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|. INTRODUCTION

Medical devices and drugs comprise the basic armamentarium in medical sci-
ence. Diagnostic equipment, such as stethoscopes and X-ray machines, help physi-
cians hear and see better. Rehabilitative devices, such as dental prostheses and artifi-
cial limbs, restore lost functions and add to the quality of life. Life-maintaining equip-
ment, such as heart-lung machines and ventilators, perform vital functions for the
invalid. The number of medical devicesin circulation is enormous. In 1998, the pro-
jected dollar volume of medical device production in the United States was $69 bil-
lion.* In the same year, sales of medical devices were estimated to be $61 billion.?

Medical devices are intended primarily to promote and maintain patient health.
In this context, patient safety and device effectiveness are the prime concerns. Patient
safety has become increasingly significant in light of the growing number and com-
plexity of marketed medical devices. In most highly developed countries, medical
device marketing is subject to regulatory reguirements to ensure their safety, and in
many cases, their performance or efficacy. The U.S. regulatory system for medical
devices has drawn international respect for many years. Recently, attention also has
been focused on the European Union (EU) system of medical device regulation, which
follows the U.S. system in some respects, but is different in several others.

Thefirst portion of this paper reviewsthe U.S. and the EU medical device classi-
fication systems and the requirements applicable to each class. Next, the medical
device regulations in the United States and the EU are compared and contrasted as
they relate to their goals, implementation, and outcome. It will become evident that
the two systems have differences and similarities in their goals and implementation,
however, the data currently available does not allow a clear analysis of the systems
outcome. Due to the differences in the regulatory systemsin the United States and the
EU, medical device manufacturers must meet both sets of requirements for their prod-
ucts to be marketed in the United States and the EU. In the last section, the ongoing
international efforts toward harmonization of regulatory reguirements between the
United States and the EU is discussed. Harmonization could alleviate medical device
manufacturers’ duplicative efforts in meeting the two sets of requirements.

[I. MebicaL Device CLASSIFICATION SYSTEMS

A. TheU.S System

Both the U.S. and EU systems classify medical devices pursuant to their inherent
risks and accordingly assign different regulatory control mechanisms to each class.
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Under the three-tiered U.S. classification system, Class | devices possess the lowest
risk—e.g., asurgical bandage. General controls sufficiently provide reasonable assur-
ance of Class | devices safety and effectiveness.® The current “general controls’ ap-
plicable to Class I, as well as to Class Il and Il devices, include: 1) prohibitions
against adulteration and misbranding; 2) requirements governing labeling, registra-
tion, listing, manufacturing;* 3) postmarket surveillance;® and 4) user facility and
manufacturer reporting requirements.® General controls also include remedies such as
long-standing seizure,” injunction,® criminal prosecution, and administrative deten-
tion authority,® as well as the banned device provisions,* repair-replace-refund au-
thority,* Food and Drug Administration (FDA)-ordered recalls,? and civil penal-
ties.® All Class| devices, except those intended for “ausewhich is of substantial impor-
tance in preventing impairment of human health,” or which present “a potential unrea-
sonable risk of illness or injury,” are exempted from 510(k) premarket notification. 4

Class 11 devices pose medium risks. They cannot be classified as Class | because
general controls were insufficient “to provide reasonable assurance of the safety and
effectiveness of the device. . . .”* A Class |l device—such as an intravascular cath-
eter—is subject to general and specia controlsto ensure its safety and effectiveness.
Special controls may include performance standards, patient registries, postmarket
surveillance, guidelines, and recommendations.t” Most Class |1 devices are subject to
the 510(k) premarket notification—the process to verify the substantial equivalence
of aproduct to apredicate device in terms of its safety and effectiveness. Clinical data
may be necessary to verify the substantial equivalence of a 510(k) device.® Class ||
devices that are exempted from premarket notification continue to be subject to all
other general controls.’®

A Class |11 medical deviceisonefor which general and special controls areinsuf-
ficient for the assurance of its safety and effectiveness. A Class 111 device is used to
support and sustain human life, or is of substantial importance to prevent the impair-
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ment of human health?>—a prosthetic heart valve is such a device. A device “not
introduced or delivered for introduction into interstate commerce . . . before the date
of the enactment of the [Medica Device Amendments of 1976]" automatically is
classified in Class |11 unlessit is substantially equivalent to either an existing device,
or a post-enactment Class | or Class Il device.® An automatically classified Class 1|
device remains in the class until the Secretary of Health and Human Services ap-
proves a petition for reclassification into a Class | or Class Il device.? Premarket
approval (PMA) aso is applicable to these “new” Class |1l devicesZ PMA is neces-
sary for the marketing of Class |1l devices and entails the submission and review of
detailed data pertaining to the individual device to verify its safety and effectiveness.

AsFDA completesthe calling for PMAs of pre-amendment Class 111 devices, and
finishes the down-classification of those pre-amendment Class |11 devices* suitableto
beregulated as Class | or Class |1 devices, it is envisioned that the premarket notifica-
tion process no longer will be available for any Class |11 devices.?® Manufacturers of
selected Class || and Class| |1 devicesal so are subject to device tracking and postmarket
surveillance if the measures are deemed necessary for the assurance of public safety.

B. The EU System

The EU employs a four-tiered classification system based on the degree of risk
associated with the device usage, the amount of time that the device isin contact with
the human body, and the degree of invasiveness of the device.?” Class | medical de-
vices and most in vitro diagnostic (IVD) medical devices pose low risks associated
with their use.® Manufacturers of these devices may declare conformity to the market-
ing requirements without a need to involve a notified body (NB) in this declaration,
however, they must maintain a prescribed set of technical documentation available for
inspection.? The marketing of a Class |1a device entails the additional requirement of
the verification of conformity by an NB at the production stage.®* Class I1b and 11
devices are high-risk devices. Conformity assessment and NB verification are deemed
necessary at both the design and production stages. In addition, the NB’s approval of
a design dossier must precede the marketing of Class |11 devices, active implantable
medical devices, and selected VD medical devices.3 Unlike the U.S. third-party sys-
tem, where FDA receives the third-party report and makes the final decision asto the

2021 U.S.C. §360(c).

2|d. § 360.

2|d.

Z]d. § 360(€).

%See, e.0., 64 Fed. Reg. 12,774 (Mar. 15, 1999).
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nate Approaches to Demonstrating Substantial Equivalence in Premarket Notifications—Final Guidance 3
(last modified Mar. 8, 1998); CenTer ForR DevicEs & RabioLocicaL HEALTH, Foop & Druc AbMmiN., Reengineering—
Year 1 Accomplishments & Future Plans 286 (last modified Apr. 17, 1998) <www.fda.gov/cdrh/reenging/
otannrep.html> [hereinafter Reengineering Accomplishments].

%21 U.S.C. 88 360(i), (I).

27 Council Directive 93/42/EEC, 1993 O.J. (L 169) 3.

21d. art. 9; Council Directive 98/79/EC, art. 9, 1998 O.J. (L 331).

2 Council Directive 93/42/EEC on Medical Devices, Annex VI, 1993 O.J. (L 169); Council Directive
98/79/EC In Vitro Diagnostic Medical Devices, Annex |11, 1998 O.J. (L 331); Class | devices that must be
marketed in asterile condition or perform measurement functions are subject to additional limited Quality As-
surance System requirements. Council Directive 93/42/EEC, Annex VI1.5,1993 O.J. (L 169).

30 Council Directive 98/79/EC, art. 9, 1998 O.J. (L 331).
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device's marketahility, no government authority reviews the determination of the NB
that the device conforms to the applicable EU directive.

Similar to the U.S. system, Member States of the EU have the authority to restrict
the circulation of products not in compliance with the directives. The restriction may
apply to adevice placed on the market based on the NB’s determination of compliance
that are found later not to be in compliance with an EU Member State's laws applying
the EU directive. The European Commission and ultimately the European Court of
Justice review aMember State's ban of a product with unreasonable risks of injury to
persons, or property damage® A similar form of judicial review for all devices is
present in the U.S. system.®

[1l. THE OLD AND NEW SYsTEMS

Differencesin the length of history possessed by the United States and EU medi-
cal device regulatory systems are apparent immediately. The U.S. federal medical
device regulation began with the enactment of the Federal Food, Drug, and Cosmetic
Act (FDCA) in 1938.* The medical device provisions went through major revisions
in 1976, 1990,% and 1997.%” Numerous congressional hearings, committee reports,
General Accounting Office (GAO) reports, FDA internal reports, and other adminis-
trative reports were dedicated to medical devices.®

In contrast, the EU medical deviceregulatory system wasintroduced in the 1900s.
Industry and FDA's critics quickly accepted this “new” system because of its effi-
ciency in medical device approval.* In the same time frame that many U.S. manufac-
turers were moving their capital, resources, and facilities to Europe for what was
perceived as a friendlier launching pad for their products, many also were urging the
United States to adopt features of the European system.® The issue gathered enough
attention for the Senate Committee responsible for enacting FDA-related legislation
to ask the GAO to investigate the feasibility of this measure. In 1995, the GAO re-
ported that the EU system had been in effect only for a few years and that the data

2|d. art. 8.

