only to receive a NTI shortly after the meeting.

Steps to avoid such situations benefit the Agency and its stakeholders.

Recommendation: The Task Force recommends that CDRH take steps to improve
medical device labeling, and to develop an online labeling repositorv to allow the public
to eastly access this information. The possibility of posting up-to-date labeling for 510(k)
devices online is described in greater detail in the preliminary report of the 510(k)

Working Group

Zimmer does not agree with the recommendation to develop an online labeling repository
if the repository is for prescription medical devices. Labeling supplied with prescription
medical devices is intended for the physician or other healthcare provider and not the
general public. In the case of total joint arthroplasty devices, instructions on implantation

would have no meaning to the lay person and may create public confusion.
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As noted previously, the creation of a 510(k) labeling database is duplicative of efforts
already underway within the Unique Device Identifier (UDI) System. Zimmer strongly
feels that dissemination of labeling to patients (direct when appropriate or through the
attending clinician) and to clinicians should remain the responsibility of the manufacturer
thereby ensuring the information reaches the appropriate audience and does not cause

confusion.

Postmarket Oversight

Recommendation: The Task Force recommends that CDRH continue ongoing efforts to
develop better data sources, methods, and tools for collecting and analyzing meaningful
postmarket information, consistent with the Center's FY 2010 Strategic Priorities. In
addition, the Center should conduct a data gap analysis and a survey of existing U.S. and
international data sources that may address these gaps. These efforts should be in sync
with and leverage larger national efforts. As CDRH continues its efforts (o develop better
data sources, methods. and tools, it should invite industry and other external
constituencies to collaborate in their development and to voluntarily provide data about

marketed devices that would supplement the Center’s current knowledge.

Zimmer supports this recommendation. To achieve this goal, however, the UDI system
must be established and implemented, data management systems must be compatible and

up to date and duplicative efforts must be avoided.

Recommendation: The Task Force recommends that CDRH conduct an assessment of
its staffing needs (o accomplish its mission-critical functions. The Center should also
work to determine what staff it will need to accommodate the anticipated scientific
challenges of the future. CDRH should also take steps to enhance employee training and
professional development to assure that current staff can perform their work at an
optimal level. As part of this process. the Center should consider making greater use of

professional development opportunities such as site visits or other means of engagement
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with outside experts in a variety of areas, including clinical care, as described below.
This recommendation complements the Center s ongoing efforts under its FY 2010
Strategic Priorities to enhance the recruitment, retention, and development of high-
quality employees.

Zimmer supports this recommendation. We encourage CDRH to determine essential
functions that support the FDA priorities of supporting public health and access to
improved medical treatment and focus resources on these functions. Recruitment and
development of highly qualified, well-trained and motivated employees are essential in

achieving CDRH goals.
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September 29, 2010

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

5630 Fishers Lane

Rm. 1061

Rockville, MD 20852

Re: Docket Number FDA-2010-N-0348

Dear Commissioner:

MedTech appreciates the opportunity to respond to the Food and Drug Administration's Preliminary
Report and Recommendations of the 510(k) Working Group and Task Force on the Utilization of
Science in Regulatory Decision Making.

MedTech is the hub of the Bio/Med industry in Upstate New York. It is a very active association of
pharmaceutical, biotech, and medical technology companies, their suppliers and service providers,
and research universities. Since its founding in 2004, the association has grown to more than 95
member organizations, which are listed in Attachment A. MedTech boosts the growth and prosperity
of bioscience and medical technology companies by connecting them for collaboration, offering
educational programs, sharing news and information, and advocating for the industry with
government and community leaders. More information about MédTech and its member organizations
can be found at www.medtech.org.

Background

The FDA has prepared this preliminary report as part of a two-pronged, comprehensive assessment
of the 510(k) process. The other, important, component of this assessment is the ongoing
independent study by the Institute of Medicine (IOM), expected to conclude mid-2011. MedTech
believes that comprehensive reform requires consideration of both components of the assessment
and requests that FDA thoroughly evaluate the IOM findings prior to implementation of any major
change to the existing 510(k) process. We understand that FDA intends to work with IOM and
consult with IOM in reviewing the comments FDA receives.

Comments

We provide here our comments to the preliminary reports for your consideration in improving the
510(k) process. MedTech members support the initiative to improve predictability of 510(k) reviews
and data requirements. We agree that CDRH should provide industry with clearer evidentiary
expectations that have consistent application. The result of clarified expectations and more detail in
guidance to industry should have the very positive result of 510k submissions that are more complete
and able to be reviewed and processed by the FDA efficiently. Along these lines, MedTech agrees
with FDA's proposal to develop guidance and standard procedures for development and assignment
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of product codes, a component of the classification process that is important and currently not
consistently applied or transparent to industry.

Volume I: 510(k) Working Grou

A Rational, Well-Defined and Consistently Interpreted Review Standard

> “Same Intended Use”

MedTech agrees that the definition of “substantial equivalence” should be clarified through guidance
and that, as currently used, the terms “intended use” and ‘indications for use” are confusing and not
applied consistently by industry or the FDA. These terms are currently used to distinguish between
two very different concepts — the “intended use” of a device which is a factor in determining
“substantial equivalence” and the “indications for use” which describes in detail the use environment,
methods, or circumstances. As acknowledged by the FDA 510(k) Working Group, there are concerns
with simply blending the terms “intended use” and “indications for use”. MedTech believes that, in an
effort to combine the terms, further confusion may result; particularly with regards to manufacturer's
ability to modify labeling regarding an “indication for use" without triggering a change to the “intended
use.” Thus, we strongly disagree with the recommendation to consolidate the terms “intended use”
and “indications for use." MedTech suggests that the FDA clarify these two terms, as historically and
currently used, in a guidance document or through regulation.

Additionally, MedTech strongly disagrees with the specific recommendation to allow FDA reviewers to
determine the “intended use” of a particular device. It is our belief that the manufacturer of the
product is in the best position to evaluate the use and labeling of the device, and also to appropriately
monitor the changes to the use and labeling of the device, in order to remain compliant with
regulatory obligations. If FDA implements this proposal to permit FDA reviewers to determine the
“intended use” of a device, MedTech requests that FDA establish, through administrative rulemaking,
a process that would address the following:

a. The process used by FDA to gather evidence to determine that an off-label use is the primary
intended use. MedTech recommends that, at a minimum, the usage of the predicate device,
coupled with testimony from medical professionals would be necessary to determine whether
off-label is the primary usage.

b. A process that allows a manufacturer to appeal the decision to include an ‘off-label’ use as a
primary ‘intended use'.

c. Animplementation plan that addresses how products currently on the market are impacted
by subsequent determinations regarding “intended use” for predicate devices.

MedTech believes that the manufacturer promotional efforts are the appropriate approach to
determining whether an “intended use” is off-label. MedTech requests that the FDA review its
authority in this area given the long-standing delineation between FDA approval and state regulated
practice of medicine issues.

> Rescission Authority

MedTech agrees that products that are dangerous to health should be examined and controlled or
removed from the market. The scope of this authority, however, should be narrowly defined and
rescission of a 510(k) clearance should be exercised only under limited circumstances. Furthermore,
a reasonable period of time should be provided to the manufacturer to remedy any device defects,
potential hazards, patient risks, or other specific health/safety concerns identified prior to pursuit of
510(k) rescission by FDA. Additionally, rescission authority should not be applied retroactively.
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additional arguments necessary to satisfy safety and effectiveness concerns without necessarily
having to undertake the clinical studies necessary for a PMA.

Moreover, reforms to the de novo process could serve to solidify the de novo process as a
meaningful procedural mechanism to essentially appeal adverse (NSE) 510(k) determinations. The
need for this “appeal” mechanism is especially important given the data presented in the CORH
Preliminary Internal Evaluations (Vol. 1) suggesting substantial internal lack of consistency in CDRH's
decision making (see p. 52). We would encourage FDA to delineate a meaningful mechanism,
conceivably through the revised de novo process, whereby manufacturers could appeal 510(k)
decisions.

A second concern with the de novo process is that manufacturers must submit a 510(k) before they
may request reclassification under 513(f)(2). The statutory language (quoted above) indicates that
submission of a 510(k) is a prerequisite to submitting a de novo request. In the case of technological
advances, given this constraint, the only option for manufacturers is to use "split" or "multiple”
predicates, since currently manufacturers may not proceed directly to de novo review. Rather than
explicitly disallowing the use of "split" predicates, FDA should create guidance similar to that it intends
to draft for "multiple" predicates, explaining the circumstances in which use of more than one
predicate is appropriate.

CDRH recognizes that there are instances where it is clear that a device has new intended uses or
different technological characteristics that raise questions of safety and effectiveness, and that it is an
inappropriate allocation of resources to undertake a lengthy 510(k) review (see Vol. |, p. 65). In fact,
CDRH discusses the legislative history for passage of 513(f)(2), noting that the intent of introducing
the de novo process was, in part, to "prevent attempts to fit devices into the 510(k) framework that are
not suited to a predicate comparison: it would allow FDA to 'avoid time and resources consuming [sic]
substantial equivalence determinations that rely on remote predicates." (Vol. 1, p. 63-64). To give
effect to this legislative intent, CORH should determine and specify the circumstances in which a
quick NSE determination would likely be appropriate (p. 65). This could be accomplished by
providing additional guidance through the 513(g) process whereby "pre-submission engagement
between submitters and review staff' could reduce time spent inappropriately in the 510(k) process.
As noted in the comments (p.104), FDA should "establish a mechanism for early collaboration with
the manufacturer and an expedited process for initiating review of de novo requests" and "issue
additional guidance on the threshold for clearing a device through the de novo process." MedTech
strongly agrees with this initiative and encourages the FDA to consider all of these issues when
revising the de novo process.

2. Well-informed Decision Making

> Unreported Device Modifications

MedTech members agree with FDA's proposal to revise existing guidance to reconcile the language
in the 510(k) flowchart with the statutory language in Section 513(i) of the FDCA (See Volume |, pg.
57). And, MedTech supports FDA's efforts to revise existing guidance to clarify what types of
modifications do or do not warrant submission of a new 510(k).

MedTech members are adamantly opposed to FDA's proposal to require manufacturers to provide
regular, periodic updates regarding device modifications and the manufacturer's decision to not
submit a new 510(k). FDA conceded, during the August 31 webcast, that there are a relatively small
number of cases where the FDA finds, subsequently, that a manufacturer's decision to not submit a
new 510(k) was incorrect. We believe that concerns regarding the decision making process
manufacturer's use to assess whether a modification requires a new 510(k) could be, and are
appropriately, addressed through clarification to the guidance on device modifications. MedTech
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Although MedTech agrees that FDA needs to develop guidance on when a predicate device can no
longer be used in subsequent applications, MedTech is concerned by FDA's proposal to have post-
clearance authority to remove a device from the pool of available predicates. In order to ensure
clarity, we request that FDA clearly prepare guidelines that will identify whether the device at issue is
removed from the market, simply no longer available as a predicate but still available on the market,
and, in the later circumstance, whether the devices that relied upon the rescinded device are
impacted. In that vein, MedTech strong believes that before devices that relied upon the rescinded
predicate are formally impacted, the FDA provide an opportunity for those manufacturers to defend
their own devices and address the FDA's concerns in a formal regulatory proceeding. In the case of
predicates that have been removed from the market (but not victim to 510(k) rescission), the use of
these predicates should not be strictly prohibited so long as the safety and effectiveness of the device
can be demonstrated. The FDA could allow the use of these predicates as “supplemental evidence
of safety and effectiveness” in addition to demonstrating equivalence to a more current/FDA-
recognized predicate. Regardless, the FDA should make clear efforts to provide industry with an
updated list of devices that are "available” or permissible to be used as predicate devices.

In summary, MedTech believes that this issue is important enough to require that the FDA issue a
regulation regarding their ability to rescind a 510(k) status of a device. This regulatory authority
should be detailed enough to provide the scope, grounds, and appropriate procedures FDA will use in
the rescission process and must include an opportunity for administrative appeal and review.

> Use of “Split Predicates” and “Multiple Predicates”

The 510(k) Working Group recommends disallowing the use of “split predicates.” MedTech agrees
that, in limited circumstances, the use of predicates with vastly difference technologies simply as a
way to obtain that predicate's “intended use” may be inappropriate. MedTech recommends that
rather than disallowing the use of “split predicates” entirely, FDA undertake the task of clearly defining
circumstances and setting guidelines for the use of “multiple predicates” and “split predicates.” This
clarification will assist both FDA reviewers and manufacturers in the preparation of submissions.
Additionally, we suggest that these guidelines contemplate an appeal or reconsideration process for
unusual circumstances so that manufacturers facing the need to use “split predicates” for a device
have the opportunity to fully explain and justify that position to the FDA.

Reform of the De Novo Process

MedTech understands, from FDA"s August 31, 2010 webcast on these preliminary reports, that one
option is to use the de novo process more effectively to handle the unique circumstance of
accelerated technological innovation that makes reliance upon only one existing predicate difficult or
impossible. MedTech agrees with the proposal to reform the de novo classification to allow a well
defined, predictable regulatory pathway for eligible devices for which there is no clear predicate. We
request that FDA also consider the unique circumstances where “multiple” and/or “split’ predicates
may be justifiable and adequately rationalized by a manufacturer and include mechanisms in the
reformed de novo process to address these circumstances.

One existing problem with the de novo process (that many MedTech members have experienced
firsthand) is that the committee or team reviewing the 510(k) is also the group that will review any de
novo classification requests under 513(f)(2). In fact, according to the FDA’s February 19, 1998
513(f)(2) guidance document, "if, while reviewing the 510(k), the division determines that the device is
not a likely candidate for Evaluation of Automatic Class Ill Designation, the NSE letter should indicate
that FDA believes premarket approval will be necessary prior to marketing the device." In practice,
this results in the 510(k) review team contemplating 513(f)(2) classification during the 510(k) review.
However, for the statutory language of 513(f)(2) to have any real meaning, the de novo process must
be an independent, impartial consideration of reclassification based on what would be a revised
submission to the FDA, whereby the manufacturer would be afforded an opportunity to make any
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thinks the current FDA enforcement and compliance tools are more than sufficient to handle the rare
situation when the decision to not submit a new 510(k) was incorrect. Specifically,

1. FDA already has authority to review a manufacturer's analysis regarding device modifications
in targeted, general, or for-cause inspections.

2. Manufacturers are already obligated, whether explicitly in a device specific guidance or
practically through requests by FDA reviewers, to provide information regarding device
modifications. In fact, where a modification has triggered a new 510(k), the majority of
manufacturers use their existing cleared device as a predicate and provide a description of
the modifications as part of the substantial equivalence discussion. MedTech recommends
that FDA clarify that device modifications be detailed in subsequent 510(k) submissions and
provide additional guidance on how such information should be conveyed within the 510(k)
submission.

MedTech is concerned that the FDA will not have the appropriate resources to analyze and process
these proposed modification reports, thereby creating an additional reporting burden on industry with
little value to FDA or the public. MedTech strongly disagrees with the FDA's proposal to force all
manufacturers, the vast majority of which are currently applying the regulatory requirements for
analysis of device modification correctly, to incur significant time and cost in reporting device
modifications to the FDA.

MedTech requests that FDA directly clarify whether a proposed modification to a device will need to
be approved by the FDA in this new process and whether the FDA will have the ability to intervene in
a manufacturer’s planned or recently implemented modification.

Alternatively, a less burdensome approach could be for the manufacturer to maintain the 510(k) file,
including non-substantial changes, on a periodic basis (i.e. annually) (similar to EU class Il devices)
and have the file available upon request during facility audits.

If the FDA proceeds with this unnecessary and undesirable reporting requirement, against industry
recommendations, MedTech requests that:

> FDA further justify what it intends to do with the reports received and how modification
reports will be utilized (for example, will modification reports be available to the public?).

> FDA consider the effect that the modification reports have on the ability of other
manufacturers to use that device as a predicate. Will devices relying upon the modified
device be required to consider and address all modifications when using that device as a
predicate?

> If modification reporting is implemented, the FDA not make such modification reports
available to the public.

> FDA consider requiring modification reports only once every 5 years, similar to EU class IIl
devices

> FDA provide clear, prospective guidance on what types of modifications are required in such
reports (i.e. non-significant changes that do not require a new 510(k) or a letter to file).

