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On behalf of Public Citizen’s more than 250,000 rhers and supporters nationwide, we thank
the Subcommittee on Health of the House EnergyGordmerce Committee for the opportunity
to share our views on the regulatory oversight elital devices by the Food and Drug
Administration (FDA). For 35 years, Public Citizertealth Research Group has been involved
in research-based consumer advocacy work relatecbtiical device safety.

As the debate on the reauthorization of the Mediealice User Fee Act (MDUFA) has
approached, members of Congress have introduceel tmam a dozen bills, most of which aim
to ease the approval and clearance processes ficahdevices, often by weakening measures
intended to ensure patient safety. The bills rétlee medical device industry’s concerted
lobbying campaign to expedite medical devices’ patthe marketplace during a time in which
the debate over MDUFA is shining a spotlight owesssurrounding the FDA. Specifically, the
bills aim to accelerate approval and clearancedibyesuch means as:

» further lowering the already weak standards foartey and approving medical devices;

» substantially weakening the “conflict of intereptbhibition for serving on the FDA
advisory committee that oversees device approVais.would allow more people to
review applications for which they have a vestadricial interest related to the medical
devices under review by the committee;

e expanding the pool of third-party companies that ieview device applications to
include those with significant financial relationsh with the device industry;

* requiring the FDA to rule on third-party reviewsabtlevice within 30 days or grant
automatic approval of the device on the 31st ddychvwould result in the elimination of
independent oversight by FDA officials for many des;

» prohibiting the FDA from disapproving of the metlsagsed in any type of clinical trial
conducted by a medical device company. This wauttlide clinical trials conducted on
human subjects.

Recent history is replete with examples of devib@s were approved or cleared for marketing
by the FDA without adequate premarket testing afsequently caused serious harm to
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hundreds or thousands of patients, with some case#ting in death. Some of these devices
have subsequently been recalled, others have ndhefmore, the history of FDA’s postmarket
surveillance and enforcement activities for maréteteedical devices reveals a consistent pattern
of failure to adequately monitor and analyze advensents related to devices and to remove
devices from the market after serious safety sgghal’e become readily apparent. Passage of
many of the bills related to medical devices relgentroduced in Congress, with few
exceptions, would undoubtedly accelerate the ripatent casualties resulting from unsafe and
ineffective medical devices.

We urge subcommittee members to support alternhbtilse such as H.R. 3847, the Safety of
Untested and New Devices Act (the SOUND Device9 At2012, that would improve patient
safety — rather than threaten it. In particularttar legislation is needed requiring the FDA to
promulgate new regulations for the premarket apgro’medical devices that include mandates
for appropriate premarket clinical testing for $gfend effectiveness for all moderate- to high-
risk medical devices, especially those that arenidéd to be life-sustaining, life-supporting, or
permanently implanted. These are requirements we &dvocated for the past 35 years.

I. Major Deficiencies Regarding Current Medical Dasice Oversight

A. Problems with the premarket approval (PMA) process

Medical devices reviewed by the FDA under the aurRMA process generally present the
highest level of risk among devices proposed forketang, many of which are life-sustaining,
life-supporting, or permanently implanted. For mangh devices, the risks are at least
equivalent to, and in many cases significantly gmethan, the risks associated with many new
drugs. Nevertheless, the current statutory stanidarapproving or clearing any medical device
is “a reasonable assurance of...safety and effe@sshwhich is significantly lower than the
statutory standard required for approval of a newgd‘substantial evidence” of effectiveness
based on “adequate and well-controlled investigatiancluding clinical investigations” and
evidence of safety based on “adequate tests lmyeiiods reasonably applicable to show ...
[that] such drug is safe for use” (21 U.S.C. § 8%p[In practice, for most new drugs, at least
two well-designed, randomized, controlled, phasércal trials are required. In contrast, for
most medical devices approved under the PMA procggyg one controlled study is required by
the FDA, and in many cases, the quality of thegtesf such device studies is subject to a lower
standard than that for most clinical trials forgsue.g., many are not randomized and use
retrospective control groups).