3 Medical Device Amendmentsof 1976, Pub. L. No. 94-295, 90 Stat. at 539.

% Pub. L. No. 75-717, 52 Stat. 1040 (codified as amended at 21 U.S.C. §8§ 301-393).
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% Safe Medical DevicesAct, Pub. L. No. 101-629, 104 Stat. 4511 (1990).

" FDAMA of 1997, Pub. L. No. 105-115, 111 Stat. at 2296.
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CoMMERCE, 98TH CoNG., ReporT oN MEebicaL Device RecuLATION: THE FDA's NEGLECTED CHILD 17 (Comm. Print
1983); StaFF oF SuBcoMM. ON OVERSIGHT & INVESTIGATIONS, House Comm. oN ENERGY & CoMMERCE, 103p Cong.,
LEss THAN THE Sum oF ITs PARTS. REFORMS NEEDED IN THE ORGANIZATION, MANAGEMENT, AND RESOURCES OF THE FooD
& Druc ApmINISTRATION' s CENTER FOR DEVICES & RabioLocicaL HEaLTH (Comm. Print 1993); GENERAL ACCOUNT-
ING OFFICE, REPORT TO THE CHAIRMAN, SENATE CoMM. ON GoOVERNMENTAL AFrairs, GAO/PEMD-87-1, MepicaL
Devices—EARLY WARNING oF ProBLEMS | s HAMPERED BY SevERE UNDERREPORTING 33 (1986); GENERAL A CCOUNT-
ING OFFicE, REPORT TO THE CHAIRMAN, SuBCOMM. ON HEALTH & THE ENVIRONMENT, House CoMM. oN ENERGY AND
CommERcE, GAO/PEM D-88-14, MebicaL Devices—FDA' s 510(k) OperaTions CouLb BE ImMproveD 18 (1988);
D.BRUCEBURLINGTON, FDA CDRH Annual Report Fiscal Year 1998 (visited Mar. 1, 1999) <www.fda.gov/
cdrh/annual /fy98rpt.ntml>; PresiDENT WiLLIAM CLINTON & VicE PRESIDENT ALBERT GORE, NATIONAL PERFORMANCE
Review: ReEINVENTING DRUG & MEebicaL Device RecuLATIONs 18 (1995).

3 Revitalizing New Product Devel opment from Clinical Trials Through FDA Review: Hearingson FDA
Reform Before the Senate Comm. On Labor and Human Resources, 104th Cong. 209 (1996) (statement of
Maurice F. Freeman, Medical Technology Consultants Europe Ltd.) [hereinafter Revitalizing Hearings).

4 See The Wilkerson Group, Inc., Forces Reshaping the Performance and Contribution of the U.S.
Medical Device Industry (1995) (unpublished manuscript, on filewith the Health Industry Manufacturers As-
sociation).
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availablewasinconclusive asto whether the EU system would be avaluable model for
FDA .t Furthermore, the GA O suggested that the ability of the EU system in ensuring
product safety and an efficient review process would be evident only after additional
years of implementation.*

In the defense of the EU system, at | east one witness before the Senate Committee
objected to the assertion that the EU system had not been tested extensively.®® Mr.
Freeman claimed that the EU system of medical device regulation reflects aconsensus
among the Member States in the form of a uniform system incorporating the features
from various former national requirements.* For example, the United Kingdom (UK)
used the quality system as a way of quality control for many years. The UK also
followed a voluntary medical device good manufacturing practice (GMP), known as
the Manufacturers Registration Scheme, for more than fifteen years.* Countries such
as France and Germany had used design validation and type testing as the mechanism
of medical device approval .* The utilization of private bodiesfor product reviews also
was not novel. Many of the NBs in the EU certified products according to previous
national requirements.*” Some of the familiar certifying marksissued by these compa-
nies include the British Standards Institute Kite marking, the NF (French Standard-
ization) Mark, and the GS (Gepr ifte Scherheit) Mark.® Thus, Mr. Freeman argued
that the EU system should be viewed as the harmonization of many established sys-
tems rather than an untested “new” system.*® Regardless of whether the U.S. systemis
an old system that is evolving, or the EU system is anew system that has not endured
the test of time, appreciable and subtle differences exist between them.

V. MissioN oF THE REGULATORY SCHEMES

The foremost difference between the U.S. and the EU systems is their missions.
Until the enactment of the Food and Drug Administration Modernization Act
(FDAMA), FDA's principal mission in regulating food, drug, and medical devices
was protecting public health.° Consistent with today’s social and economic climate,
FDAMA added other goals for FDA. For example, FDAMA prescribed that review-
ing products in a prompt and efficient manner would help ensure public health protec-
tion.>! To lessen the administrative burden, FDA should collaborate with other coun-
tries in harmonizing regulatory requirements and achieving reciprocal agreements.®

“U.S. GENERAL AccouNTING OFFice, RePORT TO THE SENATE CoMM. oN LABOR & HuMAN ResouRces, MEDICAL
DEVICE REGULATION—T 00 EARLY TO Assess EUROPEAN SysTem’ sV ALUE AsMopEeL For FDA, GAO/HEHS-96-65 2
(1996) [hereinafter GAO/HEHS-96-65].

“21d.

4 Revitalizing Hearings, supra note 39, at 209.

“1d.

“1d.

% See generally GAO/HEHS-96-65, supra note 41, at 11, 32. Theindependent reviewer performsatype-
examination to test representative samples of adeviceto determineif it meets certain standards.

47Council Directive 93/42/EEC, art. 16, 1993 O.J. (L 169); Council Directive 98/79/EC, art. 15, 1998
0.J. (L 331); Council Directive 90/385/EEC, art. 11, 1990 O.J. (L 189). NBs are entities that Member States
have notified the Commission and other Member States as possessing thetechnical ability to assessmanufactur-
ers quality systemsand/or review medical devicesfor certification.

% Revitalizing Hearings, supra note 39, at 210.

“1d.

%0 See generally Theresa J. Pulley Radwan, Meeting the Objectives of the MDA: Implied Preemption of
Sate Tort Claims by the Medical Device Amendments, 10 J.L. & HeatH 343, 349 (1996); Harvard Law
Review Association, FDA Reform and the European Medicines Evaluation Agency, 108 Harv. L. Rev. 2009,
2016 (1995).

1 FDAMA of 1997, Pub. L. No. 105-115, 111 Stat. at 2369 (codified asamended at 21 U.S.C. § 393).
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Furthermore, FDA should consult with the stakeholders and the public in accom-
plishing this mission.’® Despite the prescriptive tone of the new mission statement,
the principal focus of FDA remains unequivocally public health protection. These
revisions direct how public health protection should be carried out.

In contrast, the EU system of medical device regulation underlines the impor-
tance of the “Internal Market” as much as public health protection. All three Medical
Device Directives contain introductory language that emphasizes the importance of
ensuring the smooth operation of the single “Internal Market” at the outset. In carry-
ing out the Directives, EU Member States must meet al the established laws, rules,
and guidelines to promote the free movement of people, goods, capital, and resources
across their boundaries. Public health protection is an important goal in juxtaposition
with the goal to achieve and maintain the “ Internal Market.” The emphasis on achiev-
ing internal consistency in regulatory systems is understood best when considered
with the impact of an unharmonized European approach—in such a situation fifteen
separate laws may apply.>

Theideaof atrade-related mission within aregulatory framework established for
public health protection was not something that any U.S. lawmaker envisioned aquarter
of acentury ago.® Apart from the overall objective of the single “Internal Market” in
forming a unified economic, political, or military front, some of the methods used to
achieve the “Internal Market” did have merit in promoting regulatory efficiency. For
example, the promotion of the development and use of voluntary standards, and the
utilization of private bodies for certification earmark two important features essential
in achieving the “Internal Market” goal.

Similar to their European counterparts, FDA experts have been involved in stan-
dard-setting activities for many years. Moreover, FDA currently is implementing a
pilot program utilizing third-parties in reviewing products. FDA's recent efforts in
international cooperation and harmonization,* goals also embodied in the new FDA
mission statement included in FDAMA, are attempts to resolve differencesin national
regulations, achieve mutual agreement in product approva regulation and, in gen-
eral, to minimize regulatory barriers to the medical products trade. Although the U.S.
regulatory system does not explicitly promote “free trade” as a mission, FDA does
maintain a strong presence in trade-related policies through its significant involve-
ment in international harmonization of regulatory requirements.>”

V. UTiLizATION OF THIRD-PARTIES
FDA is the regulatory agency that promulgates and administers medical device

regulations. The utilization of private third parties is limited to their role in the pre-
liminary assessment of low- and medium-risk devices.® FDA gives the manufacturers

5 d.