Finally, MedTech is very concerned about the effect that reporting of changes will have on a
manufacturer's ability to be competitive in the market. Many manufacturers modify devices to
address customer preferences (such as color, shape, and certain functionalities). The ability to make
these minor adjustments quickly provides a competitive advantage in the marketplace.
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> Quality of Submissions

The 510(k) Working Group recommended that a new requirement for an “assurance case” be
required in all 510(k) submissions. MedTech requests that the FDA reconsider this recommendation
as applicable to all 510(k)s. We understand that “assurance case” methods are used in other
industries, and in fact have been required by the FDA for specific devices like infusion pumps.
Although this detailed framework may be appropriate for some devices, perhaps like those in the yet-
to-be-defined Class |lb category, MedTech disagrees that “assurance case” reports should be
required in all 510(k)s. What FDA does not make clear in the preliminary report is that the "assurance
case’ reports, in fact, will require that additional evidence that is not currently required (such as
human factors analyses) be included in the submission. MedTech recommends that FDA reserve the
use of “assurance case” reports for limited circumstances and that FDA do so through device specific
guidance rather than for an entire category of device.

The 510(k) Working Group also recommends that detailed photographs and schematics of the device
be provided as part of the clearance process. The FDA's preliminary report has done little to assure
manufacturers of the ability of the FDA to protect a manufacturer's intellectual property. MedTech's
members are extremely opposed to the FDA's suggestion that such photos or schematics be made
available to the public in a searchable database. The industry duly notes FDA's stated sensitivity to
the proprietary nature of this information, but feels strongly that the FDA fails to completely appreciate
the criticality of this information in the device industry. Medical devices have a unique nature
compared to drugs and biologics. Many devices rely upon trade secrets or other non-patented
methods and mechanisms to remain competitive and profitable. This industry does not receive the
same level of patent protection as the drug industry, and therefore the potential damage resulting
from inadvertent or intentional disclosure by the FDA is extraordinary.

Given that the potential for harm to the device industry is so great, MedTech requests further
explanation from the FDA on the benefit that could be gained by requiring that this information be
provided. It is our understanding that, where such information would not be harmful to the
manufacturer, most manufacturers do in fact provide this information, both to the FDA and in the
public domain (such as company websites, etc). The burden, in the existing 510(k) process, is on the
manufacturer to explain the device functionality and provide the appropriate and necessary
comparisons to predicate devices. MedTech discourages FDA from a system encouraging individual
510(k) reviewers to independently evaluate the product based upon schematics and photographs.

MedTech encourages the FDA to re-visit this issue and more carefully justify the minimal benefits of
requiring this information compared to the massive damages that could result across the industry.

FDA also proposes to require manufacturers to keep one unit of the device available for the FDA to
reference with regard to regulatory submissions relating to that device or to assist reviews in which
the device is cited as a predicate. Although many MedTech members support the concept of FDA
review of a physical device as part of the 510(k) review process, they disagree with the requirement
to retain these devices for a longer period. Many of MedTech's members have identified the
extensive burden this requirement may cause. Some devices are quite large and very expensive.
Requiring the manufacturer to sequester one device could unduly burden the manufacturer.
MedTech has serious concerns about FDA's implication that these reserved devices would be used
during evaluation of a later device submission citing the reserved device as a predicate.
Manufacturers also worry what implications this requirement may have for devices that work alone or
in conjunction with other devices. Will manufacturers be required to retain the second device for
connectivity analysis?

Before FDA proceeds with this requirement to retain devices, MedTech urges that FDA consider the
broader implications, including the following questions:
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> What obligation does the manufacturer have to its competitors as a predicate device?

> WIill FDA require the reserved device manufacturer to allow access to the device
manufacturer citing the predicate?

>  Will FDA require these devices to be reserved if the manufacturer has made a
modification, released a new model, or discontinued the device?

> Incomplete Information

MedTech disagrees with the FDA's proposal to require manufacturers provide all information known
to the manufacturer about the device, including its own tests or studies that it has participated in,
even if they failed or were unsuccessful. MedTech members believe that most failed tests are
conducted again, with corrective measures taken or re-engineering of the device. If FDA requires
submission of tests during the device development period, MedTech fears the result would be an
unintentional incentive for manufacturers to not thoroughly test devices or apply rigorous failure
standards to testing. The resulting impact on device quality and design is unknown, but could be
substantial. MedTech members believe that quality information provided to the FDA is important, but
requests that FDA's evaluation of that information be focused on the information provided by
manufacturers rather than requiring non-beneficial information be submitted.

MedTech also disagrees that manufacturers should be required to provide a full bibliography and
summary of scientific information regarding the safety and effectiveness of a device. The burden and
cost involved in providing this information is substantial compared to the usefulness of the information
expected. And, although MedTech appreciates FDA's public health function, MedTech requests that
FDA thoroughly revisit the statutory authority regarding the 510(k) process, as it does not require a
thorough evaluation of safety and effectiveness for each device. A fuller discussion of this point
follows below.

> Type and Level of Evidence Needed

The 510(k) Working Group recommends that FDA use existing administrative tools to distinguish
between lower-risk Class Il devices and more risky Class |l devices (to be called Class IIb devices)
that will require a higher level of evidence to justify clearance. MedTech encourages FDA to use
current administrative tools, such as guidance documents and CFR descriptions, to implement certain
beneficial 510(k) Working Group recommendations for specific devices, rather than establish an
entirely new classification for a category of devices--“Class IIb" devices. Although the FDA has
characterized this expansion as a “clarification” of existing authority, MedTech believes this is merely
semantics. MedTech argues that the FDA may not implement a new classification category, as
proposed, without specific expansion of and amendment to the classification structure by Congress.
MedTech believes statutory changes are required and appropriate to implement the proposed
changes and does not recommend FDA by-pass them in order to simply implement changes quickly.
Although FDA has made clear its intent to implement this classification change rapidly, MedTech
specifically requests that FDA wait for the IOM study results and also take into account the failure of
last year's GAO report to recommend such a classification change.

The legislative history surrounding the 510(k) process indicates that the term “substantially
equivalent” is not intended to be so narrow as to refer only to devices that are identical to marketed
devices nor so broad as to refer to devices which are intended to be used for the same purposes as
marketed products. The Congressional Committee believed that the “term should be construed
narrowly where necessary to assure the safety and effectiveness of a device but not so narrowly
where differences between a new device and a marketed device do not relate to safety and
effectiveness.” Thus, differences between “new"” and marketed devices in materials, design, or energy
source, for example, would have a bearing on the adequacy of information as to a new device's
safety and effectiveness, and such devices should be automatically classified into class Ill. On the
other hand, copies of devices marketed prior to enactment, or devices whose variations are
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immaterial to safety and effectiveness would not necessarily fall under the automatic classification
scheme." (Vol. 1, p. 24).

FDA is concerned with the quality of predicates, and devices ability to "piggy back" on other devices
(Vol. I, p. 57). However, this was precisely Congress' intent. FDA should improve its control over
devices which it deems acceptable/unacceptable as predicates as MedTech has discussed above.

To the extent FDA imposes new requirements in the 510(k) process that approximates the
requirements of PMA, such an action goes against legislative intent and statutory requirements. The
510(k) process was never intended to establish safety and effectiveness per se, but safety and
effectiveness compared to another legally marketed device.

MedTech members argue that FDA's failure to confront the statutory limitations of the 510(k) program
directly, but rather to sub-classify and essentially create a fourth classification with new obligations on
industry, may actually cause further damage to the 510(k) program - increasing confusion and
undermining legitimacy of the process. This approach is likely to cause significant additional
confusion. For example, if FDA imposes a requirement for post market surveillance to address a
safety concern, should not that device be properly classified as Class Il and not as Class IIb? Would
the post-market surveillance requirement also apply to all devices in this class?

In carefully reviewing the proposed Class llb requirements, MedTech concludes that the FDA is in
actuality requiring a level of evidence required by statute for Class Il devices (which have not had
their safety and effectiveness substantiated and are not eligible for the 510(k) program). This level of
evidence is simply not a statutory requirement for 510(k) devices. The type of evidence identified by
FDA for this new Class Ilb include “clinical information, manufacturing information, or, potentially
additional evaluation in the post-market setting.” MedTech is concerned that this sub-classification
will lead to an additional burden on manufacturers to conduct pre-approval human studies where not
currently required or necessary.

If FDA persists in implementing this classification change without authority from Congress, MedTech
requests further explanation from the FDA regarding the distinction between Class Ilb and Class II.
FDA might consider the Global Harmonization Task Force framework or the classification system
used by the European Union as an example of a four-tiered classification system, in part to more
closely align with International Standards thereby reducing the burden on the manufacturer for
meeting multiple country standards. MedTech firmly believes that FDA should not implement this
classification amendment without regular and substantive input from industry.

Industry is concerned that FDA cannot fully appreciate all of the market forces and commercial issues
that would be significantly impacted by this classification change. For example, devices identified by
FDA as Class lIb will be considered a higher risk than Class lla — with the resulting product liability
risks, but without the protections afforded Class Il devices approved through the PMA process in
Riegel. MedTech requests that FDA convene a working group with industry representation,
specifically with small manufacturer representation, to fully address these industry issues in the
amendment to the classification structure.

Additionally, there currently are Class Il medical devices that are permitted to utilize the 510(k)
process for review or clearance of modifications (e.g. dialysis catheters). MedTech members that are
manufacturers of these devices are concerned that the additional category and requirements for a
Class llb device will limit this existing process for low-risk Class Il devices and make the regulatory
process for such low-risk, commodity devices overly burdensome.
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> Clinical Information

More fundamentally, we question the FDA's position that clinical evidence is needed to establish
safety and effectiveness but that those devices are still within the same risk classification and not “up-
classified” into Class Ill. The need for a clinical evaluation of the device fundamentally calls into
question its ability to be considered substantially equivalent to a predicate device. Placement in
Class IIb will, necessarily, presume that there are suitable predicate devices whose clinical
performance is understocd. Safety and effectiveness is invoked in the context of a 510(k) only to
establish that a device is "as safe and effective as a legally marketed device," not that it is "safe and
effective” in absolute terms. While the FDA may request "clinical or scientific data" in a substantial
equivalence determination, Section 513(i)(1)(D) states, "Whenever [FDA] requests information to
demonstrate that devices with differing technological characteristics are substantially equivalent,
[FDA] shall only request information that is necessary to making substantial equivalence
determinations. In making such requests, [FDA] shall consider the least burdensome means of
demonstrating substantial equivalence and request information accordingly."

In other words, any data requested by the FDA in a 510(k) submission should rightfully be aimed at
establishing substantial equivalence, not safety and effectiveness in absolute terms. Even the
Supreme Court has recognized that there is a significant distinction between the 510(k) substantial
equivalence and PMA process with respect to evidentiary burden. (See for example, Medtronic,
Buckman, and Riegel cases). These cases note that 510(k) is "by no means comparable to the PMA
process" (Medtronic) and that the "510(k) process lacks the PMA review's rigor" (Buckman). The
resulting distinction has significant product liability and contractual outcomes that FDA should
seriously consider before modeling the evidentiary requirements in the 510(k) process after the PMA
requirement. Specifically, if FDA requires clinical information similar to a PMA, FDA should seek to
amend the statutory and regulatory distinctions in such a way that a 510(k) submission would afford
comparable product liability protections to a PMA.

MedTech members agree that the FDA should provide clarity with regard to the level of clinical data
that would be appropriate to support 510(k) product clearances. MedTech requests that the FDA
clarify what is intended by its use of the term “clinical data.” Does this mean FDA will require that
new studies be conducted? Or does this mean that a 510(k) submission can meet the burden of
including “clinical data" through a thorough clinical literature review and discussion?

> Post Market Information

MedTech is concerned by FDA's proposal to impose requirements for post-market surveillance or to
condition clearance upon post-market evaluation results. FDA has inadequately described how
requiring specific post market clinical studies will provide any additional information beyond what FDA
already has access to — including MDRs, corrective action reporting, and, more recently, total life
cycle reports. MedTech believes that imposition of additional post-market surveillance, in light of the
information already provided to the FDA, will be burdensome and costly with minimal benefit to public
health.

The FDA's recommendation to use “real-world’ data in evaluating a premarket notification for a device
is confusing. It is unclear who the FDA expects to compile this information and the weight that will be
given to information that may not be compiled by the manufacturer of the device. MedTech requests
that the FDA clarify how the use of “real-world” device use data will be compiled (particularly when
the data is generated without involvement or awareness of the manufacturer) and how the FDA
intends to use this information during the 510(k) review process. MedTech is concerned that
application of this proposal to the device under review would result in significantly more IDE
submissions and extend the approval times. MedTech also requests that FDA directly address the
challenges of obtaining informed consent when providing guidance on the collection and use of such
anonymized “real-world” data. Finally, MedTech requests that the FDA clarify whether this data will
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$MedTech

The MedTech community currently includes %42 member organtzations
across New York State. MedTech Association. Inc s a nol-for-profit

regional trade association compnsed of Upstate New York technology
manufacturers, research institutions, allied professional services firms and
economic development organizations with shared interests in collaboratively
developing technologies. products and services for 1he global bioscience and
medical technology marketplace.
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The Orthopedic Surgical Manufacturers Association (OSMA) (Susan Krasny) — Comment (posted 11/02/10)
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October 1, 2010 2000 GCT -4 A I3 |Y

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

5630 Fishers Lanc

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 the Task
Force Utilization of Science in Regulatory Decision Making Preliminary Report and
Recommendations; Availability; Request for Comments

Dear Sir/Madam:

The Orthopedic Surgical Manufacturers Assocaton (OSMA) appreciates the opportunity
to submit comments on the proposed 310¢h) Working Group Preliminary Report and
Recommendations as well as the Tusk Forco 1 nilization of Science in Regulatory Decision
Making Preliminary Report and Recommendations.

OSMA is a nonprofit organization whosc membership consists solely of manufacturers of
orthopedic surgical appliances. implants, instruments or equipment, and orthobiologics.
Since its inception in 1954, OSMA has continued to actively participate in standards and
regulatory guideline development. educate our membership on regulatory matters., provide
regulatory professionals a forum to collaborate, communicate. cooperate. and interact with
worldwide regulatory agencies and health care protessionals on issues that lessen the
regulatory burden and improve the application of device law. OSMA appreciates its
collaborative relationship with the FDA and looks forward to working on recommended
changes to the 510(k) program in the same way.

Benefit of the 310(k) Process

The orthopedic industry has a strong legacy of innovation in developing devices that
relieve the pain of’. and restore mobility to, patients of all ages [rom all walks of life, and
the 510(k) process has been an essential part of this success story. The 510(k) pre-market
review process is an effective component of a rigorous regulatory framework spanning the
total product lilecycle of medical devices. and helps deliver important new orthopedic
treatment options to patients in neced. Approximately 90% of all medical devices are
authorized to be marketed in the United States through the 510(k) process. OSMA is proud
of its cost effective. life enhancing devices. and believes the current authorities of the
310(k) process allow it the flexibility and strength to respond appropriately to different
categories of devices,

CRTHOPEDIC SURGICAL MANUFACTURERS ASSOCIATION
Coffaborative Interaction for Appropriate Regulation
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Analysis of the S10(k) Process and FDA 510(k) Work Group and Task Force on
Scicnece Recommendations

OSMA fully supports the current 510(k) process, but recogmzes the chall nyecs tacing the
FDA and the 510(k) process. Additionally. OSMA appreciates that the 510(k has evolved
over time to meet changing needs and that currently proposed changes to the 510(k)
regulations to improve the consistency and transparency in decision making could
potentially benefit both patients and industry. However. it is imperative that any changes
should be made cautiously and with the input of all stakeholders while maintaining the
intent of this important process.

As outlined below in greater detail. OSMA supports many of the 510(k) Work Group and
Task Force on Science recommendations, while also having many concerns. Across the
board, OSMA believes that the potential cumulative effect of so many of these changes at
once could disrupt the S510(k) review process and undermine patient access to necessary
orthopedic medical devices.

OSMA recommends that the FDA adopt a phased approach to implementing the group of
changes which ultimately move forward and that each change have a transition period. A
phased approach with appropriate transition periods will ensure that the system is not
overwhelmed and patients’ access to enhanced orthopedic medical technologies is
maintained. To that end, OSMA also appreciates the FIDAs public comments that it will
mitially move forward only in areas which have consensus and that more controversial
recommendations will be referred to the Institute of Medicine for further review.