The current low standard for PMA approvals alrepdig patients at risk by allowing approvals
based on poorly designed, uncontrolled triadsa paper recently published in a peer-reviewed
scientific journal, researchers with Public CitizeHealth Research Group described one
example of how the FDA'’s current lower standardapproving medical devices via the PMA
process allowed an ineffective, high-risk, impihmedical device to be approved for
marketing®

Consider the vagus nerve stimulator (VNS), a sattyigmplanted device for treatment-
resistant depression. In the only randomized ctattarial (RCT), the device did not



Public Citizen Statement for Subcommittee on Health of the
House Energy and Commerce Committee

demonstrate a statistically significant benefitloa primary measure of depression at ten
weeks (p = 0.25). However, in its PMA applicatitme company relied on follow-up data
at one year in which treated patients were claitodthve improved more than a non-
randomized, unblinded, non-concurrent control gr@s®0.001); both groups were also
permitted co-interventions. A psychopharmacologyegkin the FDA's drug center
advised [the Center for Devices and Radiologicalthe(CDRH)] that, with similar data
for an antidepressant drug, the center would net Ipgrmitted the filing of [a new drug
application], adding, “it is artificial to us to msider one study for a device (that is
negative on face) as sufficient to provide evidefioceegulatory efficacy when we
require positive studies for a drug.” While CDRHtiadly issued a non-approvable letter,
the director of CDRH reversed this decision andaygd the device, overruling more
than 20 FDA scientists and officials.

Subsequently, the Centers for Medicare and MediSaiwices determined that VNS was
not “reasonable and necessary,” the standard ifmbregsement under Medicare.
Moreover, it did “not believe there is a treatmbanefit directly attributable to VNS.”
Other third-party payers have also denied covefagenis expensive device.

Recently introduced legislation would seriously emdine standards for PMA approval that are
already too weak by explicitly encouraging the FidAapprove PMA applications based on data
from studies other than randomized, controlledicdintrials.

From a medical perspective, there is no reasorsaltistitute for well-designed, randomized,
controlled clinical trials in human subjects fosassing the safety, effectiveness, and long-term
durability of high-risk medical devices. Pre-cliaidench and animal testing, although

important, are insufficient for determining how budevices will perform in human patients.
Indeed, the necessity for well-controlled clinisaldies has increased over the past few decades
as medical devices have become increasingly complex

Recent experience with metal-on-metal hip implasush as the DePuy (Johnson & Johnson)
ASR XL Acetabular System (ASR), shows the thregiatents when devices are approved
without appropriate premarket clinical testing. Bletn-metal hip implants are devices whose
ball-and-socket joints are made solely from mdtkéscobalt and chromium, in contrast to older
hip implants made of other materials, such as nagtdlplastic. While the FDA could potentially
require PMA applications for these high-risk, peneatly implanted devices, a current
regulatory loophole allows them to be approveduglothe 510(k) premarket clearance process,
which, as discussed below, does not require wdligied, randomized, controlled clinical trials
in human subjects. Although these devices appdarkd safe in bench tests, when placed in the
human body, the devices can quickly begin to waeppsiting metallic debris in the surrounding
tissues that causes severe soft tissue and borageaffor example, the DePuy ASR hip

implant was cleared for marketing in 2005 underdh@(k) process without undergoing any
clinical testing. After being permanently implaniechearly 100,000 patients, the device was
recalled in 2010 because of serious problems cetatpremature failure of the device due to
erosion of the metal joint surface and migratiomatallic particles into the surrounding tissues
and blood-strear.* The end result has been characterized by somimtpadademic physicians
as a “public health nightmaré.To prevent such public health disasters, all imigle hip
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devices should undergo testing in well-designeadoanized, controlled clinical trials to assess
their safety, effectiveness, and long-term durgbili

Likewise, the history of the FDA’s approval and gubsequent marketing of the Wingspan
Stent System with Gateway PTA Balloon Catheter \thegspan Stent System) provides
another dramatic example of the serious harmscdrabccur in patients when a high-risk
medical device that normally would require appravwadler the PMA process is instead approved
under even lower standards, without adequate pianelinical testing. On August 3, 2005, the
FDA approved the humanitarian device exemption (IH8plication for the Wingspan Stent
System for the treatment of patients having 50%reater stenosis (narrowing) of intracranial
arteries (blood vessels that supply blood to tlanbrdue to atherosclerosis and refractory to
medical therapy.Under an HDE application, the sponsor was exeropt the effectiveness
requirements of a PMAIn this case, the only clinical data provided f@AFprior to approving
the Wingspan Stent System was derived from onentralted, single-arm study involving 44
patients who underwent treatment with the deViSech a study was woefully insufficient for
establishing a reasonable assurance that thisrisklilevice was safe, let alone effective.