5 Council Directive 90/385/EEC, 1990 O.J. (L 189) 1; Council Directive 93/42/EEC, 1993 O.J. (L 169)
1; Council Directive 98/79/EC, 1998 O.J. (L 331) 1; seealso KATHLEEN HasTINGS, Foob & Druc AbmiN., OFFICE
oF PoLicy/INTERNATIONAL PoLicy, REGULATING MEDIcAL Devices: A ComparisoN oF U.S. AND FOREIGN SYSTEMSAND
ADVANTAGE oF THE U.S. System Over OTHERS 8 (1996).

55|_etter from Linda R. Horton, Director, International Policy, Food & Drug Administration, to author
(Feb. 24, 1999).

% See, e.g., Medical Devices; Current Good Manufacturing Practices (CGMP) Fina Rule; Quality Sys-
tem Regulation, Part VII. 61 Fed. Reg. 52,602 (Oct. 7, 1996) (codified at 21 C.F.R. parts 808, 812, 820);
Agreement on Mutual Recognition Between the United States of America and the European Community
(visited Jan. 30, 1999) <www.europa.eu.int> [hereinafter USEU MRA).

57 OrrIce oF PoLicy, Foop & DRrRuG ADMIN., A STATUS REPORT ON INTERNATIONAL HARMONIZATION OF REGULA-
TORY REQUIREMENTS AND STANDARDS 1 (1998).

%61 Fed. Reg. at 14,789; 63 Fed. Reg. at 58,746.
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the option of engaging qualified third-parties in the 510(k) submissions of applicable
devices.® The third-party reports directly to FDA on its findings and recommenda
tions concerning the substantial equivalence of the device in question. FDA maintains
thefinal authority in clearing the 510(k) application prior to product marketing. FDA's
guidance document on third party review also contains a detailed set of rules to mini-
mize conflicts of interest.®® To date, the use of third-parties in the U.S. regulatory
review processisrelatively small. Thus, in the United States, FDA, asthe government
agent for U.S. “Internal Market,” controls and administers all phases of premarket
approval, quality system requirements, and postmarket vigilance.®

In contrast to the U.S. system, the EU system has, as its cornerstone, the utiliza-
tion of NBs, which mostly are private entities. Together with the European Commis-
sion and the Member State authorities, the more than fifty NBs have divided the
responsibilities of regulating medical devices in the EU. The Commission oversees
the implementation of the three Medical Device Directives. The EU’s mgjor goal isto
ensure the “ever-closer union” of the European people.®? Consistent with the regula
tory goal of eliminating trade barriers, the administration of medical device directives
is conducted through the Commission’s Office of the Directorate General for Industry
(DG 111). Specifically, medical devicesare handled by Unite D/2 of Directorate D, the
Directorate for capital goodsindustries under DG I11. Unite D/2 also isresponsible for
reviewing pressure vessels, metrology, and toys.® Among the duties of the Commis-
sion are oversight of compliance by the Member States with the directives in the
interest of free trade, the harmonized standards provisions, the maintenance of a cur-
rent list of NBs, and the administration of postmarket programs.

Thefifteen Member States of the EU, through their competent authorities, ensure
the harmonized provisions under the Directives are carried out.®* They also are re-
sponsible for the approval and notification of NBs, maintenance of the device and
manufacturer registry, and the enforcement of the vigilance procedures and particular
health monitoring measures, including the removal of unsafe products.® Each Mem-
ber State maintains its autonomy in managing its public health funding or sickness
insurance scheme.®

Asdiscussed above, NBs play asubstantial rolein the premarket certification and
the postmarket regulatory control of medical devices. With the exception of Class |
medical devices and the magjority of IVD medical devices,® NBs are required to pro-
vide certification of all medical devices. The certification process includes type-ex-
amination, conformity assessment and verification of quality systems, surveillance to
ensure ongoing compliance, and approval of design dossiers for high-risk devices.%®

%921 U.S.C. § 360.

%63 Fed. Reg. at 58,746.

61 See generally CenTer FOR Devices & RabioLoacicaL HEALTH, Foob & DRuG ADMIN., AN INTRODUCTION TO
MebicaL Device RecuLATioN 1 (HHS Publication 92-4222, 1992); CenTeR FOR Devices & RADIOLOGICAL HEALTH,
Foob & Druc AbMIN., REGULATION oF MEDICAL DEVICES. BACKGROUND INFORMATION FOR INTERNATIONAL OFFICIALS
1 (1999).

52 See generally Delegation of the European Commission to the United States, European Union, The Eu-
ropean Commission 1995-2000 (last modified Dec. 22, 1998) <www.europa.eu.int/abc-en.htm>.

% Directorate Genera 111, The European Commission, Who's Who in DG 111? (last modified Dec. 22,
1998) <www.europa.eu.int/comm/dg03/organ_en.htm>.

%LindaR. Horton, Medical Device Regulation in the European Union, 50 Foop & Dru L.J. 467 (1995)
(stating that the competent authority of aMember Stateisusually itsHealth Ministry).

8 Council Directive 98/79/EC, 1998 O.J. (L 331) 1.

% 1d.

571d. art. 9.

% 1d. art. 15.6.
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Furthermore, NBs, in conjunction with competent authorities, are the enforcers of the
postmarket regulatory control.® The NBs may restrict or withdraw a certificate issued
to a manufacturer not in compliance with the requirements of the Directives.”™

European NBs have more authority than U.S. third-parties. Currently, NB utili-
zation is an integral component of the EU system, while the role of U.S. third-parties
islimited to the premarket review of Class| and selected Class || devices, to the extent
required by manufacturers, with FDA making the final decisions.

FDA's caution in approaching the use of third-parties is well-founded. Third-
parties are asked to perform a public health function, at the same time that they have
an economic interest in protecting their relationship with manufacturers who con-
tracted with them. For years, FDA was the sole body safeguarding the public health of
U.S. citizens in their consumption and use of food, drugs, and medical devices. FDA
as agovernment body, does not possess afinancial interest in any manufacturer whose
product is under FDA's regulation, and its rules forbid employee conflicts of interest.
There is no doubt that private third-parties may possess the necessary resources and
expertise in conducting the review of selected products, but it is difficult to see how a
single European NB or a U.S. third-party could amass the expertise found in FDA's
Office of Device Evaluations. FDA's utilization of a third-party program enables its
internal staff to focus on matters of higher public health impact. Third-parties, how-
ever, must compete with each other for business offered by manufacturers. This cre-
ates a complicated role for these private parties. On the one hand, they must serve
their public health role by conducting scientific review of the contracted products and
recommending to FDA their impartia opinion. On the other hand, they must main-
tain a relationship with the manufacturers who contracted with them for review so
that they stay in the product review business. Due to the business rel ationship between
manufacturers and third-parties, there is concern that some manufacturers will shop
for the third-party that will be inclined to give their products a more favorable review.

The concerns about the impartiality of third-parties and forum shopping by the
manufacturersare precisely why there are rules governing theseissues. Qualified third-
parties must have established and implemented policies to prevent any individual or
organizational conflicts of interest. FDA suggests what interests would disqualify an
entity from participation, including: 1) the ownership, operation, or control of the
third-party by a manufacturer or distributor; 2) the ownership or other financial inter-
est of the manufacturer or distributor by the third party; and 3) the provision of con-
sultative services to or the participation in the preparation of the 510(k) for the manu-
facturer or distributor by the third-party.” The conditions are applicable to the third-
party as well as its personnel. A fee structure based on the recommendation of the
third-party also is considered a potential conflict.”? Finally, FDA also retains the right
to inspect the third-party’s fee schedule and invoices for conducting the reviews.”™

In its pilot third-party program, FDA advised the industry and potential review
bodies of three factors that indicate forum shopping by a manufacturer. Forum shop-
ping is suspected: when a manufacturer obtains reviews from more than one third-
party; when a manufacturer contacts the same third-party for review more than ten
timesin ayear; or when the sum of fees paid to the third-party exceeds $50,000 in one
year.”* In the FDAMA Accredited Person Program, however, FDA did not include the
forum-shopping provisions; rather, it implemented the conflict of interest rules.”

©d,

od.

761 Fed. Reg. at 14,789, 14,794,

72|d,

1d. at 14,795.

71d. at 14,794.
721 U.S.C. § 360(m).
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The EU conflict of interest rules in the selection of NBs are less comprehensive
than the U.S. rules. To qualify as an NB, its Director, and its assessment and verifica
tion staff, “shall not be the designer, manufacturer, supplier, installer or user of the
devices which they inspect. . . .”" They must not engage directly in “the design,
manufacture, marketing or maintenance of the devices.”” Competent authorities in
the Member State governments also must guarantee the impartiality of the inspection
staff. The remuneration must not be dependent on the result or number of inspec-
tions.” Other European conflict of interest standards that NBs and their personnel
must comply with are genera in nature.”