Additionally. OSMA supports the 510¢k) Work Group Recommendations regarding
enhanced support for taming and professional development for review staft, but believes
that changes to the 519{k) process should only be implemented after all reviewers and
stakeholders are appropriately trained. A key tool in educating stakeholders is the guidance
process. OSMA [ully supports the recommendation for more clear guidance and believes
that further changes to the process should only be made after a system is in place for clearer
and easily accessible puidance for the medical device industry.

Lastly, many of the 513(k) Work Group recommendations lack sufficient detail to allow
OSMA to formulate an opinion or offer many comments. On certain issues. OSMA is
supportive of the general concepts expressed in the reports but. in the absence of greater
specificity. must reserve the right to oppose specitic proposals until those detailed proposals
are developed and made available for public comment. We appreciate FDA’s public
statements that it will release more specific details on its recommendations and allow the
public time to comment before implementing changes to the 510(k) program.

OSMA has divided its comments into three sections: those we oppose. those we support
with moditications and those we support.

OSMA epposes the following FDA recommendations:
FDA4 Recommendation: Establisiunent of formal Cluss 1
o OSMA does not support the establishment of a formal Class [Ib category, however,

ORTHOPEDIC SURGICAL MANUFACTURERS ASSOCIATION
Collaborative Interaction for Appropriate Regulation
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we do support the {or cause identification of a small. focused subset of higher-risk
devices within Class II that would be determined on category by category basis. and
open for public comment. This subset would be subject to additional requirements
suitable for these higher risk devices.

e  OSMA feels that as CDRII develops its guidance on this subset of devices,
the focus should be on what evidence CDRH feels it needs to establish
substantial equivalence and what special connol< may be appropriate to
mitigate the risk. The ageney should rike care not to head down a PMA-Iihe

e As CDRH clarifies its evidentiary and submission requirements for this
small, focused subsct and becomes more comfortable with the agency’s
ability to mitigate the associated risk. OSMA also encourages CDRH to
consider down-classitying some PMA devices that are not life-supporting or
life-saving into this subset.

o This small subset offers a rare opportunity to down-classify some

Class [iI devices. The current classification of these devices in the
United States may not accurately reflect the proven safety and
efficacy of these products. OSMA believes that the subset of class 11
devices for which the agency can establish additional pre-market
submission and post-market information requirements, could be a
more appropriate classification for these devices.

o The following FDA recommendations that we do not support for all of Class 11, but

do support for the small, focused subset are:

¢  CDRH should explore the feasibility of requiring each manufacturer to
provide regular periodic updates to the Center listing any modiftcations made
to ils device without the submission of a new 510(k).

e (CDRH should 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
“subset™ guidance.

o  (CDRH develop guidance 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.
CDRH should. within this guidance or through regulation. define the term
“clinical data™ to foster a common understanding among review staff and
submitters about types of information that may constitute “clinical data.

o DA Recommendation. CDRH <hould explore possibility of explicitly disallowing the use of
split predicates.

o We disagree that CDRH should eliminate use of “split predicates™. While we
acknowledge that this tvpe of substantial equivalency comparison should receive
additional scrutiny, a comparative risk analysis and/or additional design validation
information may sutfice to address remaining concerns.

o Split predicates are appropriate to lower risk devices and are fundamental to prove
Substannal Equivalence {(determination of device classification; not clearance of the
deviced

o Ehimmating the usc of ~sphit predicates™ could lead to an increase in unnecessary
PMA and de nove filings. Although the use of split predicates may not be

ORTHOPEDIC SURGICAL MANUFACTURERS ASSCCIATION
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appropriate in all cases, in many instances it provides a reasonable and practical
approach to establishing substantial equivalence.

o Split predicates are vital to innovation and meeting public health needs, as many
medical devices are modular in nature and made up ol a combination of
components.

FDA Recommendation: CDRI should explore pursuing a statutory amendment to section
5313(i) (1) (E) of the Federal Food, Drug and Cosmetic Act to provide FDA with express
authority to consider an off label use, in certain limited circumstances, when determining
the “intended use’ of the device under review through the 5 10(k) process

o OSMA cannot support such a statutory change and believes off-label use should not
affect S10(k) clearance. Oft-label use is at the physician’s discretion, and should not
be the burden of the manufacturer. However, it is OSMA’s belief that FDA should
adopt procedures that streamline companies™ abilities to conduct clinical trials in the
US and to look for alternatives to prospective controlled clinical trials {or FDA
authorization and approval of off-label uses.

o Additionally, OSMA urges CDRIT to use the tools currently available to the agency
to curb promotion of ott-label uses. OSMA also encourages CDRH to rely onats
existing statutory authority to require statements in labeling that limit a device’s use
for off-label purposes, if the agency consults with the 510(k} sponsor and the
tollowing criteria are met: There is a reasonable likelihood that the device will be
used for an intended use not identified in the proposed labeling for the device, and
such use could cause harm. This provides a more flexible and [ess onerous
alternative for CDRH to follow in protecting public health.

FDA Recommendation: CDRH should revise existing guidance to consolidate the concepls
of “indication for use" and “intended use " into a single term “intended use, " in order fo
reduce inconsistencies in their interpretation and application.

o OSMA believes that it is critical that the two concepts, “indication for use™ and
“itended use, " remain distinct and separate, as they clearly serve different
purposes. Combining the two tcrms may constrain the meaning of intended use, and
remove flexibility that the agency currently enjoys in determining what new uses
should be regulated within the confines of section 310(k).

o Confusion between the terms can be eliminated by developing clear definitions of
each concept within the context of substantial equivalence through guidance, and
training reviewers and industry on these definitions.

FDA Recommendation: The 510¢k) Working Group further recommends that CDRH ...
incliude « discussion of pre-clearance inspections as part of its “class [Ih" guidance.
o OSMA does not support pre-clearance inspections for any Class 11 devices, Pre-
clearance inspections have no relevance to determining significant equivalence.

FDA Recommendation. 3 The 310¢k) Working Group recommends that CDRH consider
issuing a regudation 1o define the scope. grounds, and appropriate procedures. including
notice and an opportuniiy for a hearing, for the cerdise of its authority to fully or partially
rescind a 310(k) clearance. As part of this proccss the Center should also consider
whether additional authority is necded.

ORTHOPEDIC SURGICAL MANUFACTURERS ASSOCIATION
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o OSMA opposes broad expansion of CDRH's rescission authority, but

supports clarification ol its rescission authority in the narrow case of fraud. We
have significant concern that further cxpansion would jeopardize the legal marketing
status of each device that had subsequently relied on the rescinded device as a
predicate (i.e., the device would be misbranded). even if the concerns that prompted
the rescission of the predicate device do not apply to the subsequent devices.

o FDA has numerous tools to remove violative devices from the market. If a device is
considered unsafe because it is manutactured under noncompliant GMPs, is
manufactured incorrectly. or the manufacturer has untawfully changed the design
without meeting the appropriate pre-market requirements. then that device should be
appropriately dispositioned per FDA"s current post-market authorities provided in
the Act. including reclassification. recall. warning letters, and other enforcement
actions. These conditions can be remedied. however. and should not be used as
grounds for revoking the oviginal 510(k) decision.

OSMA supports, with modifications, the following FDA recommendations:

FDA Recommendation: CDRIH should explore the possibility of requiring cach 310(k)
submiiter to provide as part of its 51k detailed photographs and schematics of the device
under review, in order allow review staff to develop a better understanding of the device's
key features.

o As stated in the CDRH Preliminary Internal Evaluation. many companies currently
provide depictions ol the device under review. However, it is important to note that
at the time of S10(k) submission. the final version of the device may not be available
or exist. It would be appropriate then that CDRH request a photograph or graphic
depiction of the device under review as a means to aid the review process and not
state it as a requirement. This request and the rationale for complying should be
provided in the related guidance document.

o It is important to acknowledge that the release of any confidential or proprietary
information to the public must be done with the permission of the owner of the
information, in this case, the sponsor of the 510(k) submission. CDRH must have
processes in place that allow redaction of sponsor information before it is placed on
a public website. Any photographs or graphic depictions of a device that would
provide proprietary information to competitors, both domestic and outside the
United States. therefore. should not be released to a publicly available website.

FDA Recommendation: The 310tk) Working Group 1 ecommends that CDRH explore
greater use of iy post-market cuthorities, and potamnall veel greater alithorities to reqiiire
post-market surveillance studies as a condition of clearancc jor certain devices IfCDRH
were to obtain broader authoritv o require conditionJoiUcicarance studies, the Center
should develop guidance identifiing the circimstance s wundo which such studies mighi be
appropriate, and should include a discussion of such studies as part of its “class b
guidance.

o OSMA supports the use of FDA's current post-market authorities under section 522
of the Act and in the case of special controls under the section 513(a)(1)(B) of the
Act. Under this authority FDA can require a manufacturer to conduct post-market
surveillance for Class 11 and 111 devices.
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o OSMA does not support recomnicndations for “broader authority™ to require post-

market surveillance as a condition vl ¢learance for certain devices. As referenced
above, FDA has the authority to tequue post-market surveillance of devices.

e FDA Recommendation: CDRH should continue its ongoing effort to implement a unigue
device identification (UDI) svstem and consider, as part of this effort, the possibility of
using “realBworld” data (e.g.. anonvmized dara on device use and outcomes pooled from
electronic health record systems) as part of a pre-market submission for future 510(k)s.

o OSMA belicves that the FIDA UDI system requirements must be harmonized with
global initiatives. The devices within a given UDI can vary widely in their
performance. thus pooling data could tarnish the results for the entire class of
devices. Consequently. firewalls must be put in place to prevent decisions on device
types, based solely on UDI data.

o FD i Recommendation: CORH should continue its ongoing effort to implement a unique
device wennfication (UDI) system and consiaer, as part of this effort. the possibility of
wsine realDworld” data (e.g., anom nizod data on device use and outeomes pooled from
elecrr o liealth record systems) as part of « pre-market submission for future 510(k)s.

o OSMA believes that the FDA UDI system requirements must be harmonized with
plobal initiatives. The devices within a given UDI can vary widely in their
performance, thus pooling data could tarnish the results for the entire class of
devices. Consequently. firewalls must be put in place to prevent decisions on device
types. based solely on UDI data.

o D4 Recommendation: CDRH should also explore the possibilin of requiring each 510(k)
submitter to keep at least one unit of the device under review s wluble for CDRH to access
upon request, so that review staff could, as needed, examine the device hands on as part of
the review of the device iiself. or durmg future reviews mwhich the device in question is
cited as « predicate

o OSMA believes that FDA should have the ability to request a unit only for devices
under review with the understanding that the device is not used for performance
testing or “type testing™ and that the request does not delay the review time.

o OSMA opposes any other use of a sample device. including its proposed use [or
future reviews of other company s products.

o OSMA recommends that the FDA should return or destroy sample devices per the
manufacturer’s request.

o ltis important that 'DA take into consideration the burden of storing such devices
including the needs for refrigeration, large equipment, etc.

OSMA supports the following FDA Recommendattons:

s CDRH should develop guidance and regulations regarding appropriate documentation of
transfers of 510(k) ownership.

e CDRH should develop metrics to continuously assess the quality. consistency, and
effectiveness ol the 510(k) program, and also to measure the effect of any actions taken to
improve the program. As part of this effort, the Center should consider how to make
optimal use of existing internal data sources to help evaluate 510(k) program performance.

ORTHOPEDIC SURGICAL MANUFACTURERS ASSCOCIATION
Collaborative interaction for Appropnate Reguiation
P O BOX 38805 « Germantown, TN 38183-0805
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e (CDRH should work to better characterize the root causes of existing challenges and trends
in IDE decision making. including evaluating the quality of pre-submission interactions
with industry and taking steps to enhance these interactions as necessary

o (DRH should assess and better characterize the major sources of challenge for Center staff
in reviewing IDE’s within the mandatory 30-day timeframe. and work to develop ways to
mitigate identified challenges under the Center’s existing authorities.

¢ CDRH should develop and make public a Standard Operating Procedure (SOP) that
describes the process the Center will take to determine the appropriate response to new
scientific information. based on the conceptual framework outlined above.

e (CDRH should develop guidance and Standard Operating Procedures on the development
and assignment of product codes

¢ (DRH should enhance training, professional development, and knowledge sharing among
reviewers and managers. in order to support consistent, high quality 510(k) reviews CDRH
should consider establishing a Center Science Council to serve as a cross-cutting oversight
body that can facilitate knowledge-sharing across review branches, divisions, and offices.

* CDRH should clearly identify the characteristics that should be included in the concept of
“intended use.”

e (CDRH should develop guidance and SOPs for the development of 510(k) summaries to
assure they are accurate and include all required information identified in 21 CFR 807.92.

s The Center should consider developing a standardized electronic template for 510(k)
SUMMAaries.

e (CDRH should periodically audit 510(k) review decisions to assess adequacy, accuracy. and
consistency. The ongoing implementation of iReview (described in Section 5.3.2 of the
report). as part of the Center’s F'Y 2010 Strategic Priorities. could assist with this effort by
allowing CDRH to more efficiently search and analyze completed reviews. These audits
should be overseen by the new Center Science Council, described above, which would also
oversee the communication of lessons learned to review stalf. as well as potential follow-up
action

e CDRH should continue ongoing efforts to devetop better data sources. methods. and tools
for collecting and analyzing meaningful post-market information. consistent with the
Center’s FY 2010 Strategic Priorities.-

Again, many of the FDA recommendations are very general in nature and their impact will be very
difficult to evaluate until specifics arc provided. For this reason. we continue to wies 1he agency to
provide further detail and additional comment periods on such details before taking .y final action
on those rccommendations. In this regard, there are instances where OSMA may support the
general concepts contained in the report but reserves the right to oppose or object to future detailed
proposals of these general recommendations.

Conclusion

OSMA supports a healthy 510(k) system to continue to facilitate the availability of important
orthopedic treatment options for American patients and physicians. As such, OSMA strongly
recommends that the FDA move forward cautiously with any changes so as to not overwhelm the
510(k) process with too many simultaneous changes. There should be an appropriate phase-in or
transition period for changes to allow time for the process to adapt and to allow patients continued
access to important orthopedic medical technologics.

ORTHOPEDIC SURGICAL MANUFACTURERS ASSOCIATION
Coflaborative Interaction for Appropnate Reguiafion
P O BOX 38805 « Germantown, TN 38183-0805
901-758-0806 » secretary@osma net
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OSMA appreciates the FDA’s commitment to medical device innovation and hopes that the FDA
will take these issues and recommendations under careful consideration. as they will have a great
impact on patient access to important orthopedic technologies in future years. If you have any
questions, please do not hesitate to contact me.

Sincerely,
4 .
/ .
R RSN Lutu/féé,j_‘

Susan Krasny, Ph.D., RAC
President. OSMA

ORTHOPEDIC SURGICAL MANUFACTURERS ASSOCIATION
Coflaborative Interaction for Appropnate Regulafion
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BIOCOM (Joe Panetta) - Comment (posted 11/02/10)
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September 28, 2010

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

5630 Fishers Lane, rm. 1061

Rockville. MD 20852

RE: BIOCOM Response to 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; Availability for Comment.” [Docket No. FDA-2010-N-0348]

To Whom It May Concern:

BIOCOM leads the advocacy efforts of the Southern California ite science community
with more than 550 dues paying members including biotechnolouy medical device. and
btofuel companies, universities and research institutions, as well as service providers. In
our mission of providing feedback and communication between the indusiry and
regulators, we are writing in response to the FDA's CDRH Internal 510(k) Working
Group Report, 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 Prelinnimary Report
and Recommendations; Availability for Comment.”

The proposed recommendations in the report include many changes to the 510(k) process
that could impact the development and clearance ot medical devices. There arc areas
where BIOCOM feels there is good alignment with the industry; for example, BIOCOM
agrees with the approach CDRH's working group recommends for reforming the “De
Novo™ process. This includes steps to encourage pre-submission engagement between
submitters and review statf, recommendations related to sound changes that streamline
and clarify the expectations for de novo requests. what information should be submitted
to determine eligibility for de novo classification, and recommendations which would
establish baseline device-specific special controls. BIOCOM agrees the changes CDRH
has proposed will help address inefticiencies and improve predictability.

