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I. PURPOSE AND SUMMARY

Under the Federal Food, Drug, and Cosmetic Act, the Food and
Drug Administration (FDA) has two important functions: (1) the re-
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view and approval of important new products that can improve the
public health, such as life-saving drugs, biological products, and
medical devices; and (2) the prevention of harm to the public from
marketed products that are unsafe or ineffective. The Federal Food,
Drug, and Cosmetic Act has been amended numerous times in the
past 55 years to strengthen the FDA’s function of enduring that
unsafe or ineffective products are not marketed but has been
changed only once, by the Prescription Drug user Fee Act of 1992
(PDUFA), to strengthen the FDA’s function of reviewing and ap-
proving important new products that can improve the public
health.

The Food and Drug Administration Performance and Account-
ability Act of 1996, S. 1477, is designed to provide greater balance
between these two FDA functions through reforms to expedite new
product development, testing, and review. The legislation is de-
signed to ensure the timely availability of safe and effective new
products that will benefit the public and to ensure that our Nation
continues to lead the world in new product innovation and develop-
ment.

The legislation buildings upon the numerous congressional, FDA,
and outside investigations and reports that have identified prob-
lems with the current FDA product approval system and have rec-
ommended reasonable reforms to streamline and strengthen that
system. It includes the following major provisions:

1. THE LEGISLATION ESTABLISHES A CLEARLY DEFINED, BALANCED
MISSION FOR THE FDA

Current law contains no mission statement for the FDA. The leg-
islation defined the mission of the FDA as that of protecting and
promoting the public health. It further defined protecting and pro-
moting the public health to include not only protecting the public
from unsafe or ineffective products but also facilitating the rapid
and efficient development and availability of new products that
benefit the public.

2. THE LEGISLATION REQUIRES PUBLIC ACCOUNTABILITY BY THE FDA
FOR ITS PERFORMANCE

Except as required under PUDFDA, current law provides no
form of public accountability by the FDA for its performance of its
statutory obligations. The legislation requires the Secretary of
Health and Human Services to establish quantifiable performance
standards for the FDA. The Secretary is required to publish an an-
nual report in the Federal Register measuring in detail the FDA’s
actual performance against the standards and, if the agency is fail-
ing to meet the performance standards, setting forth a plan of cor-
rective action.

3. THE LEGISLATION PROVIDES IMPROVED INTERNAL MANAGEMENT
SYSTEMS

Current law is silent on important aspects of FDA management.
The legislation requires the Secretary to implement programs and
policies to foster collaboration between the FDA, the National Insti-
tutes of Health, and other science-based agencies, to establish in-
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formation systems, to reform its development and use of policy
statements, to improve the scientific review group process, and to
establish clear internal appeal mechanisms in order to make exist-
ing product regulation requirements more rational, consistent, and
efficient.

4. THE LEGISLATION EXPEDITES ACCESS TO PRODUCTS FOR SERIOUSLY
ILL PATIENTS

Although FDA’s investigational drug and device regulations do
allow for some expanded access to investigational drugs and de-
vices, the Federal Food, Drug, and Cosmetic Act has no provisions
to ensure that patients who cannot be treated effectively with exist-
ing approved therapies may have access to promising new thera-
pies which are the subject of clinical trials or are undergoing FDA
review. The legislation establishes a statutory right for individuals,
acting through health professionals, to request and manufacturers
to provide such therapies, provided certain conditions are met, and
requires the FDA to expedite its review of applications for the ap-
proval of such therapies.

5. THE LEGISLATION IS DESIGNED TO REVITALIZE THE INVESTIGATION
OF NEW PRODUCTS

Current law focuses on the review of new products by the agency
but does not currently include requirements that expedite and en-
courage the investigation of new products. The legislation estab-
lishes timely review and reasonable data requirements for initiat-
ing clinical investigations and establishes a collaborative relation-
ship between the agency and product sponsors in the design of pre-
clinical and clinical testing required for the approval of new prod-
ucts.

6. THE LEGISLATION ESTABLISHES A PROCESS FOR EFFICIENT,
ACCOUNTABLE, AND FAIR PRODUCT REVIEW

Current law contains no provisions to ensure that the agency
meets statutory time periods for product review. The legislation es-
tablishes reasonable data requirements for new product approval
applications, petitions, or other submissions, authorizes the agency
to contract with outside experts to review all or parts of applica-
tions, requires the use of outside experts for some of the simpler
applications, establishes procedures and policies to foster a collabo-
rative review process between the agency and the applicant, pro-
vides for the use of accredited outside organizations to conduct
good manufacturing practice inspections, eliminates environmental
impact review except where appropriate, facilities the consideration
of applications for the approval of new uses for already-approved
products, and provides an incentive for the sponsors of new drugs
and approved drugs to conduct pediatric studies to permit labeling
for pediatric uses.

7. THE LEGISLATION STREAMLINES THE DRUG AND BIOLOGICAL
PRODUCTS REGULATORY PROCESS

Current law has not kept pace with new technology and scientific
knowledge in the development and testing of drugs and biological
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products. In addition to reforming the product approval process,
the legislation provides the FDA with the statutory flexibility to
approve a new drug or biological product on the basis of one ade-
quate and well-controlled clinical trial, permits the approval of
drugs and biological products based upon small-scale manufactur-
ing, expands the type of manufacturing changes that may be made
without prior agency approval, repeals outdated requirements for
agency preapproval of batches of insulin and antibiotics, and con-
forms the regulation of drugs and biological products.

8. THE LEGISLATION IMPROVES THE REGULATION OF MEDICAL DEVICES

Current law imposes a number of unnecessarily restrictive regu-
latory requirements on medical devices which require the agency to
expend valuable resources reviewing premarket notifications for de-
vices posing minimal risks. These requirements have substantially
increased device review and clearance or approval times, delaying
the public’s access to these products and driving the medical device
industry abroad. In addition to reforming the medical device ap-
proval process, the legislation eliminates premarket notification for
the simplest devices, provides for scientific review group input on
whether new devices should be classified as class III devices, pro-
vides greater flexibility for device modification without a new pre-
market notification or approval, establishes reasonable approval
standards, requires device tracking and postmarket surveillance
only where justified, eliminates distributor reporting requirements,
establishes reasonable review requirements specific to devices, and
provides the Secretary with authority to recognize appropriate per-
formance standards developed by authoritative standards-setting
organizations.

9. THE LEGISLATION REFORMS ANIMAL DRUG APPROVAL
REQUIREMENTS

Current law fails to reflect basic differences between animal and
human drugs and current practices and scientific knowledge relat-
ing to animal drugs. In addition to reforming the new animal drug
approval process, the legislation modifies the efficacy standard for
new animal drugs to better reflect current scientific knowledge, re-
duce the regulatory burden on the development of drugs for minor
uses and species, and establishes a new system of veterinary feed
directive to reflect current and emerging practices in the use of
medicated feeds.

10. THE LEGISLATION SIMPLIFIES THE FOOD ADDITIVE APPROVAL
PROCESS AND PROVIDES A MORE REASONABLE STANDARDS FOR
SOME HEALTH CLAIMS

Current law requires the agency to preapprove indirect food addi-
tives, most of which pose little if any risk to human health. In ad-
dition to reforming the direct food additive petition process, the leg-
islation replaces the preapproval process for indirect food additive
with a simple notification requirement.

The legislation also modifies the current law requirement for
FDA preapproval of health claims for foods when claims are based
on authoritative recommendations by the National Institutes of
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Health, the Centers for Disease Control and Prevention, the Na-
tional Academy of Sciences, and other, similar bodies.

II. BACKGROUND AND NEED FOR THE LEGISLATION
A. BACKGROUND

Over the years, Congress has dramatically expanded the reach
and responsibilities of the FDA. The Federal Food and Drugs Act
of 1906, the first national statute enacted by Congress to regulate
the American food and drug supply, gave the agency the authority
to police the market and remove adulterated or misbranded foods
and drugs.

In 1938, Congress passed the Federal Food, Drug, and Cosmetic
Act, which expanded the agency’s reach to the regulation of cosmet-
ics and medical devices and, for the first time, provided the agency
with the authority to review and assure the safety of a product—
new drugs—oprior to the marketing of that product. The 1938 stat-
ute required sponsors of new drugs to file a new drug application
notifying the FDA prior to marketing a new human or animal drug.
the new drug application became effective after 60 days (which
could be extended to 180 days), unless the agency found that it had
insufficient information to determine whether the drug was safe for
its intended use.

In the ensuing years, Congress enacted a series of statutes fur-
ther expanding the FDA’s regulatory reach. These included the
1944 Pitts Act, which gave the FDA the authority to regulate bio-
logical products, and the Miller Pesticide Amendments of 1954,
which required FDA premarket approval for pesticides in or on raw
or processed foods. The Food Additive Amendment of 1958 required
premarket approval of food additives, and the Color Additive
Amendments of 1960 required premarket approval of color addi-
tives in food, drugs, and cosmetics. The Drug Amendments of 1962
required that drugs be demonstrated to be effective as well as safe
prior to marketing. The Animal Drug Amendments of 1968 consoli-
dated the premarket approval requirements for new animal drugs
and feed additives. The Medical Device Amendments of 1976 re-
quired premarket notification for devices substantially equivalent
to those already on the market and premarket approval for new
medical devices, and the Safe Medical Devices Act of 1990 required
the premarket approval of substantial equivalence notifications.

From 1906 to the present, then, the FDA’s role has expanded
from one of removing adulterated or misbranded products from the
market to one of preapproving the testing and marketing of prod-
ucts.

B. NEED FOR THE LEGISLATION

Over the years, and particularly with the enactment of require-
ments that the FDA determine that drugs and devices are effective
as well as safe, the FDA’s requirements for clinical testing and its
premarket reviews of new products have grown increasingly com-
plex, time-consuming, and costly. From the 1960s to the 1990s, for
example, the time required to complete clinical trials for new drugs
has grown from 2.5 to nearly 6 years. Applications for the approval
of new drugs typically run to hundreds of thousands of pages in
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length. According to the most recent published study, from the be-
ginning of the process to the end, it takes an average of 15 years
and costs in the range of $500 million dollars to bring a new drug
to market. [DiMasi, Trends in Drug Development Cost, Times, and
Risks, 29 Drug Information Journal 375, 382, April-June 1995.]

By law, the FDA is required to review and act on applications
for the approval of new drugs and devices within 180 days. Today,
however, it takes the agency on average 606 days to complete its
review of new medical devices and 570 days to complete its review
of most new drugs. By law, the FDA is required to review and act
on petitions for the approval of new food additives within 180 days.
However, since 1970, the average time to approval of a direct food
additive has been at least 600 days, and some petitions have been
pending at the agency since the 1970s. Currently, the FDA reports
that it has a backlog of 300 food additive petitions.

These increases in the time, complexity, and cost of bringing new
products to market are borne directly by the public, in delayed ac-
cess to important new products—including lifesaving medical
therapies—and in higher costs. They are a growing disincentive to
continued investment in the development of innovative new prod-
ucts and a growing incentive for American companies to move re-
search, development, and production abroad, threatening our Na-
tion’s continued world leadership in new product development, cost-
ing American jobs, and further delaying the public’s access in im-
portant new products.

Over the past 20 years, a bipartisan consensus has emerged on
the need for reforms of the FDA premarket approval process to
strike a better balance between the need to ensure that products
are safe and effective, on the one hand, and to facilitate the timely
availability of new products, on the other.

During 1978 and 1979, Congress considered a wholesale revision
of the new drug approval process. This committee led that effort,
reporting legislation introduced by Senator Kennedy, the Drug
Regulation Reform Act of 1979. That legislation was subsequently
approved by the Senate but was not considered by the House of
Representatives. A number of the provisions in that legislation are
reflected in S. 1477, including provisions to permit new drug spon-
sors to obtain advice from the agency regarding their investiga-
tional plans; to require the FDA to issue written guidelines regard-
ing protocols and methods for conducting drug investigations; to re-
quire the FDA to determine within 45 days whether new drug ap-
proval applications meet agency filing requirements; to require the
FDA to take measures to ensure that reviews are conducted effi-
ciently and expeditiously; and to require the use of advisory com-
mittees as part of the dispute resolution mechanism.

Many of these same changes were recommended by the Commis-
sion on the Federal Drug Approval Process, convened at the re-
quest of then-Representative Albert Gore, Jr., chairman of the
House Subcommittee on Investigations and Oversight and then-
Representative James Scheuer, chairman of the House Subcommit-
tee on Natural Resources, Agricultural Research and Environment.
The Commission’s 1982 report recommended such changes as
simplication of the investigational new drug requirements; recogni-
tion that drug effectiveness could be demonstrated by one study in
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appropriate cases; greater utilization of outside expert advice; im-
proving interactions with industry; tracking the review process to
ensure timeliness; simplified procedures for the use of investiga-
tional drugs for therapeutic purposes; greater reliance upon expert
judgment in determining the safety and effectiveness of drugs; con-
current review of portions of new drug applications by FDA; and
greater reliance on foreign studies. These recommendations are in-
corporated in S. 1477.

Concerned about the slow process for the development and ap-
proval of AIDS and cancer drugs, in 1988 Vice President Bush re-
quested the President’s Cancer Panel to establish a National Com-
mittee to Review Current Procedures for Approval of New Drugs
for Cancer and AIDS. The Committee’s final report, issued in 1990,
recommended a national policy to foster the development of new
drugs for AIDS and cancer; expediting approval of important new
drugs; greater use of scientific judgment of qualified experts in de-
termining the effectiveness of new drugs; the use of surrogate end
points to establish drug effectiveness; a more open relationship be-
tween the FDA and the regulated industry in order to foster a spir-
it of mutual cooperation; responsiveness to the needs of patient ad-
vocacy groups; a fundamental restructuring of the FDA advisory
committee system; more flexible use of investigational drugs for
treatment; the right of patients to obtain investigational drugs
under expanded access conditions; greater use by the FDA of out-
side review of new drug applications; and automatic approval of
supplemental new drug applications for minor technical changes
such as manufacturing modifications. Again, many of these rec-
ommendations are incorporated in S. 1477.

In 1989, in response to serious questions that were being raised
about the ability of the FDA to perform its job, Secretary of Health
and Human Services, Dr. Louis Sullivan, chartered the Advisory
Committee on the Food and Drug Administration. The committee
was chaired by Dr. Charles Edwards, a former FDA commissioner,
and Dr. David Kessler served on the committee until his appoint-
ment as FDA commissioner. The charter directed the committee to
examine the mission, responsibilities, and structure of the FDA and
to make recommendations for improving the agency’s operations.

One of the major findings of the committee was the need for the
FDA to set forth a clear statement of its mission and goals and a
plan for achieving the goals. In formulating a statement of purpose
and program goals, the committee found that “the agency should
be guided by the principle that expeditious approval of useful and
safe new products enhances the health of the American people. Ap-
proving such products can be as important as preventing the mar-
keting of harmful or ineffective products. This is especially true for
people with life-threatening illnesses and for diseases for which al-
ternative therapies have not been approved.” This key rec-
ommendation is the informing principle of S. 1477.

In 1991, the Council on Competitiveness, chaired by Vice Presi-
dent Dan Quayle, announced an important Administration initia-
tive to improve the FDA’s drug approval process. The initiative was
designed to achieve three overarching goals by 1994—a substantial
reduction in the average development and approval time for all
new drugs; a reduction in FDA approval time for important new
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drugs to 6 months; and a reduction in FDA approval time to 12
months for all other drugs.

The Council on Competitiveness also recommended a number of
specific reforms, including expanded use of outside reviews; ex-
panded use of advisory committees; flexible interpretation of the ef-
ficacy standard; accelerated approval through a reduction in the
number of clinical studies required prior to approval and the
amount of time FDA requires to grant approval, including reliance
on surrogate endpoints; enhanced computerization to track applica-
tions and expedite review; and enhanced internal management, in-
cluding the measurement of progress in application review against
statutory deadlines. Many of these recommendations are incor-
porated in S. 1477.

Most recently, Vice President Gore has pressed for reform of the
FDA product approval system as part of President Clinton’s Re-
inventing Government initiative. The President and Vice President
Gore have issued four reports, covering drugs and medical devices,
drugs made from biotechnology, food, and cancer drugs, designed to
improve the product approval system, eliminate outmoded regula-
tions, and update the Federal Food, Drug, and Cosmetic Act to re-
flect advances in the science of new product development and test-
ing. Many of the recommendations in these reports are incor-
porated in S. 1477.

Every administration in the past 20 years has recognized the
need for reforms of the FDA’s product approval system to bring
into better balance the need to ensure the safety and effectiveness
of products and the need to facilitate the development, testing, and
timely approval of safe and effective products that benefit the pub-
lic. Until recently, the FDA has been very slow to respond, or has
not responded at all, to recommendations for reform made by the
distinguished advisory panels that have been convened over the
years. At the four hearings that the committee held on FDA re-
form, witnesses who appeared before the committee—several of
whom had served on these advisory panels—testified about the
same problems that have been described in the reports summarized
above and recommended many of the same solutions.

America’s pharmaceutical, biotech, medical device, and food in-
dustries are among our most innovative, dynamic, and productive.
They contribute significantly to our Nation’s high standards of
health care and to our unparalleled supply of wholesome, abun-
dant, and affordable food. They hold the promise of further break-
throughs in life-saving and enhancing therapies to combat the dis-
eases and disabling conditions afflicting us today and those which
may emerge in the future. They hold the promises of new food tech-
nologies that will enhance diets and improve health, provide natu-
ral resistance to pests, droughts, and other plagues, and help meet
the nutritional needs of a growing world population. They are job-
cresting industries that contribute positively to our balance of
trade.

Formidable challenges must be met, however, if these opportuni-
ties are to be realized and America is to continue to lead the world
in product innovation. Domestically, our health care system is rap-
idly reorganizing, consolidating, and moving into managed care,
with potentially profound effects on the market for products and
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the revenues necessary for continued research and product develop-
ment. Markets are becoming increasingly competitive, particularly
as the European Union moves to adopt a uniform drug and device
approval system.

If we are to confront these challenges and realize the opportuni-
ties on today’s and tomorrow’s horizons, we cannot afford an overly
complex, bureaucratic, time-consuming, and expensive regulatory
system. Nor can we afford an adversarial relationship between the
FDA and the industries it regulates or an agency pursuing so many
agendas that it lacks a clearcut mission and sphere of responsibil-
ity. We must update our food and drug laws and our regulatory
practices to reflect the scientific and technological advances that
have occurred in the development and testing of new products and
to ensure that the FDA is an agency committed to fostering innova-
tion and ensuring timely public access to beneficial new products.

It is no easy feat that Americans ask of the FDA. Americans
want it to hold the gate to the market tightly shut against unsafe
or ineffective products while opening it wide for the next genera-
tion of innovation—with all of its potential promise, but not with-
out its risks. Clear statutory guidance is needed to assist the agen-
cy to find this delicate balance and to bring our food and drug laws
and regulatory systems into the next century. The FDA Perform-
ance and Accountability Act of 1996, S. 1477, embodies many of the
bipartisan conclusions and recommendations reached by the expert
panels for accomplishing this difficult task of balancing risk and
promise.

III. LEGISLATIVE HISTORY AND VOTES IN COMMITTEE

“The Food and Drug Administration Performance and Account-
ability Act of 1996,” S. 1477, was introduced by Senator Kasse-
baum on December 13, 1995. Prior to the drafting of the legislation,
the committee held 2 days of hearings on April 5 and 6, 1995, enti-
tled. “The FDA and the Future of the American Biomedical and
Food Industries.” These hearings examined the challenges and op-
portunities facing our Nation’s pharmaceutical, biotech, medical de-
vice and food industries and ways that the FDA’s regulation of
these industries might need to be reformed to ensure that these
challenges are met and opportunities realized.

Following the introduction of S. 1477, the committee held a hear-
ing on February 21, 1996, entitled “Revitalizing New Product De-
velopment—From Clinical Trials Through FDA Review.” This hear-
ing focused on the underlying principle informing the provisions of
S. 1477—that it is possible through reform to substantially reduce
the time it currently takes to develop and test new drugs, biologics,
medical devices, and food additives and the time it takes the FDA
to review and approve these products.

The committee held a second hearing on S. 1477 on February 22,
1996, entitled “More Information for Better Patient Care.” This
hearing focused on provisions in S. 1477 reforming the FDA’s regu-
lation of the dissemination of information about new uses for ap-
proved drugs, biological products, and medical devices.

On March 27 and 28, 1996, the committee held executive ses-
sions to consider S. 1477. Senator Kassebaum brought up and
amendment in the nature of a substitute that was considered as
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original text for purposes of further amendment. Twelve amend-
ments, including one “sense of the committee” amendment, and two
motions were adopted in the executive sessions, and S. 1477 was
favorably reported by a roll call vote of 12 yeas to 4 nays.

A. AMENDMENTS AND MOTIONS ADOPTED BY VOICE VOTE DURING
EXECUTIVE SESSIONS

Seven amendments and two motions were adopted in the execu-
tive sessions by voice vote:

1. Senator Frist offered an amendment to establish, under a new
title of S. 1477, a peer-reviewed grant program to establish and op-
erate three centers for education and research on drugs, devices,
and biological products. The amendment provides that the program
will be administered by the Secretary, acting through the Commis-
sioner, sets forth mandatory and discretionary activities to be un-
dertaken by the centers, establishes an oversight committee, re-
quires a report to Congress on the impact of the centers on the safe
use of drugs, biological products, and medical devices, and author-
izes appropriations of $9 million in fiscal year 1997, $12 million in
fiscal year 1998, $15 million in fiscal year 1999, and $15 million
in fiscal year 2000.

2. Senators Simon and Frist offered an amendment to extend
through fiscal year 1998 the authorization for a clinical pharmacol-
ogy training pilot program originally authorized under P.L. 102-
222. The amendment authorizes an appropriation of $1.9 million in
each fiscal years 1997 and 1998.

3. Senator Kennedy offered an amendment to clarify the Sec-
retary’s authority to determine whether a new device is substan-
tially equivalent to a legally marketed class I or class II device
with a more general use than the new device.

4. Senator Kennedy offered an amendment to strike a provision
of S. 1477 that eliminated a requirement for device manufacturers
to report to the Secretary, in some circumstances, removals of, or
corrections made to, devices already on the market.

5. Senator Kennedy offered an amendment to strike a section of
S. 1477 relating to supplemental applications for the approval of
new uses of approved drugs and devices and replace that section
with alternative provisions to improve the FDA’s supplemental ap-
plication review process.

6. Senator Gregg offered a sense of the committee amendment
encouraging the Secretary of Health and Human Services, in con-
sultation with the Secretary of Commerce, to move toward the ac-
ceptance of mutual recognition agreements reached between the
European Union and the U.S. Food and Drug Administration.
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7. Senators Gregg, Ashcroft, and Frist offered an amendment to
clarify the FDA’s regulation of radiopharmacological products. The
amendment requires the Secretary to issue a proposed and final
regulation governing the approval of radiopharmaceuticals, sets
forth several issues that must be included in the regulation, and
requires that the regulation of radiopharmaceuticals be handled in
a single office at the Center for Drug Evaluation and Research.

8. Senator Kassebaum offered a motion to strike provisions in
the amendment in the nature of a substitute reforming the FDA’s
regulation of dissemination of information about new uses for ap-
proved drugs, biological product, and devices, with the understand-
ing that the committee would continue to work to come to consen-
sus on this issue before the bill was brought to the Senate floor for
consideration.

9. Senator Kassebaum offered a motion to strike provisions in
the amendment in the nature of a substitute relating to patient
and industry representation on FDA scientific advisory groups with
the understanding that the committee would continue to work to
come to consensus on this issue before the bill was brought to the
Senate floor for consideration.

B. ROLLCALL VOTES TAKEN DURING THE EXECUTIVE SESSIONS

Seven rollcall votes on amendments were taken during the exec-
utive session:

1. Senator Coats offered an amendment on accredited-party par-
ticipation to establish a 3-year pilot program for private sector re-
view of premarket notifications and premarket approval applica-
tions for devices. The amendment was adopted by a rollcall vote of
11 yeas to 4 nays.

YEAS NAYS
Kassebaum Kennedy
Coats Pell
Gregg Simon
Frist Harkin
DeWine
Ashcroft
Abraham
Gorton
Dodd
Mikulski

Wellstone
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2. Senator Kennedy offered an amendment to strike provisions in
the amendment in the nature of a substitute to S. 1477 which
would require the Secretary to contract with experts for the review
of product approval applications for which the Secretary had failed
to meet the statutory period for agency action for at least 95 per-
cent of the applications for approval for that product category. Sen-
ator Kennedy’s amendment would instead have required that, in
the event the Secretary fails to meet either statutory targets or tar-
gets set forth in the Prescription Drug User Fee Act for 90 percent
of annual actions in a particular product category, then the Sec-
retary must report an action plan to Congress and report every 6
months thereafter on progress toward achieving the plan. The
amendment was defeated by a rollcall vote of 7 yeas to 9 nays.

YEAS NAYS
Kennedy Kassebaum
Pell Jeffords
Dodd Coats
Simon Gregg
Harkin Frist
Mikulski DeWine
Wellstone Ashcroft

Abraham
Gorton

3. Senator Coats offered an amendment to limit the Commis-
sioner of the Food and Drug Administration to a term of 5 years
and to permit the removal of the Commissioner from office only
pursuant to a finding of neglect of duty or malfeasance in office.
The amendment was adopted by a rollcall vote of 9 yeas to 7 nays.

YEAS NAYS
Kassebaum Kennedy
Jeffords Pell
Coats Dodd
Gregg Harkin
Frist Mikulski
DeWine Wellstone
Ashcroft Abraham
Gorton

Simon
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4. Senator Gregg offered an amendment to permit food manufac-
turers to make health claims for their products which have not
been preapproved by the FDA if those claims are based on pub-
lished statements, conclusions, or recommendations by a Federal
agency with official responsibility for public health protection or re-
search relating directly to human nutrition or the National Acad-
emy of Sciences or subdivisions of its scientific body. The amend-
ment requires the manufacturer or distributor to notify the Sec-
retary 90 days in advance of the first introduction of a food bearing
such a claim. The amendment was adopted by a rollcall vote of 10
yeas to 6 nays.

YEAS NAYS
Kassebaum Kennedy
Jeffords Pell
Coats Dodd
Gregg Simon
Frist Mikulski
DeWine Wellstone
Ashcroft
Abraham
Gorton
Harkin

5. Senator Coats offered an amendment to require the Secretary
to call on national organizations to develop a long-range com-
prehensive action plan to achieve goals consistent with the goals of
the FDA’s proposed rule on “Prescription Drug Product Labeling:
Medication Guide Requirements” relating to the provision of oral
and written prescription information to consumers. The amend-
ment prohibits the Secretary from implementing the proposed rule
unless the national organizations fail to develop and begin to im-
plement a comprehensive plan within 120 days. The amendment
requires the Secretary to review the status of private-sector initia-
tives and if the goals of the FDA’s proposed regulation have not
been met, to seek public comment on other initiatives which may
be taken to meet such goals. The amendment was adopted by a
rollcall vote of 13 yeas to 3 nays.

YEAS NAYS

Kassebaum Kennedy
Jeffords Pell
Coats Simon
Gregg

Frist

DeWine

Ashcroft

Abraham

Gorton

Dodd

Harkin

Mikulski

Wellstone
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6. Senator Harkin offered an amendment which incorporated the
provisions of Senator Coats’ amendment on accredited-party par-
ticipation (see 1 above) but which required the Secretary to ap-
prove any compensation agreements reached by the accredited-
party and the device manufacturer or sponsor who engages the
services of the accredited-party. The amendment was defeated on
a rollcall vote of 5 yeas to 11 nays.

YEAS NAYS
Kennedy Kassebaum
Pell Jeffords
Simon Coats
Harkin Gregg
Wellstone Frist

DeWine
Ashcroft
Abraham
Gorton
Dodd
Mikulski

7. Senator Gregg offered an amendment to prohibit State and
local governments from establishing or continuing any requirement
relating to the regulation of a nonprescription drug which is dif-
ferent from, or in addition to, or otherwise not identical with Fed-
eral requirements. The amendment permits States to apply to the
Secretary for an exemption from the prohibition and propose a re-
quirement which is justified by compelling local conditions or pro-
tects an important public interest that would otherwise be unpro-
tected, that would not cause the nonprescription drug to be in vio-
lation of any applicable requirement or prohibition under Federal
law, and that would not unduly burden interstate commerce. The
amendment was adopted on a rollcall vote of 10 yeas to 6 nays.

YEAS NAYS
Kassebaum Kennedy
Jeffords Pell
Coats Simon
Gregg Harkin
Frist Wellstone
Ashcroft DeWine
Abraham
Gorton
Dodd
Mikulski

C. FOUR AMENDMENTS OFFERED AND SUBSEQUENTLY WITHDRAWN
WITHOUT CONSIDERATION DURING EXECUTIVE SESSION

1. Senator Gregg offered and then withdrew an amendment to
replace the Delaney clause, which sets a zero-risk carcinogenic
safety standard for food additives, animal drugs, and color addi-
tives, with a negligible-risk standard.

2. Senator Wellstone offered an amendment to strike language in
the amendment in the nature of a substitute to S. 1477 that re-
quired there to be a “nonvoting public representative” on all FDA
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scientific advisory groups and instead require there to be a “voting
consumer representative, including a patient or patient-nominated
individual, who represents the perspective and reports back to the
affected community.” This amendment was withdrawn when Sen-
ator Kassebaum offered a motion to strike the language in the
amendment in the nature of a substitute requiring that scientific
advisory groups include a “nonvoting industry representative and
a nonvoting public representative.”

3. Senator Harkin offered and then withdrew a second-degree
amendment to Senator Coats’ amendment providing for accredited-
party participation to establish a 3-year pilot program for the re-
view of medical devices. The second-degree amendment would have
prohibited review by accredited third parties of class III devices.

4. Senator Kennedy offered and then withdrew an amendment to
substantially revise provisions in the amendment in the nature of
a substitute to S. 1477 relating to the responsibilities of manufac-
turers of drugs and biologics when they make changes in their
manufacturing processes. Senator Kassebaum indicated to Senator
Kennedy that she would work with him to develop a consensus on
this matter before the bill is considered on the Senate floor.

IV. EXPLANATION OF THE LEGISLATION AND COMMITTEE VIEWS
TITLE I—MISSION AND ACCOUNTABILITY
Mission

The first title of S. 1477 establishes in statute that the mission
of the FDA is to promote and protect the health of the American
public by facilitating the rapid and efficient development and avail-
ability of new products, protecting the public from unsafe or inef-
fective products, and enforcing applicable statutes and regulations
in a timely, fair, consistent, and decisive manner.

The committee concurs with the view of the Advisory Committee
on the Food and Drug Administration (discussed above) that “the
Agency should be guided by the principle that expeditious approval
of useful and safe new products enhances the health of the Amer-
ican people. Approving such products can be as important as pre-
venting the marketing of harmful or ineffective products.”

From the 1906 Food and Drugs Act through the 1990 Safe Medi-
cal Devices Act, food and drug law has emphasized that the duty
of the FDA is to protect the public against unsafe or ineffective
products. The purpose of this legislation, as reflected in the mission
statement, is to give greater emphasis in the law to ensuring time-
ly access to safe and effective products, while continuing to protect
the public against unsafe or ineffective products.

The committee hears often from seriously ill patients and their
families who are intensely frustrated by the time that the agency
takes to review applications for the approval of promising new
therapies. Many must travel abroad to obtain promising new thera-
pies that are still under development or awaiting approval in the
United States, or which will never be available here because com-
panies, daunted by the cost, time, and complexity of bringing a new
product to market, have opted not to seek FDA approval.

The committee has also received grave expressions of concern by
the regulated industries about the impact the increasing complex-
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ity and costliness of FDA demands on product development and
testing and lengthy delays in new product approval are having on
the ability of small, highly innovative start-up companies to con-
tinue to pursue new product discovery and development. Stifling
innovation is not in the best interests of public health. Nor are
overly burdensome requirements which make it increasingly dif-
ficult for innovative domestic industries to continue to pursue re-
search, development, and manufacturing in the United States
while remaining competitive in international markets.

By making explicit in law that facilitating the rapid and efficient
development and availability of new products is a fundamental
mission of the FDA, the committee is also hopeful that the FDA
will feel more confident in weighing the potential benefits of a
product against its potential risks. Because current law places such
emphasis on protecting the public from unsafe and ineffective prod-
ucts and Congress has been quick to call the agency on the carpet
when unsafe or ineffective products harm consumers, the commit-
tee believes the agency may have become overly risk-adverse in its
evaluation of promising new products.

The mission statement also reflects the importance the commit-
tee places on timely, fair, consistent, and decisive FDA action in
enforcing the applicable statutes. The committee, for example, has
received numerous reports of fundamental inconsistencies in the
enforcement of requirements and regulations from region to region
of the country and of field inspectors requiring manufacturing proc-
esses that differ from those that the agency has approved under
new product approval applications or submissions.

FDA performance standards

Current law contains no provisions designed to ensure that per-
formance standards are set and that the agency is held accountable
for adherence to those standards. The legislation requires the Sec-
retary of Health and Human Services to set quantifiable perform-
ance standards for the FDA, after broad consultation with experts
in the development, clinical testing, and regulation of products sub-
ject to the agency’s regulation, representatives of patient and
consumer advocacy groups, health professionals, and the regulated
industries.

The committee intends that the requirement for broad consulta-
tion with experts and those affected by FDA’s actions be taken very
seriously. The FDA regulates approximately 25 percent of the Na-
tion’s economy, and its actions—or its failures to act—have pro-
found implications for the lives of all Americans. In setting per-
formance standards for the agency, the Secretary therefore must be
as fully informed as possible of the state of the art of product devel-
opment and regulation and of the potential impact of agency ac-
tions and decisions on individuals and the regulated industries.