Likewise, the U.S. guidance document prohibits the involvement of the third-
parties or any of its personnel in design, manufacturing, and distribution of devices
under their review.® The EU rule is more liberal in that it prohibits only the Director
and the assessment and verification staff from such involvement. Consultative staffs
are not prohibited from advising manufacturers who engaged the NB for assessment
and verification. Although the UK’s competent authority revealed that one of the
conditions for the approval of an NB isthe separation of its consultative function from
its assessment and verification functions, an EU official said that the issue still needs
to be addressed by the Commission.®&

The generality of EU conflict of interest rules concerns U.S. officialsin theimple-
mentation of third-party programs under the Mutual Recognition Agreement reached
between the United States and the EU.#2The proposed guidance on the Mutual Recog-
nition Agreement applied the U.S. conflict of interest rules to European NBs.#

V. STANDARDS FOR EvaLUATING MEDICAL DEVICES
FOR CoMMERCIAL DISTRIBUTION

Another important way inwhich U.S. and EU medical deviceregulationsdiffer is
the standard used to determine whether a device should be approved for commercial
distribution.®* With the exception of the premarket notification process, which only
examines the substantial equivalence of a medical device to previously marketed de-
vices, the U.S. system requires the verification of the reasonable safety and effective-
ness of a device before commercial distribution of the device may begin. The EU
system assesses the safety and the performance of the device according to the
manufacturer’s intended purpose of use.

The analysis of medical device safety essentially is identical under the two sys-
tems. Under the U.S. system, the safety of a device must be assured reasonably. FDA
weighs the benefit provided by a device against the risk of harm associated with its
use.8The EU system al so accepts reasonabl e risks associated with the use of amedical

6 Council Directive 98/79/EC, Annex I X, 1998 O.J. (L 331).

v
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® GAO/HEHS-96-65, supranote 41, at 15.

861 Fed. Reg. at 14,794,

81 GAO/HEHS-96-65, supra note 41, at 15.

82 USEU MRA, supranote56; Linba R. Horron, MicHeLLE HovTE & Naomi KawiN, FUNDAMENTALS OF LAw
AND REGULATION—INTERNATIONAL HARMONIZATION OF MEDICAL DEVICE REGULATION 555, 601 (FDLI 1997) [herein-
after Horton, HovTe & Kawin].

83 CeNTER FOR DEevices & RabioLocicaL HEaLTH, U.S. DEmARTMENT oF HEALTH & HumAN Services, GUIDANCE
FOR STAFF, INDUSTRY, AND THIRD PARTIES. THIRD PARTY PROGRAMS UNDER THE SECTORAL ANNEX ON MEDICAL DEVICES
TO THE AGREEMENT ON MUTUAL RECOGNITION BETWEEN THE UNITED STATES OF AMERICA & THE EUROPEAN COMMUNITY
(MRA)—GuibpANCE, 1 (1999).

8 See generally GAO/HEHS-96-65, supra note 41, at 7; HasTINGs, supra note 54, at 8.

8 See, e.g., CLINTON, supra note 38, at 27.
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device. Therisk analysis allows balancing risks against potential benefits in the con-
text of maintaining “a high level of protection of health and safety.”®

Under the U.S. system, a marketed device must be assured of its effectiveness. In
examining a device for PMA, the device does not need to be more effective than
existing devices,® but its effectiveness must be demonstrated through at |east onewell-
controlled clinical study.® The comparison of device effectiveness is attempted only
when a high-risk deviceisin question, for example, onethat is designed to treat alife-
threatening or severely debilitating disease or condition, or a contagious illness with
serious public health consequences.®® The examination of a device's effectiveness is
taken in the context of the device's intended purpose.®

Unlike the U.S. system, the EU system does not require the demonstration of a
device's clinical effectiveness as a precondition to marketing. A showing that the
device performs to the manufacturer’s intended purpose will suffice.®* Additionaly, a
device's characteristics and performances are eval uated to determine whether deterio-
ration through normal usage will compromise the clinical condition or the safety of
the patients.® The verification of device “performance” is narrower in scope and in-
clusivein the U.S. standard of device “effectiveness.” An example used by the GAO
illustrates this point — the marketing of an excimer laser in the United States requires
the demongtration of the laser’s abilities to both excise cornea tissue, and to correct
visual anomalies.® Under the EU system, the ability of the laser to correct visual
anomalies needs verification only if the manufacturer claims such a function. Other-
wise, all the manufacturer needs to show to obtain approval for marketing the laser is
its capability to remove tissue. The laser’s clinical indication then falls under the
discretion of the qualified health professional .*

VII. Score AND EMPHASIS OF REGULATORY CONTROL

A. Premarket Review and Quality System Compliance

Whether itisaClass | device presenting minimal risks, or aClass |1l deviceusedin
the support of human life, the U.S. system reviews the application of each device indi-
vidually. On the other hand, the EU system allows the commercia distribution of aline
of medical devices produced by the same manufacturer if the manufacturer isin compli-
ance with the full quality assurance system. Devices with the highest risk, however,
necessitate the submission and approval of adesign dossier as an additiond requirement.®

8 Council Directive 93/42/EEC, Annex 1.1, 1993 O.J. (L 169); Council Directive 98/79/EC, 1998 O.J.
(Annex 1.A.1) (L 331); seealso Council Directive 90/385/EEC, Annex 1.1,5, 1990 O.J. (L 189); seegenerally
Harvard Law Review Association, supranote 50, at 2025 (Cultural differences may contributeto adifference
in regulatory schemes. The comment suggests that cultural attitude toward risk accounts for societal values
placed on regulatory mechanisms. An exampleillustratesthat Americansview risksdifferently from other cul-
tures. A previous study reveal ed that British scientists and government policy makersrecognized risk only when
thereexisted “ persuasive evidence of actual harm.” Inthe U.S,, risk must be acknowledged evenif therewasno
direct proof of harm to the public. Equally important in shaping a regulatory scheme is the cultural attitude
toward morality. The comment usesthe European abortion drug RU-486 asan exampletoillustrate the differ-
encesin attitude that European and U.S. regulatory agencies had toward the drug’ sapproval.).

87 CLINTON, Supra note 38, at 27.

821 U.S.C. §360(c).

8 GAO/HEHS-96-65, supranote41, at 8.

% CLINTON, Supra note 38, at 27.

91 Council Directive 98/79/EC, Annex |.A.3-5, 1998 O.J. (L 331).
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%8 GAO/HEHS-96-65, supranote41, at 8.

%“1d.

% See generally GAO/HEHS-96-65, supra note 41, at 13.
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All device applications submitted to FDA are individual. A manufacturer cannot
copy a competitor’s device and expect FDA to use that competitor’s proprietary data
to approve the copy. The scope of FDA review depends on the classification of the
device. Most Class | devices are subject to the least vigorous review, which is admin-
istrative in nature. “Reserve” Class | devices and nonexempt Class |l devices are
subject to 510(k) premarket notifications.®® The review staff triages 510(k) submis-
sionsinto tiers according to the risk level of the device.” Tier 1 510(k) devices are the
simplest. The verification of substantial equivalence for these devices consists of ad-
ministrative review with emphasis on the labeling requirement. Tier 2 devices are
moderately complex. In addition to the administrative review, these devices are re-
viewed scientifically, typicaly by one lead reviewer.®® Tier 3 devices are the most
complex among the 510(k) devices. The scientific review of Tier 3 devices frequently
involves review of clinical data and is conducted comprehensively by a team of ex-
perts.® The scientific panel involvement also is necessary for PMA applications of
Class |11 devices and some PMA supplemental applications. Taking into account the
panel’s recommendation on whether the deviceis safe and effective, FDA approves or
denies an application. The interaction between the applicant, generally a manufac-
turer, and the scientific panel is expanded further under the new model medical de-
vice development process (MDDP) for investigational devices for which PMAs are
submitted. MDDP encourages early collaboration between the manufacturer and the
scientific panel during the development stage of the device and the preparatory stage
of application submission.*® Prior to the submission of the application, the parties
meet to discuss and agree on the specific goals and requirements necessary for the
product approval .1

In addition to requiring review of all device applications on an individual basis,
the U.S. system also requires device manufacturers to comply with general regulatory
controls under the current GM P regul ations and reporting requirements.'? Since 1996,
FDA's GMP regulations have encompassed many design and manufacturing quality
assurance systems—features that also are found in the European Committee for Stan-
dardization.1%

In the United States, compliance with GMP requirements is essential for the
manufacturer to continue production and marketing of its products. Meeting the GMP
requirement does not release the manufacturer from fulfilling the obligation of sub-
mitting applications for individual products. In contrast, the EU system relies signifi-
cantly on the quality assurance system for both the approval of medical devices for

%63 Fed. Reg. at 63,222. FDAMA created an exemption from premarket notification for Class| devices
except those“reserve devices’ intended for “ausewhichisof substantial importancein preventing impairment
of human health,” or that present “a potential unreasonable risk of illness or injury.” A proposed rule on the
exemption of Class| devicesfrom 510(k) premarket notification was announced November 1998.