Although the spirit of many of the proposed recommendations included in the CDRH
Internal 510(k) Working Group Report appear to attempt to address what steps CDRH
might take to improve the 510(k) program, a concern equally shared by the industry,
BIOCOM has strong objections and concerns related to the following recommended
changes:
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"Off-Label Use"

BIOCOM has strong objection to the working group’s recommendation which suggests
the FDA seek authority to consider an off-label use when determtning the intended use of
the device under review throughout the 510(k) process. This recotmmendation requires
statutory change, which is outside of the FDA's purview. Further, the report cites tools
the FDA already has at its disposal to limit off-fabel usage. The recommendation is
focused on off label marketing, for which the FDA already has remedies that can be
deployed if desired.

BIOCOM understands that in some cases, "true" intended use could raise issues to safety
and effectiveness, however giving the FDA express authority to consider an otf-label use
would likely put a huge burden on the manufacturer, who would be required to provide
safety and effectiveness data for uses which they do not intend their device to be used.
BIOCOM recommends the FDA require manufacturers to identify potential uses that may
occur outside of product labeling once a device has cleared and issue warmnings if needed.
Clear guidance related to the manufacturer’s responsibility and liability in this area
should be established.

Redefining and Clarifying ""Substantial Equivalence"

BIOCOM agrees that insufficient clarity between different technological characteristics
and different questions of safety and effectiveness has lead to confusion and delays in
CDRH's review and decision making process. However, CDRH's recommendation to
combine "indications for use" and "intended use" into a single term under 510(k)
"substantial equivalence" is not sufficient and may lead to further confusion and add to
delays. BIOCOM urges the FDA to develop guidance related to how the FDA defines
"intended use" and whether the Agency requires a new device to have the identical
intended use as one or more predicate devices to be substantially equivalent.

"Disallow Split Predicates"

BIOCOM objects to CDRH's recommendation to narrow the use of multiple predicates
and explore explicitly disallowing the use of split predicates would likely have a negative
impact on the development and innovative devices that are developed to enhance patient
care. The use of combining proven solutions, multiple predicates and split predicates, has
historically aided in innovative progress. BIOCOM believes it is appropriate for the FDA
to develop guidance to identify situations in which a device should be disqualified as a
predicate due to safety and efficacy concerns. Guidance should clarify circumstances
under which CDRH would exercise their authority to remove a device from the market or
preclude its use as a predicate.

"Rescission Authority"

BIOCOM strongly supports the FDA's responsibility in protecting the public through its
regulation of medical devices. However, the Agency already has the authority to remove
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unsafe devices from the marketplace through the Food and Drug Cosmetics Act.
Rescission authority over 510(k) clearance gives the FDA overly broad power. CDRH's
recommendation lacks legal protections that could be put in place for medical device
companies whose products would face rescission. The public could be faced with the
unintended consequences of having whole categories of safe and beneficial products
removed temporarily from the marketplace, and manufacturers could be faced with the
undue economic burden ot having their already cleared devices forced oft the market.
More intormation is needed.

"New Class {Ib"

The addition of a new class [Ib device could add an unnecessary layer of confusion for
manufacturers, companies and reviewers. As the FDA already may request clinical data,
it does not appear the creation of a special calcgory is warranted. [f enacted, this
recommendation needs more clarification. Would class Il products currently on the
market be grandfathered? Would the FDA have the authority to rescind clearance on a
device already on the market? How is class Ilb different from class [II? A significant
amount of additional information is needed.

"Requiring 510(k) Submitters to Provide all Scientific Information"

Development of medical devices ditfers significantly from that of drugs, and requiring
submissions to include all scientific information known or that should be reasonably
known to the submitter regarding the safety and/or effectiveness of the device under
review would force manufacturers to over report non-relevant information, which could
significantly increase the cost and time for manufacturers to prepare 510(k) submissions
without contributing to the safety or effectiveness of the devices. This recommendation
could subject a manufacturer to penalties if the FDA concludes that the information
provided was incomplete or inaccurate. CDRH's report fails to describe how safety and
clicctiveness information would be used in determining if a device is substantially

equn alent to its predicate. [t fails to address what information is relevant and would
force the industry to over-report scientific information or risk legal breach and could lead
to an increase in the need for FDA involvement in trivial invalid investications, resulting
in a costly and unnecessary burden on FDA resources.

"Improvementis to online 510(k) Database"

BIOCOM has significant concerns over CDRH's proposal to post publicly schematics and
FDA review decisions on an online 510(k) database. Design schematics and photographs
shouid not be readily accessible to external parties unless proprietary information and
intellectual property (IP) can be sufficiently protected. Searchable FDA decisions online
will make it easier for companies to obtain information about their competitors,
potentially leading to infringement of intellectual property rights.

"Developing a web-based Network"
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BIOCOM has strong concerns related to CDRH's recommendation to utilize outside
experts using social media technology to assist staft in understanding technologies.
CDRH should enhance its suppott tor traiming and professional development for review
staff, but utilizing outside experts through social media could lead to confidentiality
issues, contlict of interest, FACA issucs and subject manufacturers to accusations related
to marketing inappropriately or promotion of off-label uses. More information is needed
and BIOCOM believes any experts leveraged to assist FDA staff should be from a broad
range of industry, academia and VC backgrounds. and should be fully transparent in their
roles.

BIOCOM respectfully requests your careful consideration of our concerns listed above.
Many of the proposed recommendations would force the industry to over-report, risk
legal breach and may lead a costly and unnecessary burden on FDA and industry
resources. BIOCOM appreciates the work effort the FDA, the Center, and the working
group have expended to generate this report. We are confident the Agency will continue
working with all stakeholders in an open manner. Thank you for your consideration.

Sincerely,

QL@

Joe Panetia
President & CEO
BIOCOM
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Jennifer Griffin
Quality Assurance/Regulatory Affairs Manager
SPSmedical Supply Cotp.
6789 West Henrietta Rd.
Rush, NY 14543
(800) 722-1529; ext: 104
September 30, 2010

Division of Dockets

Management (HFA-305), Food and Drug Administration
5630 Fishers Lane, rm. 1061,

Rockville, MD 20852

Dear Food & Drug Administration,

Let vie beymn by thanking the Food & Drug Administation for this opportunity to help foster a mote rigid and
transpar.nt enter for Devices and Radiological Health with the help of industry and the formed committees.

I along with key personnel within SPSmedical Supply Corp reviewed Docket Number FDA-2010-N-0348 and
have prepared the following statements in response to the commuittee’s findings and recommendations. The
below comments were generated from Volume Tof the 510(k) Working Group Preliminary Report and
Recommendations published August 2010.

1. Page 594: Development of a “class IIb” guidance — SPSmedical is in favor of developing a class ITb
device classification for administration distinction purposes. Class I covers a wide range of devices,
some far more textured than others. Making this distinction will help the reviewer in terms of required
evidence to demonstrate substantial equivalence.

2. Page 6Y2: Enhancing internal and public 510(k) databases “with up to date” device information —
SPSmedical opposes this recommendation due to several considerations, “Up to date” indicates that if a
manufacturer makes a design change to a device that does not require a 510(k), this updated information
however minimal will have to be updated in the 510(k) database Depending on the change the
database may not have to be updated, but who makes that determmation and how? Our concern is the
FDA will be focusing on keeping databases up to date with information that is not necessarily required,
when the energy can be better served on another front.

3. Page 8 -Concerns about Predicate Quality: Device no longer available for use as a predicate. —
SPSmedical is neither for nor against, just a comment. If a device is deemed no longer able to be used
as a predicate due to S&E concerns, does the manufacturer have to stop marketing the device? If the
FDA allows the manufacturer to continue to market the device what kind of Jjustification will the FDA
have for doing s0? And finallv does the manufacturer have to re-file for S&E concerns?

4. Page 10 *Unreported Device Moditi ations: Clearer definitions — SPSmedical agrees with the
committee’s recommendation to revise for clarity the guidance document to clarify what types of
modifications do or do not warran. a new 510(k). Currently the document is open to bias among
manufacturers and decisions may not be made at the regulatory level. Additionally, SPSmedical agrees
with defining exactly what modifications are cligible for a special 510(k). SPSmedical has recently
filed for two traditional 510(k)’s when we feel only a special was required. There was no modification
to the device itself only a labeling change to include a new sterilizer manufacturer(s) for a line of our

chemical indicator products.
FDA-200~-034§ -

Docket Number: FDA-2010-N-0348 Page | of 2
SPSmedical Comments
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3. Page 13 — Limited Tools for Review Staff and Qutside Parties — SPSmedical does not see the benefit of
building a robust online public database. The term public infers that users will be referencing this
database which is not at all a bad thing, but it is up to each manufacturer with original FDA approval to
supply users with the most up to date information about their products. This information gets verified
by consistent 1ecular inspections at the manufacturer site. This would also burden manufacturers who
private label product or have products private labeled for them.

6. Pagc 69 Section 5.2.1.1 Unreported Device Modifications — SPSmedical agrees with the issue of
claniying the guidance on when to file or not file for device modifications. We are strongly against the
need tor the manufacturer to provide regular, periodic updates to the Center for modifications which do
not requue a new 510(k). Better inspector training, more emphasis on regular site inspections and a
clearer guidance within the manufacturer change document would far better serve the FDA and public
health. This requirement would be over burdensome to the manufacturer and would provide little
benefit to patient safety.

7. Page 7293: Not all CDRH review staff and submitters have an accurate understanding of how to
properly use standards in 510(k) submissions. — SPSmedical firmly agrees with this statement.

8. Page 86T4: The annual registration process is burdensome in and of itself, SPSmedical cautions the
CDRH in maintaining a database of updated device labeling. Better inspector training, more emphasis
on regular site inspections and a clearer gnidance within the manufacturer change document would far
better serve the FDA and public health. The lion’s share of device labeling changes are minor in nature
and this would add much unwarranted burden to the device manufacturer.

9. Page 87 Section 5.3.1 Expertise of reviewers: Reviews must be performed by a qualified reviewer or
team of reviewers depending on the device. The submitter should be notified upon submission of the
510(k) who will be reviewing his/her submission. The individual or team of individuals reviewing the
submission qualifications should also be public knowledge. This will open the door for a more
transparent review process.

In closing, SPSmedical has a solid understanding of the standards, and guidance documents required to bring a
product to market and the regulatory responsibilities required to market class II medical devices in the US.
SPSmedical does not feel the FDA is using all of the resources currently available to them. Device
manufacturers have a wealth of knowledge that can be used to educate FDA reviewers. The FDA should not be
afraid io place a call to a device manufacturer who may be able to assist them with answering an unknown
question. The FDA should revise current guidance documents which are what manufacturers directly use to
design and develop medical devices. This teamed with rigorous training for reviewers and inspectors along with
performing regular site inspections will ensure safe and effective products.

Sincerely,

Oy

Jennifer Griffin

Quality Assurance/Regulatory Affairs Manav
SPSmedical Supply Corp.
jeriffin@spsmedical,com

Phone: (800) 722-1529; ext: 119

Fax: (585) 359-0167

Docket Number: FDA-2010-N-0348
SPSmedical Comments
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LifeScience Alley (LSA) (Donald Gerhardt) - Comment (posted 11/02/10)

FDA-2010-N-0348-0071



1550 Utica Avenue South. #7285 952 542 3077 PHONE
St. Lowis Park, Mn 55416 352 542 3088 Fax 171
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6‘3‘;} LifeScience Alley.

200 0CT -5 A 9 37
QOctober 4, 2010

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

5630 Fishers Lane, Room 1061

Rockville, MD 20852

http://www.regulations.gov

RE: LifeScience Alley comments regarding 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’

Docket No. FDA-2010-N-0348

LifeScience Alley is Minnesota’s association for the medical technology industry. Representing 640
companies and 250,000 Minnesotans, LifeScience Alley is the largest state medical technology
association in the country. LifeScience Alley (LSA) acts as the industry’s central resource for fostering
innovation, offering education & networking, creating consensus, and providing a strong, unified
legisiative voice. Through our combined effarts we seek to advance medical technology for the benefit
of patients everywhere.

LSA recognizes the key rale played by CDRH in protecting public health and advancing innovation. The
study by CDRH of the 510(k} system provides valuable information and insights into the strengths and
weaknesses of the 510{(k) process. CDRH is to be commended for the open and detailed assessment of
the 510(k) process. LSA supports many of the concepts and themes set forth by CDRH including the
importance of training, the need to improve the de novo process, and notification of transfers of 510{k}
ownership. LSA endeavars to be a value added partner in all efforts to improve the 510{k} system. LSA
appreciates the opportunity to comment on the proposed changes to the 510(k) system.

The '510(k) Working Group Preliminary Report and Recommendations’ and the ‘Task Farce on the
Utilization of Science in Regulatory Decision Making Preliminary Report and Recommendations’ contain
preliminary discussion topics and not specific proposals. LSA appreciates the opportunity to participate
in providing comment and feedback, yet LSA fails to see how detailed comments on the general list of
discussion topics presented by FDA can lead to a genuine and productive public comment on the 1ssues.
Below, LSA has chosen to comment on some of the more substantive 1ssues due to their serious
potential implications to policy and process. After FDA has actual proposals for each of these topics, LSA
looks forward to an interactive and cooperative process through which the 510(k} pracess will be
discussed and possible improvements vetted

F-20/0-n =03 & -
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1. LifeScience Alley is not aware of any evidence of a public safety concern that would generate a
need for hasty or significant revision of the current 510(k) process.

A recent University of Minnesota study presented at the Institute of Medicine (IOM) meeting this past
summer demonstrated that the history of medical device recalls shows no emerging problem with the
device review process.! To date, FDA has not indicated a need for any 510{k) rescission; even in the
highly controversial case of the ReGen 510{k), a panel review supported the issuance of the 510(k}.
Evidence shows that the process works to provide patients with safe and effective medical devices. A
key FDA guidance, “Deciding When to Submit a 510(k) for a Change to an Existing Device (K97-1}" issued
in January 1997, has been helpful and freguently consulted by manufacturers for over ten years,
resulting in cleared 510(k} submissions for tens of thousands of products with a solid history of safety
and effectiveness. While specific examples within this guidance document may benefit from an update,
the history of safety of Class Il devices over the past decade shows that the basic concepts and algorithm
in this and other 510(k) guidance documents and in 510{k) regulations work well and do not need major
overhaul.

LSA has serious concerns about the manner in which 510(k} process improvements are being conducted
and the possible ways in which the suggested changes might be implemented. FDA's request for
comments on preliminary recommendations is unlike any of the regulatory changes that have taken
place in the past decades. This is not an opportunity to comment on proposed regulation wording, or an
opportunity to comment on the policy behind proposed guidance. We have been asked to comment on
merely a list of concepts that FDA is considering, with no specific language or peolicy. These are not
specific proposals, but rather topics for possible future action. Some topics, such as improved training
for FDA staff, are not controversial and would likely generate broad public support. Other topics,
however, could signal major changes in the manner in which medical devices reach the patient. In order
for public comment to be a meaningful process, each substantive item should he subject to separate
public comment after FDA has established specific proposed language or policy regarding the issue.
Without a discussion of these specifics, the comment process is of little value.

LSA is also concerned that some of the recommendations are already being implemented within CDRH
without public discussion, or even public notice. Changes in the acceptance of predicates, for example,
have been made with no public announcement. We are cancerned that the list of recommendations will
lead to further silent adoption of new or changed policy within the Center.

! Study resuits presented at IOM Meetine 3 Public Health Effectiveness of the FDA 510(k) Clearance Process, fuly
28, 2010, see http //www.iom.edu/~/m di, hiles/Activity Files/PublicHs lth/510kProcess/2010-1UL 28/06 Hall pdf
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tach of the suggested changes could result in a positive impact that could help patients by fulfilling
FDA’s statutaory mandate to take “appropriate action on the marketing of regulatory products in a timely
fashion.” On the other hand, each could be used in a manner to further slow down the 510(k) process
and prevent US patient access to modern medical treatments. Each topic of discussion has the
oppertunity to add clarity and certainty to the process, but each atso has the risk of adding layers of
unneeded bureaucracy and delay.

Recommendation

LSA requesls that these major changes in the 510(k)} program be discussed and evaluated in an open

public forum and not as part of internal FDA policy. Some should take Lhe form of regulation, such as

changes in the definition of intended use and indications for use. Some should be embodied in guidance,
with an opportunity for public comment. None of the substantive changes should be undertaken within
FDA out of the public eye and without public input.