Although approval of the Wingspan Stent System uadeHDE application may have been
appropriate, the subsequent history of this dederaonstrates the type of dangers that may
result if Congress passes legislation allowing Hrigh devices to be approved under the PMA
process without adequate premarket testing thravedlhdesigned, randomized, controlled
clinical trials. Results recently published in thew England Journal of Medicirfeom a well-
designed, randomized, controlled, multicenter stiudigled by the National Institute of
Neurological Disorders and Stroke demonstratedttie¥Vingspan Stent System is neither safe
nor effective® In this study, patients who had 70-99% narrowihimacranial arteries and were
at high risk of stroke were randomized to recenteriventions with aggressive medical therapy
plus the Wingspan Stent System or aggressive natmapy alone. Subjects randomized to the
Wingspan Stent System group had a more than twiehigiher incidence of stroke or death in
comparison to subjects receiving aggressive metheahpy alone (14.7% versus 5.8%) — a
contrast so striking the researchers were forcetiojo enrollment in the trial for ethical reasons.
Had data from such a study been submitted to th% jifidr to the agency’s approval of the
Wingspan Stent System, the FDA almost certainlyld/oot have found reasonable assurance
that the device was safe and effective and wouwke la@nied approval for this unsafe device.
Because of the failure to conduct such a well-desigstudy prior to marketing, it is certain that
many patients suffered from strokes and died becthey were treated with this inadequately
tested device.

Furthermore, the language of some of the recentigduced bills is also flawed because they
encourage “the use of surrogate endpoints” astamative to “randomized, controlled trials,”
whereas the use of surrogate endpoints is, indacequently used method for measuring
endpoints in such clinical trials. We note, howeteat for most high-risk devices approved
under the PMA process, surrogate endpoints woulth@oeasonable clinical trial markers for
assessing safety and efficacy. Direct, clinicadligyant endpoints such as mortality and
morbidity endpoints (e.g., strokes in subjects ugoieg a carotid artery stent procedure) would
be more appropriate for most clinical trials oflrigsk devices.
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Finally, the assessment of the safety and effentise of today’s complex, high-risk medical
devices demands significant time and effort by Rieiew staff. Statutory requirements that
pressure the agency to carry out reviews more tuiskch as those proposed in in some of the
recently introduced legislation, will likely resuit short-cuts being taken by FDA staff.
Inevitably, patients would be harmed by increasqmbsure to unsafe and ineffective devices.

B. Problems with the 510(k) premarket clearance procesand the determination of
substantial equivalence

The 510(k) premarket clearance process is the gtlmy which approximately 94% of
moderate-risk and many high-risk medical deviceseluding many that are life-sustaining,
life-supporting, or permanently implanted — reaeh U.S markel.Under the current 510(k)
process, the proposed device must be found toliestantially equivalent” to a predicate device
already on the market. Substantial equivalenceatuated according to the intended o$¢éhe
device and itsechnological characteristi¢21 U.S.C. § 360c[i][1]).

For most medical devices cleared under the 510¢9gss, no clinical trials assessing the safety
or effectiveness of the devices in humans are adediprior to clearance for marketing.
Furthermore, once a device had been cleared thritnweghl0(k) process, it may serve as a
predicate device for subsequent 510(k) submisseres) if the predicate device has
subsequently been withdrawn from the market becawgss shown to be dangerous or
ineffective.