97 CenTer FOR Devices & RabioLocicaL HeaLTH, Foop & Druc Abmin., Medical Device Regulatory Pro-
gram Re-engineering (last modified Mar. 19, 1997) <www.fda.gov/cdrh/rengmdrp.html>; Reengineering Ac-
complishments, supra note 25.
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100 CenTER FOR DEVICES & RADIOLOGICAL HEALTH, Foop & Druc Apmin., New Model Medlical Device De-
velopment Process — Guidance for Industry (last modified July 21, 1998) <www.fda.gov/cdrh/pmat/
newmod.html>.

101 |d

10261 Fed. Reg. at 52,602.

103 EN 46000 appliesto all medical devicesin the EU. The EN 46000 standard was adopted from the
International Standards Organization | SO-9000 seriesof Quality System standardsthat have worldwideindus-
trial acceptance. Horton, supra note 64, at 472.
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marketing, and the monitoring of the manufacturer’s operations. The EU system,
however, does not separate the requirement and procedures regarding the marketing
of a product from those pertaining to the manufacturer facility and operations as dis-
tinctly as the U.S. system does. Compliance with a subset of, or the entire quality
assurance system, is part of the product certification requirements.

The EU Declaration of Conformity procedures necessary for most Class | medical
devicesand I VD medical devicescontain some basic quality assurance requirements.1
Manufacturers are obligated to document their compliance and make these documents
available for audits by NBs. NBs may certify both Class Ila and I1b medical devices
following the conformity assessment and verification of the manufacturer’s full qual-
ity assurance system if the device manufacturers select this route for certification.
Examination of an individual product is not necessary under this route because of the
presumption that the quality of al products resulting from a certified quality assur-
ance system is guaranteed.1%®

B. Individual Product Examination

Individual product examination is necessary only if Class llaand I1b manufactur-
ers select the Type Examination Review. Under the Type Examination Review, the NB
examines the production phase of the manufacturer’s quality assurance system and
reviews a prototype of the device.’® Review of the device type includes the testing, or
the request for device testing, to verify its safety and performance according to the
intended purposes.

Individual device examination is mandatory for devices with high risks. Devices
suchasClassl medical devices, activeimplantabledevices, and highrisk I'VD medical
devices are subject to al the procedures applied to Class || devices. In addition, prior
to the marketing of such a device, the manufacturer must submit an application for the
design of the product to the NB.1” In examining the design, manufacture, and perfor-
mance of the individual device, the NB may request further testing or data from the
manufacturer to assess conformity with the requirements.’®

In summary, under the U.S. system, all manufacturers are required to follow the
same set of Quality System regulations, whilein the EU, the quality assurance system
is applied to the extent necessary to regulate a medical device with a particular risk
potential level. For the purpose of ascertaining the eligibility for marketing of a medi-
cal device, the U.S. system mandates the review of each individual application, while
the EU system allows the manufacturer to choose between a combination of a type-
examination with a limited quality assurance system or the full quality assurance
system. Mandatory individual device review under the EU system is necessary only
for the devices with the highest risk potential.

C. Postmarket Regulatory Controls
Boththe U.S. and EU systemsimpose stringent postmarket regul atory programs—

they entail mandatory reporting regquirements, surveillance of selected high-risk prod-
ucts, and administrative enforcement actions. Although the systems generally are simi-

104 Council Directive 98/79/EC, art. 9, 1998 O.J. (L 331).
105,

1061,

©71d. Annex 1V.4.

108 |d
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lar, there are subtle differences. To ensure the safety of marketed products, both sys-
tems require manufacturers to report adverse events related to their products.’® A
manufacturer or importer in the United States is required to report to FDA informa-
tion that reasonably suggests that adevice “may have caused or contributed to a death
or serious injury, or has malfunctioned and that such device . . . would be likely to
cause or contribute to adeath or seriousinjury if the malfunction were to recur. . . "1
A manufacturer in the EU aso is required to report adverse events to the competent
authority, however, reportable events are limited to those related to a death.'! The
manufacturer is not obligated to report events related to serious injuries.*? A Member
State, on the other hand, is required to establish a centralized mechanism to collect
and evaluate information related to the death or serious injury of a patient, user, or
other persons.’*® This collection and evaluation requirement also extends to informa:
tion pertaining to the systematic recalls of devices causing and contributing to death
or serious injury.14

User facilities in the United States are required to report adverse events to the
manufacturer or FDA. The reporting criteria are identical to those for manufacturers
and importers.*® Although U.S. device distributors maintain records of adverse events,
mandatory distributor reporting no longer is required.'® Reporting by healthcare pro-
fessionals is entirely voluntary.®'” The threeEU Directives on devices do not specify
any particular reporting requirements for distributors, user facilities, or healthcare
professionals. The only mandate is that Member States with mandatory reporting
reguirements ensure that the reported information is transmitted to the concerned
manufacturers.'®

The administrative mechanism for reporting adverse experiences is a national
database. U.S. officials enter reported information into a system database for record-
ing and analysis. Investigation is conducted on an individual basis. The seriousness of
any administrative action that will be taken depends on the cause of the injury, its
seriousness and frequency, and the manufacturer’s responses.’® Corrective actions
can be warning letters, phone calls, inspections, product recalls, or seizures.® FDA's
decision to ban a device from circulation, although rarely invoked, is subject to judi-
cial review.'?

Similarly, EU Member States may restrict or withdraw the marketing of adevice
that could compromise the health or safety of a patient, user, or other persons, or that

109 See generally Study Group 2, Global Harmonization Task Force, Comparison of the Device Adverse
Report Systemsin USA, Europe, Canada, Australia, and Japan (last modified June 29, 1999) <www.ghtf.org/
sg2/inventorysg2/sg2-n6r2.pdf> [hereinafter Device Adver se Report Systems].

1021 U.S.C. § 360(i).

11 Council Directive 98/79/EC, Annex 111.5,1V.3.1, V1.3V11.1, 1998 O.J. (L 331).

12 d,

131d. art. 10.1.

u4d.

1521 U.S.C. § 360(i).

6 1d.

1758 Fed. Reg. 11,768 (Feb. 26, 1993); see also GENERAL AccOUNTING OFFICE, REPORT TO CONGRESSIONAL
CommitTees, GAO/HEHS-97-21, MepicaL Device ReporTING—I MPROVEMENTS NEEDED IN FDA' S Sy STEM FOR MONI-
TORING ProBLEMS WiTH APPROVED DEVIcES 9 (1997).

18 Council Directive 93/42/EEC, art. 10.2, 1993 O.J. (L 169); Council Directive 98/79/EC, art. 11.2,
1998 O.J. (L 331).

119 GenerAL AccouNTING OFFICE, STATEMENT OF CHARLES A, BowsHER, COMPTROLLER GENERAL TO THE CHAIR-
MAN, SuBcoMM. oN HEALTH & THE ENvIRONMENT, House ComM. oN ENERGY & CommeRrce, GAO/T-PEMD-90-2,
MebicaL Devices— THE PusLic HEALTH AT Risk 42 (1989); Device Adverse Report Systems, supra note 109.
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involves a particular national public health concern. The Member State may acquire
such information through mandatory reports or other resources. Each Member State
must inform the Commission of this action, along with a justification. The Commis-
sion will review the matter with the parties involved and render its decision on with-
holding or reversing the action.!? NBs, athough generaly private authorities, also
play an enforcement role. An NB may order the suspension, withdrawal, or otherwise
restrict a certificate issued to a manufacturer if the manufacturer fails to conform with
requirements of the applicable Member State law implementing the Directives.?®

Both systems have postmarket tracking surveillance programs for selected de-
vices. The U.S. program on postmarket surveillance designates specific Class Il and
Class |11 devices for an observation period.'?* The device covered by such arequire-
ment usually is a permanent implant of significant risk, a life-supporting or sustain-
ing device, or a device with a potential serious risk to human health.'® Furthermore,
a device manufacturer in this category may be required to adopt a method of device
tracking.'?® Under the EU system, the competent authority of the Member State that
initiated the withdrawal or restriction on new product’s marketing may continue to
monitor a product’s compliance.’?” Within two years after its initial action and on
justified grounds, the Member State may request the manufacturer to submit postmarket
experience reports about the product.'?

In summary, both the U.S. and EU systems have similar postmarket regulatory
controls on medical devices. Under the U.S. system, FDA is the only medical device
authority.'® Its mandatory reporting requirements apply to manufacturers, importers,
and user facilities. Reportable events are those related to death or serious injury. Re-
porting by health care professionalsis performed on a voluntary basis. In comparison,
under the EU system, both the competent authority and the NB can invoke their
postmarket regulatory authority. Manufacturers are mandated to report adverse events
related to deaths or any systematic recalls. Reporting by healthcare facilities and pro-
fessionals is regulated under the national laws of Member States.