LifeScience Alley (LSA) supports continued refinement of regulatory processes, in general, and supports
modifications to the 510(k) process that improve efficiency. FDA's internal policies and practices are
slowing down the 510(k) process. Through unneeded excess data demands FDA is creating a more
burdensome process. FDA has created a new era of uncertainty, where no device company can predict
how to get needed innovative medical devices to patients.

2. LSA supports clarification of Indications for Use and Intended Use and requests that FDA use
notice-and-comment rule making processes if proposing definitional changes in regulation to
clarify these terms.

LSA supports clarification of the definitions of indications for Use and intended Use and opposes
combining the terms into one, Currently there are various existing regulatory definitions that would

require formal notice-and-comment rulemaking to make any changes.

Intended Use and Indications for Use are defined as requirements for inclusion in market authorization
submissions. Specifically, intended Use is defined in the 510({k} regulation while indications for Use is
defined in the PMA regulation. While the definitions have some similarities, by policy and practice these
terms have evolved different meanings and interpretations. FDA now requires that both be used in the
510(k) process.

Compare Intended Use in 21 CFR §07.92 for requirements for contents of a 510{k):

A statement of the intended use of the device that is the subject of the premarket notification
submission, including a general description of the diseases or conditions that the device will
diagnose, treat, prevent, cure, or mitigate, including a description, where appropriate, of the
patient population for which the device is intended.
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The American College of Obstetricians and Gynecologists

Comments on proposed revisions to 510(k) process
20\0 NOV "3 p E 0 \ November 2,2010

Page ] of 4

The American College of Obstetricians and Gynecologists (the College) applauds the U.S. Food
and Drug Administration (FDA) and its Center for Devices and Radiological Health (CDRH) for
considering improvements to the 510(k) process. The College is dedicated to the promotion of
quality, safety, efficiency, and stability for the delivery of women’s health care services. To that
end, the College has an interest in supporting changes to the 510(k) process that will strengthen
the FDA’s ability to ensure the safety and effectiveness of medical devices.

Below are comments from College staff and members of the Committee on Gynecologic Practice
on specific recommendations detailed in the August 2010 ““Preliminary Report and
Recommendations” issued by the 510(k) Working Group.

Volume |: 510(k) Working Group

5.1.2: The Working Group 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.

e The College agrees with this recommendation.

o The College recommends that FDA consider restrictions when it allows an expansive
view of same intended use in establishing predicate devices. For example, manufacturer
A has developed a mesh for vaginal prolapse. Manufacturer B has a similar mesh on the
market that is used in cardiac surgery. Manufacturer A should not be able to obtain
clearance for its product unless it presents data from an IRB-approved trial in humans
demonstrating patient safety when the product is used for vaginal prolapse. Clearance of
the product should be contingent upon requiring a postmarket trial in which the product is
compared to a “gold standard” to confirm efficacy.

¢ Clearance has been predicated on similar devices used in very different areas (the
abdomen, a clean site, versus the vagina, a clean-contaminated site), which calls into
question whether substantial equivalence has been met. Furthermore, general surgeons
have a long history of declining to place mesh abdominally (for hernias) when vaginal
surgery was being performed at the same time because of the concern regarding
contamination, thus raising serious questions about whether or why a general surgeon
would consider vaginal mesh to have substantial equivalence to abdominal mesh.

5.1.2.1 (Concerns about Predicate Quality):

¢ The College recommends that CDRH not permit citation as predicates devices withdrawn
by their manufacturer for safety concerns.
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s The College recommends that CDRH not permit citation as predicates devices no longer
marketed unless compelling arguments exist.

o In addition, the 510(k) process should have a mechanism for managing significant reports
of adverse effects in predicate devices, even if these predicates remain on the market. For
example, once significant problems with similar vaginal meshes arose, it would seem that
safety and efficacy of these predicates should have been demonstrated before further
devices were cleared based on these predicates. The establishment of device registries to
gather postmarket data on complications would improve the reporting of safety issues.

5.1.2.2 (Rescission Authority):

o The College agrees with the need for CDRH to issue regulations on its rescission
authority. The fact that a proposed rule was issued in 2001, and yet a final rule was never
issued, suggests both the need for additional staffing and oversight at CDRH.

5.2.1.2 (Quality of Submissions):

e The College agrees with the need for CDRH to require each 510(k) submitter to keep at
least one unit of the device under review available for CDRH's use.

e The College agrees with the recommendation that CDRH require 510(k) submitters to
include a list and brief description of all scientific information regarding safety or
effectiveness of a new device known to or that should be reasonably known to the

submitter.

dhing 2V OTR 807 8T whioh states thor a &

f

aind mdseriieon

5.2.1.3 (Type and Level of Evidence Needed):

e The College agrees with the recommendation to implement a unique device identification
(UDI) system.

e Once the UDI system has been established, the College strongly encourages the FDA to
initiate a process to improve postmarketing surveillance that includes registering device
use in an individual, so that clinicians and patients can report complications in a structure
that has a numerator and a denominator. The collection of such data is essential to
monitoring data for devices, especially for the case of vaginal mesh complications, v
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5.3.1. (Continuous Quality Assurance: Working Group Recommendation: CDRH should
enhance training, professional development, and knowledge-sharing among reviewers and
managers, in order to support consistent, high-quality 510(k) reviews.

e The College supports this recommendation but also suggests that the most appropriate
reviewers be assigned to each review. For example, the vaginal mesh submission should
have been reviewed by the obstetrics and gynecology devices branch, not general and
plastic surgery panel. Assigning less-complex reviews to ad hoc reviewer groups or third-
party reviewers may be an effective means of optimizing CDRH staff resources.

5.3.1.1 (Reviewer Expertise and Experience):

o The College believes that the proposed Center Science Council can potentially increase
consistency across CDRH and may improve quality of the reviews. However, the
proposed Council also has the potential to add layers to reviews and extend the time from
submission to clearance.

5.3.1.2 (Third-Party Review):

» The College recognizes the value of using third-party reviews (see comments on section
4.1.1.1, below) but advocates that third-party reviewers should be subject to the same
conflict of interest process as staff reviewers.

Volume II: Task Force on the Utilization of Science in Regulatory Decision Making

4.1.1.1 (Premarket Review, least-burdensome provisions):

e The College agrees that the CDRH must have the authority to insist on having adequate
information to fulfill its regulatory requirements.

4.1.1.1 (Premarket Review, review workload): Working Group Recommendation: The
CDRH consider creating a standardized mechanism whereby review Offices could rapidly
assemble an ad hoc team of experienced review staff from multiple divisions to temporarily
assist with time-critical work in a particular product area, as needed, in order to
accommodate unexpected surges in workload. This would need to be done in such a way
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that ad hoc teams would only assist with work that does not require specialized subject
matter expertise beyond what the team members possess. The Task Force recognizes that
such an approach is only a stop-gap solution to current workload challenges, and that
additional staff will be necessary to better accommodate high workloads in the long term.

e Although there are some benefits to the recommendation that a mechanism be established
for creating ad hoc review teams from experienced review staff, this is—as noted in the
proposal—a stop gap solution. Since the teams would be used for work that does not
require specialized subject matter, a preferable alternative might be to make use of third-
party reviewers for this work—assuming that they are appropriately trained and vetted for
conflict of interest. Doing so would also avoid a trickle-down effect of delaying the
experienced reviewers’ other reviews.

4.1.3: Working Group Recommendation: CDRH should improve its mechanisms for
leveraging external scientific expertise.

e The College would be very willing to work with the CDRH to help it obtain needed
expertise. Our current collaborative relationship with the Ob-Gyn Devices Branch gives
us an excellent foundation for such partnerships. The College’s rigorous conflict of
interest policy, which prohibits persons with conflicts of interest from serving on
committees and in positions of leadership, will give the CDRH confidence in our ability
to provide unbiased expertise. Such options should be given careful consideration and
used whenever possible as a means of avoiding the otherwise inevitable conflicts of
interest that attach to use of industry as a source of expertise.

4.3.1: Working Group Recommendation: CDRH should make use of more rapid
communication tools to convey its current thinking and expectations.

Although the College recognizes the need for more rapid communication tools, it
recommends against encouraging “industry and other constituencies” to submit proposed
guidance documents. Because the guidance documents represent the FDA’s current thinking
on a topic, it appears inappropriate to outsource this effort to industry.
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Comments

Decar Commussioner Hamburg:

The American Academy of Orthopaedic Surgeons (AAOS/Academy), on behalf of
more than 17,000 Board-certified orthopaedic surgeons and with the support of the
American Association of Hip and Knee Surgeons, the American Orthopaedic Foot
and Ankle Society, the American Orthopaedic Society for Sports Medicine, the
American Spinal Injury Association, the Arthroscopy Assoctation of North America,
the Cervical Spine Research Society, the Musculoskeletal Tumor Society, the
Orthopaedic Rehabilitation Association, the Pediatric Orthopaedic Society of North
America, the Ruth Jackson Orthopaedic Society, and the Scoliosis Research Society,
commends the 510(k) Working Group and Task Force for their efforts, and thanks
Director Shuren and FDA for soliciting stakeholder comment and town hall
feedback. AAOS is dedicated to the development of sound federal health care policy
that fosters patient access to the highest quality specialty care. As advocates for our
patients, AAOS and specialty society members endeavor to provide the highest
quality medical care.

Orthopaedic patients are daily benefactors of the success of the 510(k) program. As
early as 1982, the Nauonal Institutes of Health (NTH) recognized total hip
replacement surgery as ““...a procedure which gives a predictably excellent result in
the vast majority of patients” and noted that “Relicf of pain and return to useful
function can be expected.”' The NIH’s position was reaffirmed in 1994, when a
second consensus conference found “Total hip replacement is an option for neatly
all patients with diseases of the hip that cause chronic discomfort and significant
functional impairment. Most patients have an excellent prognosis for long-term

! Total [1p Joint Replacement. NITT Consensus Statement Online 1982 Mar 1-3 |ated October 27, 2010[;4(4):1-11.
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improvement in symptoms and physical function.” In the nearly 30 years since the first consensus
statement, total hip replacements have grown to more than 234,000 procedures each year.” With the
vast majority of total hip replacement devices coming to market via the 510(k) process, improving
incrementally based on the performance of previous generations of devices, millions of patients have
experienced positive outcomes and increased access to a life-changing therapy. Total hip
replacement is just one way that the reliable, predictable 510(k) pathway has functioned to optimally
protect patients and promote innovation in support of public health.

General comments

In General. The Academy’s and specialty societies” overarching interest is patient benefit and our
comments are directed toward a singular goal of access to safe, effective products for our patients.
As surgeons, we witness the benefits of safe, effective, and innovative products and the tragedy of
untreated medical problems.

We strongly maintains that, overall, the current 510(k) process works to the benefit of patients and
their surgeons by bringing safe, effective products to market, enabling the use of the latest medical
technologies for the improvement of patient lives and the public health. Nonetheless, in recent
years the 510(k) system has been subject to criticism including our concern about delays and reduced
access to new products for patients. The Center for Devices and Radiological Health (CDRH) has
proposed more than 70 Working Group reforms, many of which could have serious and significant
effects on the ability of physicians to treat their patients with the most effective medical
technologies. We are concerned that the reforms, when taken as a whole, could have the effect of
impeding the practice of medicine, burdening the doctor-patient relationship, slowing access to the
latest medical technologies, and neglecting the inclusion of meaningfully scientific expertise in the
510(k) process.

Process Considerations. Before implementing any of the proposed reforms, we urge FDA to set
priorities for reform based on public input, and to then solicit additional stakeholder feedback on
detailed, high-priority reforms. The reforms recommended in the August reports are simply too vast
and too vague for the agency to move immediately to implementation — formal or informal —
without doing serious harm to 510(k) system stakeholders, including, most importantly, patients.
For this reason, we urge the agency to prioritize and set out specific, detailed proposals for public
comment. Prioritization would better utilize the agency’s resources, reduce the regulatory uncertainty
that burdens stakeholders, improve the quality and specificity of proposals and responses, and speed
the completion of the 510(k) reform effort. Until the agency receives comment on detailed, high-
priority proposals through the appropriate legal mechanisms (e.g. notice and comment rulemaking,
Good Guidance Practices), FDA ought to avoid informal adoption of any proposed changes. In this
regard, AAOS and the specialty societies may support or oppose the general concepts contained in
the August report but reserves the right to change our position in response to future specific CORH
proposals that provide the important detail necessary to fully understand the impact of the current,
general CDRH recommendations. We have not responded to each CDRH proposal but our silence
should not be interpreted to indicate support or opposition.

2 Total Hip Replacement. NIH Consensus Statement Online 1994 September 12-14 [October 27, 2010];12(5):1-31.
3 National Center for Health Statistics, National Hospital Discharge Survey, 2004.
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Transparency/ Procedural issues. We find that most Agency proposals contained in the CDRH’s

9 gencey prop
preliminary reports and recommendations on the 510(k) process and utilizing new science do not
provide enough specificity for us to make a determination on their viability or appropriateness.

AAQOS has twice commented on FDA transparency initiatives. We appreciate FDA’s recent
commitment to transparency within the Agency and encourage more transparent processes such as
the Agency providing rationales behind decision making processes.

Longer comment periods are needed for proposals and should be expanded to a minimum of 90
days with even longer periods for complex and voluminous proposals. The CDRH will not receive
the appropriate input from a variety of stakeholders if stakeholders are not given adequate time to
develop comments.

The Practice of Medicine Should be Enhanced, not Impeded, by the 510(k) System
Overall, FDA should not become involved in regulating the practice of medicine and should not
take steps that limit the ability of physicians to treat patients in the best, most individualized,
fashion.

Promptly Communicating Current or Evolving Thinking to All Aftected Parties.

In General. 'The FDA should make use of more rapid communication tools to convey its current
thinking and expectations. Communication of this nature is essential to the maintenance of
productive relationships with stakeholders. We strongly support FDA efforts to streamline
processes for developing guidance documents and regulation, consistent with the Center’s FY 2010
Strategic Priorities. However, the Academy opposes greater use of the “Level 1 — Immediately in
Effect” option for guidance documents intended to address a public health concern or lessen the
burden on industry. Thoughtful commentary from relevant parties is a critical component of the
guidance document development process. Test methods and standard guides that were designed
without clinician input could result in guidance documents which fail to consider real world use, and
therefore do not adequately evaluate safety and effectiveness. Further, guidance documents lacking
clinician contributions can actually contain requirements that are not germane, thereby increasing the
regulatory burden and adding barriers to patient access. Finally, limiting the opportunities for
interested parties to comment on guidance decreases the transparency of the guidance document
process, in direct opposition to the stated goals of the Agency.

FDA should encourage guidance submissions from industry and other constituencies. However,
FDA should be required to act on those submissions in a timely manner, recognizing the substantial
resources required to development these documents. AAOS has actively participated in guidance
document development, yet in our experience at least one document has not been acted upon for
nearly seven years.

Off-Label Use. We believe that CDRH’s proposals regarding off-label rules improperly intrude upon
the practice of medicine. FDA has never possessed the authority to regulate the practice of
medicine, as the Food, Drug, and Cosmetic Act (“FDCA”), 21 U.S.C. {396, expressly prohibits
FDA from regulating the practice of medicine.* As such, courts have found that physicians may use

4 See also, S. REP. NO. 361, 74th Cong., 1st Sess. 3 (1935) (providing that the FDCA was “not intended as a medical practices act and
[did] not interfere with the practice of the healing art.”).
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legally marketed drugs or devices in any way that they believe, in their professional judgment, will
best serve their patients.” Indeed, courts have repeatedly recognized the propriety of off-label use.’
Moreover, many state statutes recognize off-label use in various contexts.” Furthermore, “FDA itself
recognizes the value and propriety of off-label use,” and has reaffirmed their support for off-label
use on numerous occasions.” In 1997, Congtess specifically prohibited FDA intrusion into medical
practice with respect to off-label use of devices by amending the FDCA to state, “[n]othing in this
Act shall be construed to limit or interfere with the authority of a health care practitioner to
prescribe or administer any legally marketed device to a patient for any condition or disease within a
legitimate health-care-practitioner-patient relationship.””