The legislation also requires the Secretary to publish an annual
report in the Federal Register comparing the FDA’s actual perform-
ance to the standards and if the agency is not in compliance with
a standard or standards, setting forth a corrective action plan. The
legislation specifically requires that the report include a full statis-
tical presentation relating to applications and petitions for new
products approved by the agency during the year. The committee
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concluded that requiring the report to be published in the Federal
Register, as opposed to submitted to Congress, would result in
greater public availability and more widespread consideration.

Some advocates of FDA reform urged the committee to establish
an independent review board to oversee the operations of the FDA
and to ensure that the reforms in this legislation are implemented.
The committee rejected this approach for several reasons. First, the
committee believes that it is Congress’ responsibility to oversee the
FDA and to ensure that reforms are implemented. The committee
believes that the performance standards and the annual report will
provide Congress with tools for effectively carrying out these over-
sight responsibilities. Second, the committee was concerned that
the logistics of convening an independent review board could well
delay the implementation of reforms for a year or more.

The performance standards are required to achieve particular ob-
jectives. First, backlogs on all applications must be reduced, with
the objective of eliminating all backlogs by January 1, 1998. The
performance standards must also establish a schedule to bring the
FDA into full compliance with the statutory time deadlines for ac-
tion on applications by July 1, 1998.

The committee believes that these objectives could be met with-
out compromising the quality of review if the FDA pursues the new
policies and procedures established in the legislation. First, and
perhaps most importantly, the legislation provides for collaboration
between the sponsors of new products and the FDA in the develop-
ment of protocols for clinical investigation. Such collaboration early
in the process should provide the FDA early on with information
about the types of studies that are being done, the data that is
being collected, and a better sense of whether the investigations
are demonstrating that the product is effective. This collaboration
through the clinical testing of new products should substantially
reduce the burden on the agency once the new product application
is filed for agency review. Collaboration on the design and conduct
of clinical trials should also substantially reduce the tendency of
new product sponsors to conduct many more trials than may be
necessary because of their uncertainty about what the FDA will re-
quire to demonstrate safety and effectiveness, thereby reducing the
number of studies and sheer weight of data submitted to the agen-
cy for review.

The committee intends this legislation to encourage the FDA to
adopt a team approach, under which the same persons who are
working with new product sponsors early in the clinical testing
phase would also be the persons responsible for reviewing the new
product application once it is filed with the agency.

The committee notes that the agency has implemented this col-
laborative, team approach to protocol design, clinical investigation,
and agency review in its work with sponsors of new drugs for the
treatment of AIDS and has achieved, as a result, a very substantial
reduction in review times for these drugs.

Second, the legislation requires the Secretary, in consultation
with experts in product development and review, consumer and pa-
tient advocates, and the regulated industries, to reevaluate the
types and amount of data that are required in support of new prod-
uct applications and publish criteria on this matter in the Federal
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Register. The committee has received testimony indicating that ad-
vances in the sciences of new product development and statistical
analysis would permit the agency to substantially reduce the types
and amount of data and information it now requires without com-
promising its ability to evaluate product safety and effectiveness.
Further, the publication of criteria should provide new product
sponsors with greater certainty, thus reducing the number of trials
and amount of data and information they may feel compelled to file
with new product applications.

Third, the legislation substantially reduces the number of appli-
cations subject to agency review to allow the agency to focus its re-
view resources on products posing safety and effectiveness issues.
For example, under this legislation, applications for FDA
preapproval of many drug, biological products, and medical device
manufacturing changes would no longer be required. Premarket no-
tifications to the agency would no longer be required for most class
I and many class II devices. Similarly, the burden of premarket ap-
proval of indirect food additives would be very substantially re-
duced.

Interagency collaboration and FDA facility consolidation

The legislation requires the Secretary to implement programs
and policies that will foster collaboration between the FDA, the Na-
tional Institutes of Health, and other science-based agencies to en-
hance the scientific expertise available to the Commissioner for the
evaluation of emerging medical therapies, including complementary
therapies, and advances in nutrition and food sciences.

The committee includes this provision to help ensure that the
FDA has available to it the expertise and assistance it may need
to enhance its own capacity for the efficient evaluation of applica-
tions for the approval of products that pose substantial new sci-
entific or technical issues.

The committee strongly supports the consolidation of FDA facili-
ties at White Oak, Maryland, as proposed by the FDA in consulta-
tion with the General Services Administration (GSA). The consoli-
dation of FDA’s facilities into state-of-the-art laboratory space and
supporting office space has great significance not only to the FDA,
but to the Nation as a whole.

FDA laboratories and facilities are now scattered among 50
buildings at 20 locations in the Washington, D.C., metropolitan
area. Many of these facilities are old, poorly maintained, and do not
meet accepted standards for laboratory research. These antiquated
facilities and fragmentation of agency programs have proven bur-
densome in many ways. The cost of leasing space for FDA and the
difficulty in managing programs that are so widely scattered in the
Washington area is a tremendous burden for the FDA. The FDA
cannot do its job if it does not have the tools it needs to accomplish
its mission. The committee believes that providing the FDA with
consolidated, modern, state-of-the-art facilities will enable the FDA
to do its job faster and more efficiently, benefiting the taxpayer and
the consumer.
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Information system

The committee is concerned by reports that it frequently receives
from applicants for the approval of new products of the difficulties
they encounter in determining the status of the agency’s review of
the application. In turn, FDA employees often complain that time
which could be spent reviewing applications is taken up instead in
responding to frequent calls from applicants with questions about
the status of their applications. The committee is also concerned
about frequent reports it receives from applicants of the FDA ask-
ing again for data or information that it has already received, but
apparently has misplaced.

To end this frustration and unproductive use of time, the legisla-
tion requires the Secretary to establish and maintain an informa-
tion system to track the status and progress of applications or sub-
missions for FDA approval or clearance of products subject to its
regulation and requires that the system permit access by the appli-
cant. Applicants will know the status of their applications and will
be able to see where hurdles have been cleared or problems have
arisen. The committee intends the product approval system to be
collaborative. By opening up communications between the appli-
cant and the agency, the need for formal letters will be reduced,
the time and effort involved in review will be reduced, and the en-
tire process will be expedited.

Policy statements

In the past decade, the FDA has relied less on developing its
policies and procedures through promulgating substantive regula-
tions and more on the use of informal policy statements, including
guidelines, points to consider, and memoranda. This has the advan-
tage of consuming fewer agency resources than the cumbersome
process of promulgating substantive regulations and permits the
agency to respond more quickly and efficiently to requests for pol-
icy guidance.

However, the FDA’s increasing reliance on policy statements has
also produced several problems. First, the FDA maintains no com-
pilation of these documents. The regulated industries and the pub-
lic may not be aware that they exist or where they can be found.
Second, there is no systematic process for their adoption or amend-
ment. There may or may not be an opportunity for interested out-
side individuals and organizations to have any input into their for-
mulation or amendment. Third, there is inconsistency among FDA
personnel in the use of these documents. Some FDA employees in-
sist upon industry strictly following them, and others do not.

This legislation is intended to ensure the uniform agency use of
policy statements. The legislation requires the FDA to establish a
clear procedure governing the development and use of informal pol-
icy statements that relate to the premarket approval process, re-
quires that affected individuals be given the opportunity to partici-
pate in their development or amendment, and requires that the
FDA periodically compile and publish all statements of general ap-
plicability. The committee wishes to emphasize that it is not the in-
tent of these provisions to make informal policy statements into
substantive rules subject to the notice and comment requirements
of the Administrative Procedures Act.
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Scientific review groups

Scientific review groups have appropriately become an integral
element in the FDA product premarket approval process. The FDA
often relies on them heavily for expertise and judgment. Although
they do not make final decisions, their conclusions and rec-
ommendations are followed more than 90 percent of the time.

The current provisions of the Federal Food, Drug, and Cosmetic
Act require the use of scientific review groups in implementing the
Radiation Control for Health and Safety Act of 1968 and the Medi-
cal Device Amendments of 1976, but not in implementing other
provisions of the act. This legislation expands the use of advisory
committees and establishes requirements for their appointment
and use.

The committee agrees that scientific review groups are an impor-
tant part of the product premarket approval process but has heard
some serious concerns about the way they are appointed and used.
First, it has been contended that scientific review groups have been
too close to the FDA personnel that they advise and therefore have
not provided sufficiently independent advice. Second, there has
been concern that scientific review groups do not meet sufficiently
often to provide timely advice on important matters. Third, many
scientific review group members are not experienced with FDA is-
sues and are not given adequate training for their responsibilities.
Fourth, members of the public, including the regulated industries,
often are not provided with an adequate opportunity for participa-
tion in scientific review group meetings. Finally, FDA action follow-
ing scientific review group recommendations is often delayed sub-
stantially.

This legislation builds on the authority provided to the Secretary
under section 904 of the Federal Food, Drug, and Cosmetic Act to
establish such technical and scientific review groups as are needed
to carry out FDA functions. To enhance the independence of the
scientific review groups, the legislation provides that the FDA
Commissioner may not delegate the appointment and oversight au-
thority relating to scientific review groups and that the FDA will
consult with the groups in setting their agendas. The legislation re-
quires that, to the extent feasible, meeting agendas must be pub-
licly announced and published in the Federal Register at least 30
days in advance of meetings. The legislation requires that meetings
be held regularly in order to assure that issues ready to come be-
fore a scientific review group are handled promptly. Groups are re-
quired to meet at least 3 times a year unless there are reasons to
meet less frequently.

To assure continuity, the legislation sets a term of 3 years, which
may be renewed, for scientific review group members and provides
that the chairperson shall have served at least 3 years before as-
suming that position and therefore may serve a third term. The
legislation also requires the FDA to provide adequate training to
scientific review group members.

To better ensure the independence of scientific review group con-
clusions and recommendations, the legislation requires the FDA to
provide product sponsors with copies of all documents provided to
scientific review groups in preparation for a meeting and to provide
product sponsors the opportunity to submit documents to the mem-
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bers in response to the FDA’s documents. Product sponsors are per-
mitted to submit such documents to the FDA, which is required to
provide them to the members immediately.

To better ensure opportunities for public participation at meet-
ings of scientific review groups, the legislation requires that meet-
ings provide adequate time for initial presentations and for re-
sponse to differing views and requires the encouragement of free
and open participation by all interested parties.

To address the concern about lengthy delays between the time
that scientific review groups offer conclusions and recommenda-
tions and FDA action, the legislation requires the FDA to make a
final determination within 60 days of receiving a scientific review
group’s conclusions or recommendations on a specific issue under
review by the group.

Appeals within the FDA

The legislation requires FDA to set forth three types of adminis-
trative appeals within the agency and to ensure that individuals
are made aware of these appeal mechanisms.

First, the FDA must establish an internal system for administra-
tive appeals of any decision by an FDA employee, except for formal
administrative or judicial proceedings. For a significant scientific
issue, the final step will involve the right to request evaluation by
an appropriate scientific review group.

Second, sponsors of clinical investigations or applications for pre-
market product approvals are provided the right to request evalua-
tion by a scientific review group of any significant scientific issue
or decision relating to the research, development, investigation, or
review of the product involved. The FDA is required to refer the
request to the appropriate scientific review group to review the re-
quest and determine whether or not the scientific review group
should conduct an evaluation. Any such scientific review group re-
view must be conducted expeditiously, at the next meeting of the
committee.

The committee recognizes that providing the sponsors of new
products the opportunity to request scientific review group review
of significant scientific issues in dispute with the agency or deci-
sions made by the agency significantly expands the responsibilities
of the scientific review groups. The committee is sensitive to the
concern that expanding the responsibilities of scientific review
groups may make it more difficult to recruit individuals to serve
on them. That is why the committee has included provisions giving
the scientific review group the discretion to determine which issues
or decisions the group will review. The committee believes that
most issues can and should be pursued through the agency’s inter-
nal appeals process and intends that the option of appealing di-
rectly to scientific review groups be used only for very serious sci-
entific disagreements between the sponsors of new products and
the agency.

Third, for any scientific dispute, the FDA is authorized to use
such additional procedures as may be considered useful. The legis-
lation authorizes but does not require the use of panels of FDA offi-
cials or government employees who are not FDA employees and
outside mediators and arbitrators. The committee believes that
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these approaches may also be useful for nonscientific issues that
may arise during the regulatory process. The provisions of the Fed-
eral Advisory Committee Act, which require a Federal charter and
public meetings, do not apply under these circumstances.

For the same reasons that prompt decisions are required after
scientific review group meetings, a decision must also be made
within 60 days after any matter that is presented for resolution as
part of the internal appeal system has been the subject of conclu-
sions and recommendations.

Appointment and term of the commissioner of food and drugs

At present, the commissioner of Food and Drugs is appointed by
the President, with the advice and consent of the Senate, to serve
an unlimited term and serves at the pleasure of the President. As
part of the provisions to achieve greater FDA accountability to the
American public and to congress, the legislation imposes a limit of
1 term, for 5 years, on future commissioners. The President could
elect to reappoint a commissioner to another term, but the appoint-
ment would be subject to Senate reconfirmation. To insulate the
position of the commissioner from political considerations, the legis-
lation provides that the President may remove a Commissioner
only on a finding of neglect of duty or malfeasance. These provi-
sions do not apply to the individual serving as commissioner when
this legislation is enacted.

TITLE II—EXPEDITED ACCESS TO PRODUCTS FOR SERIOUSLY ILL
PATIENTS

Access to unapproved therapies

For many years, the rights of patients who need access to unap-
proved therapies went unrecognized under the Federal Food, Drug
and Cosmetic Act. The FDA established informal policies relating
to compassionate use of investigational products shortly after en-
actment of the 1938 act, but these policies remained informal and
outside FDA regulations until recently.

The committee commends the FDA for the programs it has put
in place to ensure that individuals with AIDS have access to prom-
ising new investigational therapies and for its recently announced
initiative to expand access to experimental therapies for cancer pa-
tients.

The committee wishes to extend opportunities of this nature to
every individual with a life-threatening or seriously debilitating ill-
ness for which there is not an effective, approved therapy. The leg-
islation establishes in statute, the right of any person, through a
licensed health care practitioner or licensed health care profes-
sional, to request access to an unapproved therapy, and the right
of any manufacturer or distributor to provide that unapproved
therapy, if it is for the diagnosis, monitoring, or treatment of a se-
rious disease or condition, an immediately life-threatening or seri-
ously debilitating disease or condition, or any other disease or con-
dition designated by the FDA as appropriate for expanded access.

The person requesting the unapproved therapy must show that
there is no comparable or satisfactory alternative, the risk from the
investigational product is not greater than the risk from the dis-
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ease, there is an investigational protocol in effect under the Federal
Food, Drug, and Cosmetic Act, and an expanded access protocol has
been approved by the FDA. A manufacturer or distributor may de-
cline to make an investigational product available under such a
program.

To induce manufacturers and distributors to make investiga-
tional therapies available for patients who need them under these
circumstances, the legislation provides that they may charge for up
to the amount necessary to recover the costs of manufacture and
handling of the unapproved drug or device, provided the Secretary
is notified in advance of assessing such charges.

Consistent with the desire of the committee to help ensure that
patients with serious conditions and no realistic alternative treat-
ments have available to them investigational products that may
offer some promise of help, the legislation requires the Commis-
sioner to inform the medical profession and such groups as vol-
untary health associations about the availability of investigational
products for expanded access use. Too often, patients and their
physicians are unaware that new therapies are under investigation
and are available for expanded use pending review by the FDA.
This provision will help to ensure that all patients will have equal
knowledge of and access to investigational products.

The committee emphasizes that it has purposely used broad lan-
guage in this section relating to “serious” conditions, without at-
tempting to define them, in order to permit wide flexibility in im-
plementation. Illnesses that do not cause death can nonetheless de-
stroy the lives of both patients and their families. The committee
therefore intends that the seriousness of an illness be given broad
consideration, to take into account all of the circumstances in-
volved.

Expanding humanitarian use of devices

The Safe Medical Devices Act of 1990 included a new provision
authorizing the use of devices for humanitarian purposes for small
populations of targeted patients for whom products are not gen-
erally available to treat or cure a condition or disease. This provi-
sion permits device approval based on specified safety criteria and
exempts effectiveness showings from approval requirements. The
provision requires the Secretary to issue implementing regulations
within 1 year. The Secretary proposed regulations in December
1992 but has not promulgated final regulations in the intervening
3V years, despite repeated assurances that the regulations would
be forthcoming. The legislation therefore terminates the require-
ment for final regulations and provides that the Secretary must ap-
prove or deny an application for a humanitarian device within 30
days—the same time period required for a response to an investiga-
tional device exemption application, which similarly requires a
finding of safety by the agency.

The legislation also eliminates current-law provisions that pro-
vide for an 18-month limit on the period that a humanitarian de-
vice exemption may be in effect and the current-law limitation of
5 years on the authority of the Secretary to provide humanitarian
device exemptions.
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Expediting approval of new drugs, biological products, and medical
devices for serious illnesses

The legislation provides that, for a new drug, biological product,
or device that is intended for use for a life-threatening or serious
disease or condition and that provides therapy or diagnosis not
available from another approved product or offers significant im-
provement over another approved product, the Secretary must ap-
prove or deny the application within 180 days after receipt. It is
the committee’s intention that applications for the approval of
breakthrough products be given priority within the agency.

TITLE III—REVITALIZING THE INVESTIGATION OF NEW PRODUCTS

Timely review and reasonable data requirements for clinical re-
search on drugs and biological products

The scientific process of discovery, research, development, inves-
tigation, and ultimate approval, is lengthy and costly for any new
product subject to FDA premarket approval. It is essential to keep
the discovery and investigational pipeline full of new products, be-
cause for every 5,000 drugs that enter the process, only one
emerges as an approved new product. It is thus critical to facilitate
and encourage the investigation of as many new products as pos-
sible, in order to enhance the likelihood of ultimate success. The
public health is greatly benefitted by a vital and robust drug devel-
opment and investigation system.

The law governing the investigation of new drugs (which has al-
ways been applied to investigational biological products as well)
has not been changed significantly since it was enacted in 1938.
The FDA has imposed numerous administrative changes by regula-
tion in the intervening years. This legislation codifies the FDA ap-
proach into the Federal Food, Drug, and Cosmetic Act and sets rea-
sonable requirements to make the process work efficiently and ex-
peditiously.

As is true under current FDA regulations, under this legislation
a clinical investigation of a new drug may begin 30 days after the
date the FDA receives an investigational new drug notification un-
less the Secretary informs the sponsor in writing that the inves-
tigation may not begin and specifies the basis for the decision and
the information needed in order for the clinical investigation to
begin. Over the years, the FDA has at times issued clinical holds
by telephone or by informal correspondence rather than by a formal
determination meeting the requirements of this provision, leaving
the sponsor uncertain about what is required for the removal of the
hold and when and if the FDA will allow the investigation to pro-
ceed. The legislation will end these informal practices and require
strict adherence to the procedure specified to ensure full and open
communication.

Within 1 year after the date of enactment, the legislation re-
quires the Secretary to consult with outside individuals and organi-
zations and, based upon that collaborative process, publish in the
Federal Register criteria for the type and amount of information re-
lating to the safety of an investigational drug to be included in an
investigational new drug notification under the legislation. These
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criteria must be periodically reviewed and may be revised to reflect
the most recent agency experience.

This provision has been adopted by the committee because of
concern that excessive agency demands for information in an inves-
tigational new drug notification are discouraging sponsors from
conducting research in the United States and making it more dif-
ficult for smaller, innovative sponsors to begin investigations. The
committee commends the FDA for its recent publication of guid-
ance on the requirements for initiating clinical investigations that
substantially reduced the burden on investigators. However, the
committee remains concerned that this burden could again increase
and also believes that the collaborative process for reviewing and,
the committee hopes, coming to consensus on reasonable data re-
quirements could result in further reductions in requirements.

The legislation permits the Secretary to place a clinical hold on
any ongoing clinical investigation if the Secretary determines that
such action is necessary for the protection of human subjects. The
committee recognizes that the Secretary may well have concerns
about the design of research protocols or other aspects of the inves-
tigation which do not put human subjects at risk. This legislation
does not prevent the Secretary from communicating these concerns
to investigators and sponsors and working collaboratively with in-
vestigators and sponsors on changes to address such concerns.

The legislation establishes a specific procedure for the FDA to
impose a clinical hold on a drug investigation. There must be an
opportunity for a meeting within 10 days, and a written list of con-
ditions for the withdrawal of the clinical hold within 10 days after
that. Within 20 days after the FDA receives a written request from
the sponsor requesting that the clinical hold be removed, the FDA
must reply. These provisions are designed to ensure that the FDA
promptly conveys the concerns that prompted it to place a hold on
a drug investigation, that the investigators are informed of the
steps necessary to resume investigations, and that the FDA re-
sponds promptly to requests to resume investigations.

Timely review and reasonable data requirements for clinical re-
search on devices

The legislation adopts an approach for the investigation of medi-
cal devices that is consistent with that for drugs. The Secretary is
required to amend current regulations, within 120 days of the date
of enactment, to incorporate the new provisions.

It is rare that a new chemical entity would be changed in the
course of an investigation, but medical devices are constantly modi-
fied throughout their investigation as part of the developmental
process. To reflect this fundamental difference between drugs and
devices, the legislation provides that the investigational device reg-
ulations permit insignificant developmental changes in devices, in-
cluding manufacturing changes, during an investigation without re-
quiring a supplement to or an additional approval of an investiga-
tional device notification. The legislation provides that the regula-
tions also permit changes or modifications to clinical protocols for
an investigational device that do not affect the validity of data or
patient protection.
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Current law establishes two types of investigations for medical
devices: those that may be conducted on the basis of institutional
review board approval and those for which a notification of an in-
vestigational device exemption must be submitted to the FDA. This
legislation does not change this basic approach.

Collaborative research design

The committee strongly believes that the time it takes for the de-
velopment and testing and for the FDA’s review of applications for
the premarket approval of new drugs and devices can be substan-
tially reduced and the development, testing, and review processes
made far more efficient if there is greater collaboration between the
FDA and new product sponsors early in the investigational phase
for drugs and devices to mutually determine the protocols for clini-
cal testing. Such collaboration will provide new drug and device
sponsors with a clearer understanding early in the process of what
the FDA believes will be necessary to demonstrate safety and effec-
tiveness and will familiarize FDA personnel with the new product
and with the types of clinical investigations that are being under-
taken and the results being obtained in the course of those inves-
tigations.

Accordingly, the legislation permits a sponsor to request a meet-
ing with the FDA to review one or more protocols. The request
must be in writing and include the proposed protocol. The FDA
must then meet with the sponsor within 30 days and provide a
written review, including any deficiencies in the protocol. The FDA
is required to provide a written summary of the meeting, including
a written review of the protocol, which, upon the mutual agreement
of the agency and the sponsor, then becomes a part of the FDA
product review file.

As a matter of sound science and patient protection, the legisla-
tion requires protocols to be designed to limit the number of pa-
tients and procedures to the number necessary to permit a deter-
mination of the safety and effectiveness of new products. The com-
mittee does not intend this requirement to conflict with the objec-
tive of including diversity within the patient population selected for
clinical testing. The committee is aware of the need to include
women, children, the elderly, and minorities in clinical testing, in
order to provide adequate experience with a new drug or device on
a wide range of patients.

Sponsors of clinical trials often complain that, after receiving ap-
proval from one FDA employee for a clinical trial protocol and com-
pleting a study on that basis, a new or different FDA employee will
conclude that the protocol is nonetheless inadequate or in any
event insufficient for product approval. To address this problem,
the committee has incorporated in the legislation a specific prohibi-
tion against any FDA modification of an agreement reached on a
protocol between FDA and the sponsor of an investigation except
by the director of the FDA office responsible for the regulation of
the drug or device and only for a documented scientific or clinical
need or patient safety. The committee intends that the FDA be
held to its word on these matters unless there are sound reasons
for changing its position. A written scientific explanation, setting
forth a rationale that was not available at the time the original de-
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cision was made, or new scientific knowledge that has come to
light, would ordinarily be required.

It is essential that agreements of this type be made through a
formal process, in writing, and become part of the established ad-
ministrative record. Informal agreements that cannot be docu-
mented will not suffice. Neither the FDA nor sponsors of clinical
investigations can be held accountable for undocumented recollec-
tions of oral statements months or even years after they were
made.

The FDA is required to issue guidelines to implement this provi-
sion. Repeated failure by a sponsor to follow the guidelines may be
grounds for an FDA refusal to schedule a meeting under this provi-
sion.

TITLE IV—EFFICIENT, ACCOUNTABLE, AND FAIR PRODUCT REVIEW

Content and review of an application

The legislation establishes requirements that apply to all product
premarket approval applications, including those for food additives,
new drugs, medical devices, biological products, new animal drugs,
animal feed bearing or containing a new animal drug, and color ad-
ditives. It encompasses all forms of product applications, including
petitions and notifications. The intent of the committee is to estab-
lish broad requirements for all of these forms of applications.

Consistency in the FDA’s handling of filing requirements for ap-
plications is extremely important. Differing requirements for com-
peting products would undermine the FDA’s credibility and the in-
tegrity of the premarket approval process itself. For that reason,
the legislation requires the Commissioner within 60 days of enact-
ment to establish and publish in the Federal Register a mechanism
to ensure the fair and consistent application of filing requirements.
The FDA may establish one mechanism for all application, or sepa-
rate mechanisms for separate centers within FDA, or even separate
mechanisms for each type of product application. This is left to the
discretionary of the agency, as long as applications for similar prod-
ucts receive the same consistent handling.

It is often difficult for an applicant to determine the proper clas-
sification of a product as a drug, biological product, or device. Even
where the classification of the product is known, the proper organi-
zational center in the FDA where the application will be handled
can be uncertain. The legislation therefore provides that, within 60
days of receipt of a written request, the FDA must provide an ap-
plicant with a written determination regarding the classification of
the product or the component of FDA within which it will be han-
dled, or both. This determination is binding. If the FDA fails to
meet this requirement, the applicant’s designation shall be final
and binding.

For the same reason that the legislation requires the FDA to es-
tablish criteria for the type and amount of information to be in-
cluded in investigational applications, the legislation also requires
within 1 year after the date of enactment that the agency publish
criteria for the type and amount of information to be included in
product approval applications. These criteria will be determined
after a consultative process with individuals and organizations
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with knowledge, experience, and an interest in this matter. Dif-
ferent criteria will unquestionably be required for each of the prod-
uct categories involved, to reflect the differences among them. The
committee intends that the amount of safety and effectiveness data
will be the minimum necessary to provide and adequate assurance
that the statutory requirement for safety, and where appropriate
effectiveness, will be satisfied. In developing these criteria, inter-
national experience will undoubtedly be relevant. For drugs, the
FDA is required specifically to consider the recommendations of the
International Conference on Harmonization of Technical Require-
ment for Registration of Pharmaceuticals for Human Use. The FDA
participates in the international conference and in the development
of these recommendations.

For the reasons that have been discussed throughout this report,
it is important to recognize the impact that the ultimate require-
ments for approval of a new product have upon the total research
and development process. The approval criteria cannot be consid-
ered in isolation. Much research and development is driven by the
final approval requirements. To the extent that those criteria and
requirements are excessively onerous and stringent, the investment
required for research and development will escalate, the time dur-
ing which the products are unavailable to consumers will lengthen,
and the resulting cost to the public will increase dramatically.

On the other hand, the committee does not intend to reduce the
safety or effectiveness of products subject to FDA regulation. It is
important that there we be adequate assurance that new products
are safe and work as intended, but not that there be overwhelming
or excessive assurance. No amount of testing can provide complete
assurance of either safety or effectiveness, because this ultimately
i:)an only be determined through widespread use after marketing

egins.

Contracts for expert review

For many years, the FDA has contracted with outside individuals
and organizations to review part or all of product applications or
agency decisions respecting the safety and effectiveness of mar-
keted products. The FDA contracted with the National Academy of
Sciences (NAS) to review the effectiveness of all new drugs for
which new drug applications were made effective during 1938-1962
and with the Federation of American Societies for Experimental Bi-
ology (FASEB) to review the safety of all food substances that the
agency had earlier determined to be generally recognized as safe
for their intended use in food. the FDA has contracted with individ-
ual experts to review aspects of new drug applications and recently
contracted with the Mitre Corporation (now incorporated as
Mitretek Corporation) to review supplements to new drug applica-
tions. Finally, the FDA has developed a pilot program for third-
party review of class I and class II medical device submissions a
step beyond traditional agency contracting out activities.

There are sound reasons for using outside individuals and orga-
nizations to review, evaluate, and make conclusions and rec-
ommendations to the FDA with respect to applications submitted
to the FDA. In some instances, individuals outside the FDA have
unique expertise not available to the agency. In other instances,
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the FDA’s internal resources are inadequate to handle surges in
the workload. In still other instances, internal FDA resources must
be focused on priority matters and cannot be diverted to more rou-
tine matters that become backlogged. The FDA has in the past
used outside individuals and organizations for these reasons.

The legislation explicitly authorizes the FDA to contract with
outside individuals and organizations with expertise in relevant
disciplines to review, evaluate, and make conclusions and rec-
ommendations to the FDA on any form of submission made to the
agency. Under this legislation, the FDA retains full authority to
make any determinations with respect to the classification, ap-
proval, or disapproval of any product. Thus, although outside ex-
perts will assist and advise the FDA, they cannot commit or make
any final decision for the agency. Final action must be a function
solely within the power of the FDA. However, the FDA is advised
not to arbitrarily or systematically disregard the recommendations
of the reviewers it has accredited and qualified or to redo without
cause the work completed by such reviewers.

The legislation requires the FDA to use its authority to use out-
side experts under contract (on a basis other than a “pilot” or
“demonstration” basis) to ensure the efficiency, timeliness, and
quality of the review of premarket approval applications, to ensure
that the agency has the requisite scientific and technical expertise
with respect to new therapies and technologies, and to assist the
agency in managing its workload in the review of the large num-
bers of indirect food additive petitions and premarket notifications
for medial devices under section 510(k) of the Federal Food, Drug,
and Cosmetic Act filed with the agency every year. The FDA will
determine which types of 510(k) notifications and indirect food ad-
ditive petitions are reviewed by outside experts. Even where use of
outside experts under contract is required, however, the FDA re-
tains full authority to make any final decision regarding approval
or disapproval. Accordingly, the process will be made more efficient
and cost-effective without in any way undermining the credibility
and integrity of the final FDA decision or public health and safety.

The legislation requires the FDA to establish eligibility require-
ments through the promulgation of a regulation before any individ-
ual or organization can be included for consideration for a contract
under this provision. The regulation must provide for the protec-
tion of confidential or proprietary information and prevent conflicts
of interest. Any outside contracts of this nature would also be sub-
ject to the requirements of section 708 of the Federal Food, Drug,
and Cosmetic Act, which similarly protects confidential information
from disclosure by a person under contract with the agency.

The committee expects the agency to quickly accredit and use ex-
pert outside individuals and organizations to improve the quality,
timeliness, and efficiency of the review process. The committee rec-
ognizes, however, that in certain limited instances eligible contrac-
tors may not be immediately available.

A continuing problem at the FDA has been its failure to respond
in a timely manner to the recommendations of an outside evalua-
tion. Some NAS and FASEB reports still remain unimplemented.
Accordingly, the legislation requires that, upon receipt of any such
evaluation, the responsible FDA official must personally review the
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matter and make a final decision within 60 days or such shorter
period prescribed by the Federal Food, Drug, and Cosmetic Act for
review of a submission. This will assure that expert conclusions
and recommendations do not languish for months or years without
an FDA decision.

Within 2 years of the date of enactment, the FDA is required to
provide Congress with a report on the use of this new authority.
The report must evaluate the extent to which use of contracts with
outside experts improves the efficiency of review and the expertise
available to the FDA. The committee strongly recommends that
this evaluation and report be conducted and prepared by an inde-
pendent research organization. It is important that this new au-
thority be approached openly and fairly by the FDA, that successes
and failures be identified, that means of improving the approach be
sought, and that the entire process be refined and improved in
order better to serve the American public.

Prompt and efficient review

Perhaps no other issue has generated as much consternation on
the part of the public and the regulated industries as the long
delays and uncertainties in the FDA’s review of premarket notifica-
tion and approval applications. To address these concerns, the leg-
islation includes new procedures and requirements designed to as-
sure a more efficient, predictable, and timely review without jeop-
ardizing safety or effectiveness. These requirements apply to all
premarket notification and approval submissions for products sub-
ject to FDA regulation.

The legislation requires the FDA to establish procedures and
policies to facilitate a truly collaborative review process that en-
courages open, informal, and prompt communications to resolve
questions or problems that may arise during the review of a pre-
market approval submission. After observing the success of the col-
laborative review process the FDA has established for new AIDS
drugs, the committee strongly believes that a collaborative review
process will significantly improve the efficiency, timeliness, and
quality of the review of other important new products, as well.

To foster such collaboration between the FDA and applicants in
promptly identifying and resolving potential problems or questions
about an application for the premarket approval of a new product,
the legislation requires periodic meetings throughout the FDA re-
view process. Meetings must be held before the expiration of half
the statutory time period for review and before three-quarters of
such period, or within 15 days after an advisory committee has re-
viewed the application, unless both parties agree that such a meet-
ing is unnecessary. By mutual consent, the two parties may estab-
lish a different schedule that might make better use of their time.
Prior to the required meetings, the FDA must present to the appli-
cant in writing a description of any deficiencies and the informa-
tion necessary to make the application approvable. This provision
is intended to encourage the FDA to focus on the real substantive
issues involved and to require the applicant to respond with appro-
priate information.

As discussed previously in this report, the committee under-
stands the frustration and desperation of individuals who are seri-
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ously ill who must either do without promising new therapies or
go abroad where such therapies have been approved in other coun-
tries, because the therapies are still under review by the FDA. The
legislation provides that, beginning July 1, 1998, if the FDA fails
to meet a statutory deadline for action on a premarket approval ap-
plication for a product that offers a significant improvement over
existing approved products or has the potential to make foods more
wholesome and contribute to a healthier diet, and the product has
already been approved for marketing in the European Union or the
United Kingdom, then, at the request of the applicant, the FDA
must within 30 days either approve or disapprove the application.
Thus, this provision is only triggered by the failure of the agency
to meet its statutory review obligations. Further, although the ap-
proval of certain products in England or Europe can trigger the re-
quirement for a prompt FDA decision once the agency fails to meet
a statutory deadline, the ultimate decision on approval or dis-
approval remains with FDA itself. Under the legislation, a foreign
approval does not create a presumption of approvability. There is
no provision for “deemed approval” if the agency fails to act in a
timely manner either to disapprove or approve a product. No prod-
uct subject to premarket approval or clearance can reach the mar-
ket without an affirmative FDA decision.