VIII. AssesSMENT OF THE REGULATORY SysTEMS IN MEETING THEIR GOALS

Theregulatory system’s success is measured by whether the system, when imple-
mented, met its goals. Because the U.S. systems missions differ from those of the EU
system, adirect comparison of the success is difficult. Nonetheless, an assessment of
their performance in meeting the shared public health mission is possible and war-
ranted. It also isrelevant to examine the EU system in satisfying its“Internal Market”
mission.

122 Council Directive 90/385/EEC, art. 7, 1990 O.J. (L 189); Council Directive 93/42/EEC, art. 8, 14,
1993 O.J. (L 169) amended by Council Directive 98/79/EC, art. 21.2(d), 1998 O.J. (L 331); Council Directive
98/79/EC, art. 8, 13, 1998 O.J. (L 331).

123 Council Directive 98/79/EC, art. 15.6, 1998 O.J. (L 331), Council Directive 93/42/EEC, art. 14, 1993
0.J. (L 169), amended by Council Directive 98/79/EC, art. 21.2(d), 1998 O.J. (L 331).
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127 Council Directive 98/79/EC, art. 11, 1998 O.J. (L 331).
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12The United Statesmay adopt |awsthat conform to themedical deviceprovisionsof theFDCA; seg, e.g.,
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under FDCA,; see, e.g., FDCA 8703, 21 U.S.C. § 373; Delegationsfrom the Secretary, the Assistant Secretary
for Health, and Public Health Service Officias, 21 C.F.R. pt. 5.10.
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A. Public Health Protection

Public health protection is a common feature of both the U.S. and EU systems.
The performance of a health regulatory system in achieving this public health goal
can be evaluated by reviewing data generated from their mandatory reporting require-
ments and assessing the frequency and severity of serious adverse events based on
population size. Unfortunately, this logical approach has been largely unsuccessful.
For a meaningful comparison of the adverse event reporting data, there must be com-
mon criteria on the scope of reportable events, the relevance of the report, the parties
mandated to report, and the time limit on reporting. Although the U.S. and EU ad-
verse event reporting systems share some similarities, the data obtainable are not
comparable due to the absence of common criteria. Thus, it is difficult to draw any
conclusion regarding the superiority of one system over the other in meeting its public
health mission.**

FDA's attempt to seek an answer to the public health performance question by
consulting an international database also failed.*®* Emergency Care Research Institute
(ECRI), a nonprofit organization in Pennsylvania that studies and reports in health
care technology, gathers data on medical device problems, aerts, and recalls interna
tionally. Subscribers to the database can access the information online or from a CD-
ROM. The organization claims to have the world's most comprehensive database of
medical device adverse reports. FDA's attempt to use the ECRI database to determine
whether public health objectives were met was unsuccessful owing to the different
purpose that ECRI serves. ECRI’'s data primarily dealt with the reliability and safety
of medical devices, and was published for training, problem-solving, and purchasing
purposes. ECRI was unable to offer a comparison of the data for public health pur-
poses. 122

Comparative data may be available in the near future when the U.S. adverse
event reporting and the EU vigilance reporting procedures are harmonized. The on-
going effort in international harmonization has resulted in the release of five draft
documents on adverse event reporting available for comment.’® It is envisioned that
the harmonized system of reporting and surveillance requirements will provide data
for more accurate evaluations. The dissemination of such information will improve
the protection of public health and safety by alerting responsible parties to initiate
preventive and corrective measures.’®

B. Internal Market

Achieving the “Internal Market” isthe central mission of the European Commis-
sion.’® Member States must incorporate the essential requirements of the EU law into
their national law. No additional requirement that restricts the movement of people,
service, capital, or resource is allowed in the national law. For each of the three Direc-
tives related to medical devices, Member States are given atransition period to apply
their own law.*

10 HasTINGS, supra note 54, at 23.

BLd. at 17.

132 |d

133 63 Fed. Reg. at 46,227.

134 Global Harmonization Task Force— Study Group 2: Medical Device Vigilance/Post-Market Surveil-
lance, Food and Drug Administration, Fifth and Final Draft of the Charge for SG2: 31 May 1996 (last modi-
fied May, 1999) <www.ghtf.org/sg2/inventorysg2/sg2-n16r5.pdf> [hereinafter SG2].
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The Active Implantable Medical Devices Directive mandated all Members States
to incorporate its requirements by January 1, 1993, and allowed a transitional period
through December 1, 1994, for Member States to continue to apply their national
law.’¥” No Member State was able to meet the January 1, 1993 deadline.*® The UK fell
short of fully implementing the legislation, whereas Germany applied the Directivein
its entirety to avoid the tedious task of transposing the Directive into its national
law.2® Most Member States were not able to designate their NBs on time.**° The most
notable example of the failure to transpose the Directive was Belgium. The Commis-
sion initiated action against Belgium because of its failure to implement the Directive
three years after the deadline passed.!* The European Court of Justice ruled in the
Commission’s favor and ordered Belgium to pay the cost.’*? Belgium argued that the
draft Royal Decreeto transpose the Directive had been viewed favorably by the Conseil
Superieur d'Hygiene and the tax inspector, but till required approval by the Belgian
Council of State.® This defense was unsuccessful.

The adoption of law and promulgation of regulation according to the Directive on
Medical Devices was to be completed by January 1, 1994.% Again, Belgium was
unsuccessful in transposing the Medical Devices Directiveinto its national law before
thetime limit. In addition, Belgium failed to notify the Commission of its measuresto
transposethe Directiveintoits national law. The Commission brought an action against
Belgium on September 9, 1996, and again Belgium attempted to defend based on the
explanation that the draft Royal Decree was being finalized by a working party.* In
March 1997, the Court of Justice found that Belgium had failed to fulfill its obligation
to transpose the Directive.1#

Aside from the failure of a Member State to transpose the Directive into law,
there also exists uncertainty as to how well aMember State has implemented atrans-
position. A written question was posted to the Commission on Italy’s transposition of
the Medical Devices Directive. The February 1998 |etter stated that because Italy had
not incorporated the Directive into its legislation, Italian dental technicians were put
in serious hardship.'*” Without the directive transposed into law, no Italian device
producer could apply the Communauté Européenne (CE) mark to its products to show
conformity with EU requirements.*® A Commission official clarified that Italy had
transposed the Directive on February 24, 1997, into its national |aw, two and one-half
years after the deadline.’® The official also responded that the Commission would
examine the conformity of the Italian transposition.*>®

The most recently adopted Directive on VD Medical Devices requires Member
States to apply al provisions of the Directive by June 7, 2000.5! With the experience

137 Council Directive 90/385/EEC, art. 16, 1990 O.J. (L 189).

138 Horton, supra note 64, at 474.
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142 |d

“wd.

144 Council Directive 93/42/EEC, art 22, 1993 O.J. (L 169).

145 Case 294/96, Commission v. Kingdom of Belgium, 1997 E.C.R. 1781.
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gained in transposing two Directives related to medical devices, most Member States
probably will find the task less formidable.!%?

When an individual Member State can not transpose the provisions of the Direc-
tivesinto its national law, it is unlikely that any medical device in that Member State
can sell or distribute devices with the CE mark in other Member States. Thisraises an
interesting question about the enforceability of the EU plan and the fact that it really
rests on a cooperative attitude on the Member States' part. Arguably, the EU has not
met its “Internal Market” goal yet. It is hoped that the failure or delay of some coun-
tries to transpose or implement the EU Medical Device Directivesisonly atemporary
aberration in the movement of the EU toward unity.