Again, recently introduced legislation would funtiveeaken the 510(k) process by not only
retaining the grossly inadequate legal standargubstantial equivalence to a predicate device
already on the market — used by the FDA for cleanredical devices under the 510(k) process,
but also by constraining the agency’s authoritgdosider important information relevant to the
safety and effectiveness of medical devices angréysuring the agency to take shortcuts to
meet the demands for an accelerated review prdoesgreasingly complex medical devices.

The highly respected Institute of Medicine (IOM)iis recently issued repdvtedical Devices
and the Public’s Health: The FDA 510(k) Clearanagedess at 35 Years;riticized the major
underpinnings of the 510(k) premarket clearancegs® more broadly. After extensive, careful
study, the IOM concluded that the FDA’s 510(k) mes for clearing medical devices is fatally
flawed and cannot be fixed. In particular, the |@Mnd the following:

The 510(k) clearance process is not intended to duate the safety and effectiveness
of medical devices with some exceptions. The 510fkocess cannot be transformed
into a premarket evaluation of safety and effectiveess as long as the standard for
clearance is substantial equivalence to any previgly cleared device[emphasis in
original]

The I0M fully articulated a compelling and irrefbta rationale for this conclusion. To address
its primary conclusion, the IOM recommended théofeing:
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The FDA should obtain adequate information to infom the design of a new
medical-device regulatory framework for Class Il devices so that the current 510(k)
process, in which the standard for clearance is sghantial equivalence to previously
cleared devices, can be replaced with an integratguemarket and postmarket
regulatory framework that effectively provides a reasonable assurance of safety and
effectiveness throughout the device life cycle. Oa@dequate information is

available to design an appropriate medical-deviceegulatory framework, Congress
should enact legislation to do sgemphasis in original]

Public Citizen strongly agrees with the IOM.

The fundamental failure of the 510(k) process tugut the American public from dangerous
and ineffective medical devices has been demosstiagain and again, as numerous devices
approved under the 510(k) process have resultialge-scale harms to patients and many had
to be recalled because of their dangers.

For example, over the past decade, multiple syiesth®n-absorbable surgical mesh products
designed for transvaginal surgical repair of petuigan prolapse (POP) have been cleared by the
FDA under the 510(k) process, based on the staradauabstantial equivalence to predicate
devices. Randomized, controlled studies done #ftse devices were cleared for marketing
under the 510(k) process have shown that whilesttaginal POP repair with mesh appears to
result in less prolapse being detected on pelarrexation following surgery in comparison to
non-mesh repair procedures, the use of mesh daegsaade any better outcomes in terms of
relief of symptoms and quality of life measuresjchtultimately are the clinically significant
indicators for measuring treatment success forabislition’° Moreover, with respect to safety,
a review of the scientific literature demonstrates use of the non-absorbable, synthetic mesh
products for transvaginal surgical repair of POdeieto a high rate of serious complications,
many of which require additional surgical intenientand some of which are not amenable to
surgical correction and result in permanent lifeg harm to womet.

The experience with non-absorbable surgical mestiyats for transvaginal POP repair exposes
the fundamental failure of the 510(k) premarkeifitattion process to protect the public’s health
and welfare. Multiple mesh devices specificallyigesd for transvaginal POP repair were
allowed by the FDA to come onto the U.S. markesglaonly on in vitro and animal-testing data
and a determination of substantial equivalencehercsurgical mesh products already on the
market. Despite a complete lack of clinical datendestrating that any of these invasive mesh
devices was reasonably safe and effective for veagsal repair of POP, these devices have
been heavily promoted by industry and its well-cemgated physician consultants. As a result,
thousands of women have been seriously harmed, pemyanently. Had appropriate premarket
clinical trials, like those conducted in the postked period, been conducted before the FDA
cleared these products for marketing under thel§X06cess, serious harms to these women
could have been prevented.
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C. Problems with the FDA'’s postmarket surveillance andenforcement activities

In addition to allowing too many dangerous devieseach the market, the FDA has also
proven inadequate at mitigating the damage frongeiaus devices that are in use after
evidence of serious adverse events caused by redrélevices becomes apparent.

The current state of postmarket surveillance iféicéve and wasteful. The agency must depend
on manufacturers and users such as hospitals ¢ot @yents of injury or death related to the use
of their devices. Manufacturers, in turn, are ofi@able to locate patients who have been
implanted with dangerous devices because they gindo not track which patients have been
implanted with their products.