If the FDA disapproves an application, the agency must notify
the applicant of the reasons for the disapproval. The applicant may
then appeal the disapproval as any other disapproval decision may
be appealed under current law.

The European Union has recently established a European Medi-
cines Evaluation Agency (EMEA) and has adopted directives for de-
termining the regulatory requirements for marketing other prod-
ucts subject to FDA jurisdiction. Although these regulatory systems
are new, they build on long-standing, sophisticated systems and
are responsible for regulating the safety and effectiveness of prod-
ucts for use by a larger population than in the United States. Ac-
cordingly, the committee recognizes that a European Union ap-
proval is also an appropriate trigger for requiring prompt FDA de-
cision on an application once the agency has been unable to meet
a statutory deadline.

The FDA has itself recognized the validity of relying on foreign
approval of important new drugs. As part of the FDA policies for
implementing a Reinventing Government initiative to assist cancer
patients, the FDA will encourage the manufacturers of cancer
drugs which have been approved abroad and are under study in
the United States to apply for expanded access protocols to make
these drugs available to all appropriate American patients. The
committee believes that this recognition should be expanded to all
products that offer a significant improvement over a current ther-
apy, whether for cancer or for other serious diseases or conditions.

In addition, this committee gave recognition to the quality and
sophistication of the European Union’s and United Kingdom’s regu-
latory systems, as well as those of several other countries, in its
unanimous support of S. 593, the FDA Export Reform and En-
hancement Act, which was recently signed into law by the Presi-
dent as P.L. 104-134.
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The legislation also requires the FDA, with the consent of the ap-
plicants, to contract for outside expert review of categories of appli-
cations when the FDA has in the immediate past fiscal year failed
to meet the statutory deadline for action on at least 95 percent of
the applications in a particular product category. This provision is
intended to provide much-needed help to the agency in precisely
those areas where it most needs resources. There may well be rea-
sons why the FDA cannot meet the 95 percent compliance level,
such as surge in applications in a particular product category or a
lack of agency expertise in evaluating applications which pose new
scientific or technical issues. This provision will help remedy such
situations.

It is important to note that under this provision, it is the FDA
that selects and pays the outside reviewer. The committee expects
that the FDA would select only highly qualified reviewers in whom
it has full confidence to perform a high-quality confidential, thor-
ough, and independent evaluation of an application.

It is also important to note that the FDA “starts” the review
clock itself when it accepts an application for filing. It is the com-
mittee’s understanding that one reason the agency fails to meet
statutory deadlines for action on applications is its acceptance of
applications which are not complete or are not well-presented. The
committee believes that applicants must bear the responsibility of
submitting the best possible applications to the agency and that
this provision will also serve to improve the applications coming
into the agency for review.

Finally, it is important to note that the FDA retains full and
final authority either to approve or disapprove a product under this
provision. A recommendation by an outside reviewer does not trig-
ger a “deemed approval.” The provision requires the FDA to review
the determination of the outside reviewer within 60 days of receiv-
ing it and either approve or disapprove the application. If the FDA
disapproves it, the agency must notify the applicant in writing of
the basis for disapproval. The applicant then has the right to ap-
peal that disapproval as any other approval or disapproval decision
may be appealed under current law.

The committee emphasizes that it will monitor the statistical and
regulatory practices that the FDA may use in complying with and
measuring its compliance with statutory deadlines for new product
reviews.

Good manufacturing practice inspection

The Federal Food, Drug, and Cosmetic Act requires the manufac-
turers of drugs and devices to comply with good manufacturing
practices (GMP), and the FDA has also promulgated GMP regula-
tions for the food industry. When companies are under court order
for failing to comply with GMP, it is routine practice for the FDA
to suggest that they hire outside independent GMP consultants to
work with them and to conduct inspections in order to bring them
into compliance.

The legislation reflects this background by authorizing the FDA
to accredit outside organizations to conduct GMP inspections under
the Federal Food, Drug, and Cosmetic Act. If the FDA decides to
exercise this authority, the FDA is required to establish, by regula-
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tion, the requirements that an organization must meet to be eligi-
ble to be accredited as qualified to conduct GMP inspections for
FDA. Like accreditation for outside expert review, the regulations
must provide for the protection of confidential or proprietary infor-
mation and protection against conflicts of interest.

The legislation establishes a procedure for accreditation. The
FDA must act upon an application for accreditation within 90 days
of receipt. The FDA may also revoke accreditation at any time for
failure of an organization to comply with the applicable require-
ments.

An accredited organization that conducts an inspection at the re-
quest to the FDA is required to apply the same GMP principles
that the FDA applies. A report of the inspection must be provided
to the FDA within 30 days, and must be provided immediately in
the event of any observation that could cause or contribute to a sig-
nificant threat to the public health.

Like outside expert review of applications, GMP inspections by
accredited organizations are intended to extend the resources avail-
able to the FDA to enforce the Federal Food, Drug, and Cosmetic
Act. As with all government agencies, the future budget for the
FDA remains in doubt. Resources may well be curtailed rather
than extended. GMP inspections by qualified accredited organiza-
tions may therefore be a very efficient and effective way to assure
that the regulated industries meet GMP standards even during a
time of Federal Government budget constraints.

The committee also directs the FDA to ensure that inspections
provide maximum protection of public health by expanding prod-
uct-specific training of inspectors and utilizing inspectors with
product-specific expertise.

An additional benefit from this approach is that utilizing third
party inspections provides another step toward shaping a regu-
latory system in the United States that is more familiar to other
industrialized nations. This, along with the amendment of the
FDA’s medical device GMP regulations to include pre-production
design validation and other quality system concepts from the Inter-
national Standards Organization (ISO) standards, will increase the
opportunity to obtain mutual recognition of inspection authorities
and cooperative inspections. To the extent that countries rely on
each other to inspect facilities, and trust the findings of such in-
spections, significant savings will accrue to governments and indus-
try by avoiding duplicative foreign and domestic inspections. Al-
though small steps, the Untied States’ acceptance of inspections by
accredited third parties and ISO quality system concepts is impor-
tant in advancing the cause of international harmonization of regu-
latory systems.

The committee encourages the FDA to take steps toward estab-
lishing global GMP inspection standards in a cooperative effort
with foreign regulatory bodies.

Environmental impact review

The National Environmental Policy Act requires that all Federal
action be subject to environmental consideration. Some State laws
also require a similar analysis. In only one instance, however, has
the FDA ever determined that action on a new drug application



34

might potentially have a significant environmental impact. Even in
that instance, the importance of the drug involved to human health
outweighed the environmental impact and the drug was therefore
approved. In the meantime, new product sponsors are generally re-
quired to file environmental impact assessments and statements
with new product approval applications, adding substantially to the
cost of new product development, adding time to the development
and approval process, and consuming valuable FDA review re-
sources.

The legislation ends the automatic requirement for filing envi-
ronmental assessments, environmental impact statements, or other
environmental considerations. New product sponsors would be re-
quired to conduct such assessments only if the director of the FDA
office responsible for reviewing a product demonstrates, in writing
and specifying the basis therefor, that there is a reasonable prob-
ability that the environmental impact of the action is sufficiently
substantial and within the factors that the FDA is authorized to
consider under the Federal Food, Drug, and Cosmetic Act and that
consideration of that impact will directly affect the decision on the
matter. This assures that, whenever environmental considerations
are in fact significant, they will be fully analyzed and taken into
account and that industry and agency resources will be focused on
considering issues related to the safety and effectiveness of prod-
ucts.

Effectiveness, outcome, and cost-effectiveness standards

The Federal Food, Drug, and Cosmetic Act requires applicants
for premarket approval or clearance of a new product to submit
adequate data and information to demonstrate the safety and effec-
tiveness of a new drug, biological product, new animal drug, animal
feed bearing or containing a new animal drug, or medical device.
The proof of effectiveness under the Federal Food, Drug, and Cos-
metic Act is directed to the labeling claims for the product. In some
instances, however, FDA has required applicants to submit proof
beyond that required to justify the requested labeling.

First, the FDA has at times been concerned that a drug or device
could be used for unapproved purposes and has required studies to
support potential uses not included in the proposed product label-
ing. Second, the FDA has expressed concern about the potential
cost of a new product, in comparison with existing therapy, and has
required cost-effectiveness studies. Third, for some diagnostic de-
vices, the FDA has required proof not only that the product per-
forms as labeled but also that it results in a favorable clinical out-
come. This legislation makes clear that these policies extend be-
yond the requirements of law and cannot be required by FDA em-
ployees.

The FDA has no authority to require the regulated industry to
investigate unapproved uses or to analyze the cost-effectiveness of
a product, unless explicit claims are made. The FDA’s authority
with respect to diagnostic devices resides only in determining
whether the device performs as labeled. The clinical outcomes re-
sulting from the use of the device properly fall within the realm of
medical practice.
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The committee’s effectiveness definition is not intended to dimin-
ish the scientific rigor with which the FDA will evaluate devices.
Instead, it is intended to promote a common understanding be-
tween the agency and persons who make premarket submissions of
product claims that require effectiveness information. By avoiding
the evaluation of unstated clinical outcomes, or other claims not in-
cluded in proposed labeling, the committee believes the premarket
review process will work better by eliminating the guess work now
associated with the scope of FDA’s effectiveness review.

Definition of a day

Because the legislation is designed to hold the FDA accountable
for meeting statutory time deadlines for taking action on product
premarket approval applications, it is important to define a “day”
for purposes of those deadlines. The legislation defines the term
“day” to mean a calendar day other than those days during which
the applicant is responding to written questions from the FDA.
Thus, the time between the day that the applicant receives a writ-
ten request for information from the FDA, and the day on which
the FDA receives the written response, is not included within the
period established for the statutory deadline. Only the time for
which the FDA is responsible is counted within the statutory pe-
riod.

Approval of supplemental applications for approved products

Once the FDA approves a new drug, biological product, or medi-
cal device for a particular use, the medical profession may lawfully
prescribe it for other uses as well. Unapproved uses of approved
new drugs account for perhaps half of the use of drugs in this coun-
try today. In some specialty areas, such as cancer, “off-label” uses
can be 60 percent or higher.

In order to place a new use of an approved drug or device on the
product label, sponsors must file supplemental new drug or device
applications for FDA review. Studies relating to the FDA’s process
for reviewing these applications have shown that it takes as long
or longer for the FDA to review supplemental applications as the
agency takes to review applications for initial product approvals.
These lengthy review times serve as a disincentive to drug and de-
vice manufacturers to file supplemental applications. Thus, many
drug and device labels do not reflect up-to-date information on new
uses for approved products.

The legislation addresses this problem in several ways. The FDA
is required to establish performance standards for the review of
supplemental applications and to issue guidelines clarifying the re-
quirements and facilitating the submission of data. The guidelines
must specify when the submission of a compilation of peer-reviewed
studies on the new use of an approved product (a “paper” new drug
or device application) can be sufficient to demonstrate safety and
effectiveness.

The legislation also requires the FDA to designate an individual
in each of its centers (with the exception of the Center for Food
Safety and Applied Nutrition) who is responsible for encouraging
the prompt review of supplemental applications and working di-
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rectly with the regulated industries to facilitate the development
and submission of data in support of supplemental applications.

Finally, the legislation requires the Secretary to implement pro-
grams and policies that will foster collaboration between the FDA,
the NIH, professional medical and scientific societies, and others to
identify published and unpublished studies that could support a
supplemental application, and to encourage product sponsors to
make application or conduct further research in support of an ap-
plication based in whole or in part on such studies.

Pediatric studies for new drug applications

When it comes to pharmaceuticals, our Nation’s children are
“therapeutic orphans.” Currently, fewer than 30 percent of the pre-
scription medications on the United States market are approved for
use in the pediatric population and labeled for pediatric use. Pedia-
tricians using drugs developed with adults in mind but which may
also be effective or be the only option for treating the same ill-
nesses and diseases in children must estimate dosages from dos-
ages found to be safe and effective in adults. Such estimates are
uncertain because children, and particularly those under 2 years of
age, often metabolize drugs differently than do adults. Further,
some drugs have different side effects and/or toxicities in children
than in adults even when appropriate doses are used.

For these reasons, pediatricians have long had an active interest
in promoting clinical studies of drugs in pediatric populations so
that the drugs may be labeled for pediatric use. However, there is
little incentive for drug sponsors to perform studies for medications
which they intend to market primarily for adults and whose use in
children is expected to generate little additional revenue. Pediatric
studies pose ethical and moral issues relating to using new unap-
proved drugs on young patients. Second, there are substantial
product liability and medical malpractice issues. Third, pediatric
patients are more difficult to attract into studies. Fourth, for some
drugs, pediatric use represents more difficult issues of drug admin-
istration and patient compliance than adult use.

The FDA has sought to address this problem by using its author-
ity to approve labeling based upon the known pharmacokinetics of
the drug, as opposed to requiring pediatric clinical trials for effi-
cacy. The FDA has also issued regulations that embody this policy
in an attempt to encourage pediatric labeling. These are clearly
steps in the right direction, and the committee commends the
FDA'’s initiatives in this area.

The legislation takes a modest further step toward a better reso-
lution of this problem by providing an additional 6 months of mar-
ket exclusivity when a drug manufacturer, at the request of the
FDA, conducts pediatric studies to support pediatric labeling for a
drlig, either before the new drug approval application is submitted
or later.

Notifications for device market clearance

The current language in section 510(k) refers to a “report” to
FDA with respect to the marketing of medical devices whereas the
same submission is described in section 513(i) as a “notification.”
To conform these two provisions, a technical amendment is made
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in section 510(k) to replace the word “report” with the word “no-
tify.”

Pharmacoeconomic information dissemination

While the committee did not address the dissemination of infor-
mation by companies about the “off label” use of drugs and devices
in the legislation reported by the committee, the committee be-
lieves that the FDA should allow companies to freely share
pharmacoeconomic and comparative information about approved
“on label” uses for products. This information is needed by man-
aged care experts and other health care providers responsible for
evaluating the benefits and costs of competing therapies. These
health care experts use this information to significantly improve
the quality of care by developing comprehensive protocols that
teach physicians the best approach to treating a particular disease
or condition. Health care providers also rely on companies to con-
duct studies in the providers’ own populations to help the providers
predict the specific benefits and costs of FDA-approved products for
their particular organizations.

Companies typically have the best and most information about
the cost, effectiveness, and safety of their products. The FDA
should not prevent the flow of that information to experts who need
it. The competitive marketplace and other regulatory and legal con-
trols over “on label” advertising safeguard the integrity of the infor-
mation communicated in this sophisticated segment of the market.
Restrictions on the ability of companies to make comparative
claims on the basis of cost, effectiveness, or safety of approved uses
of products actually encourage the sale and use of inferior products.

The FDA Export Reform and Enhancement Act, P.L. 104-134

On August 22, 1995, the committee considered and approved S.
593, the FDA Export Reform and Enhancement Act, which was in-
troduced by Senators Hatch and Gregg. A modified version of S.
593 developed by Senators Gregg and Kennedy was then included
in the amendment in the nature of a substitute to S. 1477. Subse-
quent to the committee’s consideration and approval of the amend-
ment in the nature of a substitute to S. 1477, the FDA export re-
form provisions were included in the conference report on H.R.
3019, the Balanced Budget Down Payment Act, II, and signed into
law by the President on April 26, 1996, as P.L. 104-134. As a con-
forming amendment, the FDA export reform provisions included in
this legislation were eliminated.

It should be noted, however, that the provisions of section
801(e)(1) and section 802 of P.L. 104-134 represent separate and
distinct alternative methods for exporting drugs. Pharmaceutical
companies may opt to export drugs under section 801(e)(1) if the
drug meets the four criteria under that section and has been ap-
proved under section 505 for marketing in the United States. This
is true even if the manufacturer adds labeling that complies with
the requirements of the destination country and that new labeling
differs from the FDA-approved labeling. In that event, under sec-
tion 801(f) the exporter must be sure to include the U.S. labeling
and identify in the labeling any differences in the approved condi-
tions for use. The section 801(f) labeling requirements only apply
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to products exported under section 801(e)(1). Through a drafting
error, these labeling requirements were inadvertently applied to
exports of insulin and antibiotics because these products fall within
section 801(e)(1) as explained elsewhere in this report.

TITLE V—DRUG AND BIOLOGICAL PRODUCTS REGULATORY REFORM

New drug approval standard

The drug amendments of 1962 added to the Federal Food, Drug,
and Cosmetic Act the requirement that the effectiveness of a drug
be established by “substantial evidence,” which is defined as ade-
quate and well-controlled investigations, including clinical inves-
tigations, by qualified experts on the basis of which such experts
could fairly and responsibly conclude that the drug will have the
labeled effect.

The FDA usually interprets the requirement to demonstrate sub-
stantial evidence of effectiveness to require two adequate and well-
controlled clinical studies, but has shown flexibility and approved
some drugs on the basis of one adequate and well-controlled clini-
cal study. The legislation confirms the current FDA interpretation
that substantial evidence may, as appropriate, consist of data from
one adequate and well-controlled clinical investigation and confirm-
atory evidence (obtained before or after the investigation).

Pilot and small-scale manufacture

An important part of applications for new drugs and biological
products consists of the information on chemistry, manufacturing,
and controls (CMC). During the investigation of a new product,
only a relatively small amount of the drug is needed to support the
preclinical and clinical trials. It is only after marketing approval is
obtained from the FDA that large-scale manufacturing is justified.

For some drugs, where the evidence of effectiveness is over-
whelming, companies are prepared to scale up to large manufactur-
ing facilities even before FDA approval is obtained. For small com-
panies with modest capitalization, however, it is common practice
to wait for FDA approval of the premarket approval application be-
fore scaling up to larger processes. This is particularly characteris-
tic of startup biotechnology companies.

In the past, the FDA has for some drugs required CMC data re-
lating to large-scale manufacture before approval will be granted.
This penalizes small companies and especially the biotechnology in-
dustry. The legislation therefore requires the FDA to review and
approve new drugs and biological products on the basis of pilot and
small-scale manufacturing, and to permit the company to scale up
to a larger facility after the product has been approved. Scaling up
can readily be undertaken on the basis of process validation, with-
out additional clinical trials. Only in the very rare case where full-
scale production is essential to ensure the validity of the CMC data
prior to approval is the FDA given the authority to require such
manufacture as a condition of approval. This is the approach that
has been announced in the Reinventing Government initiative re-
lating to drug and medical device regulations. The need for supple-
mental approval of the manufacturing changes needed to scale up
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to larger facilities is subject to the new requirements in section 604
of the legislation.

Manufacturing changes

The manufacturing processes and facilities used to produce a
new drug or biological product are under change throughout the in-
vestigation of the product and after marketing approval is obtained
from the FDA. Innovations are sought to reduce impurities, in-
crease yield, reduce the complexity and time required for manufac-
ture, eliminate equipment, automate procedures, increase stability,
and otherwise to improve the drug and reduce its cost. The benefits
of these innovations are passed on to the consumer in the form of
improved products and lower prices.

In the past, the FDA has imposed very stringent limitations on
the ability of the pharmaceutical industry to adopt new manufac-
turing procedures. For most manufacturing changes, FDA approval
of a supplemental application is required. For only a few has the
FDA permitted the change to be made immediately and simply re-
ported to the FDA by a simultaneous supplement or in the annual
report submitted to the FDA for the drug. For biological products,
FDA has been even more stringent, requiring clinical trials to sup-
port new manufacturing processes in many situations. Supple-
mental applications for manufacturing changes have, moreover,
traditionally been given a very low priority within the FDA. As a
result, it can be years before a new manufacturing process can be
used, even if it results in a substantial improvement in the drug.

The impact of past FDA policy in this area on the pharma-
ceutical industry has been substantial. First, many companies have
established manufacturing facilities abroad, where they can use a
modern process to supply a drug to the rest of the world long before
they can use the same process to supply the United States. Second,
some companies have simply given up on important drug manufac-
turing improvements because of the cost and lengthy process re-
quired for approval. Third, drug prices have remained unneces-
sarily high because of the use of older technology and cannot be re-
duced even after new technology is approved because of the artifi-
cial regulatory cost imposed by the supplemental application proc-
ess. Both technology and the public health and pocketbook have
suffered.

To address these problems, the legislation considered by the com-
mittee included a new approach to manufacturing changes for new
drugs (including new animal drugs) and biological products. It was
the intent of the committee in designing this new approach to per-
mit manufacturers to make minor manufacturing changes without
waiting for agency approval when those changes would not ad-
versely affect safety and effectiveness. During the committee’s con-
sideration of the legislation, however, there was concern expressed
that the approach needed further refinement to better define the
types of changes that could affect safety and effectiveness and en-
sure that such changes were subject to FDA oversight or review
and approval. The committee agreed that such refinements would
be made before the legislation was brought to the Senate floor for
consideration.
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Insulin and antibiotics

Separate provisions were added to the Food, Drug, and Cosmetic
Act in 1941 to require the approval and certification of batches of
insulin and in 1945 to provide for the approval and certification of
the antibiotic drug, penicillin. Thereafter, two additional antibiotic
drugs were added to this second provision, and in 1961 it was
amended to apply to all antibiotic drugs. These separate provisions
were thought appropriate because of the inherent variability of in-
sulin and antibiotic products as they were made at that time and
because it was thought that they could not adequately be charac-
terized other than through individual batch certification to assure
compliance with standards established by the FDA for safety and
effectiveness.

Pharmaceutical science has now changed dramatically. Both in-
sulin and antibiotics can now be adequately characterized by chem-
ical, physical, and biological means. Experience by the regulated in-
dustry of consistent compliance with insulin and antibiotic stand-
ards has led the FDA to exempt these categories of drugs from the
requirement of batch certification. The legislation repeals both of
these statutory provisions, with the result that insulin and anti-
biotics will in the future be subject to regulation as new drugs.

There is only one exception to the regulation of insulin and anti-
biotics as new drugs. Previously, because they were regulated
under the adulteration and misbranding provisions of the Food,
Drug, and Cosmetic Act rather than under the new drug provi-
sions, antibiotics and insulin were manufactured in the United
States and exported for sale to countries throughout the world in
compliance with section 801(e)(1) of the Federal Food, Drug, and
Cosmetic Act rather than under section 802, which permits only
limited exports. The legislation preserves that distinction. Other-
wise, manufacturers of insulin and antibiotic who currently have
their manufacturing plants in the United States would be forced
immediately to build plants abroad in order to supply their prod-
ucts to other countries.

Modernization of regulation of biological products

The provisions of section 351 of the Public Health Service Act
that govern the FDA regulation of biological products were initially
enacted by Congress in 1902 and were recodified in 1944. Respon-
sibility for implementing these provisions was initially in other
parts of the Public Health Service until it was transferred to the
FDA in 1972. The basic concept of the statutory requirements has
not been revised in more than 90 years.

When FDA assumed responsibility for regulating biological prod-
ucts in 1972, it made two important policy decisions. First, it re-
tained a separate organizational structure and regulatory focus for
biological products, rather than combining these products with new
drugs. Even when the two organizational structures were tempo-
rarily combined, the separate regulatory focus was maintained.
Second, because biological products are also drugs, more recent reg-
ulatory concepts that were applied to new drugs, (e.g., compliance
with drug GMP regulations) were incorporated into the older sys-
tem for biological products. In the past 25 years, the two regulatory
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systems have become similar, although each retains its separate
identity.

The legislation takes this logical progression one step further. It
substantially revises section 351 of the Public Health Service Act
to make it much closer to the current approach for new drugs.
Since 1902, the law has required that the applicant for a new bio-
logical product ordinarily obtain both a product license and an es-
tablishment license. In contrast, the applicant for approval of a
new drug is required to submit only a single application, which cov-
ers both the product and the manufacturing processes in the estab-
lishment. The legislation adopts the same approach for biological
products as for new drugs.

The FDA is required to establish, by regulations, the require-
ments that an applicant must meet in order to obtain approval of
a biological product license application. The biological product must
meet the same standards for safety and effectiveness as a new drug
as well as appropriate GMP requirements. Preapproval inspection
for compliance with GMP is included.

One of the most important biological products subject to FDA
regulation is blood and products derived from blood. There are two
basic categories of these products: (1) blood and blood components,
and (2) products that are derived from blood and blood components.
For blood and its components, the FDA has established appropriate
standards to assure safety, purity, and where appropriate, potency.
The legislation requires that blood and its components meet these
standards, but there is no need for any additional product-specific
license for this category of products. Blood and its components
must also be obtained, held, processed, and utilized in accordance
with GMP regulations that are specific to this type of product.

In addition to blood and its components, and ever-increasing
number of products are derived from blood. For these biological
products, the same requirements apply as for any other type of bio-
logical product. The safety and effectiveness of these products is
subject to demonstration by appropriate scientific evidence.

Establishments that collect, process, and use blood and its com-
ponents are uniquely located at the local community level. There
are more than a thousand of these blood establishments, located
throughout the country, in contrast with the usual situation with
other pharmaceutical establishments. This legislation intends that
regulatory requirements be streamlined and made as efficient as
possible so that the fewest number of license applications will be
required to cover all of the individual locations under a single man-
agement. For example, a single application should be sufficient to
permit all facilities under one management to utilize particular
types of products or methods of processing, as long as all facilities
are required to meet applicable requirements and standards for
each separate facility is wasteful of both industry and government
resources and achieves no useful public health purpose.

In contrast, it is important that, when a problem is found at a
particular facility, the FDA has adequate power to revoke whatever
licenses are applicable with respect to that specific location. If ten
facilities are under one management and the FDA discovers that
two fail to meet GMP requirements, or two are not properly using
products or processes for which all of the facilities are licensed, the
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proper remedy is for FDA to revoke the applicable license with re-
spect to those two facilities but not to interfere with the activities
of the other eight.

The legislative includes specific procedures for the approval and
revocation of biological product licenses. The FDA may at any time
propose to revoke and approved license after an opportunity for a
hearing on the record in accordance with section 554 of the Admin-
istrative Procedure Act. Before initiating such a proceeding, the
FDA must review any written submission by the licensee respond-
ing to a notice of inspectional findings if received within 30 days
after the inspection. If the licensee requests another inspection to
demonstrate that it has now achieved compliance with applicable
standards, the FDA must conduct an inspection within 30 days to
determine the current status of the matter. If compliance is still
not achieved, however, the licensee cannot again invoke this re-
quirement.

Special provisions are included in the legislation where there is
not only a lack of compliance with regulatory requirements but also
a determination that there a danger to health. Under those cir-
cumstances, the FDA is required to immediately suspend the li-
cense and then initiate the hearing process.

Even before the FDA was delegated responsibility for the regula-
tion of biological products, the FDA regulations governing inves-
tigational new drugs were used as the applicable requirements for
the investigation of biological products as well. This practice is re-
tained under the legislation. For biological products, the investiga-
tional drug notification will be submitted to the center responsible
for regulating biologics rather than to the center responsible for
drugs within FDA.

To simplify the statutory language, the legislation incorporates a
definition of “biological product” to encompass all of the products
that are presently included within the Public Health Service Act
provisions governing this category of products. That defined term
is then used throughout the new provision as well as in sections
of the Food, Drug, Cosmetic Act that apply to both new drugs and
biological products.

In accordance with customary practice for the past 25 years, the
requirements regarding labeling and advertising for drugs are ap-
plied to biological products and the provisions governing advisory
committees are also applied to biological product advisory commit-
tees.

Regulation of human tissue

The committee is aware that there is considerable debate be-
tween the FDA and the biotechnology industry about the appro-
priate level of regulation for an emerging and promising new tech-
nology, known as tissue engineering. Tissue engineering, which
uses either a patient’s own cells or compatible donor cells to repair
and reconstruct injured or diseased tissue, is already being used to
grow replacement skin for burn victims and replacement cartilage
for injuries that result from accidents or athletics.

The committee considered various options for addressing this
issue but ultimately determined that it would be premature, given
the emerging and changing nature of this new technology and the
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unanticipated issues which may arise in the future, to put into
statute a particular regulatory scheme at this time.

The Commissioner of the FDA has provided this committee with
some guidance on this issue. Commenting on S. 1477 as introduced
in testimony before the committee on February 21, 1996, the Com-
missioner stated that the bill “would dramatically limit the agen-
cy’s ability to manage its resources efficiently.” Specifically, the
Commissioner stated, the bill “forces us to keep biologic product li-
censes, even when we are willing to eliminate them for some types
of biologics . . . conversely, it eliminates establishment licenses,
even for products that could be most simply and effectively regu-
lated using ELAs [establishment license applications] . . . In addi-
tion, certain technologies may actually be more flexibly regulated
by the use of the ELA, for example, cellular and gene therapies,
and xenotransplantation (tissues and organs transplanted from
animals to humans). GMP’s alone would not be adequate to assure
that proper controls are maintained to prevent the spread of infec-
tious diseases.”

The reported bill addresses the Commissioner’s concerns by pro-
viding a very flexible approach to biological product regulation. Sec-
tion 606 of the legislation explicitly authorizes the Secretary to
issue a single license for biological products. The license may cover
the product, the facility in which the product is manufactured, or
both the product and the facility. This would provide, for example,
the flexibility to regulate human tissue and similar cellular thera-
pies in a manner consistent with the regulation of blood, for which
regulation focuses on the facility rather than the particular prod-
uct.

The Committee anticipates that the Commissioner would use
this flexibility to regulate the facilities in which a product is manu-
factured, as opposed to the product itself, for types of tissue that
are used to provide structural support and/or maintain their origi-
nal cellular function, particularly when the tissue is not trans-
ported from a donor but rather is grown from the patient’s own tis-
sue. The FDA has acknowledged that this type of tissue-known as
autologous tissue—presents a very low level of patient risk and can
properly be presumed effective to repair, reconstruct, augment, or
replace native tissue when it has been processed to retain the na-
tive structure or function.

Effective medication guides

The committee believes that it is essential that consumers re-
ceive useful oral and written information about prescription medi-
cations. Current, voluntary, private-sector initiatives between
health care professionals (physicians, pharmacists, nurses), the
pharmaceutical industry, patient drug information database com-
panies, and consumer organizations, subject to State Board of
Pharmacy regulation, are working well to provide the majority of
consumers with useful oral and written information about their
prescription medications.

However, the FDA has issued a medication guide regulation that
would centralize in the agency control of the distribution of written
information and mandate rigid standards for the content and for-
mat of such information. The committee is concerned that this pro-
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posed regulation would divert attention from the real need for ef-
fective health professional-patient communication by disproportion-
ately focusing on written information, by engendering a false im-
pression that the goal of ensuring that as many consumers as pos-
sible receive information about their prescription medications has
been obtained solely by providing written information, and by di-
verting FDA resources from more critical agency activities. More-
over, the FDA’s proposed Medication Guide requirements fail to
recognize the success of the private sector in addressing this issue,
add liability and costs on health care providers and the pharma-
ceutical industry, and stifle innovation in the delivery of written
patient information.

The language adopted by the committee would prohibit the Sec-
retary from finalizing this regulation or developing any type of
standard format in the form of a policy statement or guidance doc-
ument specifying a uniform content for written information pro-
vided to consumers about their prescription medications. Instead,
the legislation directs the Secretary, within 30 days of enactment,
to request a broad-based coalition of private-sector organizations to
develop an action plan consistent with the goals specified in the
proposed Medguide rule, namely the distribution of patient infor-
mation to 75 percent of individuals receiving new prescriptions by
the year 2000 and 95 percent by the year 2006. The committee be-
lieves the National Council on Patient Information and Education
(NCPIE) is such an organization. In comments submitted in re-
sponse to the FDS-proposed rule, NCPIE has outlined such a pri-
vate-sector action plan. The American Medical Association is also
developing such a plan.

Within 120 days of enactment, if the private-sector action plan
is not developed and implementation of such a plan commenced,
the prohibition on the Secretary’s authority to take further action
relative to this issue is lifted.

This provision should not be construed as prohibiting the FDA
from using its existing statutory or regulatory authority to require
as part of the manufacturer’s approved product labeling the dis-
pensing of written information inserts to consumers on a case-by-
case basis with select prescription drugs to meet certain patient
safety requirements.

This provision should not be construed to prohibit the FDA from
conducting a voluntary, informational, nonregulatory workshop in
conjunction with the review of private-sector initiatives authorized
under this provision.

Requirement of radiopharmaceuticals

Radiopharmaceutical products are used for both diagnostic and
therapeutic purposes. It is essential that the individuals in the
FDA who regulate these products have knowledge and expertise in
the field of nuclear medicine. It is also important that the review
of radiopharmaceuticals take into account differences between
these drugs and nonradioactive drugs with respect to their safety
profiles, pharmacological activity, and clinical uses. The legislation
therefore requires consolidation of review in a separate office with-
in the Center for Drug Evaluation and Research, and the promul-
gation of separate regulations governing the review and approval
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of all radiopharmaceutical products and the development of FDA
policy relating to these products. In addition, since diagnostic
radiopharmaceuticals are frequently used to provide images of
processes in the body that may be caused by a number of different
disorders, the legislation requires the FDA to permit the labeling
of radiopharmaceuticals in such cases to provide information on
this manner of use rather than limiting label information to spe-
cific underlying disorders.