5 See e.g., In re Orthopedic Bone Screw Products Liability Litigation, MDL No. 1014, 1996 WL 107556, at *3 (E.D. Pa. Mar. 8, 1996) (“the
decision whether or not to use a drug for an off-label purpose is a matter of medical judgment, not of regulatory approval”) (citation
and quotation marks omitted). See also, Femrite v. Abbott Northwestern Hosp., 568 N.W.2d 535, 539n4 (Minn. Ct. App. 1997); Klein v.
Biseup, 673 N.E.2d 225, 231 (Ohio Ct. App.), appeal denied, 667 N.E.2d 987 (Ohio 1996); and Piazgza v. Myers, 33 Phila. Co. Rptr. 144,
148 (Pa. C.P. Philadelphia Co. 1997).

6 See e.g. Buckman v. Plaintiff's Legal Committee, 531 U.S. 341 (2001) (For example, with respect to Class III devices, FDA simultaneously
maintains the exhaustive PMA and the more limited § 510(k) processes in order to ensure both that medical devices are reasonably
safe and effective and that, if the device qualifies under the § 510(k) exception, it is on the market within a relatively short period of
time. Similarly, off-label” usage of medical devices (use of a device for some other purpose than that for which it has been approved
by FDA) is an accepted and necessary corollary of FDA’s mission to regulate in this area without directly interfering with the practice
of medicine.”

see, e.g., Rhone-Poulenc Rorer Pharm., Inc. v. Marion Merrell Dow, Inc., 93 F.3d 511, 514 n.3 (8th Cir.19906); Bristo/-Myers Squibb Co. v. Shalala,
91 F.3d 1493, 1496 (D.C. Cir. 1996); Ortho Pharm. Corp. v.Cosprophar, Inc., 32 F.3d 690, 692 (2d Cir. 1994); Weaver v. Reagen, 886 F.2d
194, 198 (8th Cir. 1989);United States v. An Article of Device . . . Diapuise, 768 F.2d 826, 832 (7th Cir. 1985); Schlessing v. United States, 239
F.2d 885, 886 (9th Cir. 1956); Washington Legal Found., 880 F. Supp. at 28 n.1; United States v. Evers, 453 F. Supp. 1141, 1149-50 (M.D.
Ala. 1978), aff'd, 643 F.2d 1043, 1052-53 (5th Cir. 1981); FTC v. Simeon Management Corp., 391 F. Supp. 697, 706 (N.D. Cal. 1975), aff’d,
532 F.2d 708 (9th Cir. 1976); Upjohn Co. v. MacMurdo, 562 So. 2d 680, 683 (Fla. 1990); Jones v. Petland Orlando Store, 622 So. 2d 1114,
1115 (Fla. Dist. Ct. App. 1993); Haynes v. Baton Rouge Gen. Hosp., 298 So. 2d 149, 153 (La. Ct. App. 1974), writ denied, 302 So. 2d 33 (La.
1974); Peter Hutt, Regulation of the Practice of Medicine Under the Pure Food & Drug Laws, 33 ASS'N FOOD & DRUG OFFICIALS Q.
BULL. 7-11 (1969).

7 Id at 76-77, referring to FDA Drug Bulletin 4-5 (1982) (cited in 59 Fed. Reg. 59,820, 59,821 (Nov. 18, 1994), and cizing. see, e.g., ALA.
CODE §§ 27-1-10.1(a), (c) (Supp. 1997) (Alabama); CAL. INS. CODE § 10123.195(a) (West Supp. 1997) (California); CAL.
HEALTH & SAFETY CODE § 1367.21(a) (West Supp. 1997) (California); CONN. GEN. STAT. §§ 38a-492b(a), 382-518b(a) (1995)
(Connecticut); FLA. STAT. ANN. § 627.4239 (West 1996) (Florida); GA. CODE ANN. § 33-53-2 (Michie 1993 & Supp. 1997)
(Georgia); 1992 TLL. LAWS 980 §§ 1-2 (1992, uncodified) (available on LEXIS, 1992 TII. ALS 980) (Illinois); 5 ILL. COMP. STAT. §
375/6.4 (West 1993 & Supp. 1997) (Illinois); 215 ILL. COMP. STAT. §§ 5/370t, 125/4-6.3 (West 1993 & Supp. 1997) Illinois); IND.
CODE ANN. § 27-8-20-7 (Burns 1993 & Supp. 1997) (Indiana); LA. REV. STAT. ANN. § 22:215.18 (West) (Louisiana); MD.
CODE ANN., INS., § 15-804 (1997) (Maryland); MASS. GEN. LAWS ANN. ch. 175 §§ 47K-L, 470-P; ch. 176A §§ 8N, 8Q; ch.
176G § 4G (West Supp. 1996) (Massachusetts); MICH. COMP. LAWS ANN. §§ 500.3406¢, 500.3616a (West 1996) (Michigan); N.C.
GEN. STAT. §§ 58-67-78, 58-51-59 (Supp. 1996) (Notth Carolina); N.D. CENT. CODE § 26.1-36-06.1 (1997) (North Dakota);
OHIO REV. CODE ANN. § 1751.66 (Banks-Baldwin 1997) (Ohio); OKLA. STAT. ANN. tit. 63 §§ 1-2604, 1-2605 (West 1996)
(Oklahoma); R.I. GEN. LAWS §§ 27-55-2, 27-55-3 (1996) (Rhode Island); S.C. CODE ANN. § 38-71-275 (Law. Co-op. 1996) (South
Carolina); TENN. CODE ANN. § 56-7-2352 (1997) (Tennessee); UTAH CODE ANN. § 26-18-105(7) (Supp. 1997) (Utah); VA.
CODE ANN. § 38.2-3407.5 (Michie 1997) (Vitginia).

8 Id at 77, citing 59 Fed. Reg. at 59,821. Accord, e.g., 52 Fed. Reg. 8798, 8803 (Mar. 19, 1987) (reaffirming legality of off-label use); 48
Fed. Reg. 26,720, 26,733 (June 9, 1983) (reaffirming legality of off-label use); 40 Fed. Reg. 15,392, 15,393-94 (Apr. 7, 1975)
(reaffirming legality of off-label use); 37 Fed. Reg. 16,503, 16,503-04 (Aug. 15, 1972) (“[o]nce [an approved] new drug is in a local
pharmacy . . . the physician may, as part of the practice of medicine, lawfully . . . vary the conditions of use from those approved”);
FOOD AND DRUG ADMIN., COMPLIANCE

PROGRAM GUIDANCE MANUAL No. 7382.900 pt. I, at 7 (1992) (“physicians may use devices for off-label uses (This is
considered within the practice of medicine)”).

9 Food and Drug Administration Modernization Act of 1997, Pub. L. No. 105-115, § 214, 111 Stat. at 2348 (codified at 21 U.S.C. §
396 (FDCA § 906)).
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These restrictions make clear that FDA does not have the power to interfere with the practice of
medicine, and thus any change to the 510(k) system must not limit physicians’ ability to use medical
devices as they see fit in the best interests of patients. We strongly disagree with the
recommendation that FDA seek the statutory authority to consider off-label use when determining
intended use. FDA currently has more than adequate enforcement powers relating to off-label
matters. Any additional authority could inappropriately obstruct the practice of medicine, as
physicians rely on the ability to use approved devices to treat conditions that are closely related to an
indicated condition. New and innovative medical developments that may advance patient care are
constantly emerging in an era when technological developments may rapidly outpace traditional
educational opportunities for discussion and the regulatory review framework. It is not uncommon
for some uses of medical products to become standard of care in the practice of medicine before
manufacturers seek approval or clearance of the labeled indications for use for a particular product.

“Indications for Use” and “Intended Use”. Similarly, AAOS and the specialty societies do not support
CDRH'’s recommendation to combine the terms “indications for use” and “intended use.” First,
“intended use” is a statutory term, see e.g. 21 U.S.C. §360(c)(i)(a)(A), and that statutory language must
be honored. The phrase “indications for use” is found in regulations, not statute; and the
combination of these terms would impropetly blur the distinction between these terms. The
combination of these terms would require FDA to amend multiple prior regulations and guidance to
reflect the new standards and terminology.

Second, combining these terms would impact the practice of medicine and could limit surgeons’
access to medical technologies that could improve patient care. For example: Under today’s rules,
forceps might have a proposed labeling claim saying its intended use was “to grasp and hold objects
ot tissue” and thus surgeons could apply its use to a wide array of disease states and stay within the
general labeling. However, to add “indications for use” for a specific type of tissue or in a particular
procedure such as heart surgery to the labeling would perhaps trigger new review cycles or otherwise
unnecessarily add to the regulatory burden on the agency and other stakeholders. Combining these
terms could allow reviewers to interpret this guidance such that the company would be forced to
demonstrate a forceps’s clinical benefit as a bone or heart device, rather than simply the more
straightforward, yet broad “intended use.” This potential for misinterpretation will burden
manufacturers and FDA, but ultimately it will be surgeons and patients who suffer if devices are
delayed or unavailable due to new regulatory requirements. Forceps are but one example of devices
that are essential to a surgeon’s practice of medicine, whose access could be limited if manufacturers
were forced to study and prove all indications. Rather, the determination of the appropriate specific
use of the product belongs in the hands and judgment of the experienced physician. We fear that
combining the terms “indications for use” and “intended use” could have significant unintended
consequences for the practice of medicine and opposes combining the terms.

Third, the combination of these terms may result in many products being needlessly forced into new
PMAs, which would slow speed to market without benefiting patient safety. As such, the
combination of these terms will lead to delays in product reviews and confusion as to when filings
are required. Rather than combining these terms, we encourage FDA to, through Administrative
Procedures Act (“APA”) rulemaking, explicitly define and distinguish the terms “indications for use”
and “intended use” based on current statutory definitions and existing concepts. These definitions
should clarify but not change the existing meaning of these terms.
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Rescission Authority. We support FDA’s authority to rescind specific 510(k)s due to safety concerns or
obtained by fraud when necessary to protect patients. Fundamentally and obviously, fraudulent
conduct must not be permitted. However, we do not support an expansion of FDA’s rescission
authority to a 510(k) for reasons other than fraud and safety concerns, as such expanded authority
would call into question the legal marketing status of each device that had subsequently relied on the
rescinded device as a predicate, even in the absence of evidence to suggest subsequent devices are
subject to the same inadequacies as the rescinded predicate device. AAOS and the specialty societies
believe subsequent 510(k)s that utilized the rescinded product as a predicate should not be affected
unless FDA finds that the subsequent, related devices present a significant public health risk under a
section 360(e)-type process or that they also involved fraudulent conduct by the applicant. Stated
simply, the rescission of one product ought not, necessarily, impact related products without further
showing of fraud. Otherwise, physicians and their patients risk losing access to essential products
without justification for the harm caused to patient health and the practice of medicine

The FDCA provides FDA with numerous efficient means to remove unsafe or violative devices
from the market:
= 21 USC §513(i) sets forth how FDA can legally refuse to permit the use of a
fraudulent 510(k);
= 21 US.C. {516 authorizes FDA to ban medical devices in situations of substantial
deception or unreasonable and substantial risk of illness or injury, where banned
devices can no longer be legally marketed and can therefore not be cited as a
predicate device;
= 21 US.C. {518 provides FDA the authority to issue a mandatory recall;
= 21 US.C. §513(e) authorizes FDA to reclassify a device based on new information,
including reassessment of past information in the administrative record; FDA may
obtain a court order for product seizure;
= 21 US.C. §360(e) provides a process for removing devices that present a significant
public health risk;
» 21 US.C. §§331-334 gives the agency the power to seize violative product, utilize all
equitable relief avenues and bring civil and criminal enforcement action; and
The rescission of a 510(k) clearance or recall of a medical device may not necessitate an immediate
change in patient treatment, as 510(k) rescission or device recall does not inevitably mean that the
device presents a risk to every patient. Patient safety must be the first priority, and sometimes it is
safer for the patient, particularly when dealing with implantable devices, to leave the device in place
and avoid the risks associated with explanation of the device and implantation of an alternative. In
cases of implanted devices, surgeons play a critical role in the identification of implant failure, the
appropriate use of resources to address medical concerns related to its failure, and the education of
patients on the risks and benefits of the implanted device and of revision surgery. We strongly
believes that physicians and patients should have the final say in whether a rescission or recall
presents a significant patient safety risk to justify a change in patient treatment, as this too is part of
the practice of medicine over which FDA does not have authority. Surgeons must have the ability
and flexibility to act in the patient’s best interest. As is true in instances of recall, where a 510(k)
clearance has been rescinded, surgeons should consult with patients and consider the facts and
circumstances unique to each patient in order to determine the best course of treatment in light of
FDA’s determination regarding the product.
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Patients and Physicians Benefit from a Consistent, Balanced 510(k) System

Postmarket Surveillance. 'The Food and Drug Administration Amendments Act of 2007 provided the
FDA with new postmarket authorities including an expansion of 522 or postmarket surveillance
studies and a mandate to institute a unique device identification (UDI) system. While the CDRH
has implemented a few new 522 studies, the CDRH has not yet issued a proposed rule for a UDI
system. Taken together with an electronic health record, the UDI system will greatly enhance the
postmarket capabilities of the CDRH. We suggest that the FDA implement the authorities already
granted them by Congress rather than seeking additional authorities at this time.

AAOS and the specialty societies do not support the recommendation for FDA to “potentially seek
greater authorities to require postmarket surveillance studies as a condition of clearance for certain
devices.” Such additional authority is unnecessary, as FDA already has the ability to issue Section
522 orders and to include postmarket studies in premarket special controls through section
360(a)(1)(B). Furthermore, there is no evidence to show that additional postmarket surveillance
would add value to the 510(k) process.

Perhaps more importantly for our members, any unjustified additional postmarket surveillance
requirements threaten to burden surgeons and any additional requirements need to take this burden
into account. Additional postmarket surveillance requirements force surgeons to spend more time
on the administrative obligations during clinic practice, and divert them from essential patient care.
Patients’ access to their surgeons is already limited by many tasks not directly related to the
provision of care. Additional administrative duties mean less time to serve patients, which either
results in a reduced number or duration of appointments each day. In our view, this is not a
financial issue that can be remedied through patient or physician remuneration. The most valuable
resource the surgeon has is time and requiring additional time be spent on postmarket surveillance
inexorably leads to less time for patients.

Before instituting any new postmarket surveillance systems, FDA should first determine whether
and how existing postmarket surveillance programs, as well as public and private initiatives, have
improved public health. Absent evidence of how this additional authority would significantly
improve quality of care, we cannot agree that the burden such requirements would place on
surgeons is justified by the benefit.

The goal of any postmarket surveillance requirements be the prevention of patient harm and
minimization of health systems errors. Any postmarket surveillance system should foster open
dialogue and reporting and we believe systems with punitive undertones would defeat this purpose.
Any additional postmarket surveillance requirements should be clearly defined, with strictly enforced
parameters for defining when such action is necessary to evaluate the safety and effectiveness of a
device.

510(k) Databases. We support the development of a publicly available, easily searchable 510(k)
database, including summaries, regularly updated labeling, and current ownership information. The
existence of this data will enable surgeons and patients to access materials that support shared
decision-making, particularly in an environment of direct-to-consumer advertising. It will also
facilitate the identification of device information prior to revision surgery and provide a mechanism
by which surgeons can readily locate manufacturers to acquire replacement parts and
instrumentation for these procedures.
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The Academy and specialty societies strongly urge FDA to not just create this database, but to
maintain it such that it reflects the most up-to-date information at all times. Providing a single
location for this data will strengthen FDA’s relationship with consumers and support the doctor-
patient relationship.

De novo process. We agree that substantive changes are necessary to make the de novo process more
efficient and effective. The Agency should completely rework this process so that it is predictable,
transparent, and is a viable pathway to bring novel therapeutic options to patients expeditiously.

Reviewer expertise and experience. The Academy supports the enhancement of efforts to recruit, retain,
train, and increase professional development experiences of CDRH personnel. Specialty societies
represented by our members have served as faculty in educational sessions for FDA staff for at least
a decade, and are ready and willing to continue to do so.

Collaboration with specialty societies. FDA should continue to routinely communicate with

medical specialty associations, their leadership and staff, regarding physician and specialty specific
issues. Medical specialty organizations are well equipped to work with regulatory agencies, such as
FDA, on mutual issues of importance and can quickly disseminate information to their members
and obtain important and timely feedback.

Metrics. We support the development of program metrics to continuously assess the quality,
consistency, and effectiveness of the 510(k) program. Periodic audits should occur and the Agency
should incorporate the learned knowledge into continued improvement of the 510(k) program.