For its part, the FDA has been criticized for mgkpoor use of the data it receives from device
manufacturers concerning recalled products. ltdakinternal system to analyze recall trends,
which it might otherwise use in future decisionswheviewing a device for PMA approval or
510(k) clearance.

The FDA also has been criticized for failing toganforcement actions when evidence of
unacceptable harm caused by a device becomes apparaanufacturers violate the law. The
IOM, for example, concluded: “When the FDA discaveiolations of the law or products that
pose unacceptable risks to consumers, it has awaidety of authorities (or tools) available to
try to remedy the situation and to sanction théatars. The committee found that the agency
uses those authorities sparingly.”

Finally, the prospect of product-safety litigatigrtheoretically a deterrent to selling unsafe or
faulty products. But, in the realm of medical dedcmanufacturers enjoy an enormous liability
shield. The Medical Device Amendments of 1976 pnéggates from establishing “any
requirement” that is “different from, or in additido” requirements in the federal statute that
relate “to the safety or effectiveness of the devié In 2008, inRiegel v. Medtronicthe

Supreme Court cited the 1976 Medical Device Amemdmand ruled that federal law preempts
all state civil court claims arising from allegedigfective devices, as long as the device in
guestion was approved under the PMA process anchdmeifacturer followed proper procedure
in its application. The result: if the FDA approwesdangerous or defective device through the
PMA process, federal law generally prevents conssiinarmed by the device from seeking
redress in court.

Il. Proposals for Improving Medical Device Safety

Ensuring that the medical devices used to treamatin the U.S. are safe and effective should
be the paramount goal of any new medical-devicslegpn. Patients in the U.S. deserve
legislation that improves the review of the safety efficacy of these devices, instead of
weakening it.

The dangers and weaknesses of the existing flaystdras for both premarket review and post-
market surveillance of medical devices are reagjyarent. On one hand, the current premarket
regulation of devices has repeatedly failed to en¢éwinsafe devices from reaching the market
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and injuring and killing patients. On the other iadevices unequivocally shown to be unsafe
after being cleared or approved by the FDA arebeatg removed from the market in a timely
and efficient manner by the agency. Strengtheafngpplicable Federal statues and the FDA'’s
policies and practices for reviewing and monitorileyices needs to occur in order to increase
the agency’s ability to protect the public.

A. Premarket Review Processes

Replace the 510(k) process (long-term actionongress should mandate, in accordance with
the IOM’s recommendation, that the FDA obtain teeessary information to design a new
medical device approval process to replace thekyJdocess. No future medical device
premarket review system should rely on “substaetigiivalence” to a device already on the
market as evidence of safety and effectivenessedds moderate- to high-risk devices,
particularly those intended to be life-sustainilifg;supporting, or permanently implanted,
should be subject to the same regulatory scrusngrags. Review decisions should rely on
“substantial evidence” to support a device’s saéetg effectiveness.

Modify the 510(k) process (interim, short-term acton). Recognizing that replacing the current
510(k) system will take several years to implemtd,following revisions to the process should
be implemented immediately to improve the safetgnetlical devices:

* When a device cleared through the 510(k) devicedalled or removed from the market
due to safety or effectiveness problems, that @esfould automatically be removed
from the list of devices that can serve as a pegditor a proposed class Il device.

* Require manufacturers to provide the FDA with infation not just about the immediate
predicate device on which a 510(k) clearance regsémsed, but about the full lineage
of predicates.

» To facilitate efficient and effective tracking dfe status of marketed devices that a
manufacturer might use as a predicate for a prapdseice, require the FDA to maintain
an up-to-date and easily searchable databasegdilelpredicates.

* Require the FDA to reevaluate the safety and e¥feicess of devices previously cleared
under the 510(k) process whenever a device the¢des the predicate for those 510(k)
clearances is withdrawn from the market due totgafeeffectiveness problems. This
reevaluation should include any device cleared utice510(k) process that can be
traced back through a chain of 510(k) clearancéise@redicate device no longer on the
market. This requirement should be imposed rethaalgton all devices previously
cleared under the 510(k) process.