State and local requirements respecting nonprescription drugs in-
tended for human use

Under the Federal Food, Drug, and Cosmetic Act and the Fair
Packaging and Labeling Act (FPLA), Congress has required na-
tional uniformity with respect to most food labeling requirements
but not with respect to other aspects of FDA regulation, such as
its regulation of nonprescription drugs. Nonprescription drugs are
subject to intense and comprehensive regulation by the FDA. Their
labeling is controlled either by regulations that set forth non-
prescription drug monographs or by new drug applications. The for-
mulation is also subject to the requirements of detailed regulations
that establish which active ingredients may be used and the per-
mitted dosage. Additional warnings, limitations on active ingredi-
ents, or other regulatory requirements should therefore be imposed
on a Federal level by FDA, not by individual State and local gov-
ernments throughout the country. The committee voted in favor of
national uniformity for nonprescription drugs. In doing so, the com-
mittee recognized that there should be a single, nationwide system
for regulating the safety and labeling of nonprescription drugs and
noted a willingness to consider other FDA-regulated products, such
as foods, cosmetics and prescription drugs, that may also lend
themselves to such a comprehensive system.

The legislation therefore adopts, as a general rule, the require-
ment of national uniformity in the regulation of nonprescirption
drugs. No State or local government is permitted to impose dif-
ferent requirements, whether by labeling, advertising, or any other
form of communication.

On the other hand, the committee recognizes that importance of
States in regulating the food and drug supply in the United States.
This legislation specifically provides that national uniformity does
not affect the traditional authority of the States to place a non-
prescription drug on prescription. It also authorizes States to peti-
tion for an exemption from the general rule of national uniformity
where the State can demonstrate a compelling and unique local
need that is different from the rest of the country. Under these cir-
cumstances, the FDA is authorized to grant an exemption by regu-
lation, after thorough consideration of the matter, if the State can
also show that the local requirement would not cause any non-
prescription drug to be in violation of any applicable provision of
Federal law and would not unduly burden interstate commerce.
This assures adequate balance. The primary jurisdiction of the
FDA is clearly recognized, but the partnership role of the States is
also given adequate attention. All States may, of course, vigorously
enforce requirements for nonprescription drugs that are identical to
the Federal requirements.
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Regulation of nonprescription drugs

The committee notes the importance of nonprescription drugs in
the Nation’s health care system. While consumers spend less than
2 cents of their health care dollar on nonprescription drugs, such
drugs produce substantial savings to the individual and the health
care system in reductions in physician visits, prescription drug
costs, insurance costs, lost time from work, and travel. The commit-
tee notes that products switched from prescription to nonprescrip-
tion status contribute significantly to these savings. For example,
consumers saved over $1 billion in the first 3 years after the FDA
switched the skin treatment 0.5 percent hydrocortisone in 1979.
Similarly, consumers save up to $750 million a year—and 110,000
doctors visits—from the switch of cough-cold medicines from pre-
scription to nonprescription status.

The committee therefore expects that the FDA, as part of its mis-
sion set forth in section 102 of this legislation of “facilitating the
rapid and efficient development and availability of products subject
to its regulation,” will establish appropriate procedures and poli-
cies, including performance standards, to expedite the review of ap-
plications to switch prescription drugs to nonprescription status.
The committee encourages the FDA to give strong consideration to
establishing a separate office for nonprescription drugs and confer-
ring on that office primary review and sign-off authority for appli-
cations to switch drugs from prescription to nonprescription status.
At a minimum, the committee recommends that an individual or
individuals within the Center for Drug Evaluation and Research be
designated to ensure timely and efficient agency review and action
on such applications and that the agency consider using the explicit
authority granted to it to contract for outside expert review when
such contracts would achieve more timely and efficient reviews.

TITLE VI—DEVICE REGULATORY REFORM

Premarket notification

Under the medical device provisions of the law that were enacted
as part of the Medical Device Amendments of 1976 and amended
under the Safe Medical Devices Act of 1990, approximately 97 per-
cent of all devices were cleared for marketing through FDA’s pre-
market notification program. When a device is found to be substan-
tially equivalent to a legally marketed device, it may likewise be
marketed after the FDA issues an order making that finding.

After the enactment of the Safe Medical Devices Act of 1990, se-
vere backlogs of premarket notifications and premarket approval
applications developed at the FDA. Recognizing that part of the
problem was the sheer number of notifications the agency was re-
ceiving for class I or II products that posed very little risk, Presi-
dent Clinton announced a Reinventing Government initiative to
eliminate the notification requirement for some devices posing a
minimal risk, and the FDA has now acted to exempt a substantial
number of such devices. By eliminating premarket notification re-
views for some low-risk devices, agency resources could instead be
used on more critical devices, including those subject to premarket
approval applications.
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Building on the President’s initiative, the legislation exempts all
class I devices from premarket notification requirements, except
those identified by the Secretary within 15 days of the enactment
of this legislation as requiring premarket notification to protect the
public health. In addition, the FDA is required to review all class
IT products to determine those that should and should not be ex-
empt from the section 510(k) process. The FDA is provided 30 days
to complete this exemption process. Because the agency on its own
initiative has already had this matter under review for several
years, and because the committee put the agency on notice through
multiple requests over the last several months for a list of any
class I devices which the agency determines should continue to re-
quire premarket notification to protect the public health and any
class II devices that the agency believes should be exempt from
premarket notification, this is a reasonable time within which to
complete the job.

Finally, at any time, an interested person may petition the FDA
to exempt a type of class II device from the section 510(k) process.
The FDA is required to respond to any such petition within 120
days. By eliminating low-risk devices from the FDA’s premarket re-
view responsibility, FDA personnel will be better able to handle
within the statutory deadlines the remaining section 510(k) notifi-
cations and premarket approval applications for devices that may
pose a risk to public health and safety or provide health benefits
to patients.

It has become FDA practice to decline to take action on a section
510(k) notification when the agency has made an administrative
determination that a company is not in compliance with a GMP re-
quirement or other provision of the Federal Food, Drug, and Cos-
metic Act. There is no statutory basis for this practice. If a viola-
tion of the Federal Food, Drug, and Cosmetic Act occurs that is in
fact related to a substantial equivalence decision, that clearly pro-
vides a ground for an adverse FDA action on a section 510(k) notifi-
cation. However, if there is a violation that is not related to the
substantial equivalence decision, the FDA should proceed with the
substantial equivalence decision on the merits and use its exten-
sive existing remedies to correct the violation. The committee has
acted to ensure that when a device is violative of the Federal Food,
Drug, and Cosmetic Act, and it is substantially equivalent to a law-
ful predicate device, the agency shall issue a substantial equiva-
lence order and use its existing statutory remedies to correct the
violation.

Currently under the Federal Food, Drug, and Cosmetic Act, when
a new device is found to be not substantially equivalent to a legally
marketed predicate device, it remains automatically classified into
class IIT and requires premarket approval before marketing. The
premarket approval process is the most expensive and resource-in-
tensive device review process at the FDA. When devices that could
be regulated by lesser means than product-by-product premarket
approval reviews are nonetheless classified into class III because of
their uniqueness and not their risk, there is substantial harm to
the public health by needlessly diverting FDA resources into an in-
tensive and lengthy premarket approval review.
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The Medical Device Amendments of 1976 included automatic
classification into class III as an efficient means of classifying new
devices that were not substantially equivalent to a device on the
market prior to the 1976 amendments. Pre-1976 amendment de-
vices were classified by rulemaking after expert panel reviews and
recommendations. Congress believed that such new devices would
be reclassified to their appropriate level of regulation because man-
ufacturers of such devices would have appropriate incentives to
pursue a reclassification based on the Federal Food, Drug, and Cos-
metic Act’s risk-based classification definitions. However, reclassi-
fication has proven to be an extremely burdensome process for the
FDA and an uncertain vehicle to achieve appropriate classifications
for new, not substantially equivalent devices.

The committee therefore determined that 20 years of device clas-
sification experience permits a mechanism to ensure that all de-
vices are classified and regulated based on the risk-based classifica-
tion definitions in the Federal Food, Drug, and Cosmetic Act. The
legislation permits a premarket notification submitter to request
an advisory panel review and an initial risk-based classification by
the FDA within 30 days of receiving a not-substantially-equivalent
order from the agency. Once such a request is made, the device is
not deemed to be classified until an advisory committee makes its
classification recommendation to the FDA and the agency issues its
order classifying the device. Both the advisory committee and the
FDA will rely on the act’s classification definitions to establish a
classification for a device. The advisory committee will have 60
days to formulate a recommendation, and the FDA will have 10
days to act on that recommendation and classify the device.

This approach will avoid a misallocation of agency resources on
premarket application reviews and will also help facilitate the
FDA’s premarket notification decision-making because a not-sub-
stantially-equivalent decision will no longer necessarily commit
FDA to a premarket approval application review. Moreover, this
procedure will allow devices to be classified by risk without resort-
ing to the costly and uncertain reclassification process. The com-
mittee expects that this provision should permit the FDA to be
more efficient in classifying devices, and this, in turn, should per-
mit the agency to better handle its large premarket device review
responsibilities.

The committee believes that this provision should also help ad-
dress concerns it has received about the appropriate classification
of in vitro diagnostic tests. In vitro diagnostic test systems accom-
plish their intended use by physiochemical action on a specimen
outside of the body and are not intended for therapeutic purposes.
The committee understands that in vitro diagnostic tests are dis-
tinctly different from other medical devices, in that they do not
pose concerns about safety, they are not life-sustaining or life-sup-
porting, they do not introduce energy into the patient, and they are
not injected or implanted in the body. The committee urges the
FDA to consider these factors when determining the appropriate
classification for these devices.

Another concern addressed by this legislation is the apparent in-
consistency with which the FDA interprets the intended use of
predicate devices with general labeling. The FDA often will not
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permit a device with a general intended use to be used as a predi-
cate for purposes of establishing the substantial equivalence of a
device for a more specific use even when medical literature dem-
onstrates the use of the device for specific applications is subsumed
within the general use.

However, at times the FDA will interpret a general predicate to
include specific uses even when such uses could not have been in-
cluded within the predicate device’s preamendment uses. For exam-
ple, the FDA cleared condoms through the premarket notification
process with labeling including reference to AIDS and the HIV
virus, even though AIDS and HIV were not known prior to the
Medical Device Amendments of 1976. The FDA reasoned that
preamendment condoms were intended for the prevention of sexu-
ally transmitted diseases and, therefore, the device was a suitable
predicate for condoms intended for use to prevent the transmission
of the HIV virus. In short, it appears that no standard exists re-
garding when the FDA should permit reliance on a general predi-
cate for a newer device with a specific use, and when the agency
should refuse to allow such reliance.

Accordingly, the legislation identifies such a standard. When the
FDA determines that a specific use is “reasonably included within
the general use” of a predicate device, that use of the predicate de-
vice should be available for a substantial-equivalence comparison.
Each person relying upon this provision must demonstrate the sub-
stantial equivalence of the newer device and the marketed device.

The FDA’s regulation governing when a change or modification
in a marketed device requires a new premarket notification has
provided uncertain guidance to manufacturers and has led to much
confusion over the years. To respond to this continuing uncertainty,
the committee has identified the two instances in which a new pre-
market notification will be required for a change or modification.

Specifically, the legislation requires a new premarket notification
for a marketed device when the person responsible for the device
has made a major change or modification in the device’s intended
use or a significant change or modification in device design that
has a significant effect on safety or effectiveness. Otherwise, the
person responsible for the marketed device need not file a new pre-
market notification if that person possesses data or information
that shows that the change or modification does not adversely af-
fect safety or effectiveness.

The committee considers a significant design change that has a
significant effect on safety or effectiveness to be a change which al-
ters the identity of a marketed device such that the modified device
utilizes a new operating principle or technological characteristic.
Design changes related to power source or product composition ma-
terials and components are only considered significant if they re-
sult in a new product line or a major redesign of a product, or the
effect on safety and effectiveness cannot be readily demonstrated
by bench testing.

Importantly, the committee requires that data or information re-
lied upon not to file a premarket notification for a device change
or modification must be maintained for the expected life of a device
or for 2 years, whichever is longer. The committee requires that
such data will be available to the FDA upon request. The commit-
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tee expects that if the FDA disagrees with the conclusion that the
data or information demonstrates that the change will not ad-
versely affect safety or effectiveness, the agency will use its exten-
sive enforcement authorities to take appropriate regulatory action.
Once again, the committee has adopted an approach that will as-
sure continued emphasis on the safety and effectiveness of medical
devices, but that will save FDA resources and focus them on the
most important device review issues. FDA personnel who pre-
viously reviewed premarket notifications relating to device modi-
fications that do not affect safety or effectiveness will now become
available to spend their time and effort on those devices where
questions about safety and effectiveness remain uncertain.

Medical device approval standards

The statutory standard for proof of effectiveness of a medical de-
vice was purposely chosen in the Medical Device Amendments of
1976 to be different from that for new drugs. Different language
was used for the express purpose of emphasizing this difference. As
the Cooper Committee emphasized in its 1969 report, drugs and
devices are different in nature and present different issues when
considering safety and effectiveness. For medical devices, for exam-
ple, the skill of the person using the device is often of paramount
importance, in contrast with the use of new drugs. Accordingly, the
committee confirms the legislative intent of the 1976 amendments
that the standard of proof of effectiveness for medical devices must
be viewed as separate and distinct from that for new drugs.

Indeed, the committee is informed that the amount of clinical
evidence of safety and effectiveness for a device is often much less
than that required for a new drug. Devices can be extensively eval-
uated by in vitro testing which can be used to assess virtually
every aspect of device performance. This testing, in conjunction
with a well-controlled clinical study, has been deemed adequate by
the FDA in the past to demonstrate a reasonable assurance of ef-
fectiveness, and the agency should take care to maintain the dis-
tinction between the evaluation of device and new drug effective-
ness. An important distinction that the FDA should keep in mind
is that the method of control in a device study often can be histori-
cally based, and double blinding in new studies is typically unnec-
essary for devices.

Specifically, device investigations often cannot be blinded, be-
cause the effect of the device is often immediately apparent. A
“phantom” device is not often a realistic alternative. Further, re-
quiring the use of a previous generation of a device to establish the
effectiveness of a newer generation of the device raises ethical is-
sues when the newer generation of the device may offer a substan-
tial improvement in effectiveness or safety. Moreover, if an histori-
cal control is available, blinding is needlessly costly and without
obvious benefit.

The use of retrospective or historical data for purposes of a con-
trol, as the FDA does now in some cases, but inconsistently, is
therefore desirable. The legislation provides that such historical
data shall be adequate for that purpose if there are sufficient valid
data to constitute a control, the effects of the device on the disease
are clearly defined and well understood, and there is no compelling
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public health reason that would require concurrent controls. Addi-
tionally, historical data also can be used to demonstrate safety and
effectiveness under the legislation.

Tracking

The Safe Medical Devices Act of 1990 added a new provision to
require device tracking for every device the failure of which would
be reasonably likely to have serious adverse health consequences
and which is a permanently implanted device or a life-sustaining
device that is used outside a device user facility, as well as any
other device designated by the FDA.

This statutory mandate has proven to be uncertain with regard
to which devices require mandatory tracking. The FDA’s regulation
for tracking identifies an illustrative list of devices subject to man-
datory tracking, suggesting that the list is comprehensive, yet not
complete.

To address these problems, the legislation repeals mandatory
tracking and instead provides the Secretary with the discretion to
require by regulation the tracking of class II or class III devices the
failure of which would be life threatening or have serious adverse
health consequences and which are permanently implanted or life-
sustaining and used outside a device user facility.

The committee expects that the FDA, prior to promulgating such
a regulation, will consult with the affected parties as part of the
determination of the most efficient method for tracking.

Postmarket surveillance

The Safe Medical Devices Act of 1990 also included a provision
requiring a manufacturer to conduct postmarket surveillance for
any device first marketed after January 1, 1991, that is a perma-
nent implant the failure of which may cause serious adverse health
consequences or death, is intended for use in supporting or sustain-
ing human life, or potentially presents a serious risk to human
health. In addition to this mandatory surveillance, FDA was au-
thorized to require postmarket surveillance for any device when the
agency determined that surveillance is necessary to protect the
public health or to provide safety or effectiveness data. All manu-
facturers subject to mandatory postmarket surveillance were re-
quired to submit protocols for FDA approval within 30 days of first
marketing the device. The FDA was required to determine the ade-
quacy of the principal investigator and the protocol and to approve
the protocol after review by an appropriately qualified advisory
committee.

In practice, the provision for mandatory surveillance, like the one
for mandatory tracking, is so broadly worded that it is causing a
good deal of uncertainty about those devices which are subject to
this requirement. The committee legislation repeals mandatory sur-
veillance and provides the Secretary with broad discretion to imple-
ment postmarket surveillance requirements through regulations.
Under current law, required surveillance is limited to devices first
introduced into commerce after January 1, 1991. Under the legisla-
tion, subject to the Secretary’s discretion, any device may be sub-
ject to surveillance if it is a permanent implant the failure of which
may cause serious, adverse health consequences or death, or is in-
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tended for a use in supporting or sustaining life, or potentially pre-
sents a serious risk to human health or creates public health con-
cerns.

The legislation retains the requirement that, before a manufac-
turer who is required to conduct postmarket surveillance imple-
ments a surveillance protocol, it must be submitted to the FDA,
subjected to review by a qualified scientific review committee, and
approved by the FDA. This will continue to assure that any re-
quirement of postmarket surveillance effort will be worthwhile.

Device distributor reporting

Since 1976, and reinforced in 1990, the Federal Food, Drug, and
Cosmetic Act has required medical device reporting by distributors
as well as manufacturers. The Safe Medical Devices Act of 1990
added this requirement for device user facilities. As a result, there
has been a substantial increase in reporting for medical devices, in-
cluding much duplication. Further, the FDA, after request by the
committee, has been unable to confirm that it either tracks dis-
tributor reports or acts on the basis of such reports. To avoid dupli-
cation and the costs associated with it, the legislation continues to
require manufacturers and user facilities to report adverse events
to the FDA but eliminates distributor reporting. Since user facili-
ties and manufacturers submit medical device reports to the FDA,
there is no need for additional reporting by distributors.

Premarket approval

The committee has been concerned that class III devices that re-
quire approvals before marketing are not reviewed in a timely
manner and that the data requirements for such approvals are un-
certain and often too difficult to satisfy in a reasonable timeframe.
To respond to this situation, the committee has set forth proce-
dures and rules that will result in one 180-day review cycle with
milestone events to help ensure the timely progression of reviews
of premarket approval applications (PMAs). The committee has
also included provisions that parallel those in the investigational
device exemption section of this bill which require the Secretary to
consider certain data resulting from studies in which immaterial
changes to devices occurred. The amendments to section 515 of the
Federal Food, Drug, and Cosmetic Act governing premarket ap-
proval application reviews are intended to promote prompt and effi-
cient FDA consideration of devices, many of which make the larg-
est contributions to the public health.

The committee recognizes that devices are often changed during
or after investigations based on information learned from investiga-
tional experience. When such changes occur, the committee believes
that the data generated in the investigation, under certain cir-
cumstances, should be relied upon by the FDA in evaluating the
safety and effectiveness of the modified device. Accordingly, the leg-
islation requires the Secretary to accept and review such data if
the modification of the device “does not constitute a significant
change in the design or the basic principles of operation of the de-
vice that would invalidate the data or information [from the inves-
tigation].” This provision allows reliance on earlier versions of de-
vices when the next generation is not significantly different from
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its predecessor. In this way, reviews can be made more efficient by
avolding duplication of data that remains applicable to a modified
PMA device. Consistent with this theme, data and information sup-
porting the approval of a device under section 515 will be available
for use in subsequent PMA reviews, if the data are relevant to the
design and intended use of the device subject to a pending PMA re-
view.

The committee receives frequent reports that FDA reviewers
raise major new questions and concerns about a pending PMA late
in the 180-day statutory review to “stop the clock.” Significant in-
formation requests result from these concerns, thus resetting the
180-day clock when a “major” amendment is submitted.

The committee believes that a collaborative review process would
help to address these problems. The legislation creates a new, more
device-specific collaborative procedure under which premarket ap-
proval applications are to be reviewed. The legislation continues to
require that the FDA take action on a medical device premarket
approval application within 180 days of receipt. To facilitate the re-
view by identifying potential problems with and questions regard-
ing an application early in the review process, the FDA is required
to meet with the applicant within 90 days of receipt of the applica-
tion that has been filed for review. If the application is not in a
form that would require approval, the FDA must provide in writing
a description of the information required to bring the PMA into
such a form.

The FDA is then required to submit the application to an advi-
sory committee, unless a referral is not needed, within 30 days of
that meeting or at the next scheduled advisory committee meeting,
whichever is later. Within 15 days after the advisory committee
meeting, the FDA and the applicant must again meet to discuss
the status of the application and any action needed to bring it into
a form that would require approval. The applicant may decline any
such meeting if it concludes that a meeting is unnecessary.

If no advisory committee review is required, the FDA must meet
with the applicant, at the discretion of the applicant, not later than
135 days after the application is received and inform the applicant
of whether or not the application is in a form that would require
approval. If the application is in such a form, the FDA must
present in writing to the applicant, at or before the meeting, a de-
scription of all additional information necessary for the applica-
tion’s approval. If the application is not in a form that would re-
quire approval, the FDA is required to deny the application, and
prior to the meeting present in writing to the applicant each basis
for denying approval and the additional information required to
bring the application into a form that would require approval.

Within 180 days of the receipt of an application that has been
accepted for substantive review, the legislation requires the FDA
either to approve or deny it. The 180-day period may not be en-
larged by a PMA amendment.

To implement these new, collaborative-review procedures, the
FDA is required to revise its current regulations governing pre-
market approval.

The committee recognizes that many are concerned that the
agency will be unable to meet the 180-day statutory review time
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without user fees or another source of significant new revenues.
However, the committee believes that this concern fails to take into
account several important factors.

First, the FDA controls the clock. The FDA determines whether
or not to accept an application for review, thereby starting the
clock. If reviewers are raising substantial questions and concerns
well into the review process, the review probably has been wasteful
because the application’s deficiencies should have been identified
early in the review process, as provided for under this legislation.

Second, the legislation puts in place a collaborative process for
designing clinical protocols. It encourages a team approach from
the planning and initiation of clinical investigations through the re-
view of the application. When such a process is in place, FDA re-
viewers should already be relatively familiar with the type of data
and other information to be derived from the clinical investigation
of the device and/or comfortable with the clinical investigation pro-
tocol. Hence, when an application comes into the agency, the re-
viewers should be more comfortable with it.

Third, the legislation simply requires decisiveness. If at the end
of the 180-day period the FDA is not satisfied that an application
should be approved, it must deny it. This places pressure on the
FDA, but also requires PMA applicants to submit meritorious,
high-quality applications.

Fourth, the legislation reduces the workload of the FDA’s Center
for Devices and Radiological Health substantially. Most class I and
many class II devices will be exempt from review. The number of
new 510(k) notifications and premarket approval applications being
filed because minor changes have been made in an investigational
or approved device will be sharply reduced. The FDA has the dis-
cretion under this legislation to determine just how sharply re-
duced its workload will be. The agency will determine, for example,
how many class I devices should remain subject to premarket noti-
fication and how many class II devices will be exempted from pre-
market notification.

The legislation also contains new provisions relating to supple-
mental applications for PMA devices. Supplemental applications
that relate to manufacturing changes or product changes will not
be required when data or information show the changes do not ad-
versely affect safety or effectiveness. PMA holders must notify the
FDA of significant changes and maintain data supporting changes
in a device master file for the expected life of the device or 2 years,
whichever is later. For the reasons discussed above, this will
streamline the product premarket approval process and conserve
FDA resources while continuing to assure the safety and effective-
ness of the products involved.

Device performance standards

Since before the enactment of the Medical Device Amendments
of 1976, voluntary standards-setting organizations in the United
States and abroad have established performance standards for cat-
egories and characteristics related to medical device products.
These organizations include the American National Standards In-
stitute (ANSI), the International Standards Organization (ISO),
and the International Electrotechnical Commission (IEC), as well
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as others. Although standards from these organizations are recog-
nized as authoritative, and are therefore followed throughout the
world, the FDA has failed to establish any policy regarding their
recognition and use under the Federal Food, Drug, and Cosmetic
Act in this country. This legislation remedies that problem.

The legislation requires the FDA to recognize appropriate medi-
cal device performance standards developed by organizations such
as ANSI, ISO, IEC, and any other standards-setting organization
certified by the agency. The legislation requires the FDA to estab-
lish a procedure governing certification of such organizations,
which shall be based on specified criteria.

It is important that all medical device performance standards
recognized by the FDA under this new procedure be publicly listed,
so that any interested person will know the regulatory status of the
standard. Accordingly, the legislation requires FDA to publish in
the Federal Register the name of all standards to which recognition
has been given. Any standard not on the published list would not
be accepted as recognized by the FDA under this provision.

Just as the FDA may certify standard-setting organizations, it
may revoke certification if the organization no longer meets certifi-
cation requirements. In the event that the certification of an orga-
nization is revoked, the FDA is required to address the effect of
this revocation on the agency’s prior recognition of the organiza-
tion’s standards.

Other provisions in the Federal Food, Drug, and Cosmetic Act
authorize FDA to promulgate performance standards for medical
devices using the procedures set forth in the law. This legislation
does not in any way change the authority of FDA to promulgate
such standards, which may differ from the standards established
by certified organizations and recognized under this new provision.

The FDA may not require conformity with any such standard as
a condition for approving any type of medical device application if
the applicant demonstrates that the device is substantially equiva-
lent to a legally marketed predicate device or otherwise provides
reasonable assurance of safety and effectiveness.

The FDA may revoke a particular performance standard recog-
nized under this legislation upon a determination that it is insuffi-
cient to provide reasonable assurance of safety and effectiveness.
Upon revocation, the FDA must notify the certified organization
and provide the basis for the action.

The legislation requires that a recognized performance standard
must include provisions that will provide reasonable assurance of
the safe and effective performance of the device. Where necessary
to provide such assurance, the standard must include provisions
with respect to such elements as construction and components and
such requirements as testing and performance measurement and
results. Where appropriate, labeling may also be prescribed. These
required elements are designed to assure that a recognized per-
formance standard will provide sound public health protection.

Accredited-party participation

In recent years, the FDA has consumed substantially more time
for the review of medical devices. For example, FDA’s average re-
view time for premarket classifications has increased over the last



56

6 years by well over 200 percent (from 82 days to 178 days for total
review time; from 66 days to 137 days for time in the FDA’s
hands), while the number of applications has generally held steady.
In addition, premarket approval times have increased from 348 to
773 total days (247 to 606 days in FDA’s hands) on average, while
submissions in the same 6-year period dropped from 84 to 43 (al-
most in half). It is important to note that by statute, premarket
classifications are expected within 90 days and premarket approv-
als must be granted or denied within 180 days.

This delay is in part a consequence of the agency’s difficulty in
maintaining the technological expertise and capability necessary to
review applications within the statutory time frame. Also contrib-
uting to this delay is the FDA’s management of its resources. The
FDA has regularly made this committee and others aware of its de-
sire to have more resources in order to address its inability to re-
view products within the statutory time frame. In past years, Con-
gress has responded with increasing appropriations. However, as
resources available to the Federal Government have tightened,
Congress has been pressed to find alternative sources of revenue.

As a result, the committee decided to test, through a pilot pro-
gram and a follow-up study, whether supplementing FDA resources
with fees paid by a product sponsor to FDA-accredited reviewers
and by supplementing FDA expertise with that of private parties
would reduce delays in medical device approvals and improve the
technical sophistication of those reviews. The legislation includes a
provision under which accredited individuals and organizations
with relevant expertise will, at the option of a product sponsor, be
used to provide recommendations to the FDA regarding premarket
notifications and premarket approval applications. The FDA will
then review those recommendations and make final decision with
respect to classification or approval or disapproval of the premarket
approval application.

This provision is consistent with the approach taken throughout
this legislation: the FDA retains all of the authority it has under
current law to make final product review decisions. This legislation
does not authorize any other person or organization outside the
agency to make such a final decision. Thus, in numerous respects,
the provision maintains a strong, continued role for the FDA in the
device approval process. For example, the FDA alone accredits the
pool of qualified private parties to conduct the reviews and selects
from that pool two or more accredited parties from whom the prod-
uct sponsor may select. Although a product sponsor has the option
to select an accredited party, it does so only from a list pre-selected
and accredited by the FDA, thus limiting if not eliminating poten-
tial “forum shopping.” The FDA also establishes rules protecting
the confidentiality and the proprietary nature of information con-
tained in the review. The FDA promulgates the rules to prevent
conflict of interest. The FDA has authority to ensure compliance by
the accrediting party and has the ability to withdraw or suspend
accreditation of parties not in compliance. In short, the FDA will
have full control over the individuals and organizations eligible for
selection.

The FDA'’s role is not limited to accredited-party selection. In ad-
dition, the FDA alone will continue to set product review stand-
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ards. Most significantly, the FDA conducts both an initial filing re-
view to confirm completeness and basis for review and retains au-
thority to make the final decision with respect to the classification
or approval or disapproval of application. The FDA has no less
than a total of 30 days (of the 90 days allotted under the statute)
to review a submission under section 510(k) and 75 days (of the
180 days under the statute) to review premarket approval applica-
tions. Further, the FDA is not bound by an accredited party’s de-
termination—there is no presumption given to the accredited par-
ty’s recommendation of approvability or classification of a product.

The program established under this provision would apply to all
types of medical devices, including premarket approval applications
and premarket notifications. The committee intends that a rule of
reason be applied by the FDA so that the FDA does not unneces-
sarily accredit two or more organizations capable of reviewing only
one type of product for which one or no applications will be filed
during the course of the pilot program.

To adequately supplement the resources available to the FDA,
the product sponsor will directly contract with and pay the accred-
ited party at the sponsor’s own expense. This mechanism is similar
to that proposed by the FDA in its own pilot project at the Center
for Devices and Radiological Health.

The program established under this provision will be subject to
review within 3 years following the accreditation of the first party.
A full analysis of the strengths and weaknesses of the program will
be conducted and provided to Congress and the public, enabling
Congress to extend or modify the program at that time.

TITLE VII—ANIMAL DRUG REGULATORY REFORM

The committee is very concerned about the serious shortage of
approved drugs for the treatment of both food-producing and com-
panion animals. It is for that reason that the committee supported
the approval of legislation in the 103rd Congress to permit veteri-
narians to legally prescribe animal and human drugs for uses other
than their FDA-approved, labeled uses, recognizing, however, the
need for further legislation to address the problems creating the
shortage.

Two of these problems are lengthy delays in the FDA Center for
Veterinary Medicine’s (CVM) review and approval process and the
daunting cost of bringing a new animal drug to market or obtain-
ing approval for additional uses of approved drugs (i.e., approval of
a drug approved for use in horses to be used in dogs). The CVM’s
own internal study in 1993 found that it was taking the agency an
average of 58 months to approve a new chemical entity for use in
animals. Industry research indicates that the cost of bringing a
new animal drug to market can at times approach $200 million.
These delays and costs are discouraging research on and develop-
ment of new animal drugs and additional uses for approved drugs.

The committee is heartened by the much-needed recent steps the
Center for Veterinary Medicine is taking to better ensure the time-
ly review and approval of new animal drugs and by the commit-
ment the Commissioner of the FDA gave in his February 21 testi-
mony before this committee to addressing the serious problems in
the animal drug review process.
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This legislation incorporates a number of statutory and regu-
latory reforms that the committee believes are necessary to support
the efforts of the Center for Veterinary Medicine and the commit-
ment given by the Commissioner.

Evidence of effectiveness

The committee found that much of the delay in new animal drug
approvals and the cost of bringing a new animal drug to market
can be tied to costly, duplicative requirements for demonstrating
the effectiveness of new animal drugs. The Federal Food, Drug, and
Cosmetic Act currently requires efficacy to be demonstrated
through “adequate and well-controlled investigations, including
field investigation.” The FDA has interpreted this language to rou-
tinely require three field investigations, each in a different region
of the Nation. The committee finds that this requirement has led
to duplicative tests that are expensive and time-consuming for new
drug sponsors but that often yield information of little benefit to
the agency, veterinarians, and animal drug sponsors.

The legislation amends the statutory definition of what con-
stitutes evidence of effectiveness to allow the FDA to accept one or
more scientifically sound studies, including in vitro studies, studies
in laboratory animals, bioequivalence studies, and any other simi-
lar studies, that, taken together, provide reasonable assurance that
the drug will have the claimed or intended effect. This is a far
more flexible definition, permitting the FDA to adapt the types of
studies it requires to demonstrate the effectiveness of the particu-
lar characteristics and proposed uses of the new animal drug. The
legislation removes the statutory requirement for “field investiga-
tion” but provides the authority to the FDA to require field inves-
tigation when necessary.

In reviewing the approval procedures for animal drugs used in
combination with one another, the committee recognizes that the
FDA needs greater flexibility in its approval requirements. Cur-
rently, the FDA treats all animal drug combinations as never-be-
fore-approved products, even when the drugs used in combination
have each been approved by the FDA. The FDA requires that for
combinations of approved animal drugs, all laboratory and field in-
vestigations be conducted again to determine the effectiveness of
the combination. The FDA also requires that, if the combined prod-
ucts make the same claim, the combined effect must be greater
than the effect of either product used alone. Further, the FDA re-
quires that, if the combined products treat unique claims, sponsors
must show that both products remain effective when they are com-
bined. The committee finds these requirements to be redundant
and unnecessarily time-consuming and expensive.

The legislation reflects the committee’s view that the primary
concern raised by combination drugs is whether they will in com-
bination exceed the tolerance levels set for human safety. Under
the legislation, the FDA is limited in its evaluation of a combina-
tion drug comprised of two previously approved drugs or a drug
that bears labeling that recommends use with another animal drug
to the consideration of whether the drugs in combination affect
human safety (i.e., whether the longest withdrawal time of any of
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the active ingredients is above its safe concentration) or interferes
with a method of analysis of an ingredient.

Both the FDA and the regulated industry have long struggled
with the difficult problems raised by the use of new animal drugs
in a minor species or for a limited use. The FDA has long recog-
nized that some drugs have extraordinarily small markets because
they are either used in a minor species or otherwise have very lim-
ited use. The FDA has attempted to encourage the development of
these drugs by streamlining several of the effectiveness require-
ments for these drugs. For example, when a manufacturer seeks
approval for a use in a minor species of a drug already being used
in a major species, the FDA does not always require original effec-
tiveness testing for the minor species use. It allows the sponsor to
extrapolate from tests done of the drug in a major species.