I X. EFrFiciEncY OF REVIEW

The recent administrative and legidlative efforts to restructure the ways in which
FDA regulates medical devices emphasize regulatory efficiency. Congress stresses
regulatory efficiency enough to include thisvaluein FDA’s mission statement. A prin-
cipal theme of FDA's mission is that it shall “promote the public health by promptly
and efficiently reviewing clinical research and taking appropriate action on the mar-
keting of regulated products in a timely manner.”*® Although the EU does not have
efficiency of review as part of its mission, critics who favor the EU system over the
U.S. system hail its efficiency.™>

The GAO’s attempt to compare the efficiency of the two systems was not conclu-
sive.’ In its 1996 report, the GAO examined whether FDA should adopt features of
the EU system of medical device regulation. When the report was prepared in 1995,
the EU medical device regulation still wasin its early stages of implementation while
FDA was undergoing significant internal re-engineering to improve agency efficiency.
Consequently, the GAO determined that it was too early to assess the merit of the EU
system for the purpose of incorporating portions of itsregulatory method into the U.S.
s/stem.ﬁe

Some data released after the publication of the GAO report may reflect how effi-
cient the U.S. system is. The Center for Devices and Radiological Health (CDRH)
published data on review timesin its 1999 annual report.®” For the third year, CORH
closed the year without any backlogs of 510(k), PMA, or PMA supplement applica
tions. The average total time for 510(k) applications was 102 days, down from 130
days in 1997.%8 The average review time for the 510(k) applications decreased from
ninety-seven days in 1997 to eighty daysin 1999, and the average PMA time was
reduced by twenty-five percent — from 16.6 monthsin 1997 to 12.5 monthsin 1999.%%°

152 Horton, supra note 55 (Possible exceptions are France and Germany that have, for many years, main-
tained approval systemsfor I[UDs akin to pharmaceutical approval systems. France, in particular, had raised
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The EU system'’s efficiency was the focus of a report released by a EU medical
device consultant in 1996.1%° The study sample surveyed seven of the most prominent
NBs and several manufacturers concerning their experience with NB certification of
Quality System and type-examinations. There was no approval delay for most Class |
medical devices because these devices require only the manufacturer’s Declaration of
Conformity. The limited Quality Assurance System requirements applicable to sterile
or metrological Class| devicesrequired an estimated time of less than two months for
an NB's assessment of conformity.®* The time necessary for an NB to assess and
verify amanufacturer’s conformity to the full Quality Assurance System was up from
two months with atypical span of 120 days.'®? Typically, an additional 120 dayswould
be spent on type-examination if the manufacturer had selected this route. Design dos-
siersnecessary for Class |11 medical devicestypically added another eighty daysto the
process.’® A casual comparison of the data from these reports suggests that the EU
medical device approval timeis shorter. Because different parties performed the gath-
ering and analysis of the data, such a conclusion may be premature.

It isuseful to examinethe review timein the context of thereview criteria. The U.S.
criteria for approval to market a medical device are safety and effectiveness while EU
adopts the narrower criteria of safety and intended performance.’® This difference in
criteria does not alow afair comparison of regulatory efficiency. For example, a com-
parison may be mideading when it involves a country that does not have a mechanism
to test and approve medical devices. In that situation, the country relies on the importer
or manufacturer’s submission that FDA has approved the device. FDA's criteria for
device approval is used as a surrogate, therefore, it may appear on the surface that this
country isvery efficient in approva of the marketing of medical devices.’®®

X. INTERNATIONAL EFFORT IN HARMONIZATION OF MEDICAL
DEevice REGULATIONS

There are inherent differences and similarities in the U.S. and EU systems of
medical device regulation. The argument as to which is the better system is academic
inlight of the different missionsthat each system is designed to accomplish. Intoday’s
economic environment where businesses seek the most cost-effective way to operate,
dissimilar and duplicative regulatory controls in different countries are obstacles to
the flow of merchandise and capital. Scientific and medical technologies have been
moving at arapid pacein thelast few decades. The efficient transfer of these technolo-
gies into consumer products can be realized only by balancing regulatory measures
that protect the public with measures that enhance the technological transfer process.
Over-regulation, in addition to serving little public purpose, strains scarce govern-
mental resources.

The problem of satisfying dissimilar and duplicative medical device requirements
among different nations may be solved by the application of uniform regulations glo-
bally. Complete harmonization is a formidable task that is not practical, considering

160 Gordon R. Higson, Medical Device Approval Timesin Europe, THE CompLETE EUROPEAN TRADE DIGEST
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the different cultural, social, and economic backgrounds that exist in the world. At
this point, not al the laws in the fifteen nations within the EU have transposed the
requirements of the Medical Devices Directives, a task dwarfed by unifying medical
deviceregulationsinternationally. Alternatively, nations can acknowledge each other’s
difference in the regulatory process, and agree on the common grounds essential for
each nation to carry out its trade and public health missions. A heightened level of
cooperation can be achieved by the mutual recognition and acceptance of product
evaluation reports. Such ideals are the goals of the EU and nations such as the United
States, Canada, Australia, and Japan.%

A. Mutual Recognition Agreement

The Mutual Recognition Agreement (MRA) is regarded as an advanced form of
agreement in harmonizing two or more nations' regulations. Each nation recognizes
the integrity of the others' regulatory system in ensuring the products' quality to the
extent that the nation can forego some of its regulatory control on a product certified
by its partner. Thisimplies that the parties of an MRA depend on each other’s confor-
mity assessment system or the exchange of results gathered by the conformity assess-
ment bodies.*®

The United States' efforts in reaching MRASs with other nations are spearheaded
by the U.S. Trade Representative. FDA aso has been involved in such international
activities on pharmaceutical products and medical devices for many years.’®® The Safe
Medical Device Act of 1990 called for the establishment of the Office of International
Relations to promote, inter alia, the mutual recognition of GMP regulations with
foreign countries to facilitate international commerce in the sale and distribution of
devices® FDAMA specifically authorized FDA to reach MRASs with other nations
and to promote activitiestoward global harmonizationof medical deviceregulations.*™

FDA's effort in harmonizing the GM P requirements began with a series of notice
and comment rulemaking proceedings conducted by the Device Good Manufacturing
Practice Advisory Committee.'™® This culminated in the publication of the revised
GMP final rule in October 1996.12 The revised rule changed its title from GMP regu-
lation to “Quality System” regulation. With FDA playing a key role in the global
harmonization effort, the revised regulations became harmonized better with various
international quality assurance standards to provide a full quality system analysis
from the design stage to servicing controls.*”®

On a broader scale, the United States and the EU concluded an agreement on
mutual recognition in June 1997.1* The EU also agreed on mutua recognition with
Canadain June 1997, and with Australiaand New Zealand in October 1998.7¢ The

166 See, e.g., Global Harmonization Task Force, General Information (visited Feb. 10, 2000)
<www.ghtf.org>. EU and these nations are members of the Global Harmonization Task Force, an organization
instrumental in promoting internal harmonization of regulatory controls.
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U.S/EU MRA contains general provisions with applicability to al products under the
agreements. The Sectoral Annex on Medical Devices covers the exchange or endorse-
ment of reports from conformity assessment bodies (CABSs) of the United States and
the EU in afew areas. The coverage includes the surveillance/post-market and initial/
pre-approval inspection reports and the premarket 510(k) product evaluation reports
under the U.S. system, and the quality system evaluation report, EU type-examina-
tion, and verification reports under the EU system.*’”

Following the conclusion of the agreement, the United States and the EU submit-
ted the agreement’s text to their respective authorities for approval and implementa-
tion. FDA published a proposed rule in April 19987 and issued the fina rule in
November 1998 to implement the MRA.*™ The final rule codified the general provi-
sions and the contents of the Sectoral Annex on Medical Devices.’®

The purpose of the U.S/EU MRA isto specify conditions under which each party
accepts or recognizes the results of conformity assessment carried out by the other
party’sconformity assessment bodies.®®! The mutual recognition affords certified prod-
uctsto gain equal access within theterritories of the parties. Consultation between the
parties will be held if a barrier to access arises. If the consultation fails to resolve the
issue, the party aleging the denial of access may terminate the agreement within
ninety days of such consultation.?

Under the Sectoral Annex on Medical Device, results on the regulatory measures
initiated under three individual components of the U.S./EU medical device regulatory
systems are recognized mutually. First, for all medical devices regulated under the
respective laws, the U.S. surveillance/postmarket and initial/pre-approval inspection
reports will be exchanged with the EU quality system evaluation reports. Second, for
U.S. Class | and listed Class II-Tier 2 medical devices, 510(k) product evaluation
reports will be exchanged with EU type-testing reports. Third, for all medical devices
regulated under the respective laws, the U.S. and EU postmarket vigilance reports
will be exchangeable.’®

Included in the MRA is a confidence building transitional period during the ini-
tiation of the agreement. For a period of three years, the United States and the EU will
assessthe mechanisms' sufficiency to determine the equivalence of each other’'s CABs
in conducting quality system analysis, product eval uations, and other reviews.’® Quali-
fied CABs must meet the criteriafor technical competency and independence set forth
in the regulation.’® At the end of the transitional period, the United States and EU
jointly will determine the equivalence of the CABs and develop alist of them. The
determination will be made on the basis of the CABs proficiency in completing an
adequate number of conformity assessments.’® The parties also will determine the
expansion of product coverage to include, to the extent feasible, all those Class Il
devices eligible under an FDA-accredited third-party review program. The agreement
does not anticipate the coverage of any U.S. Class |I-Tier 3 or any Class |11 devices
under either system without the explicit joint decision by the parties.’®” The parties
enter the operational period thereafter.1s
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The MRA isasignificant step that the United States and the EU will undertake to
achieve global harmonization of requirements for medical devices. This continued
commitment to harmonization is outlined explicitly in a MRA provision that obli-
gates the parties to continue their participation in the Global Harmonization Task
Force and to utilize the results from such activities.’®