* Prohibit the clearance of any class Il device urle 510(k) process.

* Provide the FDA with authority to require postmaikg surveillance studies, including
clinical studies, as a condition of clearance déwgice under the 510(k) process

Revise the PMA processThe standard for approving any class Ill devicdar the PMA

process should be changed to “substantial evidesicgifety and effectiveness. Device
submissions reviewed under the PMA process shaooldge data from at least two well-
designed, randomized, controlled, clinical triat@ducted by qualified experts that can evaluate
the true safety and effectiveness of that devibe. durrent low standard threatens patient safety
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when data from poorly designed and uncontrolledicdil trials are considered to be acceptable
evidence for establishing the safety and effectgsrof a device during the review process.

Drop the least-burdensome requirementFor all submissions, the requirement that the FDA
evaluate devices in a manner that is “least bu@iers upon manufacturers should be
eliminated. It is in the best interests of patidotsthe FDA to make its judgments based on all
necessary information.

B. Post-Market Surveillance

Improve device tracking to patients At present, when a device is recalled becaysesis a
hazard, no reliable system exists to locate afteptients because, unlike drugs and most other
consumer products, medical devices in most cagesatrgiven unique identifier codes that
would allow for efficient and effective trackingnder the current system, most companies only
track devices to distributors or user-facilitiesitMgut unique device identifiers, reliable tracking
of devices to entities beyond the distributors npatients is difficult, if not impossible. There
are more efficient tracking systems in place fqul@mces, automobile parts and even pet food
today, than there are for medical devices. UndeiFtod and Drug Administration Amendments
Act of 2007, Congress mandated that the FDA estalaliunique identification system for
medical devices. In the almost five years sinceftimendments became law, the FDA has failed
to issue regulations implementing this system. Cesgyshould set a deadline in the near future
for the FDA to implement such regulations for alites that pose a moderate- to high-risk to
the patients intended to use them.

Improve adverse-event reporting The FDA should require more thorough standards fo
reporting adverse events, similar to those useghiarmaceuticals. At present, manufacturers
tend to under-report and user-facilities tend tereneport adverse events, but with insufficient
specificity. Higher quality mandatory reporting Wwagive the FDA a better database of adverse
event information to analyze.

FDA should assert authority in policing unsafe dewes At present, the FDA typically relies
on manufacturers to report problems with devicé® FDA often, as in the case of the
Wingspan Stent System, has failed to act in the édconvincing evidence that proves certain
devices to be unsafe. The agency should utilizeerotien and more promptly its authority to
order recalls of medical devices when the ageneyndehem to compromise patient safety. All
too often, the agency relies on device manufadiuretake action voluntarily, resulting in
substantial delays in removing dangerous and iog¥e devices from the market.

A recall should be a recall When a manufacturer does initiate a voluntargltethe recall must
mean the removal of the suspected defective dénooe market. Communications to customers
or user-facilities, like sending warning lettershimspitals, should not be classified as a recall.

Systematically analyze and track recalls.The FDA should be required to systematically
collect and assess data regarding all medical deeicalls, whether mandated by the agency or
voluntarily implemented by manufacturers. As pdrthis analysis, the agency should determine
whether recalls were implemented in an effective amely manner in order to ensure patient
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safety. The FDA also should document the basiatigrtermination of a recall ordered by the
agency. All such information regarding the analgsid tracking of recalls should be maintained
in a publicly accessible database on the agencstssite.

Restore patients’ legal rights Finally, Congress should pass legislation tooresinjured
patients’ ability to bring claims for injuries catsby defective medical devices. A 2008
Supreme Court decisioRjegel v. Medtronichad held that pre-market approval of a medical
device by the FDA preempted most state tort lawndaagainst the device manufacturer. The
decision removed a vital and long-standing compbaéthe consumer safety net for medical
devices. As a result, patients harmed by unsafeeleware often deprived of their only avenue
for seeking compensation for their injuries.

The mechanisms of public safety are failing to @cbthe public from dangerous devices and
instead are protecting device manufacturers’ pdaaaks from both proper FDA regulation and
from being held accountable in court.
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