The committee commends the FDA for its efforts to encourage
the development and availability of drugs for minor species and
limited uses. The committee believes that the provisions in the leg-
islation are consistent with these efforts. The legislation exempts
drugs for minor species and limited uses from the usual require-
ments for demonstrating substantial evidence of effectiveness if
Ehere is a previously approved animal drug application for the

rug.

The legislation requires that, when the FDA issues its revised
regulations defining the requirement of “substantial evidence” of ef-
fectiveness, it must take into account the need to encourage the
submission of new animal drug applications for three types of prod-
ucts for which there is a strong public policy justification: drugs
that conserve food resources; drugs designed for use by veterinary
practitioners in order to establish effective doses; and drugs for use
in minor species, for limited uses, and for permitted unlabeled
uses. In addition to providing an incentive for these three cat-
egories of drugs, the FDA is required to take into account a citizen
petition submitted to the agency in October 1991 requesting the
agency to adopt flexible labeling for veterinary prescription drugs
that will recognize a range of safe and effective dosages within
which veterinarians may use their training and experience to pre-
scribe a particular dose for a specific animal. The labeling for many
human drugs provides a dosage range rather than one particular
dose and relies on the physician to exercise professional judgment
in making a prescription. Regulation pertaining to animal drugs
should follow this precedent.

In addition to the applicable provisions requiring a collaborative
process for the review of all new premarket approval applications
contained in title IV of this act, the legislation provides specific re-
quirements for applications relating to new animal drugs. The FDA
is required to provide a new animal drug sponsor an opportunity
for a conference prior to the submission of an application, in order
to provide advice regarding the requirements that must be satisfied
for approval of the product. That advice is binding unless FDA sub-
sequently determines that a new documented scientific require-
ment essential to determination of the safety or effectiveness of the
drug has appeared after the meeting. Within 10 days after any
such meeting, if the FDA requires any type of study other than
those specified in the new definition of substantial evidence of ef-
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fectiveness, the agency must provide a written justification for that
requirement, specific to the animal drug and its intended uses.
This will assure both that the FDA has the flexibility to require
whatever evidence of safety and effectiveness is scientifically justi-
fied for a particular drug and its intended uses and that the appli-
cant will receive a full and detailed scientific justification for any
requirement for a study other than those specified in the definition
of substantial evidence, such as a well-controlled field trial.

Once again, the legislation streamlines the premarket approval
process and assures that a reasonable amount of scientific evidence
will be required to establish safety and effectiveness, but at the
same time provides adequate authority for the FDA to require
whatever type of evidence is scientifically justified to establish that
the drug is safe and effective for its intended uses. As is true
throughout the legislation, efficiency is imposed but not at the ex-
pense of public protection.

Limitation of residues

Under present law, the FDA may deny approval of a new animal
drug application if the proposed tolerance limitation exceeds what
is reasonably required to accomplish the physical or other technical
effect for which the drug is intended. In practice, the FDA has in-
terpreted the law to require that new animal drug sponsors iden-
tify the “optimal” dose for a drug—the least amount of the drug
necessary for the drug to be effective. This requirement adds great-
hy to the time and expense of developing and testing new animal

rugs.

The legislation would instead require the FDA to deny approval
of a new animal drug if any use prescribed, recommended, or sug-
gested in the proposed labeling for the drug would result in a resi-
due in excess of a tolerance set by the FDA to be safe for the drug.
It would in effect permit the sponsor to identify a dosage range for
the drug which would not exceed tolerances set by the FDA.

Adulterated drugs

As amended by the Drug Amendments of 1962, the law presently
requires all drugs to be manufactured, processed, packed, and held
in conformity with good manufacturing practices (GMP). The FDA
has, in turn, promulgated GMP regulations for the preparation of
all drug products, including both human and animal drugs.

There are, however, differences between human and animal
drugs that justify separate and distinct GMP regulations for these
two different categories of products. The legislation therefore in-
cludes a revision of the drug adulteration provisions of the Food,
Drug, and Cosmetic Act to require separate GMP regulations that
are appropriate for animal drugs.

Veterinary feed directives

Current provisions of the Federal Food, Drug, and Cosmetic Act
provide for nonprescription animal drugs and prescription animal
drugs. To date, nearly all drugs used in feed have been approved
as nonprescription drugs. Requiring prescription status for such
drugs would impose a significant burden on distribution. As a re-
sult, the animal feed industry has been limited in its ability to in-
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corporate prescription veterinary drugs, and the animal husbandry
industry has been limited to the use of veterinary prescription
drugs in inefficient and costly ways.

The legislation includes provisions reflecting an agreement
reached by the FDA and the regulated industries to create a new
animal drug category, “veterinary feed directive drugs,” which in-
cludes all animal drugs intended for use in feed that are limited
to use under the supervision of a licensed veterinarian. A veteri-
nary feed directive drug must be fed to animals only upon a lawful
veterinary feed directive issued by a licensed veterinarian in the
course of the veterinarian’s professional practice. The drugs, their
labeling, and the directive under which they are used are all to be
regulated by the FDA. Records must be kept as specified by the
FDA and must be made available for FDA inspection. Any distribu-
tor on animal feed bearing or containing a veterinary feed directive
drug must register with the FDA. Failure to follow FDA regulatory
requirements will result in the same penalties as any other viola-
tion of the Federal Food, Drug, and Cosmetic Act.

Adequate regulatory controls are therefore imposed to assure the
safe and effective use of these veterinary prescription drugs while
creating a more efficient and effective distribution system. This ap-
proach maintains public health protection but incorporates regu-
latory flexibility to accommodate the changing needs of the animal
husbandry industry.

Timeframes for approval

Present law requires FDA action on a new animal drug applica-
tion within 180 days. With the substantive and procedural changes
in the Federal Food, Drug, and Cosmetic Act under this legislation,
unimportant submissions will no longer be required, long and com-
plex applications will be replaced by shorter and more focused ap-
plications, the requirements for approval will be simplified, and
thus the reviews by FDA can be substantially shortened. Particu-
larly for animal drugs, the efficiencies created by this legislation
will substantially reduce the time and effort needed to review prod-
uct premarket approval applications. The committee concludes that
90 days is a reasonable statutory deadline for the future.

TITLE VIII—FOOD REGULATORY REFORM

Indirect food additives

There are two major categories of food additives: direct food addi-
tives, which are directly incorporated into food and are intended to
be ingested as part of the food supply; and indirect food additives,
which are used as processing aids, packaging materials, or other
food contact uses and are intended solely for these functional food
contact purposes rather than for human ingestion. Residues of indi-
rect food additives are in fact found in the food supply, but that is
an incidental result of their use and not their intended purpose.

Under the Food Additives Amendment of 1958, both of these two
quite different categories of food additives are subject to the same
procedures and requirements. Both require FDA premarket review
and the publication of a regulation specifying the conditions under
which they are approved for use.



62

These two categories of food additives also result in distinctly dif-
ferent impacts on the FDA workload. There is an average of only
about one new direct food additive approved by the FDA every 5
years. In contrast, there are dozens of indirect food additives under
consideration at any time. The current backlog of indirect food ad-
ditive petitions is substantial.

Because indirect food additives are intended only for food contact
rather than for any functional use as a component of the food sup-
ply, the risk that they present to the public health and safety is
minimal. There is no documented case of human harm caused by
an indirect food additive. Although public protection must continue
to be assured, the committee concludes that a different procedure
should be available for FDA review of indirect food additives than
is adopted for direct food additives in title IV of this legislation.

The legislation includes a simplified premarket notification pro-
cedure for indirect food additives in order to streamline the process
without sacrificing consumer protection against unsafe substances
in the food supply. Any person may submit a premarket notifica-
tion to the FDA for an indirect food additive at least 90 days prior
to marketing, with information demonstrating that the labeled use
of the product is safe. Within 90 days, the FDA must either ap-
prove or disapprove the notification and publish a notice in the
Federal Register. If the notification is approved, an appropriate
food additive regulation must be promulgated.

This simple procedure will allow the FDA to quickly dispose of
its existing inventory. It retains adequate public protection but rec-
ognizes that reduced regulatory control is appropriate in light of
the lower potential for public health risk. As is the case throughout
this act, the FDA retains the authority and responsibility to either
approve or disapprove indirect food additive petitions under this
simplified approach.

The FDA has recently initiated a “threshold of regulation” proc-
ess for considering exemptions of indirect food additives from the
requirement for premarket approval, after considering this ap-
proach for more than 25 years. Under the new FDA procedure, an
applicant may submit an application for an exemption in lieu of an
application for a regulation. Both approaches require an applica-
tion and both approaches require an FDA evaluation and response.
The savings in FDA time and effort cannot be determined at this
time. Since the FDA has, after years of study, set a specific human
exposure level that represents no potential safety risk (0.5 ppb in
the daily diet), the committee encourages the agency to consider
providing manufacturers with data demonstrating a lower exposure
an automatic exemption from the need for a regulation on the con-
dition that they maintain the documentation to support their ex-
emption for as long as the product is marketed and make the data
available to FDA upon request. It seems to the committee that this
would be a more effective and efficient method of handling this
matter. The committee will monitor the progress of the new thresh-
old of regulation approach to determine whether legislation is need-
ed to streamline it.
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Health claims of food products

Under section 403(r)(3)(a) of the Federal Food, Drug, and Cos-
metic Act, adopted under the Nutrition Labeling and Education Act
of 1990 (NLEA), health claims can be made for food products only
if explicitly approved by the FDA. From the beginning, it has been
the concern of Congress that health claims be authorized when
they are supported by sound science and are stated in a truthful,
nonmisleading manner in the context in which they are presented.
Such claims can promote public health by promptly communicating
the health benefits of foods as these benefits are discovered. Pre-
senting them at the point of purchase through food labeling can
dramatically and positively affect consumer purchasing decisions.

Unfortunately, the promised benefits of the original health
claims provisions of the NLEA have not been fully realized. The
FDA has established unduly stringent criteria for approving health
claims for food, resulting in the approval of very few health claims
available for use in only limited circumstances. In addition, as is
true with other areas of premarket approval, the health claims
process has become a regulatory bottleneck, preventing useful
claims from entering the market without undue delay.

The promised benefits of health claims have also not been fully
realized because the NLEA failed to give sufficient weight to the
determinations of authoritative bodies outside the FDA concerning
the validity of diet/disease relationships. There are a number of im-
portant federal public health agencies that, along with the National
Academy of Sciences (NAS), regularly make authoritative state-
ments concerning diet and disease relationships. The Surgeon Gen-
eral and the NAS have published authoritative books and reports
on such relationships. The National Cancer Institute (NCI) pub-
lishes pamphlets recommending food choices that can help reduce
the risk of cancer. The National Heart, Lung, and Blood Institute
(NHLBI) publishes information on diets that will reduce the risk
of heart disease. Nonetheless, the diet/disease relationships plainly
recognized in these materials may not be communicated through
food labeling unless the FDA first issues a rule specifically author-
izing claims concerning the particular diet/disease relationship.

The adverse impact this can have on public health came into
focus when the Centers for Disease Control and prevention (CDC),
recognizing the benefits of adequate folic acid intake among women
of childbearing age, issued a recommendation in 1992 stating:

All women of childbearing age in the United States who
are capable of becoming pregnant should consume 0.4 mg
of folic acid per day for the purpose of reducing their risk
of having a pregnancy affected with spina bifida or other
[neural tube defects]. [Centers for Disease Control, 41
Mobidity and Mortality Weekly Report (September 11,
1992).]

The CDC estimated that this recommendation could reduce the
number of cases of spina bifida and other neural tube defects in the
United States by 50 percent.

Despite the substantial evidence supporting the CDC rec-
ommendation, manufacturers were prohibited from making claims
about the folic acid/neural tube defect relationship until the FDA
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approved the claim. The FDA did not accept the CDC’s position, is-
suing a rule in January, 1993, prohibiting folic acid/neural tube de-
fect claims within months after the CDC’s recommendation was is-
sued. Several months later, despite any change in the scientific evi-
dence, the agency reversed itself. It proposed to authorize such
claims in October, 1993, and published a final authorizing regula-
tion in March, 1996.

There is no telling how many children were born with prevent-
able neural tube defects as a result of the FDA’s initial refusal to
accept the CDC’s recommendation and subsequent delay in promul-
gating a final regulation.

The amendments the legislation makes to section 403(r) of the
Federal Food, Drug, and Cosmetic Act would help to prevent prob-
lems such as the one witnessed with folic acid from occurring with
respect to other diet/disease relationships. The legislation recog-
nizes that authoritative scientific organizations within the Federal
Government, as well as the NAS, represent a unique and impor-
tant source of health information for the American public. Under
the legislation, authoritative publications of these organizations
can properly be used as the basis for a health claim in food labeling
without the need for further FDA approval or the promulgation of
a regulation. If this provision had been in effect, the information
linking inadequate dietary folic acid to an increased risk of neural
tube defects could have been made broadly available to the Amer-
ican public through food labeling more than 3 years earlier.

While this legislation eliminates the need for FDA approval of in-
formation contained in authoritative publications issued by Federal
public health agencies and the NAS, it retains the NLEA require-
ment that all health claims satisfy the “disqualifying nutrient lev-
els” established by the FDA. In addition, nothing in this legislation
is intended to limit the FDA’s power to prohibit false or misleading
claims under sections 403(a) and 201(n) of the Federal Food, Drug,
and Cosmetic Act. The agency may take action against a claim that
is stated in such a manner as to mischaracterize the authoritative
statement, conclusion, or recommendation upon which it is based,
or that otherwise misleads.

The legislation requires that, at least 90 days prior to introduc-
ing a food bearing a new health claim authorized under this sec-
tion, a manufacturer or distributor notify the FDA of the basis for
the claim. This notification requirement will enable the FDA to
identify misleading claims and notify manufacturers or distributors
where such claims may merit enforcement action. The FDA retains
the full panoply of enforcement powers the agency has historically
possessed to remedy misleading claims, including the powers of sei-
zure, injunction, and criminal penalties. In addition, the FDA may
initiate a rulemaking to define a health claim if the agency deter-
mines that such regulations are necessary to assure that specific
claims are made in a truthful, nonmisleading manner.

Delaney clause reform

During its consideration of S. 1477, the committee discussed a
proposed amendment to reform the Delaney clause. Because there
was inadequate time to consider the matter fully, the proposed
amendment was withdrawn. The committee recognizes; however,
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the importance of this issue. Every recent FDA Commissioner, has
supported a reevaluation and revision of the Delaney clause to re-
flect more recent scientific and technical advances. The Delaney
clause made sound policy sense when it was enacted almost 40
years ago, but scientific advances in the intervening years have
made it obsolete. Both the FDA and the EPA now rely on quan-
titative risk assessment and other forms of scientific analysis to
regulate carcinogenic substances and have administratively adopt-
ed the approach of accepting insignificant or negligible risk rather
than imposing a zero tolerance for potential carcinogens.

Incentive for research and development of new food and color addi-
tives

The committee briefly discussed market exclusivity as an incen-
tive for research and development of new food and color additive
products. The provision would be similar to the existing law that
applies to new prescription drugs. Due to time constraints, the
matter was not formally presented to the committee. However, sev-
eral members indicated an interest in pursuing this matter further.

TITLE IX—ESTABLISHMENT FOR CENTERS FOR EDUCATION AND
RESEARCH ON DRUGS, DEVICES, AND BIOLOGICAL PRODUCTS

Centers for education and research on drugs, devices, and biological
products

As this report has noted, there are many not-yet-approved uses
for new drugs, biological products, medical devices, and animal
drugs, for which there is no economic incentive for the pharma-
ceutical industry to undertake research. To fill this gap, the legisla-
tion authorizes the appropriation of funds to establish a grant pro-
gram administered by the FDA to establish, through awarding
peer-reviewed grants, a consortium of at least three centers for re-
search and education. It is expected that grants for these centers
will be made to academic medical centers having programs, for ex-
ample, in clinical pharmacology, with the requisite expertise to con-
duct appropriate educational and research programs. These centers
will become responsible for conducting needed clinical and labora-
tory research on matters that otherwise would not receive adequate
medical and scientific attention.

It is the intention of the committee that this research not dupli-
cate privately funded research or be conducted in areas where
there are already incentives for such private research. The funds
granted under this provision should be used to fill in the gaps of
scientific and medical knowledge where information is now lacking
and private research is unlikely. No organization has been estab-
lished to conduct this type of research, and these funds will provide
a modest beginning. In addition, coordinated educational programs
will be conducted for health care providers, pharmacists, and the
public on topics such as recognition and anticipation of adverse
drug reactions and drug interactions, individualized dosage in the
elderly, children, women, or patients with abnormal kidney, liver,
or heart function and other areas not likely to be adequately ad-
dressed by currently available programs. The committee intends to
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review the progress made under this program in the coming years
to determine whether it should be retained, modified, or revoked.

TITLE X—PROGRAM IN CLINICAL PHARMACOLOGY

The legislation extends the authority and authorization of appro-
priations through fiscal year 1998 for a clinical pharmacology train-
ing program originally authorized under section 2(b) of Public Law
102-222.

V. CoSsT ESTIMATE

A Letter From Congressional Budget Office requested March,
1996, has not been received to date, June 20, 1996. Due to time
constraints, the CBO Report will be added to this report at a later
date, when it is received.

VI. REGULATORY IMPACT STATEMENT

The committee has determined that this legislation will reduce
the regulatory burden of paperwork that currently exists in the
FDA premarket approval of new products.

VII. SECTION-BY-SECTION ANALYSIS

Sec. 1. Short title

Section 1 provides that the act be cited as the “Food and Drug
Administration Performance and Accountability Act of 1996.”

Sec. 2. Table of contents
Section 2 contains the table of contents.

Sec. 3. References

Section 3 provides that all references are to the Federal Food,
Drug, and Cosmetic Act (FFDCA) unless otherwise expressly pro-
vided.

TITLE I—MISSION AND ACCOUNTABILITY

Sec. 101. Short title

Section 101 provides that the title be cited as the “Food and
Drug Administration Regulatory Reform Act of 1996.”

Sec. 102. The mission of the Food and Drug Administration

Section 102 amends section 903(a) of the FFDCA to provide that
the mission of the FDA is to promote and protect the health of the
American public by facilitating the rapid and efficient development
and availability of products, protecting the public from unsafe or
ineffective products, and enforcing the law in a timely, fair, consist-
ent, and decisive manner.

Sec. 103. Performance standards and review

Section 103 amends section 903(b) of the FFDCA to require the
FDA within 180 days of enactment, after consultation with outside
individuals and organizations, to establish quantifiable perform-
ance standards for action on certain submissions and applications
and the scheduling of advisory committee meetings and action
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taken following those meetings. The performance standards shall
be reviewed annually by the FDA and, after further consultation
with outside individuals and organizations, may be revised. The
performance standards shall establish objectives that expedite clin-
ical investigation and applications for new products for an imme-
diately life-threatening disease or condition or for any other serious
condition if the product provides therapy or a tool for diagnosis or
monitoring such a disease or condition not available from other ap-
proved products or significant improvement over other approved
products; reduce backlogs on all applications with the objective of
eliminating backlogs by January 1, 1998; establish a schedule to
bring the FDA into full compliance with statutory time periods by
July 1, 1998, and improve the consistency and fairness of the FDA
regulatory process. The FDA is required to prepare and publish in
the Federal Register an annual report providing detailed data on
the actual performance relating to each of the types of actions sub-
ject to a performance standard, comparing the actual performance
with the standard, describing priorities, analyzing any failure to
achieve a standard, identifying regulatory policies that have a sig-
nificant impact on performance and analyzing how they could be
modified in order to achieve compliance with the standards, and
setting forth a plan to achieve compliance with the standards that
have not been met. The report must include a full statistical pres-
entatilon relating to all applications and petitions for product ap-
proval.

Sec. 104. Interagency collaboration

Section 104 amends section 903(b) of the FFDCA to require the
Secretary to foster collaboration with the National Institutes of
Health and other science-based agencies to enhance the scientific
expertise available to the FDA for the evaluation of emerging medi-
cal therapies and advancement in nutrition and food science.

Sec. 105. Information system

Section 105 adds a new section 906 to the FFDCA to require the
FDA to establish and maintain an information system to track the
status and progress of all applications for product approval. The
system must permit access by the applicant.

Sec. 106. Policy statements

Section 106 amends section 701(a) of the FFDCA to provide that
the FDA must establish a procedure governing the development
and use of all policy statements of general applicability that pro-
vide guidance relating to the conduct of testing or the content of
applications for product approval. The procedure must provide an
opportunity for public participation prior to FDA adoption of a pol-
icy statement unless there is a public health need to issue the doc-
ument immediately. The FDA is required to establish a procedure
for the compilation and publication of all policy statements.

Sec. 107. Scientific review groups

Section 107 amends section 904 of the FFDCA to establish re-
quirements for scientific review groups that are used as advisory
committees.
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Section 904(b) provides that the FDA Commissioner may not del-
egate the appointment and oversight authority for advisory com-
mittees.

Section 904(c) provides membership and meeting requirements
for advisory committees. The Commissioner is required to consult
with an advisory committee in determining the matters that the
committee will consider and in establishing an appropriate agenda.
The specific matters and questions to be discussed in an advisory
committee meeting shall, if feasible, be publicly announced in the
Federal Register at least 30 days prior to the date of the meeting.
Advisory committee members serve for a term of 3 years, which
may be renewed for a second term. The chairperson must have
served at least 3 years before becoming chairperson and may be re-
newed for a third term. Advisory committee members shall be
given adequate education and training. Advisory committees shall
have regular meetings, at appropriate intervals and for a sufficient
length of time necessary to handle all matters that come before
them. The meetings shall occur not less than 3 times each year un-
less there are reasons for fewer meetings.

Section 904(d) provides for access information and participation
by interested persons in advisory committee meetings. When an ad-
visory committee reviews a product application, the FDA must pro-
vide the applicant with copies of all documents relating to the ap-
plicant’s submission provided to the advisory committee, at the
same time that they are given to the advisory committee. The ap-
plicant shall have an opportunity to provide its own documents to
the advisory committee, through the FDA. Advisory committee
meetings shall provide adequate time for initial presentations and
for response to any differing views, and shall encourage free and
open participation by all interested persons.

Section 904(e) provides that, within 60 days after an advisory
committee makes its conclusions and recommendations on any mat-
ter, the FDA official responsible for the matter must review those
conclusions and recommendations, make a final determination, and
notify the affected persons. If the FDA determination differs from
the advisory committee conclusions and recommendations, the rea-
sons for the difference must be specified.

Sec. 108. Appeals within the Food and Drug Administration

Section 108 adds a new section 907 to the FFDC to provide for
appeals within FDA.

Section 907(a) provides that the FDA must establish a system for
internal appeals from any decision by an employee, except for for-
mal administrative or judicial proceedings. As the final stage in the
internal appeals system, the FDA shall provide for the right to re-
quest an evaluation by an appropriate advisory committee on a
matter involving a significant scientific issue. The FDA must make
publicly known the existence of the internal appeal system and the
procedures involved.

Section 907(b) provides for appeal by an applicant or sponsor of
any significant scientific issue to an advisory committee. The advi-
sory committee shall review the request and determine whether to
conduct an evaluation, within 30 days after the FDA receives the
request. Significant scientific issues that an advisory committee
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may evaluate include, but are not limited to, matters involving an
FDA hold on a clinical investigation, an FDA refusal to file a prod-
uct application, a protocol design, and other decisions relating to
pending product applications where the same issue has not pre-
viously been reviewed by an advisory committee. If the advisory
committee agrees to evaluate an issue, it shall be scheduled for the
next meeting.

Section 907(c) provides for additional informal and formal appeal
procedures. The FDA is authorized to sue such additional proce-
dures as may be considered useful. These include, but are not lim-
ited to, panels of qualified FDA officials, panels of qualified govern-
ment employees who are not FDA employees, and outside medi-
ators and arbitrators. Such panels are not subject to the Federal
Advisory Committee Act.

Section 907(d) provides that, within 60 days after any matter ap-
pealed under this section has been the subject of conclusions and
recommendations, the FDA official responsible for the matter shall
personally review those conclusions and recommendations, make a
final determination on the matter, and notify the parties. If the
FDA determination differs from the conclusions and recommenda-
tions of the group that reviewed the matter, the reasons for the dif-
ference must be specified.

Sec. 109. Appointment and term of the Commissioner of Food and
Drugs

Section 109 amends section 903(b)(1) of the FFDCA to limit the
term of the Commissioner of Food and Drugs to 1 term of 5 years.
The commissioner may be removed from office only pursuant to a
finding by the President of neglect of duty or malfeasance in office.
The present Commissioner is excluded from this provision.

TITLE II—EXPEDITED ACCESS TO PRODUCTS FOR SERIOUSLY ILL
PATIENTS

Sec. 201. Short title

Section 201 provides that the title be cited as the “Patient Rights
Regulatory Reform Act of 1996.”

Sec. 202. Access to unapproved therapies

Section 202 adds a new section 551 to the FFDCA to provide for
expanded access to unapproved therapies and diagnostics.

Section 551(a) provides that any person, through a licensed
health care practitioner or professional, may request from a manu-
facturer or distributor, and the manufacturer or distributor may
provide after compliance with the investigational provisions of the
FFDCA, an investigational drug (including a biological product) or
device for the diagnosis, monitoring, or treatment of a serious dis-
ease or condition, an immediately life-threatening or seriously de-
bilitating disease or conditions and any other disease or condition
designated by the FDA as appropriate for expanded access. This
provision applies only if the person has no comparable or satisfac-
tory alternative therapy, the risk to the person from the investiga-
tional product is not greater than the risk from the disease or con-
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dition, and the sponsor and investigators comply with the require-
ments for an investigational drug or device.

Section 551(b) provides that a manufacturer or distributor may
submit to the FDA one or more expanded access protocols, subject
to the requirements for investigational drugs and devices. The pro-
tocols may include any form of use of the drug or device outside
a clinical investigation prior to approval for marketing, including
protocols for treatment use, parallel track, single patient use, emer-
gency use, and uncontrolled trials.

Section 551(c) provides that a manufacturer or distributor may
charge for an investigational drug or device under an expanded ac-
cess protocol, but the price may not be more than necessary to re-
cover the costs of manufacture and handling. The FDA must be no-
tified in advance of assessing any such charge.

Section 551(d) requires the FDA to inform national, State, and
local medical associations and societies, voluntary health associa-
tions, and other appropriate persons about the availability of inves-
tigational drugs and devices under expanded access protocols.

Sec. 203. Expanding humanitarian use of devices

Section 203 amends section 520(m) of the FFDCA to require the
FDA to approve or deny a humanitarian device application within
30 days of receipt and to eliminate limitations upon the term of an
expanded access protocol and the requirement for FDA regulations
to implement the provision.

Sec. 204. Expediting approval of new drugs, biologics, and medical
devices for serious conditions

Section 204(a) amends section 505(c)(1) of the FFDCA to provide
that an application for approval for a new drug or biological prod-
uct that is intended for use for an immediately life-threatening or
serious disease or condition and that provides therapy or diagnosis
not available for another approved drug or biological product or of-
fers significant improvement over another approved drug or biologi-
cal product shall be acted upon within 180 days after receipt.

Section 204(b) amends section 515(d)(1)(A) of the FFDCA by
similarly providing that applications for the approval of class III
devices that meet these criteria shall also be acted upon within 180
days. This amendment is made effective on July 1, 1998.

TITLE III—REVITALIZING THE INVESTIGATION OF NEW PRODUCTS

Sec. 301. Short title

Section 301 provides that the title be cited as the “Investiga-
tional Products Regulatory Reform Act of 1996.”

Sec. 302. Timely review and reasonable data requirements for clini-
cal research on drugs and biological products

Section 302 amends section 505(i) of the FFDCA to add two new
paragraphs relating to the clinical investigation of new drugs.

Section 505(i)(2) provides that a clinical investigation of a new
drug (including a biological product) may begin 30 days after the
FDA receives from the sponsor notification of the investigation, un-
less within the 30-day period the FDA informs the sponsor in writ-
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ing that the investigation may not begin and specifies the basis for
the decision and the information that is needed in order for the
clinical investigation to commence. Within 1 year after the date of
enactment, after consultation with individuals and organizations,
the FDA is required to publish in the Federal Register criteria for
the type and amount of information relating to the safety of an in-
vestigational drug that must be included in such a notification. In
establishing these criteria, the FDA must take into account the rec-
ommendations of the International Conference on Harmonization of
Technical Requirements for Registration of Pharmaceuticals for
Human Use. The FDA must periodically review, and may revise,
these criteria. The FDA must also establish a mechanism to insure
the fair and consistent application of safety standards for clinical
investigations.

Section 505(i)(3) provides that, in order to place a clinical hold
on any ongoing investigation, the FDA must determine that such
action is necessary for the protection of human subjects. If the FDA
does place a clinical hold on an investigation, the agency must im-
mediately advise the applicant in writing of such action and pro-
vide an opportunity to meet within 10 working days. The FDA is
required to provide to the sponsor a written list of conditions for
the withdrawal of the clinical hold. A written request from the
sponsor for the removal of the clinical hold must receive an FDA
decision in writing and specifying the reasons therefore within 20
days of the receipt of the request.

Sec. 303. Timely review and reasonable data requirements for clini-
cal research on devices

Section 303 amends section 520(g) of the FFDCA, which relates
to the clinical investigation of medical devices.

Section 520(g)(6) provides that the provisions relating to the
amount of information on the safety of an investigational drug, and
insuring the fair and consistent application of safety standards for
clinical investigations, in new sections 505(i)(2) (B) and (C) shall
apply to medical devices.

Section 520(g)(7) provides that the FDA must, within 120 days
of enactment, amend its current regulations relating to investiga-
tional devices to reflect the new law. The regulations must permit
developmental changes in devices in response to information col-
lected during an investigation without the additional approval of
an investigational device exemption or supplement if the sponsor
determines that the changes do not constitute a significant change
in design or basic principles of operation. The new regulations
must also permit, without approval of a supplement, changes in
clinical protocols that do not affect the validity of the data obtained
from the approved protocol, if the changes do not affect patient pro-
tection.

Sec. 304. Sense of the committee concerning mutual recognition
agreements

This section indicates that it is the sense of the committee that
the Secretary of Health and Human Services, in consultation with
the Secretary of Commerce, should move toward the acceptance of
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mutual recognition agreements reached between the European
Union and the Food and Drug Administration.

Sec. 305. Collaborative research design

Section 305 amends Chapter V the FFDCA to add a new section
552 on collaborative research design.

Section 552(a) provides that any person who intends to sponsor
a preclinical or clinical investigation of a drug or device may re-
quest a meeting with the FDA to review one or more protocols.
Such a request must be in writing and include the proposed proto-
col. The FDA must meet with the person within 30 days and pro-
vide a written review of the protocol, including any deficiencies. A
written summary shall be made of the meeting, which shall be
made part of the FDA product review file.

Section 552(b) provides that agreements reached through meet-
ings with respect to a protocol may be modified only by mutual con-
sent, by the sponsor unilaterally if the change would not require
FDA approval, and by the DFA unilaterally only by the director of
the responsible FDA office in writing, and specifying the scientific
or clinical need.

Section 552(c) provides that appeals from an adverse FDA deci-
sion disapproving or modifying a protocol may be made under new
section 907 of the FFDCA.

Section 552(d) provides that the FDA must issue guidelines
under this provision, which shall address the responsibilities both
of the person requesting the meeting and of the FDA. Repeated
failure to follow the guidelines may be grounds for a refusal by the
FDA to meet with a person.

TITLE IV—EFFICIENT, ACCOUNTABLE, AND FAIR PRODUCT REVIEW

Sec. 401. Short title

Section 401 provides that the title be cited as the “Product Re-
view Regulatory Reform Act of 1996.”

Sec. 402. The content and review of an application

Section 402 amends chapter VII of the FFDCA to add a new sub-
chapter D on review of applications and to add a new section 741
on content and review of an application.

Section 741(a) provides that this section applies to any applica-
tion or related submission for approval or clearance of a food addi-
tive, new drug, device, biological product, new animal drug, animal
feed bearing or containing a new animal drug, or color additive.

Section 741(b) requires the FDA to publish in Federal Register
within 60 days of enactment a mechanism to insure the fair and
consistent application of filing requirements.

Section 741(c) establishes a proceed for determining the classi-
fication of a product as a drug, biological product, or device, or the
organizational component of the FDA that will regulate the prod-
uct. The FDA must provide a written statement of the classification
of the product or the component of the FDA that will regulate the
product upon request. The FDA statement is binding and may not
be changed by the FDA except with the written agreement of the
person. If the FDA does not provide the statement within 60 days,
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the classification and component designated by the person submit-
ting the request shall be final and binding upon the FDA and may
not be changed without the written agreement of the person.

Section 741(d) provides that, within 1 year after enactment, the
FDA must consult with individuals and organizations and publish
in the Federal Register criteria for the type and amount of informa-
tion relating to safety and effectiveness to be included in a product
approval application. The FDA must consider any recommenda-
tions of the International Conference on Harmonization of Tech-
nical Requirements for Registration of Pharmaceuticals for Human
Use is establishing the criteria for drugs.

Sec. 403. Contracts for expert review

Section 403 amends chapter VII of the FFDCA to add a new sec-
tion 742 on contracts for expert review.

Section 742(a) authorizes the FDA to contract with outside orga-
nizations and individuals with relevant expertise to review, evalu-
ate, and make conclusions and recommendations to FDA on parts
or all of any product application. The FDA retains full authority to
make determinations with respect to the approval or disapproval of
any product. User fee funds may be used for external review of any
drug for which a user fee was paid.

The FDA is required to use this authority to contract for the ex-
pert review of categories of indirect food additives and 510(k) sub-
missions. The FDA is also required to use this authority whenever
contracts will improve the efficiency, timeliness, and quality of the
review of applications, petitions, and notifications for the approval
or clearance of new drugs, new animal drugs, biological products,
or food additives; and whenever contracts will increase the sci-
entific or technical expertise necessary to keep informed of emerg-
ing new therapies and technologies posing significant new scientific
and technical issues. In all cases, the FDA retains full authority to
make determinations with respect to the approval or disapproval of
a product.