Guidance Document Development. AAOS and the specialty societies acknowledge the success of the
utilization and development of FDA guidance documents. These documents assist in enhancing
predictability for manufacturers, FDA reviewers, and other stakeholders in the development of pre-
market device and notification submissions, and expedite the review process. Guidance documents
assist in the standardization of FDA policy and interpretation. Additionally, guidance documents
are often used as special controls to support a down-classification.

The Academy agrees with the recommendations of the 2007 Science Board that the CDRH should
develop and spend more time on guidance documents, standards and other written publications, and
archiving and retrieval systems, with written precedent files, so that once a decision is reached,
subsequent reviewers are informed of the previous decisions. AAOS has commented repeatedly

over the last few years protesting the decreasing rate of guidance document publication following
the establishment of the 2002 Medical Device User Fee Act (MDUFMA) performance goals.

Delays in published guidance documents are of significant concern as it generally means that new
therapeutics will take longer to reach patients. While there are differing priorities within FDA
divisions, offices, and centers, we suggest that the Agency devote considerably more resources to the
development of needed guidance documents. In order to fully implement many of the CDRH’s
510(k) proposals, the Center will need to develop many new guidance documents, in addition to the
backlog of guidance document development that currently exists.

Physicians Rely on the Latest Medical Technologies to Serve Their Patients
In General. Patients and their physicians need the most recent, innovative products to address health
problems. Without access to the latest medical technologies, U.S. surgeons will be under-equipped
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to respond to their patients’ needs. AAOS and the specialty societies emphasize that the 510(k)
system directly affects our members’ ability to provide state-of-the-art care for their patients.
Surgeons’ use of new medical devices benefit patients by, for example, addressing unmet clinical
needs, reducing healing time (injectable scaffolds), increasing post-op mobility (fixed angle devices),
decreasing implant sensitivity (oxinium and zirconia nitrite coatings), and improving pain
management (nerve stimulators). Increasingly, medical innovation is essential to the practice of
medicine as the latest medical technologies can — and do — dramatically improve patient treatment
and outcomes.

Physicians also play an essential role in driving innovation. Surgeons identify and raise awareness of
specific patient and public health needs for new innovation. In the course of their practice and their
time with patients they learn of unmet health needs, identify needed engineering and technological
modifications to products, and identify new procedures, techniques, and applications of products.
They also advise on the creation, use, and setting of high performance and clinical standards for
medical devices through participation in the development of consensus standards, review boards,
and advisory councils

Multiple and Split Predicates. We urge CDRH to continue to allow the use of split and multiple
predicates. Use of split and multiple predicates fosters innovation that is essential to patient care.
Combining or building upon already proven medical technologies by using split predicates or
multiple predicates leads to better, more efficiently delivered patient care. Correspondingly,
restricting use of split and multiple predicates will slow innovation, which negatively impacts patient
care, and increases costs to all stakeholders. Disallowing the use of split or more than five predicates
could lead to unnecessary PMAs and de novo requests. Lacking access to FDA’s data substantiating
their claim of a correlation between 5 or more predicates and a greater mean number of adverse
event reports, we are unable to assess the actual risk represented by these devices. Adverse events
are frequently multi-factorial in origin. Failing independent evaluation of this data, we are cannot
establish a causal relationship between the use of more than five predicates and adverse event rates.
We urge FDA to make this data public so that surgeons may make informed decisions when
selecting devices. Additionally, split predicates enable robust product reviews, as information from
different areas is considered in the submission examination.

We recognize that some improvements for administrative efficiency and predictability might be
warranted and such could likely be accomplished through guidance. However, FDA has no
statutory or regulatory basis to prohibit or limit the use of split predicates. Similarly, to disallow use
of multiple predicates, FDA would need to amend CDRH’s 1986 guidance'” allowing multiple
predicates.

Class IIb. We do not support the creation of a Class IIb, at this time. First, we question whether
FDA has the authority to create the proposed class. Congress has authorized the use of special
controls for Class II devices, and these special controls should be applies on a case-by-case basis.
Congress has not authorized CDRH to establish another class, and FDA does not have the authority
to do so because, regardless of how Class IIb is described, the result would be to create a broad, new
set of requirements that apply across multiple products, and that is the meaning of a class. Without a
change in the statute to create and define a new class, CDRH cannot move forward with this
recommendation. Furthermore, FDA has presented no safety data to show that there is a problem

10 Guidance on the Center for Devices and Radjological Health’s Premarket Notification Program (Blue Book Memo. #K86-3) (June 30, 1986).
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for a group of 510(k) products which justifies the additional proposed “Class IIb” requirements.
This is particularly true for orthopedic devices. The research presented by Dr. Maisel and Professor
Hall at the July IOM meeting demonstrates that, overall, orthopedic devices present a low risk for
safety related product recalls. Simply assuming that implantable devices require more burdensome
premarket requirements is unfounded in science and results in irresponsible policy. We urge the
agency to set forth the data which supports the recommendation for this new “Class IIb” so that
stakeholders can review and respond to the specific concern FDA seeks to address with this
proposal.

Second, should FDA seek to create a Class IIb, we fear that this could lead to the tendency to “up
classity” devices in to the PMA-like “Class IIb” requirements and to place products going through
the de novo process automatically into Class IIb. This means products that do not pose a specific
risk would unnecessarily be delayed in getting to market, which results in surgeons having limited
access to the latest medical technologies. Physicians and patients need to have access to innovative
medical devices as soon as possible, especially where there is no product-specific, evidenced safety
risk which justifies delay. Class-wide, automatic requirements could also have long-term negative
consequences for patients suffering from the medical conditions that certain new “Class IIb”
devices address. Class IIb, as proposed by FDA, will significantly increase the time and burden to
bring new products to market. These additional costs resulting from the proposed new classification
will stall innovation in those product lines, leading to fewer devices brought to market for certain
medical conditions. We are particularly concerned about orthopedic products being pushed into the
new proposed Class IIb and thus reducing innovation and depriving our patients of valuable new
therapies. Rather than establishing a new, broad “class,” we encourage FDA to continue to apply
special controls to protect the public health on a case-by-case basis.

Science, Data and Medical Expertise are Essential to the 510(k) System

Consensus Standards: As surgeons, we hold patient safety and benefit in the highest regard, and thus
stand behind the importance of consensus standards (“standards”) which embody the highest
concern for safety. Currently, clinicians, researchers and practicing surgeons contribute to the
development of standards by participating in national and international standards development
organizations, e.g. American Society for Testing and Materials, International (“ASTM”). We firmly
believe that the contributions of medical experts to the development of standards for medical
devices ensure the protection of our patients’ vital interests. Medical experts provide “real-world”
insight on how the devices will actually be used in patients, which improve standards and thus
ultimately improve patient outcomes. Moreover, as technology and medical knowledge advance,
standards must also evolve and medical experts are relied upon to provide assistance in the
development of appropriate standards for these emerging medical devices. We support the
continual, ongoing involvement of medical experts in monitoring national and international
standards which are essential to the practice of surgeons for clinical relevance, revising them as peer
reviewed evidence from clinical, scientific and technological information warrant.

Any reform of the 510(k) program must ensure that medical experts have a strong voice in the
development of consensus standards. By changing or failing to reference these standards, or by
altering the forum used to develop standards, FDA threatens to shut out medical experts from the
standards development process. Such a change would greatly disserve patients, whose interests are
represented by medical experts participating in the standards process, and harm surgeons who rely
on workable, consensus-based standards in order to provide the best possible patient care.
Furthermore, FDA's failure to obtain or rely on input from medical experts in consensus standards
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could greatly harm innovation. Because manufactures would not have the benefit of early input from
physicians and surgeons as provided through the standards development process, companies will
either need to seek out clinician input in advance from alternative sources — thus adding costs and
possible delay — or await clinician input from FDA — which could mean significant late-stage costs
and delays. In short, early clinician input helps patients and physicians, and improves innovation. We
urge CDRH to preserve the essential role of medical experts in the development of consensus
standards.

Center Science Council. We support the establishment of a transparent, expert-lead Center Science
Council. This council must include external experts such as practicing physicians. We are, however,
concerned that due to rigid application of conflict of interest rules the Center Science Council could
end up staffed with inexperienced scientists rather than science experts who often have been
involved in numerous roles throughout the medical device community. It would be unfortunate,
inefficient, and potentially harmful to the public health should the Center Science Council fail to be
appropriately staffed with well-informed experts.

FDA must be mindful of the many administrative law requirements at issue in forming and
operating a proposed panel like the Center Science Council. FDA should make public, with an
opportunity for stakeholder input, its initial proposals for the Council's roles, responsibilities and
processes. These administrative law requirements are especially important when considering the
potential role(s) of the Center Science Council in product reviews and scientific debates.
Additionally, in light of the potential legal and administrative costs in setting up and operating the
Center Science Council, at a time when the U.S. Government is especially strapped for resources,
we urge FDA to calculate the costs before proceeding so that, if established, the Center will be
funded at the level required to maximize its potential value.

Experts via social media. We encourage FDA to establish access to a wide range of experts, including
clinicians, surgeons and diagnostic experts who can speak to the “real-world” application of
medicinal devices. While we commend FDA for “thinking outside the box” in trying to guarantee
the agency has access to these experts, AAOS is concerned that CDRH may not have fully
contemplated the potential for confidentiality, conflict of interest, and FACA issues inherent in
using social media. If a web-based expert panel were to be used, to be consistent with FDA’s
transparency initiative, we would hope the agency would make the selection and names of external
experts (including qualifications) available on the FDA website.

AAOS and the specialty societies are very interested in helping serve as experts to FDA in more
formalized and effective ways than currently exist. We encourage FDA to look for ways maintain
communication with the pools of potential panelists. More active engagement with surgeons stands
to make the 510(k) system more safe and effective, a result which improves the public health. AAOS
is ready and able to provide experts to FDA to fill this important role.

Evidenced-based reforms. We strongly support using evidence to determine what changes might be
needed to the 510(k) system. Making changes other than on an evidence-based method risks
changes that adversely affect patients. For this reason, we urge the FDA consider the 510(k) system
using Class I recall data in any potential changes.

Professor Ralph Hall from the University of Minnesota Law School studied FDA Class I recalls of
medical devices between 2005 and 2009. There were 118 unique recalls in that category and of those,
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roughly 55 percent were associated with post approval or post clearance quality system issues rather
than a lack of premarket clinical data. Forty-five percent of the recalls due "pre-market" issues
mostly involved design and software design problems. Figures below from R. Hall presentation at IOM
Meeting 3: Public Health and Effectiveness of the 510(k) Clearance Process, July 28, 2010.

Primary Reason for Recall PMA 510K | Class1 &EEZ@; TOTAL
Manufacturing 6 31 2 1 40
Labeling Error 0 4 0 0 4
Design Issue 6 25 1 0 32

Software Design 1 9 0 0 10
Software Manuf. Failure 0 2 0 0 2
Supplier Issue 2 5 0 0
Failure to Identify Clinical Risk 0 0 0 0
Failure tIon:i/fJ?t/i(I)?lzdequate 0 g 0 0 3
Missing Parts 0 0 0 0 0
Sterilization 1 4 2 0 7
Regulatory Violation 0 1 1 0 2
Packaging/Handling 0 0 0 0 0
Other (Counterfeit, Sham) 0 6 0 0 6

Hall’s study shows that CDRH should concentrate on QSR systems and not burden innovation with
premarket requirements that do not contribute to patient safety. Simply put, there is no evidence
that additional clinical studies testing medical devices in humans would have prevented the pre-
market problems behind most serious recalls. Suggestions that there should be more burdensome
premarket clinical testing or more burdensome review requirements lack an evidentiary basis. Unless
FDA has — and publicly publishes — new data that convincing demonstrates that there is a patient
need for increased premarket burden, CDRH must be very careful not to regulate based on anecdote
and unsubstantiated fear.
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Percentage of Recalls Relating to "Pre-Market"

Issues
(Excludes Counterfeit & "Sham" Products n=112)

48.30%
43/89 43.75%
7716
14.30%
. |
Exempt 510(k) PMA

Moreover, Hall’s data shows that, based on Class I (safety) recalls, FDA has an excellent record,
where approximately 99.8% of product submissions did not experience a Class I recall in a five year

petiod.

Total 510(k) Recalls for the Last 5 Years
(2005 - 2009)

B Recalled B Recalled for

Pre-Market
Bl Not Recalled re-varke
Issues

0.22%
(89(;.495;4 ) (43/19,873)
19,87

99.55%
(19,784/19,873)
Total 510(k) Submissions in 10 Years 39,747
Average Submnssnt?ns in 5 year time 19,873
period
Total 510(k) Recalls for 2005-2009 89
Total 510(k) Recalls for Pre-Market a3
Issues for 2005-2009

Furthermore, of the approximately 0.22% of devices that were subject to a Class I recall, a rare few

were for orthopedic products. Indeed, many product types have few or no recalls; there has been a
concentration of recalls in AEDs and infusion pumps.



A study by William Maisel also supports conclusion that the vast majority ot the time the 510(k)
system works to bring and keep safe and effective products in the market. When recalls do occur,
they most often involve manufacturing and device design issues that would not be impacted by
additional pre-market clinical data, and rarely involve orthopedic products. At the July 28, 2010
meeting of the Institute of Medicine’s committee reviewing the public health effectiveness of the
FDA 510(k) clearance process, Dr. Maisel summarized the key findings of his study as follows:

1.

These studies shows that orthopedic devices overall have an excellent safety record. As such,
additional pre-market burdens on orthopedic products offer little benefit but substantial risk of

Recalls by Medical Specialty, Percentage of Recalls for Pre-Market Issues
n=112

M Recalled for Post-Market Issues M Recalled for Pre-Market Isseus

35 24.55% 56.67%
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25% 25% 66.67%
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More than 3000 devices are cleared for marketing each year under new 510(k)s. Overall,

there have been more than 48,000 510(k)s since 1996.
Recalls affect 510(k) devices 400-500 times annually.
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The annual rate of recall for 510(k) products is ~1.3-1.5% per year for the first 4 years post

clearance; the rate falls to ~1.0% for post-market years 5-6.

Manufacturing process and device design issues are the most common causes cited for

510(k) recalls.

A large number of predicates, special 510(k)s, 3" party reviews, and life-sustaining devices

are associated with a higher rate of recall.

reduced availability of innovative new products. We support evidence-based reforms, and encourage
the FDA to consider whether the Hall and Maisel data supports each proposed change to the 510(k)

system.
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AAOS and the undersigned orthopaedic specialty societies support regulatory systems that provide
safe, efficacious products for our patients. We appreciate this opportunity to share our comments on
the Task Force proposals and will look forward to future opportunities to engage with FDA on

improving the 510(k) process.

Sincerely,
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John J. Callaghan, MD
President, American Academy of Orthopaedic
Surgeons
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President, American Association of Hip and
Knee Surgeons
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Keith L. Wapner, MD
President, American Orthopaedic Foot and
Ankle Society
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President, American Orthopaedic Society for
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Frances Cuomo, MD
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Alexander Vaccaro, MD

President, American Spinal Injury Association
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Felix H. Savoie, 111, MD
President, Arthroscopy Association of North
America
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John G. Heller, MD
President, Cervical Spine Research Society

Albert J. Aboulafia MD, FACS, MBA

President, Musculoskeletal Tumor Society

Catherine Hawthorne, MD
President, Orthopaedic Rehabilitation
Association
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Timothy J. Bray, MD
President, Orthopaedic Trauma Association
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James W. Roach, MD
President, Pediatric Orthopaedic Society of
North America
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Lawrence G. Lenke, MD
President, Scoliosis Research Society
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Alliance of Specialty Medicine, et al. - Comment (posted 11/09/10)
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Margaret A. Hamburg, MD

FDA Commissioner

Food and Drug Admuinistration

Dockets Management Branch (HFA-305)
5630 Fishers Lane, Room 1061
Rockville, MD 20852

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 Commissioner Hamburg:

The Alliance of Specialty Medicine (Alliance), a coalition of 10 national medical specialty societies
representing more than 100,000 physicians and surgeons, is dedicated to the development of sound federal
health care policy that fosters patient access to the highest quality specialty care. The Alliance commends
the 510(k) Working Group and Task Force for their efforts, and thanks Director Shuren and the FDA for
soliciting stakeholder comment and town hall feedback.