B. Memoranda of Understanding

In addition to MRASs, FDA utilizes memoranda of understanding (MOUSs) to
communicate and harmonize with foreign governments in its regulatory goals and
measures. The trilateral MOU signed in 1995 by officials from the United States,
Canada, and Mexico is an example of such an agreement.’® The policy guide on
International Memoranda of Understanding, published in 1995, contains the policy
for initiating, developing, and monitoring MOUSs between FDA and foreign govern-
ments.’®* MOUs are agreements primarily designed to meet three goals: 1) to facilitate
FDA in ensuring that the regulated products are safe and effective; 2) to permit FDA
to utilize its resources effectively and efficiently; and 3) to enhance the communica
tions between FDA and foreign governments on the regulated products.*®2

MOUs may be used in a variety of circumstances. For example, if there exists
sufficient similarity between FDA and a foreign regulatory authority in a particular
regulatory program, FDA may enter into a MOU with that foreign regulatory author-
ity for the mutual assessment of the comparability of each country’s program. If FDA
and foreign programs prove to offer a comparable level of public protection, then a
MOU may be developed for the mutual acceptance of data and information. This
mutual acceptance of the regulatory program can be expanded to the mutual accep-
tance of the regulatory system on a particular product. If FDA's regulatory system on
a product is identical or similar to that of a foreign system, to the extent that the
required level of protection is met, an agreement between the countries may be made
to decrease the frequency of sampling and inspection of imports from the other coun-
try. Another form of MOU addresses products exported to the United States with
inherent or consistent safety or quality concerns. Such an MOU establishes and com-
municates with foreign governments appropriate measures to ensure the safety and
quality of exported products. The foreign government ensures that such measures are
met when it certifies its exported products. The certification may be displayed as a
mark on the product or its container, or appear on entry documents or other papers.
The aim of these import/export MOU certifications is to reduce the sampling and
inspection rates that FDA may have to undertake otherwise.'®

In developing MOUs with foreign governments, FDA must seek to ensure that
the foreign programs or activities under consideration for mutual acceptance provide
the same level of protection as FDA counterparts.®* FDA may conduct on-site review
or other measures to ascertain that the foreign government has necessary authorities,
procedures, standards, and infrastructure to support the MOUSs. Such auditing is nec-
essary on an ongoing basisto establish that they continue to exist. MOUstypically are
entered into for afive-year period.*® During thistime, an evaluation of the modifica
tion, continuation, or cancellation of the MOUSs should be made.
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The utilization of MOUSs facilitates the communication between FDA and foreign
governments on technological, scientific, and regulatory information. It is a method
to promote the understanding between other countries’ safety and quality require-
ments on regulated products. In addition, the implementation of harmonized require-
ments or export/import certification programs may save FDA's resource expenditures
on inspection and sampling imported products.

C. Global Harmonization Task Force

The Global Harmonization Task Force (GHTF) was established in 1992 with the
goal of promoating the harmonization of regulatory practices on medical devicesinter-
nationally.® GHTF is comprised of government officials and industrial representa-
tives from North America, Europe, Asia, and Australia.®” Several countries and bod-
ies participate as observers, namely Argentina, Brazil, China, Poland, South Korea,
the International Standards Organization, the European Committee for Standardiza
tion, and the World Health Organization.*® Officers of FDA are the key playersin
representing the United States in GHTF.

Four study groups operate under GHTF: 1) Study Group 1 (SG1) on Regulatory
Systems; 2) Study Group 2 (SG2) on Postmarket Vigilance; 3) Study Group 3 (SG3)
on Quality Systems; and 4) Study Group 4 (SG4) on Auditing.*® The main Task Force
convenesonce every year or two to select officersto represent GHTF and its groups, to
assign tasks, to receive progress reports from its groups, and to permit its members
and observers to present important developments in medical device regulatory poli-
cies in their respective countries or organizations.?®

Study Group 1, formed in January 1993, originally was asked to study the differ-
ence among various regulatory systems. In 1995, SG1 was assigned to organize and
promote the harmonization of premarket requirements on medical devices.” It re-
cently announced the availability for comment on afinal draft guidance document?®
entitled “ Essential Principles of Safety and Performance of Medical Device on a Glo-
bal Basis.”? This guidance document suggests a set of principles that should have
common applicability to medical deviceson aworldwide basis. The principles are not
intended to replace nation-specific requirements or higher standards already in exist-
ence, but may serve as guidance for nations in developing regulations on the PMA of
medical devices.®*

Formed in 1995, SG2 was given the duty to study the mechanisms of and recom-
mend the harmonization for medical device adverse event reporting regquirements,
postmarket surveillance and other vigilance measures, and to publicize relevant infor-
mation.?®® SG2 published draft copies of five guidance documents in August 1998,2%
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these included SG2's mission, goals, and activities,®” a comparison of the adverse
event reporting systems of a few major countries and EU,?® a guidance document for
manufacturers to report adverse events,®® a harmonized proposal for national compe-
tent authorities to handle data obtained from their vigilance systems in regards to
public aert and information-sharing with other countries,?°and a proposed form for
such information sharing.?* In addition, SG2 issued a few guidance documents on
vigilance reporting in June 1999.212

SG3 brought together the harmonized quality system requirements in the United
States, Canada, Japan, and the EU.2*2 In July 1998, SG3 announced the release of a
draft document on a harmonized system of process validation for manufacturer.* The
document is designed to give manufacturers a better understanding of the quality
system requirement pertaining to process validation, the process validation methods,
and their applications in product design and corrective activities.?> Two other guid-
ance documents on quality system design and manufacturing were released in 1999.216

Study Group 4 isinvolved in the regulatory auditing of quality systems. Its past
activities include the agreement in principle to allow nationa health authorities to
access their audit results that are updated on a regular basis and procedural issues to
implement a harmonized system of regulatory auditing.?”

The harmonization effort shared by the international community is significant in
many ways. First, it creates a forum for open dialogue among nations that have a
different perspective on or a varying degree of experience in medical device regula
tion. The mere exchange of information benefits all participants in understanding
each other’s goals and priorities in establishing a national regulatory system. Second,
the work product of the harmonization effort, namely the recommendations and pro-
posals for implementation of various harmonized modules of regulatory control on
medical devices, lay the basic framework that national authorities and the interna-
tional community should refer to when establishing or revising national measures to
regulate medical devices. Also important is the effect of harmonization in eliminating
duplicative regulatory controls. The conclusion of MRAS between two countries that
have sufficient confidence in each other’s regulatory mechanisms exemplifies a col-
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laborative effort in eliminating unnecessary bureaucracy. In the countries recognizing
each other’s results in conformity assessment procedures, manufacturers do not have
to undergo duplicative regulatory procedures to enter the markets of these countries.
Under this more efficient and cost-effective regulatory regime, medical devices will
reach the market in a more timely fashion, governments will conserve more resources
in regulation, and these developments ultimately will benefit patients.

XI. CoNcLusioN

Fundamental differences in the missions and standard for product market autho-
rizationsexist between U.S. and EU medical deviceregulatory systems. Both the United
States and the EU share “product safety” as a mission, athough the regulatory proce-
dures they use to fulfill the mission are different. The ability of both regulatory sys-
tems to help to protect public health is well recognized, however, a direct comparison
of thesystems' effectivenessisnot feasible until comparable dataare availablethrough
a harmonized postmarket vigilance and adverse incident reporting systems.?8

Significantly, EU uses NBsin conducting conformity assessment and verification
procedures, whereas the United States traditionally has utilized governmental offi-
cialstoimplementitsmedical deviceregulations. The United States, primarily through
FDA, approaches the use of third-party reviewers cautiously because of concerns that
conflicts of interest may arise when private business entities also engage in public
safety functions. In light of this, FDA maintains the final authority in making medical
device approval decisions.

The harmonization of regulatory requirements among Member States is the main
objective of the EU to reach the goal of the “Internal Market.” The EU is moving
toward an “Internal Market” of medical devices. Developing a regulatory system for
medical devices based on a global perspective is necessary with the globalization of
trade and communications. Both the United States and the EU have put significant
emphasis and resources behind the harmonization of regulatory controls between them-
selves and with other countries. The future of harmonization in medical device regu-
lations between the United States and the EU remains bright.?°

With the advancement of medical science progressing at an exponentia rate, sig-
nificantly more medical devices of increasing complexity will reach the market. Both
the U.S. and the EU regulatory systems account for this trend by implementing mea-
sures to maintain or improve their regulatory effectiveness and efficiency. In a world
with constantly changing socia and economic climates, future revisions in the current
medical device regulations are anticipated. What will remain intact are the three time-
tested basic medical device regulatory frameworks shared by the United States and the
EU: quality system requirements, premarket approval, and postmarket control.

218 |t can be argued that the harmonized postmarket vigilance and adverseincident reporting system may
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