Section 742(b) provides that, within 90 days of the date of enact-
ment, the FDA shall by regulation establish the requirements an
organization shall meet to be eligible to conduct expert reviews
under subsection (a). The regulations are required to provide for
the protection of confidential or proprietary information and for
protection against conflicts of interest.

Section 742(c) provides that, when expert review is used under
this section, the FDA official responsible for the matter shall per-
sonally review the conclusions and recommendations of the expert
review organization or individual and shall make a final decision
regarding the matter within 60 days but not later than the applica-
ble time prescribed for review of an application as set forth in other
provisions of the FFDCA.

Section 742(d) requires the FDA to provide a report to Congress
on the use of outside individuals and organizations for expert re-
views under this section. The report must include and evaluation
of the extent to which such contracts improved the efficiency of re-
view and expertise available to the FDA.
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Sec. 404. Prompt and efficient review

Section 404 amends chapter VII of the FFDCA to add a new sec-
tion 743 on prompt and efficient review of product applications.

Section 743(a) provides that the product review provisions in this
section apply to all of the applications and other related submis-
sions for human food additives, animal feed additives, new drugs,
new animal drugs, animal feed bearing or containing a new animal
drug, premarket notification for medical devices, premarket ap-
proval for medical devices, and color additive petitions.

Section 743(b) requires the FDA to establish procedures and poli-
cies to facilitate a collaborative review process between the FDA
and the applicant. This process must include open, informal, and
prompt communications. Except for substantial equivalence deter-
minations for devices, meetings must be held before the expiration
of half of the statutory time period for review and before the expi-
ration of three-quarters of such period, or within 15 days after an
advisory committee has convened and made recommendations on
an application, except for substantial equivalence determinations
for medical devices. By mutual consent, the FDA and the applicant
may establish a different schedule. Prior to these meetings, the
FDA must present to the applicant in writing a description of any
deficiencies and the information necessary to bring the application
into a form which would require approval. Any agreement between
the FDA and the applicant to supersede these procedures and poli-
cies must be in writing and specify the changes involved.

Section 743(c) provides that, beginning July 1, 1998, if the FDA
fails to meet a time period for action on an application for a new
drug, device, biological product, or new animal drug that offers a
significant improvement over existing products, or a petition for a
direct food additive that has the potential to make foods more
wholesome and contribute to a healthier diet, and the product has
already been approved for marketing in the European Union or the
United Kingdom, upon the request of the applicant the FDA shall
within 30 days either approve or disapprove the application and
notify the applicant. If the FDA disapproves the application, the
notification must set forth the reasons for the disapproval.

A person whose application has been disapproved may obtain ju-
dicial review under existing provisions in the FFDCA relating to ju-
dicial review.

Section 743(d) provides that, beginning July 1, 1998, if the FDA
in any fiscal year fails to meet the statutory time period for at least
95 percent of the applications in a particular product category, the
FDA shall in the following year, with the consent of the applicant,
contracts with expert individuals and organizations under section
742 to review new applications for that particular product category
and any applications already under agency review for that particu-
lar product category. Within 60 days of receiving the outside re-
view, but no later than the time period for review set forth in the
FFDCA, the FDA must either approve or disapprove the applica-
tion and, in the case of a disapproval, notify the applicant in writ-
ing of the basis for the disapproval.
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Sec. 405. Good manufacturing practice inspection

Section 405 amends chapter VII of the FFDCA to add a new sec-
tion 744 governing good manufacturing practice (GMP) inspection.

Section 744(a) provides that the FDA may accredit organizations
to conduct inspections under section 704 to evaluate compliance
with applicable GMP requirements.

Section 744(b) provides that, if the FDA elects to accredit organi-
zations to conduct GMP inspections under section 704, within 90
days of the date of enactment the agency shall establish the re-
quirements that an organization shall meet to be eligible to be ac-
credited. The regulation must provide for the protection of con-
fidential or proprietary information and protection against conflicts
of interest.

Section 744(c) provides that, within 90 days after the FDA re-
ceives an application for accreditation, the agency shall review it
and determine whether it is in compliance with the applicable re-
quirements. The FDA shall grant accreditation, or shall deny ac-
creditation and specify the reasons and the requirements that shall
be met to obtain accreditation, within the 90 days.

Section 744(d) authorizes the FDA at any time to revoke accredi-
tation for failure to comply with applicable requirements, after
specifying in writing the reasons for the revocation and the require-
ments that shall be met to retain accreditation and after an infor-
mal hearing on the revocation.

Section 744(e) provides that an accredited organization that con-
ducts an inspection under this section at the request of the FDA
shall apply all relevant good manufacturing principles establish in
the FFDCA and FDA regulations, provide to the FDA and the man-
ufacturer within 30 days after the inspection a report of the find-
ings, and immediately provide the FDA with a notice of any condi-
tion that would cause or contribute to a significant threat to the
public health.

Sec. 406. Environmental impact review

Section 406 amends chapter VII of the FFDCA to add a new sec-
tion 745 dealing with environmental impact review.

Section 745 provides that, notwithstanding any provision of other
law, no action by the FDA under the FFDCA shall be subject to the
requirement of an environmental assessment, environmental im-
pact statement, or other environmental consideration unless the di-
rector of the FDA office responsible for the action involved dem-
onstrates, in writing and specifying the basis, that there is a rea-
sonable probability that the environmental impact of the action is
sufficiently substantial and within the factors that the FDA is au-
thorized to consider under the FFDCA and that consideration of
that impact will directly affect the decision on the action.

Sec. 407. Effectiveness, outcome, and cost-effectiveness standards

Section 407 amends section 741, as added by section 402, to add
three limitations with respect to the determination of product effec-
tiveness.

Section 741(e) provides that, in reviewing an application for a
new drug, biological products, new animal drug, animal feed bear-
ing or containing a new animal drug, or device, the determination
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of effectiveness shall not include evaluation of any potential use not
include in the labeling, the cost-effectiveness of the product as com-
pared to the cost-effectiveness of a similar product unless the pro-
posed labeling explicitly includes a representation about cost-effec-
tiveness, and the clinical outcome resulting from the use of a diag-
nostic device unless the labeling explicitly includes a representa-
tion regarding clinical outcome.

Sec. 408. Definition of a day for purposes of product review

Section 408 amends section 201 of the FFDCA to add to following
definition of a “day” for purposes of reviewing product applications
and similar submissions. The term “day” means a calendar day
during which FDA has responsibility to review a submission, and
excludes those days during which the applicant is responding to re-
quests from the FDA.

Sec. 409. Alternative approval of supplemental new drug applica-
tions

Section 409 provides that the FDA shall establish in the ederal
Register performance standards for the prompt review of supple-
mental applications for approved products within 180 days after
enactment. The FDA must also issue guidance within 180 days to
clarify the requirements and facilitate the submission of data to
support approval of such supplemental applications. The guidance
shall clarify circumstances in which published studies may be the
basis for approval, specify data requirements that will avoid dupli-
cation of previously submitted data, and define supplemental appli-
cations that are eligible for priority review. The FDA is required
to designate an individual in each center (except food) with respon-
sibility for encouraging prompt review of supplemental applications
and working with sponsors to facilitate the development and sub-
mission of data to support such supplemental applications. The
FDA shall implement programs and policies to foster collaboration
between the FDA, the National Institutes of Health, and others, to
identify published and unpublished studies to support supple-
mental applications and to encourage sponsors to make application
or to conduct further research in support of an application based
on such studies.

Sec. 410. Pediatric studies marketing exclusivity

Section 410 amends chapter V of the FFDCA to add the following
new section 505A regarding pediatric studies for new drug applica-
tions.

Section 505A(a) provides for an additional 6 months of market
exclusivity for a new drug for which reports of pediatric studies are
included in an application after the date of enactment.

Section 505A(b) provides for an additional 6 months of market
exclusivity where FDA makes a written request for pediatric stud-
ies for a previously approved new drug and such studies are com-
pleted and accepted by the FDA.

Section 505A(c) provides the criteria for the pediatric studies
that are subject to this section. The FDA may enter into an agree-
ment for specific studies to be conducted by an applicant. If the ap-
plicant and the FDA agree upon written protocols for such studies,
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the requirement for market exclusivity is satisfied upon the com-
pletion of the studies in accordance with the protocols and the sub-
mission of the reports of the FDA. Within 60 days after submission
of the report of the studies, the FDA must determine if they were
conducted in accordance with the written protocols and reported as
required, and so notify the applicant. If there is no agreement in
writing on the protocols for the studies, the requirement for market
exclusivity is satisfied when the studies have been completed and
the reports accepted by the FDA. Within 90 days after submission
of the reports of the studies, the FDA shall accept or reject the re-
ports and so notify the applicant. The FDA’s responsibility in ac-
cepting or rejecting the reports shall be limited to determining that
the studies fairly respond to the written request, that the studies
have been conducted in accordance with commonly accepted sci-
entific principles and protocols, and that they have been reported
in accordance with the FDA requirements for filing.

Section 505A(d) provides that, if a section 505(b)(2) new drug ap-
plication or an abbreviated new drug application for a drug may be
made effective after submission of reports of pediatric studies but
before the FDA has determined whether the requirements of sub-
section (c) have been satisfied, the FDA may delay the effective
date of any such other approvals until the determination is made
under subsection (c), not to exceed 90 days. If the requirements of
subsection (c) are satisfied, the 6-month market exclusivity period
shall begin on the date that such other approvals would have been
permitted absent action under this provision.

Section 505A(e) requires the FDA to publish notice of any deter-
mination that the provisions of this section have been met and that
additional market exclusivity has been granted.

Section 505A(f) defines “pediatric studies” to mean at least one
human clinical investigation in a population of adolescent age or
younger. At the discretion of the FDA, pharmacokinetic studies
may be considered as clinical investigations.

Sec. 411. Notifications for device market clearance

Section 411 amends section 510(k) of the FFDCA to clarify that
the submission to the FDA is a notification and not a report.

TITLE V—DRUG AND BIOLOGICAL PRODUCTS REGULATORY REFORM

Sec. 501. Short title

Section 501 provides that the title be cited as the “Drug and Bio-
logical Product Regulatory Reform Act of 1996.”

Sec. 502. New drug approval standard

Section 501 amends section 505(d) of the FFDCA to add at the
end thereof a new sentence which states that substantial evidence
of effectiveness may consist of data from one adequate and well-
controlled clinical investigation and confirmatory evidence (ob-
tained either before or after such investigation).

Sec. 503. Pilot and small-scale manufacture

Section 503 amends section 505(c) of the FFDCA to provide that
a new drug or biological product may be approved by the FDA on
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the basis of manufacture in a pilot or other small facility prior to
scaling up to a larger facility, unless the FDA demonstrates, in
writing and specifying in detail the reasons after an informal hear-
ing, that a full scale production facility is necessary to ensure safe-
ty or effectiveness.

Sec. 504. Manufacturing changes

Section 504 amends chapter VII of the FFDCA, as amended by
section 406, to add a new section 746 on manufacturing changes.

Section 746(a) provides that the new section applies to new
drugs, biological products, and new animal drugs.

Section 746(b) provides that a change in the manufacture of a
new drug, a biological product that is the subject of an official
monograph or that can be adequately characterized by chemical,
physical, or biological means, or a new animal drug, shall require
validation. If there is no change in the approved qualitative and
quantitative formulation or in the approved release specifications,
or if any such change is of a type permitted by FDA regulations,
the manufacturing change may be made at any time and shall be
reported annually to the secretary. Any other change shall require
completion of an appropriate study demonstrating equivalence ac-
cording to criteria established by the FDA unless that requirement
is waived by the FDA, may be made at any time, and shall be re-
ported to the FDA through a supplement or amendment submitted
at the time the change is made.

Section 746(c) applies to changes in biological products that are
not subject to an official monograph and cannot adequately charac-
terized by chemical, physical, or biological means. These changes
also require validation. If the change relates solely to the modifica-
tion of the manufacturing facility or personnel, with no change in
the process or release specifications, it may be made at any time
and shall be reported annually to the secretary. Any other change
shall require completion of a bioassay or other appropriate study
demonstrating equivalence according to criteria established by the
FDA unless such requirement is waived by the FDA, may be made
at any time, and shall be reported to the FDA through an amend-
ment submitted at the time the change is made.

Section 746(d) provides that, prior to approval of a biological
product, a determination shall be made whether the product can be
adequately characterized for purposes of this section. Such a deter-
mination shall be made with respect to previously approved biologi-
cal products within 90 days after the date of enactment. Any deter-
mination under this subsection is subject to change based upon
new scientific information.

Sec. 505. Insulin and antibiotics

Section 505 repeals sections 506 and 507 of the FFDCA, which
currently govern the approval and certification of insulin and anti-
biotics. As a conforming amendment, section 802 is amended to
permit the continued exportation of unapproved insulin and anti-
biotic drugs without regard to the export provisions that otherwise
apply to new drugs if they meet the requirements of section
801(e)(1).
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Sec. 506. Modernization of regulation of biological products

Section 506 amends section 351 of the Public Health Service Act
to revise the provisions under which biological products are regu-
lated.

Section 506(a) revises section 351(a) of the Public Health Service
Act to require that no person shall introduce or deliver for intro-
duction into interstate commerce any biological product unless a li-
cense is in effect and each package is properly marked. The license
shall, as determined by the Secretary, cover the biological product
or the facility in which the product is manufactured, or both. The
FDA shall establish, by regulation, requirements for license appli-
cations. License applications shall be approved based upon a dem-
onstration that the biological product is safe and effective in ac-
cordance with sections 505(c) and 505(d); or meets standards de-
signed to ensure that the product is safe, pure, and where appro-
priate, potent and that the methods, facilities, and controls used for
manufacture, processing, packing and holding meet designated
standards. A license application that covers a facility shall ensure
that the product meets appropriate standards. A license application
for blood or a blood component shall be approved based on a dem-
onstration that the product is safe, pure, and where appropriate,
potent, and that the facility meets appropriate standards. Require-
ments for approval of biological products shall include preapproval
inspection and agreement to permit facility inspections.

An approved license for a biological product may be revoked after
an opportunity for a hearing if the FDA determines that the re-
quirements for approval are no longer met or that other public
health reasons, prescribed by regulation, exist. Revocation may not
occur prior to an opportunity for a written response submitted by
the licensee within 30 days of the date of receipt of inspectional
findings. Revocation of a product licenses shall not prevent the con-
tinued use of a licensed biological product unless the product is
subject to recall. If the licensee requests an inspection before the
FDA has taken final action to revoke a license, the FDA shall con-
duct an inspection within 30 days. If the inspection confirms that
the licensee is not in compliance with applicable standards, the 30-
day requirement for inspection shall not apply to any subsequent
request. If the inspection confirms that the licensee is in compli-
ance with all applicable requirements, the FDA must withdraw any
proposed action. Where the FDA determines that grounds for li-
cense revocation exist that constitute a danger to health, the FDA
shall suspend the license and initiate the hearing process within 30
days.

An investigational biological product subject to the investiga-
tional new drug provisions, including section 505(i) of the FFDCA.

Section 506(b) amends section 351(d) of the Public Health Service
Act to repeal the requirement for a separate establishment license.

Section 506(c) amends section 251(b) of the Public Health Service
Act to provide that no person shall falsely label any biological prod-
uct.

Section 506(d) amends section 351(c) of the Public Health Service
Act to conform the language to the other changes made in this sec-
tion.
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Section 506(e) amends section 351 of the Public Health Service
Act to add a new subsection (i) to define the term “biological prod-
uct.” The definition conforms to existing provisions of law. Sections
505(i), 903, and 904 of the FFDCA Act, which relate to investiga-
tional new drugs and advisory committees, are applicable to bio-
logical products. Requirements involving labeling and advertising
for biological products are required to be established in accordance
with the provisions in sections 201(m) and 502(n) of the FFDCA,
which apply to labeling and advertising for drugs.

Sec. 507. Effective medication guides

Section 507 amends chapter IX of the FFDCA, as amended by
section 108, to add a new section 908 regarding effective medica-
tion guides.

Section 908(a) requires the FDA within 30 days of enactment to
request national health care organizations to develop a long-range
comprehensive plan relating to the provision of oral and written
prescription drug information to consumers. The plan must be con-
sistent with the goals of the recent FDA-proposed regulation gov-
erning medication guide requirements for prescription drugs.

Section 908(b) describes the requirements for the plan.

Section 908(c) provides that the FDA shall have no authority to
implement its proposed regulation or to develop any similar regula-
tion or policy statement relating to the same subject if, within 120
days after enactment, the national organizations described in sub-
section (a) meet and begin to develop the plan described in that
subsection.

Section 908(d) provides that by January 1, 2001, the Secretary
of HHS must review the status of private sector initiatives in this
field to determine whether they achieve the goals of the plan de-
scribed in subsection (a). If those goals are not achieved, the limita-
tion above will no longer apply and the FDA will be free to seek
public comment on other initiatives to meet those goals. The Sec-
retary may not delegate this review.

Sec. 508. State and local requirements respecting nonprescritpion
drugs intended for human use

Section 508 amends chapter V of the FFDCA to add a new sec-
tion 523 regarding State and local requirements for nonprescription
drugs intended for human use. Section 523(a) provides that no
State or political subdivision may establish or continue in effect
any requirement relating to human nonprescription drugs which is
different from or in addition to, or otherwise not identical with, a
requirement of the FFDCA Act or the Fair Packaging and Labeling
Act (FLPA) and the administrative implementation thereunder.
This provision covers any requirement relating to the subject mat-
ter in any provision of the two statutes involved and any require-
ment relating to the dissemination of information in any manner
about nonprescription drugs, other than a State or local require-
ment switching a nonprescription drug to prescription status.

Section 523(b) provides that a State may petition the FDA for an
exemption from this authority. After providing notice and an oppor-
tunity for written and oral presentations, the FDA may by regula-
tion grant an exemption from the general rule of national uniform-
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ity if the State requirement is justified by compelling local condi-
tions or protects an important public interest, would not cause any
nonprescription drug to be in violation of any applicable require-
ment or prohibition under Federal law, and would not unduly bur-
den interstate commerce.

Sec. 509. Requirements of radiopharmaceuticals

Section 509(a) provides, that, not later than 180 days after enact-
ment, after consultation with individuals and organizations, the
FDA must establish proposed regulations governing the premarket
approval of radiopharmaceutical articles, taking into account their
appropriate use, pharmacological and toxicological activity, and es-
timated absorbed radiation dose. Not later than 1 year after the
date of enactment, the FDA must issue final regulations.

Section 509(b) provides that, with regard to diagnostic
radiopharmaceuticals, the approved indications may refer to speci-
fied manifestations of disease or may refer to a diagnostic proce-
dure. All product premarket approval applications for
radiopharmaceutical articles, and all other matters relating to
radiopharmaceuticals, are required to be reviewed and acted upon
by a single office in the FDA center responsible for drugs and that
office shall report directly to the center director. A single advisory
committee may provide conclusions and recommendations regard-
ing any radiopharmaceutical matter.

Section 509(c) defines the term “radiopharmaceutical.”

Section 509(d) provides that the FDA is required to establish
quantifiable performance standards to measure the performance of
the agency in approving radiopharmaceutical articles as part of its
performance standards for all agency activities.

TITLE VI—DEVICE REGULATORY REFORM

Sec. 601. Short title

Section 601 provides that this title be cited as the “Medical De-
vice Reform Act of 1996.”

Sec. 602. Premarket notification

Section 602(a) amends section 510 of the FFDCA to exempt from
premarket notification all class I devices (except those identified by
the FDA under subsection (n) as requiring premarket notification
to protect the public health) and those class II devices that FDA
determines do not need such notification. Within 30 days of enact-
ment, the FDA is required to publish in the Federal Register a list
of each type of class II device that does not require premarket noti-
fication under section 510(k). Any person may petition the FDA to
exempt other types of class II devices, and the FDA must respond
within 180 days of receipt of the petition. The FDA is also required
to review and respond and respond to all premarket notifications
within 90 days of receipt. The FDA may not withhold a determina-
tion regarding these matters because of a failure to comply with
any provision of the FFDCA unrelated to a substantial equivalent
decision.

Section 602(b) amends section 513 of the FFDCA to allow a per-
son who submits a premarket notification under section 510(k) of
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the FFDCA to obtain advisory committee review with respect to the
classification of a device into class III. The FDA has 10 days after
receiving the conclusions and recommendations of the advisory
committee to determine the final classification of the device.

Section 602(c) amends section 513 of the FFDCA to provide that,
for the purpose of determining the intended use of a predicate de-
vice for a substantial equivalent determination, each use reason-
ably included, as determined by the FDA, within a general use for
the predicate device shall be deemed a legally marketed use.

Section 602(d) amends section 513 of the FFDCA to provide that
any change or modification to a device, other than a major change
or modification in the intended use, or a significant change or
modification in design that has a significant effect on safety or ef-
fectiveness, shall not require an additional premarket notification
under section 510(k) if, prior to commercial distribution, the change
is supported by appropriate data or information, including data or
information demonstrating compliance with good manufacturing
practice regulations promulgated under section 520(f), and is
shown by such data or information not to adversely affect safety or
effectiveness. All data to support such a change to the device shall
be made available to the FDA upon request and shall be main-
tained for at least a period of time equal to the commercial life of
the device.

Sec. 603. Medical device approval standards

Section 603(a) amends section 513(a)(3) of the FFDCA to clarify
that the FDA may determine the effectiveness of a device on the
basis of one or more well-controlled investigations, including one or
more clinical investigations.

Section 603(b) amends section 513(a)(3) of the FFDCA to provide
that the FDA shall accept retrospective or historical clinical data
as a control in a study for use in determining the effectiveness of
a device if sufficient valid data are available and the effects of the
device are clearly defined and well understood. The FDA may not
require clinical studies using prospective concurrent controls to
support the effectiveness of a device unless the effects of the device
are not clearly defined and well understood as determined by the
FDA or retrospective or historical data are not available that meet
the standards of the FDA for quality and completeness or there is
a compelling public health reason not to rely on retrospective or
historical data as a control.

Sec. 604. Tracking

Section 604 amends section 519(e) of the FFDCA to authorize de-
vice tracking for a class II or class III device the failure of which
would be life-threatening or have permanently debilitating effects
and which is permanently implanted or life-sustaining or life-sup-
porting and used outside a device user facility. Any patient receiv-
ing a device subject to tracking under this section may refuse to
release or refuse permission to release identifying information for
the purpose of tracking.
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Sec. 605. Postmarket surveillance

Section 605 revises section 522 of the FFDCA relating to
postmarket surveillance of devices.

Amended section 522(a) provides that the FDA may require a
manufacturer to conduct postmarket surveillance for any device of
the manufacturer that is a permanent implant the failure of which
may cause serious, adverse health consequences or death, or that
is intended for use in supporting or sustaining human life or that
potentially presents a serious risk to human health.

Amended section 552(b) provides that each manufacturer re-
quired to conduct surveillance of a device shall, within 30 days of
receiving notice from the FDA, submit to the FDA for approval a
protocol for the required surveillance. Within 60 days of receiving
the protocol, the FDA shall determine if the principal investigator
has sufficient qualifications and if the protocol will result in collec-
tion of useful data necessary to protect the public health and to
provide safety and effectiveness information for the device. The
FDA may not approve the protocol until it has been reviewed by
a qualified FDA advisory committee.

Sec. 606. Device distributor reporting

Section 519 of the FFDCA is amended to eliminate reporting re-
quirements for device distributors.

Sec. 607. Premarket approval

Section 607(a) amends section 515(d) of the FFDCA to establish
new requirements and procedures with respect to premarket ap-
proval of class III devices. The FDA is required to accept data re-
lating to safety and effectiveness from investigations if the data re-
late to an earlier version of the device which has been modified and
the modification does not constitute a significant change that would
invalidate the data, or the data are available for use under the
FFDCA and are relevant to the design and intended use of the de-
vice. Each premarket application is required to be reviewed accord-
ing to an established schedule. The FDA shall meet with an appli-
cant within 90 days of the receipt of the premarket approval appli-
cation. If the application does not appear in a form which would
require approval under the FFDCA, the FDA must, in writing prior
to the meeting, present to the applicant a description of the defi-
ciencies and the information required to bring the application into
such form. The FDA shall refer an application to an advisory com-
mittee for review unless this is not required. The FDA must meet
with the applicant within 15 days of the date of the advisory com-
mittee review to discuss the status of the application, including a
discussion on what action is necessary to bring the application into
a form that would require approval. Prior to that meeting, the FDA
shall in writing set forth an agenda for the meeting and a full de-
scription of the additional information necessary for approval of the
application. The applicant may decline any such meeting.

Not later than 135 days after receipt of a premarket approval ap-
plication, if an advisory committee is not required, the FDA shall
inform the applicant whether the application is in a form that
would require approval under this subsection. If the application is
in a form which would require approval, the FDA shall present in
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writing to the applicant a description of all additional information
necessary to receive approval. If the application is not in a form
which would require approval, the FDA shall deny approval and,
prior to the meeting, present in writing each basis for denying ap-
proval and the additional information required for approval. FDA
must approve or deny an application within 180 days of receipt, or
within 180 days of receipt for an application subject to expedited
review. Review of a premarket approval application by the FDA
shall not take more than the statutory time period, which may not
be extended if the application is amended.

Section 607(b) requires the FDA to amend its regulations govern-
ing premarket approval to conform to the new statutory require-
ments, including the provisions relating to changes relating to the
product and its manufacturer that do not require a supplemental
premarket approval application. The FDA shall require device
manufacturers to maintain the information relied upon to support
a change that is not subject to premarket approval of a supple-
ment, which shall become part of the device master file, and give
notice to the FDA of the change. The information shall be main-
tained for the expected life of the device but not less than 2 years
after commercial distribution.

Sec. 608. Device performance standards

Section 608(a) amends section 514 of the FFDCA to facilitate re-
view of a device by recognition of appropriate medical device per-
formance standards developed by organizations accredited by the
American National Standards Institute (ANSI), the International
Standards Organization (ISO), the International Electrotechnical
Commission (IEC), and any other organization certified by the FDA
for this purpose. For organizations other than ANSI, ISO, and IEC,
the FDA is required to establish a procedure governing certification
of the competence of any national or international standards-set-
ting organization to develop standards for medical devices. Certifi-
cation must be based on formal written criteria that include speci-
fied elements. The FDA may impose a reasonable fee for certifying
these organizations. The FDA is required to recognize standards
adopted by ANSI, ISO, or IEC and must review and may recognize
standards adopted by other organizations it has accredited. When
the FDA recognizes a standard, it must publish a notice in the Fed-
eral Register listing the name of the standard and shall provide
any person who so requests a copy of the standard. The FDA is re-
quired to promulgate regulations under which it may withdraw the
certification it has granted to a standard-setting organization or
may withdraw recognition of a standard adopted by ANSI, ISO, or
IEC upon a determination that it no longer meets appropriate re-
quirements. The FDA may also promulgate performance standards
that differ from or are not established by certified organizations.
The FDA may not require, as a condition for approving a medical
device, conformity with a standard recognized under this section if
the applicant demonstrates a reasonable assurance that the device
is substantially equivalent to a legally marketed predicate device
o;"fprovides reasonable assurance and that the device is safe and
effective.
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The FDA may revoke recognition of performance standards pre-
viously recognized under this section upon a determination that the
standard is insufficient to provide reasonable assurance of safety
and effectiveness. The FDA must notify the standard-setting orga-
nization and specify the basis for the revocation.

A performance standard recognized under this section is required
to provide reasonable assurance of safety and effectiveness. Such a
performance standard shall, where necessary, include provisions
with respect to the construction, components, ingredients, and
properties of the device and the compatibility of the device with
power systems and connections to the systems, provisions for test-
ing, provisions for measurement of performance, and provisions re-
quiring that the results of the tests demonstrate conformity with
the standard. A performance standard shall, where appropriate, re-
quire the use and prescribe the form and content for adequate la-
beling.

In lieu of requiring data demonstrating conformity of a device
with a standard under this section, the FDA shall accept a certifi-
cation that the device conforms with each identified standard.
Where appropriate, the FDA may require data demonstrating such
conformity. The FDA shall require an applicant who certifies that
a device conforms to an applicable standard to maintain data dem-
onstrating such conformance for the life of the device and to make
the data available to the FDA upon request.

Section 608(b) amends section 501(e) of the FFDCA to provide
that a device that is represented as certified to be in compliance
with a standard recognized under section 514(c) is adulterated un-
less the device is in all respects in conformity with the standard.

Sec. 609. Accredited-party participation

Section 609 amends subchapter A of chapter V of FFDCA to add
a new section 523A to establish a 3-year pilot program on the use
of accredited third parties to review and approve section 510(k)
premarket notifications and section 515 premarket approval appli-
cations.

Section 523A(a) provides that, within 1 year after enactment, the
FDA shall accredit individuals and organizations outside the De-
partment of HHS to review and recommend to FDA approval or de-
nial of premarket notifications under section 510(k) and premarket
approval applications under section 515.

Section 523A(b) establishes procedures for accreditation of indi-
viduals and organizations qualified to conduct such reviews. The
criteria for accreditation shall include criteria to avoid conflicts of
interest and to assure confidentiality of submissions.

Section 523A(c) authorizes the FDA to suspend or withdraw ac-
creditation for failure to meet the criteria for accreditation

Section 523A(d) provides that a person who submits to the FDA
a premarket submission for a device for review and classification
or for approval of the device must be given the option to select an
accredited party to review such submissions. For persons electing
to use this option, the FDA is required to identify no less than 2
accredited persons from whom the selection may be made. Com-
pensation for accredited party review is to be determined by agree-
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ment between the accredited party and the person who engages the
services of the accredited party.

Section 523A(e) provides that, when a person submitting a pre-
market notification of premarket approval application exercises the
option to obtain third party review, the person shall first submit
the notification or application to the FDA for review to determine
completeness for filing. No later than 15 days after receipt of a pre-
market notification or 30 days after receipt of a premarket ap-
proval application, the FDA shall forward the submission to the ac-
credited individual or organization. Upon receiving the conclusions
and recommendations of the accredited individual or organization,
the FDA shall have 15 days to act upon a premarket notification
and 45 days to act upon a premarket approval application. If the
FDA takes action different from that recommended by the accred-
ited individual or organization, the agency must provide detailed
reasons.

Section 523A(f) provides that this program shall remain in force
for 3 years from the date of the first FDA accreditation of an indi-
vidual or organization.

Section 523A(g) provides for reports to the committees of Con-
gress with respect to FDA implementation of this program. After
2 years of operation, the FDA must contract with an independent
research organization to examine the program and prepare a full
evaluation.

TITLE VII—ANIMAL DRUG REGULATORY REFORM

Sec. 701. Short title

Section 701 provides that the title be cited as the “Animal Drug
Regulatory Reform Act of 1996.”

Sec. 702. Evidence of effectiveness

Section 702(a) amends section 512(d) of the FFDCA to provide
that substantial evidence of effectiveness for an animal drug means
evidence from one or more scientifically sound studies, that taken
together provide reasonable assurance that the drug will have the
claimed or intended effect. A study shall be considered to be sci-
entifically sound if it is designed and conducted in a manner that
is consistent with generally recognized scientific procedures and
principles.

Section 702(b) amends section 512(d) of the FFDCA to provide
that, where a new animal drug contains more than one already ap-
proved active ingredient or the labeling suggests use of the drug in
combination with another already approved animal drug, the FDA
may only consider with respect to the combination whether any of
the active ingredients at the longest withdrawal time is above its
safe concentration or interferes with the method of analysis for an-
other active ingredient.

Section 702(c) amends section 512(c)(2)(F)(iii) of the FFDCA by
providing market exclusivity based upon substantial evidence of ef-
fectiveness rather than upon new clinical or field investigations
and by providing that such studies must be required for approval
rather than essential to approval.
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Section 702(d) amends section 512(d)(1) of the FFDCA to provide
that the requirement of substantial evidence of effectiveness shall
not apply to a claim for use of an animal drug in a minor species
or for a minor use if there is an approved new animal drug applica-
tion for the drug.

Section 702(e) amends section 512(d)(1)(C) of the FFDCA to con-
form it to the new definition of substantial evidence of effective-
ness.

Section 702(f) provides that, not later than 6 months after enact-
ment, the FDA shall issue proposed rules implementing the amend-
ments made by this section. Not later than 18 months after the
date of enactment, the FDA shall issue final regulations. In issuing
regulations and reviewing new animal drug applications, the FDA
is required to define “substantial evidence” of effectiveness in a
manner that encourages the submission of applications for produc-
tion drugs that conserve food resources, for veterinary prescription
drugs whose use is designed to rely on the experience and training
of practitioners, and of supplemental applications for uses in minor
species, for minor uses, and for permitted unlabeled uses. The reg-
ulations must also take into account the citizen petition submitted
by the American Veterinary Medical Association and the Animal
Health Institute on October 21, 1991, relating to labeling a veteri-
nary prescription drug with a dosage rather than a single dosage
level. Finally, the regulations must provide for the opportunity for
a conference prior to the submission of a new animal drug applica-
tion on investigational new animal drug application, and prior to
the submission of a request for an investigational exemption, to
make a decision establishing a submission or an investigational re-
quirement. That decision shall bind the FDA and the applicant un-
less new scientific information requires a change. Not later than 10
days after each such conference, the FDA shall provide by written
order a scientific justification specific to the animal drug and the
intended uses under consideration for requiring studies of types
other than the types of studies specified in section 512(d)(4) as
being essential to provide substantial evidence of effectiveness for
the intended uses of the animal drug.

Sec. 703. Limitation of residues

Section 703 amends section 512(d)(1)(F) of the FFDCA to state
that a new animal drug application may be disapproved on the
basis of information that the labeled use will result in a residue in
excess of a tolerance found by the FDA to be safe.