General comments

In General. The Alliance’s overarching interest is patient benefit and our comments are directed toward our
primary goal of assuring access to safe, effective products for our patients. As specialists, we witness the
benefits of safe, effectve, and innovative products and the misfortunes of untreated medical problems.

The Alliance strongly maintains that overall, the current 510(k) process works to the benefit of patients and
their physicians by allowing safe, effective products to enter the market, enabling the use of the latest
medical technologies to improve patient lives and the public health. Nonetheless, in recent years the 510(k)
system has been subject to criticism including our concern about delays and reduced access to new products
for patients. The Center for Devices and Radiological Health (CDRH) has proposed more than 70 Working
Group reforms, many of which could have serious and significant effects on the ability of physicians to treat
their patients with the most effective medical technologies. We are concerned that the reforms, when taken
as a whole, could have the effect of impeding the practice of medicine, burdening the doctor-patient
relationship, slowing access to the latest medical technologies, and limiting the inclusion of meaningful
scientific expertise in the 510(k) process.

Process Considerations. Before implementing any of the proposed reforms, the Alliance urges FDA to set
priorities for reform based on public input, and to then solicit additional stakeholder feedback on detailed,
high-priority reforms. The reforms recommended in the August reports are simply too vast and too vague

American Association of Neurological Surgeons * American Academy of Orthopaedic Surgeons American Association of
Orthopaedic Surgeons American Gastroenterological Association « American Society of Cataract & Refractive Surgery » American
Urological Association Coalition of State Rheumatology Organizations + Congress of Neurological Surgeons
Heart Rhythm Society « National Association of Spine Specialists « Society for Cardiovascular Angiography and interventions

FDA/ &010-N-D3v g >
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for the agency to move immediately to implementation — formal or informal — without doing serious harm
to 510(k) system stakeholders, including, most importantly, patients. For this reason, we urge the Agency to
prioritize and set out specific, detailed proposals for public comment. Prioritization would better utilize the
Agency’s resources, reduce the regulatory uncertainty that burdens stakeholders, improve the quality and
specificity of proposals and responses, and speed the completion of the 510(k) reform effort. Until the
Agency receives comments on detailed, high-priority proposals through the appropriate legal mechanisms
(e.g. notice and comment rulemaking, Good Guidance Practices), the FDA ought to avoid "informal"
adoption of any proposed changes. In this regard, the Alliance may support or oppose the general concepts
contained in the August report but reserves the right to change our position in response to future specific
CDRH proposals that provide the important detail necessary to fully understand the impact of the current,
general CDRH recommendations. Likewise, the Alliance will not respond to each CDRH proposal and our
silence on specific recommendations, should not be interpreted to indicate our support or opposition.

Transparency/ Procedural issues. The Alliance finds that most Agency proposals contained in the CDRH’s
preliminary reports and recommendations on the 510(k) process and utilizing new science do not provide
enough specificity for us to make a determination of their viability or appropriateness.

The Alliance has twice commented on FDA transparency initiatives. We appreciate the FDA’s recent
commitment to transparency within the Agency and encourage more transparent processes such as
providing Agency rationales behind decision- making processes.

Longer comment periods are needed for proposals and should be expanded to a minimum of 90 days with
even longer periods for complex and voluminous proposals. The CDRH will not receive the appropriate
input from a variety of stakeholders if stakeholders are not given adequate time to develop comments.

The Practice of Medicine Should be Enhanced, not Impeded by the 510(k) System
Overall, FDA should not become involved in regulating the practice of medicine and should not take steps
that limit the ability of physicians to treat patients in the best, most individualized, fashion.

Promptly Communicating Current or Evolving Thinking to All Affected Parties

The Alliance agrees that the FDA should make use of more rapid communication tools to convey its current
thinking and expectations. Communication of this nature is essential to the maintenance of productive
relationships with stakeholders. We strongly support efforts to streamline FDA processes for developing
guidance documents and regulation, consistent with the Center’s FY 2010 Strategic Priorities. However, the
Alliance opposes greater use of the “Level 1 — Immediately in Effect” option for guidance documents
intended to address a public health concern or lessen the burden on industry. Thoughtful commentary
from relevant parties is a critical component of the guidance document development process. Test methods
and standard guides that are designed without clinician input could result in guidance documents which fail
to consider “real world” use, and therefore do not adequately evaluate safety and effectiveness. Further,
guidance documents lacking clinician contributions can actually contain requirements that are not germane,
thereby increasing the regulatory burden and adding barriers to patient access. Finally, limiting the
opportunities for interested parties to comment on guidance documents decreases the transparency of the
guidance document process, in direct opposition to the stated goals of the Agency.

The FDA should encourage guidance document submissions from industry and other constituencies.
However, the FDA should be required to act on those submissions in a timely manner, recognizing the
substantial resources required to develop these documents.

Off-Label Use. 'The Alliance believes that CDRH’s proposals regarding off-label rules improperly intrude
upon the practice of medicine. The FDA has never had the authority to regulate the practice of medicine,
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as the Food, Drug, and Cosmetic Act (“FDCA”), 21 U.S.C. {396, expressly prohibits FDA from regulating
the practice of medicine.' As such, courts have found that physicians may use legally marketed drugs or
devices in any way that they believe, in their professional judgment, will best serve their patients.” Indeed,
courts have repeatedly recognized the propriety of off-label use.” Many state statutes recognize off-label use
in various contexts.* Moreover, “the FDA itself recognizes the value and propriety of off-label use,” and has
reaffirmed their support for off-label use on numerous occasions.” In 1997, Congtess specifically
prohibited FDA intrusion into medical practice with respect to off-label use of devices by amending the
FDCA to state, “[n]othing in this Act shall be construed to limit or interfere with the authority of a health
care practitioner to prescribe or administer any legally marketed device to a patient for any condition or
disease within a legitimate health-care-practitioner-patient relationship.®”

These restrictions make clear that the FDA does not have the power to interfere with the practice of
medicine, and thus any change to the 510(k) system must not limit physicians’ ability to use medical devices

1 See also, S. REP. NO. 361, 74th Cong,, 1st Sess. 3 (1935) (providing that the FDCA was “not intended as a medical practices act and [did] not
interfere with the practice of the healing art.”).

2 See e.g., In re Orthopedic Bone Screw Products 1iability Litigation, MDL No. 1014, 1996 WL 107556, at *3 (E.D. Pa. Mar. 8, 1996) (“the decision
whether or not to use a drug for an off-label purpose is a matter of medical judgment, not of regulatory approval”) (citation and quotation
marks omitted). See also, Femrite v. Abbott Northwestern Hosp., 568 N.W.2d 535, 539n4 (Minn. Ct. App. 1997); Kiein v. Biscup, 673 N.E.2d 225, 231
(Ohio Ct. App.), appeal denied, 667 N.E.2d 987 (Ohio 1996); and Piazza v. Myers, 33 Phila. Co. Rptr. 144, 148 (Pa. C.P. Philadelphia Co. 1997).

3 See e.g. Buckman v. Plaintiff's Legal Committee, 531 U.S. 341 (2001) (For example, with respect to Class 111 devices, the FDA simultaneously
maintains the exhaustive PMA and the more limited § 510(k) processes in order to ensure both that medical devices are reasonably safe and
effective and that, if the device qualifies under the § 510(k) exception, it is on the market within a relatively short period of time. Similarly, off-
label” usage of medical devices (use of a device for some other purpose than that for which it has been approved by the FDA) is an accepted
and necessaty corollary of the FDA’s mission to regulate in this area without directly interfering with the practice of medicine.”

see, e.g., Rhone-Poulenc Rorer Pharm., Inc. v. Marion Merrell Dow, Inc., 93 F.3d 511, 514 n.3 (8th Cir.1996); Bristo/-Myers Squibb Co. v. Shalala, 91 F.3d
1493, 1496 (D.C. Cit. 1996); Ortho Pharm. Corp. v.Cosprophar, Inc., 32 F.3d 690, 692 (2d Cir. 1994); Weaver v. Reagen, 886 F.2d 194, 198 (8th Cit.
1989);United States v. An Article of Device . . . Diapulse, 768 F.2d 826, 832 (7th Cir. 1985); Schiessing v. United States, 239 F.2d 885, 886 (9th Cir. 19506);
Washington 1egal Found., 880 F. Supp. at 28 n.1; United States v. Evers, 453 F. Supp. 1141, 1149-50 (M.D. Ala. 1978), aff'd, 643 F.2d 1043, 1052-53
(5th Cir. 1981); FI'C v. Simeon Management Corp., 391 F. Supp. 697, 706 (N.D. Cal. 1975), aff’d, 532 F.2d 708 (9th Cir. 1976); Upjobn Co. ».
MacMurdo, 562 So. 2d 680, 683 (Fla. 1990); Jones v. Petland Orlando Store, 622 So. 2d 1114, 1115 (Fla. Dist. Ct. App. 1993); Haynes v. Baton Ronge
Gen. Hosp., 298 So. 2d 149, 153 (La. Ct. App. 1974), writ denied, 302 So. 2d 33 (La. 1974); Peter Hutt, Regulation of the Practice of Medicine Under the
Pure Food & Drug Laws, 33 ASS’N FOOD & DRUG OFFICIALS Q. BULL. 7-11 (1969).

4 Id at 76-77, referring to FDA Drug Bulletin 4-5 (1982) (cited in 59 Fed. Reg. 59,820, 59,821 (Nov. 18, 1994), and c/ting. see, e.g., ALA. CODE {§
27-1-10.1(a), (c) (Supp. 1997) (Alabama); CAL. INS. CODE § 10123.195(a) (West Supp. 1997) (California); CAL. HEALTH & SAFETY CODE
§ 1367.21(a) (West Supp. 1997) (California); CONN. GEN. STAT. §§ 38a-492b(a), 38a-518b(a) (1995) (Connecticut); FLA. STAT. ANN. §
627.4239 (West 1996) (Florida); GA. CODE ANN. § 33-53-2 (Michie 1993 & Supp. 1997) (Georgia); 1992 ILL. LAWS 980 §§ 1-2 (1992,
uncodified) (available on LEXIS, 1992 Ill. ALS 980) (Illinois); 5 ILL. COMP. STAT. § 375/6.4 (West 1993 & Supp. 1997) (Illinois); 215 ILL.
COMP. STAT. §§ 5/370x, 125/4-6.3 (West 1993 & Supp. 1997) Illinois); IND. CODE ANN. § 27-8-20-7 (Burns 1993 & Supp. 1997) (Indiana);
LA.REV. STAT. ANN. § 22:215.18 (West) (Louisiana); MD. CODE ANN., INS.,, § 15-804 (1997) (Maryland); MASS. GEN. LAWS ANN. ch.
175 §§ 47K-L, 470-P; ch. 176A §§ 8N, 8Q; ch. 176G § 4G (West Supp. 1996) (Massachusetts); MICH. COMP. LAWS ANN. §§ 500.3406¢,
500.3616a (West 1996) (Michigan); N.C. GEN. STAT. §§ 58-67-78, 58-51-59 (Supp. 1996) (North Carolina); N.D. CENT. CODE § 26.1-36-
06.1 (1997) (North Dakota); OHIO REV. CODE ANN. § 1751.66 (Banks-Baldwin 1997) (Ohio); OKLA. STAT. ANN. tit. 63 §§ 1-2604, 1-
2605 (West 1996) (Oklahoma); R.I. GEN. LAWS §§ 27-55-2, 27-55-3 (1996) (Rhode Island); S.C. CODE ANN. § 38-71-275 (Law. Co-op.
1996) (South Carolina); TENN. CODE ANN. § 56-7-2352 (1997) (Tennessee); UTAH CODE ANN. § 26-18-105(7) (Supp. 1997) (Utah); VA.
CODE ANN. § 38.2-3407.5 (Michie 1997) (Virginia).

5 Id at 77, citing 59 Fed. Reg. at 59,821. Aword, eg, 52 Fed. Reg. 8798, 8803 (Mar. 19, 1987) (reaffirming legality of off-label use); 48 Fed. Reg.
26,720, 26,733 (June 9, 1983) (reaffirming legality of off-label use); 40 Fed. Reg. 15,392, 15,393-94 (Apr. 7, 1975) (reaffirming legality of off-label
use); 37 Fed. Reg. 16,503, 16,503-04 (Aug. 15, 1972) (“[o]nce [an approved] new drug is in a local pharmacy . . . the physician may, as part of the
practice of medicine, lawfully . . . vary the conditions of use from those approved”); FOOD AND DRUG ADMIN., COMPLIANCE
PROGRAM GUIDANCE MANUAL No. 7382.900 pt. I, at 7 (1992) (“physicians may use devices for off-label uses (This is considered within
the practice of medicine)”).

¢ Food and Drug Administration Modernization Act of 1997, Pub. L. No. 105-115, § 214, 111 Stat. at 2348 (codified at 21 U.S.C. § 396 (FDCA
§ 900)).
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as they see fit in the best interests of patients. The Alliance strongly disagrees with the recommendation
that FDA seek the statutory authority to consider off-label use when determining intended use. The FDA
currently has more than adequate enforcement powers relating to off-label matters. Any additional authority
could improperly hamper the practice of medicine, as physicians rely on the ability to use approved devices
to treat conditions that are closely related to an indicated condition. It is not uncommon for some uses of
medical products to become standard of care in the practice of medicine before there is approval or
clearance of the labeled indications for use for a particular product.

“Indications for Use” and “Intended Use”. Similarly, the Alliance does not support CDRH’s recommendation to
combine the terms “indications for use” and “intended use.” First, “intended use” is a statutory term, see e.g.
21 U.S.C. §360(c)(i)(a)(A), and that statutory language must be honored. The phrase “indications for use” is
found in regulations, not statute; and the combination of these terms would improperly blur the distinction
between these terms. Moreover, the combination of these terms would require FDA to amend multiple
prior regulations and guidance to reflect the new standards and terminology.

Second, combining these terms would impact the practice of medicine and could limit physicians’ access to
medical technologies that could improve patient care. For example: under current rules, forceps might
have a proposed labeling claim saying its intended use was “to grasp and hold objects or tissue” and thus
surgeons could apply its use to a wide array of disease states and stay within the general labeling. However,
to add “indications for use” for a specific type of tissue or in a particular procedure such as heart surgery to
the labeling would perhaps trigger new review cycles or otherwise unnecessarily add to the regulatory
burden on the agency and other stakeholders. Combining these terms could allow reviewers to interpret
this guidance such that the company would be forced to demonstrate the clinical benefit of a forceps as a
bone or heart device, rather than just the more straightforward, yet broad “intended use.” This potential for
misinterpretation will burden manufacturers and the FDA, but ultimately it will be physicians and patients
who suffer if device clearance is delayed or denied due to new regulatory requirements. Forceps are one
example of devices that are essential to a surgeon’s practice of medicine, whose access could be limited if
manufacturers were forced to study and prove all possible indications. Rather, the determination of the
appropriate use of the product should rest in the hands and judgment of the experienced physician. The
Alliance fears that combining the terms “indications for use” and “intended use” could have significant
unintended consequences for the practice of medicine and opposes combining the terms.

Third, the combination of these terms may result in many products being needlessly forced into new
premarket approvals which would slow clearance for marketing without benefiting patient safety. As such,
the combination of these terms will lead to delays in product reviews and confusion as to when filings are
required. Rather than combining these terms, the Alliance encourages FDA to, through Administrative
Procedures Act (“APA”) rulemaking, explicitly define and distinguish the terms “indications for use” and
“intended use” based on current statutory definitions and existing concepts. These definitions should clarify
but not change the existing meaning of these terms.

Rescission Authority. The Alliance supports FDA’s authority to rescind specific 510(k) clearances obtained by
fraud or due to safety concerns when necessary to protect patients. Fundamentally and obviously, fraudulent
conduct must not be permitted. However, we do not support an expansion of FDA’s rescission authority
to 510(k) clearances for reasons other than fraud and safety concerns, as such expanded authority would call
into question the legal marketing status of each device that had subsequently relied on the rescinded device
as a predicate, even if there is no evidence to suggest subsequent devices are subject to the same
inadequacies as the rescinded predicate device. The Alliance believes that subsequent 510(k)s that utilized
the rescinded product as a predicate should not be affected unless FDA finds that the subsequent, related
devices present a significant public health risk under a section 360(e)-type process or that they also involve
fraudulent conduct by the applicant. Stated simply, the rescission of one product ought not, necessarily, to