Sec. 704. Adulterated drugs

Section 704 amends section 501(a)(2) of the FFDCA to specify
separate GMP requirements for animal drugs that are appropriate
for such drugs and that will ensure that the drug meets the re-
quirements of the FFDCA for use in animals other than man.

Sec. 705. Veterinary feed directives

Section 705(a) amends section 503(f)(1)(A) of the FFDCA to ex-
clude veterinary feed directive drugs and animal food containing
such drugs from the requirement for a veterinary prescription.
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Section 705(b) amends chapter V to add a new section 504 gov-
erning veterinary feed directive drugs.

Section 504(a) provides that a drug intended for use in or on ani-
mal feed which is limited to use under the professional supervision
of a licensed veterinarian is a veterinary feed directive drug. Any
animal feed containing such a drug shall be fed to animals only by
or upon a lawful veterinary feed directive issued by a licensed vet-
erinarian in the course of the veterinarian’s professional practice.
A veterinary feed directive drug is exempt from the requirement of
a prescription. A veterinary feed directive is lawful if it contains
the information required by the FDA and complies with the condi-
tions and indications for use established for the drug. Appropriate
records must be maintained relating to veterinary feed directive
drugs and must be made available to the FDA upon request. A per-
son who distributes animal feed containing a veterinary feed direc-
tive drug must notify the FDA.

Section 504(b) provides that a veterinary feed directive drug and
any feed bearing or containing such a drug shall be deemed to be
misbranded if the drug and feed labeling fail to bear such caution-
ary statement and other information as the FDA may require or if
the advertising fails to conform to the requirements of section
512(i) or other FDA requirements.

Section 504(c) provides that a veterinary feed directive drug and
an animal feed bearing or containing such a drug shall not be
deemed to be a prescription article under any Federal or State law.

Section 705(c) contains conforming amendments.

Section 705(d) amends section 301(e) of the FFDCA to make a
violation of section 504 of the FFDCA a prohibited act.

Sec. 706. Times frames for approval

Section 706 amends section 512(c)(1) of the FFDCA to require ac-
tion on a new animal drug application within 90 days rather than
the present 180 days.

TITLE VIII—FOOD REGULATORY REFORM

Sec. 801. Short title

Section 801 provides that the title be cited as the “Food Regu-
latory Reform Act of 1996.”

Sec. 802. Indirect food additives

Section 802(a) amends section 409 of the FFDCA to add an alter-
native approval procedure for indirect food additives. Any person
may submit a notification for an indirect food additive at least 90
days prior to the introduction or delivery for introduction of the ad-
ditive in interstate commerce, demonstrating that the labeled use
of the product is safe. Within 90 days after receipt of the notifica-
tion, the FDA shall either approve or disapprove the notification
and publish a notice of this determination in the Federal Register.
If the notification is approved, the FDA shall promulgate an appro-
priate food additive regulation.

Section 802(b) amends section 201 of the FFDCA, as amended by
section 408, by adding a new definition of the term “indirect food
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additive,” which means a food additive intended to contact food but
that is not intended for consumption as a food ingredient.

Sec. 803. Health claims of food products

Section 803 amends section 403(r)(3) of the FFDCA to authorize
the use in food labeling of health claims consisting of information
published by authoritative government scientific bodies. Any claim
that is subject to the requirements for health claims established
under the Nutrition Labeling and Education Act of 1990 and which
would otherwise require specific authorization by the FDA prior to
use may be used in food labeling without FDA authorization if it
consists of or otherwise summarizes or reflects information con-
tained in a publication by a Federal Government scientific organi-
zation or by the National Academy of Sciences or one of its compo-
nent organizations. If any such claim is used a copy must be pro-
vided to the FDA, along with the published information on which
it is based, at least 90 days prior to its first use. This provision ap-
plies to all food products, including dietary supplements.

TITLE IX—ESTABLISHMENT OF CENTERS FOR EDUCATION AND
RESEARCH ON DRUGS, DEVICES, AND BIOLOGICAL PRODUCTS

Sec. 901. Centers for education and research on drugs, devices, and
biological products

Section 901 amends chapter IX of the FFDCA to add a new sec-
tion 908 to establish centers for education and research on drugs,
devices, and biological products.

Section 908(a) requires the FDA to establish a consortium of
three or more centers for research and education on drugs, devices,
and biological products.

Section 908(b) provides that the entities shall be selected by a
peer review selection procedure.

Section 908(c) provides for two types of grant activities. Required
activities shall include state-of-the-art clinical and laboratory re-
search that increases awareness of new uses of products and the
unforeseen risks of new uses of products, provides objective clinical
information, and improves the quality of health care while reducing
the cost of health care through the prevention of adverse effects of
these products and the consequences of such effects. Research on
the comparative effectiveness and safety of these products is also
a required activity. Discretionary activities includes surveillance of
adverse effects, a study of new or unapproved uses for marketed
products, and a study of the therapeutic characteristics of clinically
special populations. No money awarded under this provision may
be used to assist the FDA in the review of new drugs.

Section 908(d) provides for grant applications to the FDA.

Section 908(e) establishes an oversight committee within the
FDA.

Section 908(f) requires a report to Congress on the activities un-
dertaken pursuant to this provision.

Section 908(g) authorizes appropriations.
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TITLE X—PROGRAM IN CLINICAL PHARMACOLOGY

This title extends the authority for 2 fiscal years for a clinical
pharmacology education program initially authorized under section
2(b) of public law 102-222.



VIII. ADDITIONAL VIEWS
ADDITIONAL VIEWS OF SENATORS KENNEDY, PELL, AND SIMON

The stated goal of S. 1477 is to better balance FDA’s twin goals
of protecting the American consumer from unsafe or ineffective
drugs, devices, and foods and ensuring timely review and availabil-
ity of new or improved medical products and better food technology.
No one disputes that this balance is important. At the outset, we
emphasize that certain provisions in S. 1477 are constructive.
Among other useful provisions, the bill codifies regulatory reforms
that FDA has already adopted, modernizes the legislative authority
governing regulation of biologics, gives FDA flexibility to adopt
other reforms, and creates new procedures to encourage collabora-
tion, predictability, and efficiency in the testing and review of new
products and new uses of approved products.

Despite these constructive elements, S. 1477 in its current form
fails the basic test of good regulatory reform, because it will put
the health of the American people at risk. Unfortunately, even
though many improvements have been made to S. 1477 since it
was introduced late last year, provisions remain that would seri-
ously undermine both FDA and the laws it enforces and expose
American consumers to unsafe and ineffective drugs, devices, bio-
logics, and food. If such provisions remain in the bill, FDA will not
have the tools to prevent public health tragedies like DES (diethyl
stilbestrol), the Dalkon Shield, the Shiley heart valve, the Cutter
polio vaccine, and contaminated blood. Over the long run, the pro-
visions of the bill could destroy FDA as an effective regulatory
body.

Although our concerns are spelled out in depth below, major pro-
visions of S. 1477 that are unacceptable include:

Prohibiting FDA from requiring prior review and approval of crit-
ical manufacturing changes—changes that, for example, could turn
vaccine designed to prevent polio into one that causes it;

Turning central regulatory decisions over to private industry,
creating an inherent conflict of interest and draining FDA of the
resources and expertise it needs to remain an effective guardian of
public health;

Establishing unrealistic timeframes for product review, but fail-
ing to provide adequate resources for FDA to achieve these goals
and still carry out the thorough, careful review the public deserves;

Creating new bureaucratic burdens that will make it more dif-
ficult for the agency to promptly review new products;

Requiring FDA to give priority to products approved abroad, even
if they are less important than products proposed for first-time ap-
proval in the United States. This not only will slow review of the
highest priority products, but it will encourage U.S. companies to
take their research abroad; and

(91)
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Weakening FDA’s authority to require appropriate consumer la-
belling for drugs, thus denying consumers the reliable information
they need to protect themselves against adverse drug reactions.

S. 1477 unacceptably weakens essential FDA oversight of drug
and biologic manufacturing. Section 604 eliminates FDA’s ability to
require pre-approval of any manufacturing changes for drugs and
biologics, including blood and vaccines, even if the change has a
substantial potential to harm public health. Instead, section 604
would require certain kinds of validation or testing and reporting
to FDA, depending on the kind of product involved. However, his-
tory teaches that manufacturing changes can make a product un-
safe or less effective and that validation or testing against finished
product specifications may not detect problems and protect the pub-
lic. For example, changing the solvent used to kill viruses like HIV
or hepatitis in blood products can result in products that transmit
life-threatening diseases. A change in the filters or virus lines used
to produce vaccines can turn a protective vaccine into a deadly one.
A change in the filters used to produce the Cutter polio vaccine re-
sulted in 200 cases of polio in the 1950’s, before FDA required more
rigorous standards. Even with the tight controls now in place,
there have been 26 cases in just the last two years—including
cases involving vaccines—where only FDA intervention prevented
thousands of patients from being exposed to dangerous products.

Because of the strict requirements now in place, every American
patient who has an operation or receives a transfusion has con-
fidence that the blood they will receive is safe, uncontaminated by
HIV, hepatitis, or other diseases. Likewise, every parent whose
child is vaccinated assumes that the vaccine will prevent illness,
not cause it. If Section 604 becomes law, this confidence may no
longer be justified. Not only may Americans be injured, but so will
our pharmaceutical and biotechnology industries, which benefit
from the justified confidence that Americans now have in the qual-
ity of products like blood and vaccines.

S. 1477 turns critical functions of FDA over to private industry
and drains the agency of the resources and expertise necessary to
protect the public in a number of ways. Section 709, which was de-
scribed as a pilot to test third party review when offered in com-
mittee, actually allows device companies to have any medical de-
vice reviewed by third parties that they select and with whom they
negotiate the price. The conflict of interest that occurs when a
manufacturer that wants a product approved both hires and pays
the reviewer who will determine whether the product is safe and
effective is obvious and unacceptable.

As written, the provision requires FDA to accredit third parties
to review every kind of device. Once third parties are accredited,
manufacturers are free to choose product review by these third par-
ties, rather than FDA, even for products that involve totally new
technologies, that are the most complex, or that are critical to the
public health, including pacemakers, breast implants, heart valves,
and blood screening kits. Section 709 does purport to give FDA
final say over the decisions of private reviewers, but the time-
frames for FDA action are so short and the erosion of FDA’s exper-
tise as the result of turning over its responsibilities to third-party
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reviewers would be so extensive, that it is hard to see how FDA’s
review would be much more than a rubber stamp.

FDA is currently conducting a true pilot program to test the ef-
fectiveness of third party review on low risk devices with tight FDA
oversight, clear provisions relating to conflicts of interest, and clear
FDA authority for final approval. To mandate that FDA fully im-
plement an unproven concept for all devices is unacceptable.

In addition to requiring third party review for all medical de-
vices, the bills strips FDA of its functions and turns them over to
private industry in other ways. Under section 404, if FDA fails to
meet timeframes for review (established by the legislation) for 95%
of the products within a particular product class, FDA is required
to contract out review of all products in that class to private orga-
nizations in the following fiscal year, at the request of the product
sponsor. Contracting out would be required even if doing so would
increase review costs or even if quality could not be assured. In
many product classes, failure to review just one drug or device
within the statutory time frame could trigger mandatory contract-
ing out. Over time, FDA would be drained of the resources it needs
to continue as an effective regulatory body.

Section 403 further requires FDA to contract out review of food
additive petitions and premarket notifications for class I and class
II devices. In addition, section 403 could be interpreted as creating
a presumption in favor of contracting out aspects of review of all
products.

The immediate effect of these provisions will be to turn the job
of approving new products over to private businesses, even though
there is no evidence that private review will provide the public
with the same level of protection as FDA review and even though
the case for private review is based on an outdated description of
agency performance. Not only will these businesses lack the exper-
tise that FDA has built up over decades of experience, but in many
cases the conflict of interest will be such that it will be impossible
for the public to have any confidence in their decisions.

The long-term effect of these provisions can only be fully under-
stood in light of the fact that S.1477 creates new, unreasonable
timeframes, not only for product reviews, but for numerous other
agency actions, and imposes a series of new bureaucratic require-
ments on the agency. These additional requirements are estab-
lished without providing any new resources for the agency. For ex-
ample, the bill shortens the period of review for non-priority drugs
and biologics that was negotiated by FDA, Congress, and the indus-
try as part of the Prescription Drug User Fee Amendments in
1992, to six months (from a year) and thus requires FDA to treat
priority and non-priority, “me-too” products the same. Similarly, S.
1477 cuts in half—from 180 days to 90 days—the time FDA has to
review indirect food additives and new animal drugs, including
those used in food-producing animals, even through the safety of
these substances is critical to the millions of Americans who
consumer them on a daily basis.

Without additional resources, FDA will be unable to meet these
targets. In addition, as it strives to come closer to these goals with-
out enough funds or personnel it may be forced to perform a less
than thorough review. Further, as noted above, if FDA does not
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meet the timeframes, FDA must, at the request of the applicant,
pay a third party to review a product—further bleeding the agency
of the resources it needs to meet the deadlines. It is hard to see
how this catch-22 benefits the American consumer.

S. 1477 makes it even more unlikely that FDA will be able to
conduct timely, thorough review of products by hamstringing the
agency with a host of new bureaucratic requirements. The bill im-
poses eighteen separate requirements to publish and implement
new policies, regulations, or procedures. It establishes thirty-one
new statutory deadlines, and elaborate statutory meeting require-
ments. While some of these requirements will contribute to greater
collaboration, predictability, and efficiency, others will only tie the
agency up and slow down more important work. Taken as a whole,
these additional bureaucratic requirements will divert resources
from essential activities to administrative work. To cite one par-
ticularly egregious example, the bill burdens scientific advisory
committees with the responsibility considering any appeal of a sci-
entific issue raised by a company. Under Section 108, appeals can
be made at any time—even if the agency decision is not final and
even if the company has not gone through the agency’s own inter-
nal appeal procedures.

Currently, advisory committees are invaluable to FDA when it
needs advice from the most distinguished outside experts on impor-
tant decisions. Advisory committees only meet two to four times a
year—typically for two days. The distinguished physicians and sci-
entists serving on committees are essentially donating time from
very busy schedules. A review of the advisory committee system by
the Institute of Medicine concluded that one of the major problems
FDA faced was attracting the best people to serve and prioritizing
the issues that the experts needed to consider, given the limited
time they had available. The provisions of this bill make it likely
that so many additional, unnecessary matters will come to advisory
committees that FDA will be able neither to attract top scientists
to serve, nor to assure that they consider the most important and
pressing questions.

Turning over important FDA functions to the private sector and
bleeding the agency of resources threatens public health in other
ways. At the same time as FDA is forced to comply with numerous
new bureaucratic requirements, it will lose the independent, com-
mitted, expert, public servants on whose work public safety de-
pends. FDA will no longer have expertise (now developed through
the review of product applications and conducting facility inspec-
tions) to be an effective post-approval guardian. Yet post-market
surveillance has repeatedly protected Americans from harm.
Among the problem drugs that FDA post-market surveillance ef-
forts identifies are Oraflex, Selacryn, Zomax, Merital, and
Omniflox. Device surveillance has resulted in critical corrections to
such devices as pacemakers, infant ventilators, and patient re-
straints and the withdrawal from the market of Orcolon, an eye gel
that caused causes of blindness. Surveillance was responsible for
identifying potentially fatal allergic reactions to sulfites, which are
a common preservative in food, and putting in place a warning.
FDA surveillance picked up counterfeit infant formula that would
have injured infants if consumed.
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S. 1477 also requires FDA to give priority to products approved
in Europe. Under section 404, the agency is mandated to review
certain products approved in Europe within six months and make
a final decision within 30 days at the request of the manufacturer
once the six months has elapsed. No comparable treatment is pro-
vided for drugs which are submitted for approval for the first time
in the United States. Thus, FDA is forced to give priority to prod-
ucts approved in Europe at the expense of potentially more impor-
tant products submitted for the first time in the U.S. Not only does
this potentially undermine public health, it encourages companies
to do their research in Europe rather than the United States in
order to secure a priority here. This requirement for priority to Eu-
ropean-approved products is particularly inappropriate since, as de-
scribed below, the U.S. now approves drugs more quickly, on aver-
age, than European countries, and FDA’s safety record is far supe-
rior to foreign drug approval authorities.

Section 607 suspends FDA’s authority to implement require-
ments for pharmacists to provide consumer labeling for prescrip-
tion drugs and limits its ability to oversee any voluntary program,
if within 120 days of enactment, industry proposes its own pro-
gram. However, the provisions contain little in the way of stand-
ards for this voluntary program and do not provide for any review
to determine if the voluntary plan is adequate. Authority (but only
to propose a rule) is only reinstated if HHS finds that the industry
is not complying with its vaguely described voluntary program. It
is also unclear what effect this provision could have on FDA’s legal
authority to require manufacturers to provide consumer labeling.
At a time when hospitalizations from improper use of prescription
drugs by senior citizens now cost Medicare $20 billion a year, it
seems foolish to hamstring FDA and count on voluntary efforts
that have been promised but not delivered since 1980.

In addition to these major issues, there are a number of other
important problems with S. 1477 that should be addressed before
the bill is considered by the full Senate. For example, the bill
purports to codify the current expanded access regulations of FDA
allowing patients to receive unapproved drugs on a humanitarian
basis if no other treatment is available. While this program is a
laudable one, the legislation appears to leave out key parts of the
regulation allowing the Secretary to suspend expanded access if
new information indicates that the drug may be doing more harm
than good or for other reasons.

The primary justification for radical reforms included in S. 1477
is that FDA is too slow to approve products, thereby denying pa-
tients needed treatment already available in foreign countries. Al-
though there may have been some basis for this concern a decade
ago, it is not valid today. FDA cut average time to approval by 40%
between 1987 and 1992. According to the General Accounting Of-
fice, in 1994, the U.S. was reviewing drugs as fast as, or faster
than Great Britain and other foreign countries. Since the Prescrip-
tion Drug User Fee Act (PDUFA) was negotiated by FDA, Con-
gress, and industry and passed in 1992, review times have dropped
even farther. In fact, drug user fees have proved an overwhelming
success. According to FDA, median time to approval dropped far-
ther in 1995. Moreover, under PDUFA, by FY 97, FDA was to be
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conducting a complete review 90% of applications for priority drugs
within six months and other drugs within twelve months. By FY
95, FDA had already surpassed the 1997 goal—by conducting a
complete review of 96% of applications within these time limits.

Nor is there any “treatment” lag with other countries when it
comes to drugs. Of 40 new drugs that offer significant therapeutic
advances over existing products and that were approved in the
United States, Great Britain, Germany, or Japan between 1990
and 1994, all were approved in the U.S. and more than half were
approved in this country first. Every new AIDS drug was approved
in the United States first, and FDA recently announced steps to
bring promising new cancer drugs to the market even more rapidly.
Unlike foreign approval authorities, FDA has successfully com-
bined speed with safety. Between 1970 and 1992, a total of 56
drugs were introduced in France, Germany, Great Britain, and the
United States that subsequently had to be withdrawn because they
were unsafe. Only 9 of these 56 drugs had been approved in this
country, compared to 31 in France, 30 in Germany, and 23 in Great
Britain.

The agency’s successes with devices also demonstrates how com-
mitted FDA is to trying to achieve the balance between speed and
consumer protection. During the late 1980’s and early 1990’s, FDA
was under a series of investigations by Congress as a result of var-
ious problematic medical devices (e.g., heart valves, pacemaker
leads, infant apnea monitors), see, e.g., S. Rep. No. 513, 101st
Cong., 2d Sess. (1990); H.R. Rep. No. 808, 101st Cong., 2d Sess.
(1990). It was then required to implement the provisions of the
Safe Medical Devices Act of 1990. As a result, FDA review time for
medical devices slowed down considerably. In the last Congress, a
significant amount of work was done by Congress, FDA, and the
medical advice industry to put together a device user fee package
to give FDA the additional resources needed to improve device re-
view times. Unfortunately, chances for user fee legislation fell
apart when part of the industry refused to support the proposal.

Nevertheless, even without the additional resources that user
fees would have provided, FDA has successfully decreased median
review times for premarket notifications, the premarket submission
used for 98% of all devices, to 91 days, only one day shy of the 90
days in regulation, while the average review time is 138 days. At
the end of FY 95 only 9 premarket notifications were active and
overdue (past 90 days), as compared with 460 at the end of FY 94
and 1,894 at the end of FY 93.

In addition to speeding up review times, FDA has exempted a
significant number (about 75%) of class I devices from the pre-
market notification process. This frees up agency resources to re-
view more important products and relieves manufacturers of those
devices of a regulatory burden. FDA has also devoted significant re-
sources to working with manufacturers, so that investigational de-
vice exemption (IDE) can be approved on their first submission and
investigations can begin quickly. This has required frequent meet-
ings and communication between FDA and industry to identify and
resolve questions regarding the IDE. According to FDA’s annual re-
port, in FY 95, FDA approved 57% of IDEs the first time through,
up from 35% in FY 94 and 27% in FY 93. In order to accomplish
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this, FDA states it held more than 200 pre-submission meetings
with companies and reviewed more than 100 pre-IDE submissions.

FDA is by no means perfect, but it is still renowned as one of
the most effective consumer protection agencies in the world.
Under the leadership of Dr. David Kessler, FDA has already ac-
complished many reforms that have brought Americans improved,
high-quality medical care, and its record of excellence in protecting
the health of the American public remain unmatched. While some
provisions in S. 1477 would help FDA move forward, too much re-
mains that will undermine FDA’s ability to ensure public health
and safety.

We are prepared to work with Senator Kassebaum and others to
modify S. 1477 so that it is truly a responsible, moderate reform
program that will improve the public health. While we respect the
good-faith efforts that have been made to date, we must oppose
passage of S. 1477 in its current form.

EDWARD KENNEDY.
PAuUL SIMON.
CLAIBORNE PELL.



ADDITIONAL VIEWS OF SENATORS DODD, MIKULSKI, AND
HARKIN

Legislation, in our view, is needed to improve the efficiency and
effectiveness of the U.S. Food and Drug Administration. Recogniz-
ing that regulatory delays put lives at risk just as surely as undue
haste, we believe there is much that can be done to speed the FDA
approval process without harm to public health and safety. S. 1477
is a strong step in that direction.

We also recognize that further improvements to this legislation
can and should be made before it is approved by the Senate and
enacted into law. If FDA reform is to succeed and truly help pa-
tients, the legislation must be bi-partisan and moderate. We are
encouraged by the spirit of bi-partisanship so far in the process and
hope it continues as the bill is taken up on the Senate floor.

The Chairman has indicated her willingness to work with us on
a number of key areas. These include, but are not limited to:

1. Time Frames and Enforcement of Time Frames (Hammers). S.
1477 sets strict timelines for the agency that they must meet by
1998. If the time frames are not met, FDA must contract out all
products at the request of the manufacturer. It is our view that the
goal of the legislation is to make the agency work more efficiently
and meet timelines. We do not believe that mandatory contracting
out will necessarily achieve this end. We are concerned that the
legislation is setting up the agency to fail in certain product areas
and could undermine the very successful Prescription Drug User
Fee Act. We believe in a strong role for FDA and do not want to
see all its work farmed out to private parties whose track record
on timeliness, efficiency, and cost effectiveness is yet untested. We
therefore hope to work on better measures to ensure that the agen-
cy improves its record.

2. Manufacturing Changes. We understand that S. 1477 was in-
tended to allow pharmaceutical and biological product manufactur-
ers to make minor manufacturing changes without waiting for
agency approval as long as the changes would not affect safety and
effectiveness. The Committee acknowledged during mark up that
the language in the bill did not adequately reflect the Committee’s
intent and we hope to work in a bi-partisan manner to revise the
language.

3. Access to Unapproved Therapies. While we strongly support
expanding the ability of patients to have access to unapproved
therapies that are being tested, we want to ensure that the study
of these therapies continues with due diligence.

4. Off Label Dissemination of Information. The issue of dissemi-
nation of information on off label uses was taken out of the bill
with the expectation that a compromise could be reached. While we
see the value in greater flow of information to patients and doctors,
we have serious concerns about the original language of the provi-
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sion. These include the need to ensure that the information that is
provided is balanced and that some incentive exists for manufac-
turers to continue to conduct research on off label uses to deter-
mine whether or not they are safe and effective. Although negotia-
tions had been proceeding well on this issue, agreement was not
reached.

It is our hope to work with the Chairman and members of the
Committee to work out these and other controversial provisions in
the bill. It is our view that those who want a bill this year should
be able to work out these issues and pass bi-partisan legislation
that truly helps patients.

CHISTOPHER J. DODD.
ToMm HARKIN.
BARBARA A. MIKULSKI.



ADDITIONAL VIEWS OF SENATOR HARKIN

In additional to the views I share with Senators Dodd and Mikul-
ski I believe that improvements should be made to the provisions
in S. 1477 regarding third party review of medical devices. The
third party review provisions were added during Committee consid-
eration of the bill and described by proponents as a “pilot” to test
whether the use of third party reviewers would reduce delays in
medical device approvals. But, these provisions are very broad in
scope and it is my hope that the “pilot” can be narrowed to address
the concerns outlined below.

The “pilot” in S. 1477 does not limit in any way the number of
third parties to be accredited nor the number and types of products
to be reviewed outside the agency. I believe that a test of third
party review should be limited to less complex devices that pose a
smaller potential risk to patients should they malfunction. This
simply makes common sense—test an unproven process in a man-
ner that, regardless of outcome, poses the least possible risk to
public health and safety.

Provisions in S. 1477 do give FDA final product review decisions.
However, I am concerned that given the time-frames for FDA ac-
tion, substantive and meaningful review by FDA will be extremely
difficult, if not impossible.

In addition, under S. 1477 the manufacturer of the device selects
the reviewer and also directly pays the reviewer. Direct payment
by the manufacturer to the reviewer, without approval or even re-
view by FDA, creates obvious conflicts of interests. In S. 1477 the
FDA is charged with promulgating rules to prevent conflicts of in-
terest but such conflicts are inherent in a system that allows the
manufacturer to both select and directly pay the reviewer. I believe
the Secretary should approve payment agreements.

I am not opposed to a pilot project to determine the effectiveness
of third party review of devices but such a pilot should be limited
and should not include high risk or life-sustaining devices. Only
after third party review has proven to be effective in the review of
low risk devices should it be expanded to include all medical de-
vices.

Tom HARKIN.
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ADDITIONAL VIEWS OF SENATOR PAUL WELLSTONE

While I strongly support responsible reform of the U.S. Food and
Drug Administration, I voted against S. 1477 because it included
some provisions which I believe would undermine the ability of the
FDA to protect the public health. Senator Kassebaum has indicated
a serious willingness to work on these provisions before the bill
reaches the Senate floor. I look forward to ultimately supporting S.
1477 as I believe the legislation includes a number of very impor-
tant and constructive reforms. It is my hope that responsible FDA
reform that would improve the effectiveness and the timeliness of
the regulatory process while maintaining the safety standards that
Americans count on everyday will be signed into law this year.

FDA approval is recognized around the world as “the gold stand-
ard”. This standard has opened markets, increased demand for
U.S. products, and protected consumers. But beyond looking to the
FDA to protect us from unsafe products, American patients need
the FDA to do its job in a timely manner. The technologies that the
FDA regulates are changing rapidly and dramatically. Americans
cannot afford a regulatory system ill-equipped to speed those ad-
vances.

While the FDA has made great strides in implementing the Re-
inventing Government initiatives and expediting review for certain
breakthrough drugs, these efforts must be consistent across other
new products and for patients suffering from all types of debilitat-
ing and life-threatening illnesses.

Many of the provisions in S. 1477 would take a serious step to-
ward addressing Americans’ concerns with the FDA. The legisla-
tion would improve the predictability, timeliness and focus of the
regulatory process for medical products. The legislation would also
improve communication and collaboration between the FDA and
the regulated industries. I strongly endorse the view that these ob-
jectives can be met and unnecessary regulatory burdens can be
minimized without compromising the quality of the review.

COLLABORATIVE PROCESS REFORMS

Because of my interest in achieving a more collaborative process,
I strongly support provisions in the legislation to encourage collabo-
ration at the early stages of product development. The bill requires
the FDA to provide applicants the opportunity to meet with FDA
officials to develop and agree in writing on a protocol for clinical
studies. In addition, to facilitate collaboration and communication
throughout the review process, the bill requires the FDA to provide
for periodic meetings to ensure the applicants would be promptly
informed of any deficiencies in their application and that questions
could be addressed right away.

Importantly, the committee imposed a structured PMA review
cycle on the FDA to ensure that benchmarks define the timeliness
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of the agency’s review effort for breakthrough medical devices. I be-
lieve that improved communication and collaboration during the re-
view process will significantly improve timeliness and benefit both
patients and the regulated industries.

In addition, these important provisions would go a long way to-
wards answering concerns about the predictability of the approval
process for medical products. An inability to predict processes,
costs, and outcomes is about the worst thing that government can
impose on business. Companies—especially small companies—must
be able to budget for the review process, predict the process, and
know that they are being treated fairly. Currently, manufacturers
say that decisions and requests for data and additional information
are made in an arbitrary manner. I am convinced that both the
FDA and the industry would like to make their working relation-
ship less adversarial and more collaborative; these proposals would
facilitate that goal. Improving predictability, collaboration and
timeliness would lower medical product development costs and en-
able patients to access new technologies faster.

EFFECTIVENESS STANDARD

I strongly endorse the committee’s view that the standard proof
of effectiveness for medical devices must be viewed as separate and
distinct from that for new drugs. Unlike drugs, medical devices
tend to evolve incrementally with new device generations often
adding new therapeutic and diagnostic features. In determining the
effectiveness of a device, the FDA should accept retrospective data
and historical data as a control if data are available that meet the
FDA’s standards for quality and completeness and the effect of the
device on disease progression is well understood. This would leave
the FDA the discretion it needs to conduct randomized trials when
necessary while at the same time reducing costly and time-consum-
ing requirements on applicants and enabling new and innovative
technologies to reach patients in a more timely manner.

RECOGNITION OF PERFORMANCE STANDARDS TO FACILITATE MEDICAL
DEVICE REVIEWS

I strongly endorse the requirement that the FDA recognize na-
tionally and internationally recognized consensus performance
standards and accept certification by a manufacturer that a device
conforms to such standards for the purpose of facilitating medical
device review. Currently, the lack of clear performance standards
for the review of Class II and III devices is a barrier to the im-
provement of the quality, timeliness, and predictability of the re-
view process. In addition, the harmonization of performance stand-
ards for devices would promote international trade. The FDA would
retain full authority to withdraw recognition of a performance
standard and to approve or disapprove a premarket application or
notification.

OUTSTANDING CONCERNS

Provisions of the legislation that I believe would undermine the
ability of the FDA to protect the public and that must be addressed
include first and foremost a requirement that the Agency contract
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out applications in a particular product category if the Agency has
failed to meet the statutory deadline for action on at least 95% of
the applications in the product category. While I absolutely agree
that the Agency should be held accountable for consistently meet-
ing statutory deadlines, I believe that this provision is unneces-
sarily harsh and could actually aggravate the ability of the Agency
to meet its goals and seriously jeopardize the public health. Under
this provision, contracting out would be required even if doing so
would increase review costs or if the quality of product reviews by
the private contractors could not be assured.

I am also concerned about the elimination of the FDA’s ability
to require pre-approval for critical manufacturing changes to drugs
and biologics under S. 1477. While I understand the benefit of al-
lowing and encouraging companies to make improvements in their
manufacturing processes without having to wait for FDA approval,
the current language in the bill unacceptably weakens essential
oversight of drug and biologic manufacturing.

Because I believe it is essential that we explore new approaches
to improving our medical device review process. I voted in favor of
Senator Coats’ amendment to require the FDA to establish a three
year pilot for third party review of Class II and III medical devices.
Clearly conflict of interest concerns about arise in a situation
where manufacturers are directly paying a private organization for
the review of their device. However, this amendment requires that
the program be eliminated to a three year pilot, that the FDA ac-
credit the pool of qualified third parties to conduct the reviews,
that the manufacturer only be able to choose an accredited re-
viewer from a list pre-selected by the FDA, and that the FDA re-
tain full authority to make final product review decisions, regard-
less of the third party decision. It should also be noted that the
FDA has already initiated a third party review pilot for medical de-
vices and has taken precautions to mitigate against conflict of in-
terest concerns.

While changes may need to be made to the Coats amendment to
clarify the scope of the pilot and ensure that “every device at
CDRH” is not eligible for third party review, the intent of this
amendment was that the FDA gather meaningful data through the
pilot and thus include more types of devices than the current
pilot—as long as suitable third parties are available that meet the
FDA’s accreditation standards. At the end of the three year pilot
the FDA and Congress should have the data they will need to be
able to evaluate in a meaningful way the quality, timeliness, cost,
and potential conflict of interest concerns of third party review.

I am committed to working with Senator Kassebaum and other
members of the Committee to address these concerns and to im-
proving some of the other provisions of the bill that may still need
work. I have a strong desire to see FDA reform legislation that has
the confidence and support of the American people signed into law
this year.

PaurL D. WELLSTONE.



IX. CHANGES IN EXISTING LAaw

In compliance with rule XXVI paragraph 12 of the Standing
Rules of the Senate, the following provides a print of the statute
or the part or section thereof to be amended or replaced (existing
law proposed to be omitted is enclosed in black brackets, new mat-
ter is printed in italic, existing law in which no change is proposed
is shown in roman):

FEDERAL FOOD, DRUG, AND COSMETIC ACT

CHAPTER II—DEFINTIONS

SEcC. 201. [321] For the purposes of this Act—
(a)(1) * * *

* * * * * * *

(gg) For purposes of reviewing any application or submission (in-
cluding a petition, notification, or any other similar form of re-
quest), or any document, with respect to an article that is a new
drug, device, biological product, new animal drug, an animal feed
bearing or containing a new animal drug, color additive, or food
additive that is submitted to the Secretary to obtain marketing ap-
proval, to obtain classification of a device under section 513(f)(1), or
to establish or clarify the regulatory status of the article, the term
“day” means a calendar day in which the Secretary has responsibil-
ity to review such a submission (excluding any calendar day be-
tween the date of receipt by the submitter of a written communica-
tion from the Secretary setting forth the action of the Secretary on
a submission and the date of receipt by the Secretary of the written
response of the submitter to the action).

(hh) The term “indirect food additive” means a food additive that
is intended to contact food but that is not intended for consumption
as a food ingredient.

* * %k kS * * %k
CHAPTER III—PROHIBITED ACTS AND PENALTIES
PROHIBITED ACTS
Sec. 301. [331] The following acts and the causing thereof are

hereby prohibited:
(a) ok ok
% * * * % * *

(e) The refusal to permit access to or copying of any record as re-
quired by [section 412] section 412, 504, or 703; or the failure to
establish or maintain any record, or make any report, required
[under section 412, under section 412, 504, 505 (i) or (k), 507(d)
or (g), 512(a)(4)(C), 512 (), (I) or (m), 515(f), or 519 or the refusal
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to permit access to or verification or copying of any such required
record.

* * * * * * *

MISBRANDED FOOD

SEC. 403. [343] A food shall be deemed to be misbranded—
(a) kok ok

* * *k & * * *k

(C) Notwithstanding the provisions of subparagraphs (A)(i)
and (B), a claim of the type described in paragraph (1)(B)
which is not authorized by the Secretary in a regulation pro-
maulgated in accordance with subparagraph (B) shall be author-
ized and may be made if—

(i) an authoritative scientific body of the United States
Government with official responsibility for public health
protection or research directly relating to human nutrition
(such as the National Institutes of Health or the Centers for
Disease Control and Prevention), the National Academy of
Sciences, or subdivisions of the scientific body or the Na-
tional Academy of Sciences, has published statements, con-
clusions, or recommendations in effect recognizing that the
relationship between the nutrient and disease or health-re-
lated condition to which the claim refers is supported by
pertinent scientific evidence; and

(i) the manufacturer or distributor of the food for which
such claim is made has submitted to the Secretary at least
90 days before the first introduction of such food into inter-
state commerce a notice of claim, including a concise de-
scription of the basis upon which such manufacturer or dis-
tributor relied for determining that the requirements of
clause (i) have been satisfied.

* * * * * * *
FOOD ADDITIVES

Unsafe Food Additives
SEc. 409. [348] (a) * * *

* * *k & * * *k

Alternative Approval Procedure

()(1) As an alternative to the approval procedure established
under subsection (b), any person may submit a notification for an
indirect food additive under this subsection.

(2) Any person who proposes to begin the introduction or delivery
for introduction into interstate commerce of an article intended for
use as an indirect food additive may submit to the Secretary, at
least 90 days prior to making such introduction or delivery, a notifi-
cation containing information demonstrating that the labeled use of
the article is safe.

(3) Within 90 days after the receipt of the notification by the Sec-
retary, the Secretary shall—
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(A) either—
(1)(I) approve the notification if the article is safe for its
intended use; or
(I) disapprove the notification if the article has not been
shown to be safe for its intended use; and
(B) publish a notice of this determination in the Federal Reg-
ister and, if the notification is approved, promulgate an appro-
priate regulation pursuant to subsection (c).

* * * * * * &

CHAPTER V—DRUGS AND DEVICES

SUBCHAPTER A—DRUGS AND DEVICES
ADULTERATED DRUGS AND DEVICES

SEC. 501. [351] A drug or device shall be deemed to be adulter-
ated—

(a)(1) If it consists in whole or in part of any filthy, putrid, or
decomposed substance; or (2)(A) if it has been prepared, packed, or
held under insanitary conditions whereby it may have been con-
taminated with filth, or whereby it may have been rendered injuri-
ous to [health; or] health; (B) if it is a drug and the methods used
in, or the facilities or controls used for, its manufacture, processing,
packing or holding do not conform to or are not operated or admin-
istered in conformity with current good manufacturing practice to
assure that such drug meets the requirements of this Act as to
safety and has the identify and strength, and meets the quality
and purity characteristics, which it purports or is represented to
[possess;] possess; or (C) if it is a drug intended for use by animals
other than man and the methods used in, or the facilities or controls
used for, its manufacture, processing, packing, or holding do not
conform to or are not operated or administered in conformity with
current good manufacturing practice requirements (appropriate for
animal drugs) adopted pursuant to regulations issued by the Sec-
retary to ensure that such drug meets the requirements of this Act
as to safety and has the identity and strength, and meets the quality
and purity characteristics, which it purports or is represented to
posses for use in animals other than man; or (3) if its container is
composed, in whole or in part, of any poisonous or deleterious sub-
stance which may render the contents injurious to health; or (4) it
bears or contains, for purposes of coloring only, a color additive
which is unsafe within the meaning of section 721(a), or (B) it is
a color additive the intended use of which in or on drugs or devices
is for purposes of coloring only and is unsafe within the meaning
of section 721(a); or (5) if it is a new animal drug which is unsafe
within the meaning of section 512; or (6) if it is an animal feed
bearing or containing a new animal drug, and such animal feed is
unsafe within the meaning of section 512.

* * * * * * *

[(e)] (e)(1) If it is, or purports to be or is represented as, a device

which is subject to a performance standard established under [sec-

tion 5141] section 514(b), unless such device is in all respects in con-
formity with such standard.
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(2) If it is, or purports to be or is represented as, a device which
is certified to be in compliance with any voluntary standard recog-
nized under section 514(c), unless such a device is in all respects in
conformity with such a standard.

* * * * * * *

EXEMPTIONS AND CONSIDERATION FOR CERTAIN DRUGS, DEVICES, AND
BIOLOGICAL PRODUCTS

SEc. 503. [353] (a) * * *

* * * * * * *

()(1)(A) A drug intended for use by animals [other than man]
other than man, other than a veterinary feed directive drug in-
tended for use in animal feed or an animal feed bearing or contain-
ing a veterinary feed directive drug,

* * *k & * * *k

VETERINARY FEED DIRECTIVES DRUGS

SEC. 504. (a)(1) A drug intended for use in or on animal feed that
is limited by an approved application filed pursuant to section
512(b) to use under the professional supervision of a licensed veteri-
narian is a veterinary feed directive drug. Any animal feed bearing
or containing a veterinary feed directive drug shall be fed to ani-
mals only by or upon the lawful veterinary feed directive issued by
a licensed veterinarian in the course of the professional practice of
the veterinarian. When labeled, distributed, held, and used in ac-
cordance with this section, a veterinary feed directive drug and any
animal feed bearing or containing a veterinary feed directive drug
shall be exempt from section 502(f).

(2) A veterinary feed directive is lawful if it—

(A) contains such information as the Secretary may, by gen-
eral regulation or by order, require; and

(B) is in compliance with the conditions and indications for
use of the drug set forth in the notice published pursuant to sec-
tion 512(i).

(3)(A) Any persons involved in the distribution or use of animal
feed bearing or containing a veterinary feed directive drug, and the
licensed veterinarian issuing the veterinary feed directive, shall
maintain a copy of the veterinary feed directive applicable to each
such feed, except in the case of a person distributing such feed to
another person for further distribution, such person distributing the
feed shall maintain a written acknowledgment from the person to
whom the feed is shipped stating that that person shall not ship or
move such feed to an animal production facility without a veteri-
nary feed directive or ship such feed to another person for further
distribution unless that person has provided the same written ac-
knowledgment to the immediate supplier of that person.

(B) Every person required under the subparagraph (A) to main-
tain records, and every person in charge or custody thereof, shall,
upon request of an officer or employee designated by the Secretary,
permit such officer or employee at all reasonable times to have ac-
cess to and copy and verify such records.
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(C) Any person who distributes animal feed bearing or containing
a veterinary feed directive drug shall upon first engaging in such
distribution notify the Secretary of the name and place of business
of that person. The failure to provide such notification shall be
deemed to be an act which results in the drug being misbranded.

(b) A veterinary feed directive drug and any feed bearing or con-
taining a veterinary feed directive drug shall be deemed to be mis-
branded if the drug and feed labeling fails to bear such cautionary
statement and such other information as the Secretary may, by gen-
eral regulation or by order, prescribe, or the drug and feed advertis-
ing fails to conform to the conditions and indications for use pub-
lished pursuant to section 512(i) or fails to contain the general cau-
tionary statement prescribed by the Secretary.

(¢) Neither a drug subject to this section, nor animal feed bearing
or containing such a drug, shall be deemed to be a prescription arti-
cle under any Federal or State law.

NEW DRUGS
SEC. 505. [355] (a) * * *
* * * * * * *
(e)(1) * * *
* * * * * * *

In a case in which an application is submitted under subsection
(b)(1) for a new drug, or section 351(a) of the Public Health Service
Act for a biological product, that is intended for use for an imme-
diately life-threatening or serious disease or condition and that pro-
vides therapy or diagnosis not available from another approved
drug or biological product or offers significant improvement over
another approved drug or biological product, the Secretary shall ap-
prove or deny approval of the application within 180 days after the
receipt of the application.

* * * * * * *

(4) A new drug or biological product manufactured in a pilot or
other small facility may be used to demonstrate the safety and effec-
tiveness of the drug or product and to obtain approval prior to scal-
ing up to a larger facility, unless the Secretary demonstrates in
writing and specifies in detail the reasons, after an informal hear-
ing, that a full scale production facility is necessary to ensure the
safety or effectiveness of the drug or product.

(d) If the Secretary finds, after due notice to the applicant in ac-
cordance with subsection (¢) and giving him an opportunity for a
hearing, in accordance with said subsection, that (1) the investiga-
tions, reports of which are required to be submitted to the Sec-
retary pursuant to subsection (b), do not include adequate tests by
all methods reasonably applicable to show whether or not such
drug is safe for use under the conditions prescribed, recommended,
or suggested in the proposed labeling thereof; (2) the results of
such tests show that such drug is unsafe for use under such condi-
tions or do not show that such drug is safe for use under such con-
ditions; (3) the methods used in, and the facilities and controls
used for, the manufacture, processing, and packing of such drug
are inadequate to preserve its identity, strength, quality, and pu-
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rity; (4) upon the basis of the information submitted to him as part
of the application, or upon the basis of any other information before
him with respect to such drug, he has insufficient information to
determine whether such drug is safe for use under such conditions;
or (5) evaluated on the basis of the information submitted to him
as part of the application and any other information before him
with respect to such drug, there is a lack of substantial evidence
that the drug will have the effect it purports or is represented to
have under the conditions of use prescribed, recommended, or sug-
gested in the proposed labeling thereof; or (6) the application failed
to contain the patent information prescribed by subsection (b); or
(7) based on a fair evaluation of all material facts, such labeling is
false or misleading in any particular; he shall issue an order refus-
ing to approve the application. If, after such notice and opportunity
for hearing, the Secretary finds that clauses (1) through (6) do not
apply, he shall issue an order approving the application. As used
in this subsection and subsection (e), the term “substantial evi-
dence” means evidence consisting of adequate and well-controlled
investigations, including clinical investigations, by experts qualified
by scientific training and experience to evaluate the effectiveness
of the drug involved, on the basis of which it could fairly and re-
sponsibly be concluded by such experts that the drug will have the
effect it purports or is presented to have under the conditions of
use prescribed, recommended, or suggested in the labeling or pro-
posed labeling thereof. Substantial evidence may consist of data
from 1 well-controlled clinical investigation and confirmatory evi-
dence obtained prior to, or after, such investigation.

* * & * * * &

[(G) Thel (i)(1) The Secretary shall promulgate regulations for ex-
empting from the operation of the foregoing subsections of this sec-
tion drugs intended solely for investigational use by experts quali-
fied by scientific training and experience to investigate the safety
and effectiveness of drugs. Such regulations may, within the discre-
tion of the Secretary, among other conditions relating to the protec-
tion of the public health, provide for conditioning such exemption
upon—

[(1)] (A) the submission to the Secretary, before any clinical
testing of a new drug is undertaken, of reports, by the manu-
facturer or the sponsor of the investigation of such drug, or
preclinical tests (including tests on animals) of such drug ade-
quate to justify the proposed clinical testing;

[(2)] (B) the manufacturer or the sponsor of the investiga-
tion of a new drug proposed to be distributed to investigators
for clinical testing obtaining a signed agreement from each of
such investigators that patients to whom the drug is adminis-
tered will be under his personal supervision, or under the su-
pervision of investigators responsible to him, and that he will
not supply such drug to any other investigator, or to clinics, for
administration to human beings; and

[(3)] (C) the establishment and maintenance of such records,
and the making of such reports to the Secretary, by the manu-
facturer or the sponsor of the investigation of such drug, of
data (including but not limited to analytical reports by inves-
tigators) obtained as the result of such investigational use of
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such drug, as the Secretary finds will enable him to evaluate
the safety and effectiveness of such drug in the event of the fil-
ing of an application pursuant to subsection (b).

* * * * * * *

(2)(A) A clinical investigation of a new drug (including a biologi-
cal product) may begin 30 days after the date on which the Sec-
retary receives from the sponsor of the investigation a notification
containing information about the drug and the clinical investigation
unless, prior to the 30-day period, the Secretary informs the sponsor
in writing that the investigation may not begin, and specifies the
basis for the decision and the information needed in order for the
clinical investigation to commence.

(B) Not later than 1 year after the date of enactment of the Food
and Drug Administration Performance and Accountability Act of
1996, the Secretary, after consultation with experts in the develop-
ment, clinical investigation, and regulation of drugs, physicians and
other health care practitioners, and representatives of patient and
consumer advocacy groups and the regulated industries, shall pub-
lish in the Federal Register criteria for the type and amount of in-
formation relating to the safety of an investigational drug to be in-
cluded in a notification described in subparagraph (A). In the estab-
lishment of the criteria, the Secretary shall take into account the
recommendations of the International Conference on Harmonization
of Technical Requirements for Registration of Pharmaceuticals for
Human Use. The Secretary shall periodically review, and may re-
vise, the criteria.

(C) The Secretary shall establish a mechanism to ensure the fair
and consistent application of safety standards for clinical investiga-
tions.

(3)(A) The Secretary may place a clinical hold on any ongoing
clinical investigation if the Secretary determines that such action is
necessary for the protection of human subjects.

(B) If the Secretary places a clinical hold on a clinical investiga-
tion, the Secretary shall immediately advise the sponsor for the in-
vestigation in writing of such action, and provide the sponsor an op-
portunity to meet with the Secretary not later than 10 business days
after the receipt of such a communication to discuss the clinical
hold. Not later than 10 days after such a meeting, the Secretary
shall provide to the sponsor in writing the conditions for the with-
drawal of the clinical hold. Any written request received by the Sec-
retary from the sponsor requesting that a clinical hold be removed
shall receive a decision, in writing and specifying the reasons there-
for, not later than 20 days after the receipt of the request.

* * * * * * *

SEC. 505A. PEDIATRIC STUDIES FOR NEW DRUG APPLICATIONS.

(a) MARKET EXCLUSIVITY FOR APPROVED APPLICATIONS WITH PE-
DIATRIC STUDIES SUBMITTED BY AN APPLICANT.—If an application
submitted under section 505(b)(1) is approved on or after the date
of enactment of this section, and such application includes reports
of pediatric studies described and requested in subsection (c), and
such studies are completed and the reports thereof submitted in ac-
cordance with subsection (c)(2) or completed and the reports thereof
accepted in accordance with subsection (c)(3), the Secretary may not
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make the approval of an application submitted under section
505(b)(2) or 505(j) that refers to the drug for which the section
505(b)(1) approval is granted effective prior to the expiration of 6
months from the earliest date on which the approval of such appli-
cation for the drug under section 505(b)(2) or 505(j), respectively,
could otherwise be made effective under the applicable provisions of
this chapter.

(b) MARKET EXCLUSIVITY FOR APPROVED APPLICATIONS WITH PE-
DIATRIC STUDIES REQUESTED BY THE SECRETARY.—If the Secretary
makes a written request for pediatric studies described in subsection
(c) to the holder of an approval under section 505(b)(1) for a drug,
and such studies are completed and the reports thereof submitted in
accordance with subsection (c)(2) or completed and the reports there-
of accepted in accordance with subsection (c)(3), the Secretary may
not make the approval of an application submitted under section
505(b)(2) or 505(j) that refers to the drug subject to the section
505(b)(1) approval effective prior to the expiration of 6 months from
the earliest date on which an approval of such application under
section 505(b)(2) or 505(j), respectively, could otherwise be made ef-
fective under the applicable provisions of this chapter. Nothing in
this subsection shall affect the ability of the Secretary to make effec-
tive a section 505(b)(2) or 505(j) approval for a subject drug if such
approval is proper under such section and is made effective prior to
the submission of the reports of pediatric studies described in sub-
section (c).

(¢c) CoNDUCT OF PEDIATRIC STUDIES.—

(1) AGREEMENT FOR STUDIES.—The Secretary may, pursuant
to a written request for studies after consultation with the spon-
sor of an application or holder of an approval for a drug under
section 505(b)(1), agree with the sponsor or holder concerning
the conduct of pediatric studies for such drug.

(2) WRITTEN PROTOCOLS TO MEET THE STUDIES REQUIRE-
MENT.—If the sponsor or holder and the Secretary agree upon
written protocols for such studies, the studies requirement of
subsection (a) or (b) is satisfied upon the completion of the stud-
les in accordance with the protocols and the submission of the
reports thereof to the Secretary. Not later than 60 days after the
submission of the report of the studies, the Secretary shall de-
termine if such studies were or were not conducted in accord-
ance with the written protocols and reported in accordance with
the requirements of the Secretary for filing and so notify the
sponsor or holder.

(3) OTHER METHODS TO MEET THE STUDIES REQUIREMENT.—
If the sponsor or holder and the Secretary have not agreed in
writing on the protocols for the studies, the studies requirement
of subsection (a) or (b) is satisfied when such studies have been
completed and the reports accepted by the Secretary. Not later
than 90 days after the submission of the reports of the studies,
the Secretary shall accept or reject such reports and so notify
the sponsor or holder. The Secretary’s only responsibility in ac-
cepting or rejecting the reports shall be to determine, within 90
days, that the studies fairly respond to the written request, that
such studies have been conducted in accordance with commonly
accepted scientific principles and protocols, and that such stud-
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ies have been reported in accordance with the requirements of
the Secretary for filing.

(d) DELAY OF EFFECTIVE DATE FOR CERTAIN APPLICATIONS; PE-
RIOD OF MARKET EXcLUSIVITY.—If the Secretary determines that an
approval of an application under section 505(b)(2) or 505(j) for a
drug may be made effective after submission of reports of pediatric
studies under this section but before the Secretary has determined
whether the requirements of subsection (c) have been satisfied, the
Secretary may delay the effective date of any approval under section
505(b)(2) or 505(j), respectively, until the determination under sub-
section (¢) is made, but such delay shall not exceed 90 days. In the
event that the requirements of this section are satisfied, the 6-month
period referred to in subsection (a) or (b) shall be deemed to have
begun on the date an approval of an application under section
505(b)(2) or 505(j), respectively, would have been permitted absent
action under this subsection.

(e) NOTICE OF DETERMINATIONS ON STUDIES REQUIREMENT.—The
Secretary shall publish notice of any determination that the require-
ments of paragraph (2) or (3) of subsection (c) have been met and
that approvals under section 505(b)(2) or section 505(j) for a drug
will be subject to deferred effective dates under this section.

(f) DEFINITIONS.—As used in this section, the term ‘pediatric stud-
tes’ or ‘studies’ means at least 1 human clinical investigation in a
population of adolescent age or younger. At the Secretary’s discre-
tion, pharmacokinetic studies may be considered as clinical inves-
tigations.

[CERTIFICATION OF DRUGS CONTAINING INSULIN

[SEc. 506. [356] (a) The Secretary, pursuant to regulations pro-
mulgated by him, shall provide for the certification of batches of
drugs composed wholly or partly of insulin. A batch of any such
drug shall be certified if such drug has such characteristics of iden-
tity and such batch has such characteristics of strength, quality,
and purity, as the Secretary prescribes in such regulations as nec-
essary to adequately insure safety and efficacy of use, but shall not
otherwise be certified. Prior to the effective date of such regulations
the Secretary, in lieu of certification, shall issue a release for any
batch which, in his judgment, may be released without risk as to
the safety and efficacy of its use. Such release shall prescribe the
date of its expiration and other conditions under which it shall
cease to be effective as to such batch and as to portions thereof.

[(b) Regulations providing for such certification shall contain
such provisions as are necessary to carry out the purposes of this
section, including provisions prescribing (1) standards of identity
and of strength, quality, and purity; (2) tests and methods of assay
to determine compliance with such standards; (3) effective periods
for certificates, and other conditions under which they shall cease
to be effective as to certified batches and as to portions thereof; (4)
administration and procedure; and (5) such fees, specified in such
regulations, as are necessary to provide, equip, and maintain an
adequate certification service. Such regulations shall prescribe no
standard of identity or of strength, quality, or purity for any drug
different from the standard of identity, strength, quality, or purity
set forth for such drug in official compendium.
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[(c) Such regulations, insofar as they prescribe tests or methods
of assay to determine strength, quality, or purity of any drug, dif-
ferent from the tests or methods of assay set forth for such drug
in an official compendium, shall be prescribed, after notice and op-
portunity for revision of such compendium, in the manner provided
in the second sentence of section 501(b). The provisions of sub-
sections (e), (f), and (g) of section 701 shall be applicable to such
portion of any regulation as prescribes any such different test or
methods, but shall not be applicable to any other portion of any
such regulation.

[CERTIFICATION OF ANTIBIOTICS

[SEc. 507. [537] (a) The Secretary, pursuant to regulations pro-
mulgated by him, shall provide for the certification of batches of
drugs (except drugs for use in animals other than man) composed
wholly or partly of any kind of penicillin, streptomycin,
chlortetracycline, chloramphenicol, bacitracin, or any other anti-
biotic drug, or any derivative thereof. A batch of any such drug
shall be certified if such drug has such characteristics of identity
and such batch has such characteristics of strength, quality, and
purity, as the Secretary prescribes in such regulations as necessary
to adequately insure safety and efficacy of use, but shall not other-
wise be certified. Prior to the effective date of such regulations the
Secretary, in lieu of certification, shall issue a release for any batch
which, in his judgment, may be released without risk as to the
safety and efficacy of its use. Such release shall prescribe the date
of its expiration and other conditions under which it shall cease to
be effective as to such batch and as to portions thereof. For pur-
poses of this section and of section 502(1), the term “antibiotic drug”
means and drug intended for use by man containing any quantity
of any chemical substance which is produced by a micro-organism
and which has the capacity to inhibit or destroy micro-organisms
in dilute solution (including the chemically synthesized equivalent
of any such substance).

[(b) Regulations providing for such certifications shall contain
such provisions as are necessary to carry out the purposes of this
section, including provisions prescribing (1) standards of identity
and of strength, quality, and purity; (2) tests and methods of assay
to determine compliance with such standards; (3) effective periods
for certificates, and other conditions under which they shall cease
to be effective as to certified batches and as to portions thereof; (4)
administration and procedure; and (5) such fees, specified in such
regulations, as are necessary to provide, equip, and maintain an
adequate certification service. Such regulations shall prescribe only
such tests and methods of assay as will provide for certification or
rejection within the shortest time consistent with the purposes of
this section.

[(c) Whenever in the judgment of the Administrator, the require-
ments of this section and of section 502(1) with respect to any drug
or class of drugs are not necessary to insure safety and efficacy of
use, the Administrator! shall promulgate regulations exempting
such drug or class of drugs from such requirements. In deciding
whether an antibiotic drug, or class of antibiotic drugs, is to be ex-
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empted from the requirement of certification the Secretary shall
give consideration, among other relevant factors, to—

[(1) whether such drug or class of drugs is manufactured by
a person who has, or hereafter shall have, produced fifty con-
secutive batches of such drug or class of drugs in compliance
with the regulations for the certification therefore within a pe-
riod of not more than eighteen calendar months, upon the ap-
plication by such person to the Secretary; or

[(2) whether such drug or class of drugs is manufactured by
any person who has otherwise demonstrated such consistency
in the production of such drug or class of drugs, in compliance
with the regulations for the certification thereof, as in the
judgment of the Secretary is adequate to endure the safety and
efficacy of use thereof.

When an antibiotic drug or a drug manufacturer has been exempt-
ed from the requirement of certification, the manufacturer may still
obtain certification of a batch or batches of that drug if he applies
for an meets the requirements for certification. Nothing in this Act
shall be deemed to prevent a manufacturer or distributor of an an-
tibiotic drug from making a truthful statement in labeling or ad-
vertising of the product as to whether it has been certified or ex-
empted from the requirement of certification.

[(d) The Administrator shall promulgate regulations exempting
from any requirement of this section and of section 502(1), (1) drugs
which are to be stored, processed, labeled, or repacked at establish-
ments other than those where manufactured, on condition that
such drugs comply with all such requirements upon removal from
such establishments; (2) drugs which conform to applicable stand-
ards of identity, strength, quality, and purity prescribed by these
regulations and are intended for use in manufacturing other drugs;
and (3) drugs which are intended solely for investigational use by
experts qualified by scientific training and experience to investigate
the safety and efficacy of drugs. Such regulations may, within the
discretion of the Secretary, among other conditions relating to the
protection of the public health, provide for conditioning the exemp-
tion under clause (3) upon—

[(1) the submission to the Secretary, before any clinical test-
ing of a new drug is undertaken, of reports, by the manufac-
turer or the sponsor of the investigation of such drug, of pre-
clinical tests (including tests on animals) of such drug ade-
quate to justify the proposed clinical testing;

[(2) the manufacturer or the sponsor of the investigation of
a new drug proposed to be distributed to investigators for clini-
cal testing obtaining a signed agreement from each of such in-
vestigators that patients to whom the drug is administered will
be under his personal supervision, or under the supervision of
investigators responsible to him, and that he will not supply
such drug to any other investigator, or to clinics, for adminis-
tration to human beings; and

[(3) the establishment and maintenance of such records, and
the making of such reports to the Secretary, by the manufac-
turer or the sponsor of the investigation of such drug, of data
(including but not limited to analytical reports by investiga-
tors) obtained as the result of such investigational use of such
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drug, as the Secretary finds will enable him to evaluate the
safety and effectiveness of such drug in the event of the filing
of an application for certification or release pursuant to sub-
section (a).
Such regulations shall provide that such exemption shall be condi-
tioned upon the manufacturer, or the sponsor of the investigation,
requiring that experts using such drugs for investigational pur-
poses certify to such manufacturer or sponsor that they will inform
any human beings to whom such drugs, or any controls used in
connection therewith, are being administered, or their representa-
tives, that such drugs are being used for investigational purposes
and will obtain the consent of such human beings or their rep-
resentatives, except where they deem it not feasible or, in their
professional judgment, contrary to the best interests of such human
beings. Nothing in this subsection shall be construed to require any
clinical investigator to submit directly to the Secretary reports on
the investigational use of drugs.

[(e) No drug which is subject to this section shall be deemed to
be subject to any provision of section 505 except a new drug ex-
empted from the requirements of this section and of section 502(1)
pursuant to regulations promulgated by the Secretary. For pur-
poses of section 505, the initial request for certification, as there-
after duly amended, pursuant to this section, of a new drug so ex-
empted shall be considered a part of the application filed pursuant
to section 505(b) with respect to the person filing such request and
to such drug as of the date of the exemption. Compliance of any
drug subject to section 502(1) or this section with section 501(b) and
502(g) shall be determined by the application of the standards of
strength, quality, and purity, the tests and methods of assay, and
the requirements of packaging, and labeling, respectively, pre-
scribed by regulations promulgated under this section.

[(f) Any interested person may file with the Administrator a pe-
tition proposing the issuance, amendment, or repeal of any regula-
tion contemplated by this section. The petition shall set forth the
proposal in general terms and shall state reasonable grounds there-
for. The Administrator shall give public notice of the proposal and
an opportunity for all interested persons to present their views
thereon, orally or in writing, and as soon as practicable thereafter
shall make public his action upon such proposal. At any time prior
to the thirtieth day after such action is made public any interested
person may file objections to such action, specifying with particu-
larity the changes desired, stating reasonable grounds therefor,
and requesting a public hearing upon such objections. The Admin-
istrator shall thereupon, after due notice, hold such public hearing.
As soon as practicable after completion of the hearing, the Admin-
istrator shall by order make public his action on such objections.
The Administrator shall base his order only on substantial evi-
dence of record at the hearing and shall set forth as part of the
order detailed findings of fact on which the order is based. The
order shall be subject to the provision of section 701 (f) and (g).

[(g)(1) Every person engaged in manufacturing, compounding, or
processing any drug within the purview of this section with respect
to which a certificate or release has been issued pursuant to this
section shall establish and maintain such records, and make such
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reports to the Secretary, of data relating to clinical experience and
other data or information, received or otherwise obtained by such
person with respect to such drug, as the Secretary may by general
regulation, or by order with respect to such certification or release,
prescribe on the basis of a finding that such records and reports
are necessary in order to enable the Secretary to make, or to facili-
tate, a determination as to whether such certification or release
should be rescinded or whether any regulation issued under this
section should be amended or repealed. Regulations and orders is-
sued under this subsection and under clause (3) of subsection (d)
shall have due regard for the professional ethics of the medical pro-
fession and the interests of patients and shall provide, where the
Secretary deems it to be appropriate, for the examination, upon re-
quest, by the persons to whom such regulations or orders are appli-
cable, of similar information received or otherwise obtained by the
Secretary.

[(2) Every person required under this section to maintain
records, and every person having charge or custody thereof, shall,
upon request of an officer or employee designated by the Secretary,
permit such officer or employee at all reasonable times to have ac-
cess to and copy and verify such records.

[(h) In the case of a drug for which, on the day immediately pre-
ceding the effective date of this subsection, a prior approval of an
application under section 505 had not been withdrawn under sec-
tion 505(e), the initial issuance of regulations providing for certifi-
cation or exemption of such drug under this section shall, with re-
spect to the conditions of use prescribed, recommended, or sug-
gested in the labeling covered by such application, not be condi-
tioned upon an affirmative finding of the efficacy of such drug. Any
subsequent amendment or repeal of such regulations so as no
longer to provide for such certification or exemption on the ground
of a lack of efficacy of such drug for use under such conditions of
use may be effected only on or after that effective date of clause
(3) of the first sentence of section 505(e) which would be applicable
to such drug under such conditions of use if such drug were subject
to section 505(e), and then only if (1) such amendment or repeal
is made in accordance with the procedure specified in subsection (f)
of this section (except that such amendment or repeal may be initi-
ated either by a proposal of the Secretary or by a petition of any
interested person) and (2) the Secretary finds, on the basis of new
information with respect to such drug evaluated together with the
information before him when the application under section 505 be-
came effective or was approved, that there is a lack of substantial
evidence (as defined in section 505(d)) that the drug has the effect
it purports or is represented to have under such conditions of use.]

REGISTRATION OF PRODUCERS OF DRUGS AND DEVICES
SEc. 510. [360] (a) As used in this section—

* * * * * * *

(k) Each person who is required to register under this section
and who proposes to begin the introduction or delivery for introduc-
tion into interstte commerce for commercial distribution of a device
[intended for human usel intended for human use (except a device



117

that is classified inot class I under section 513 or 520 and is not
identified in a list under subsection (n), or a device that is classified
into class II under section 513 or 520 and is except from the require-
ments of this subsection under subsection (I)) shall, at least ninety
days before making such introduction or delivery, [report tol shall
notify the Secretary to report to the Secretary (in such form and
manner as the Secretary shall by regulation prescribe)—

* * & * * * *

The Secretary shall review the notification required by this sub-
section and make a determination under section 513(f)(1)(A) within
90 days of receiving the notification.

() Not later than 30 days after the date of enactment of this sub-
section, the Secretary shall publish in the Federal Register a list of
each type of class II device that does not require a notification under
subsection (k) to provide reasonable assurance of safety and effec-
tiveness. Each type of class II device so identified by the Secretary
not to require the notification shall be exempt from the requirement
to provide notification under subsection (k) as of the date of the pub-
lication of the list in the Federal Register. Beginning on the date
that is 1 day after the date of the publication of a list under this
subsection, any person may petition the Secretary to exempt a type
of class II device from the notification requirement of subsection (k).
The Secretary shall respond to the petition within 120 days of the
receipt of the petition and determine whether or not to grant the pe-
tition in whole or in part.

(m) The Secretary may not withhold a determination of the initial
classification of a device under section 513(f)(1) because of a failure
to comply with any provision of this Act unrelated to a substantial
equivalent decision, including a failure to comply with good manu-
facturing practices under section 520(f).

(n) Not later than 15 days after the date of enactment of this sub-
section, the Secretary shall publish in the Federal Register a list of
each type of class I device that shall not be considered exempt from
the notification requirement of section 510(k) because such notifica-
tion is necessary to protect the public health. If the Secretary fails
to publish the list within 15 days after the date of enactment of this
subsection, all types of class I devices shall be exempt from the re-
quirement to provide notification under subsection 510(k).

* * * * * * *

NEW ANIMAL DRUGS
SEc. 512. [306b] (a)(1) * * *

* * * * * * *

(C) such animal feed, Lits labelingl its labeling, its distribu-
tion, its holding, and such use conform to the conditions and
indications of use published pursuant to subsection (i) of this
section and to the application with respect thereto approved
under subsection (m) of this section.

* * * * * * *
(¢)(1) Within [one hundred and eightyl 90 days after the filing

of an application pursuant to subsection (b), or such additional pe-
riod as may be agreed upon by the Secretary and the applicant, the
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Secretary shall either (A) issue an order approving the application
if he then finds that none of the grounds for denying approval spec-
ified in subsection (d) applies, or (B) give the applicant notice of an
opportunity for a hearing before the Secretary under subsection (d)
on the question whether such application is approvable. If the ap-
plicants elects to accept the opportunity for a hearing by written
request within thirty days after such notice, such hearing shall
commence not more than ninety days after the expiration of such
thirty days unless the Secretary and the applicant otherwise agree.
Any such hearing shall thereafter be conducted on an expedited
basis and the Secretary’s order thereon shall be issued within nine-
ty days after the date fixed by the Secretary for filing final briefs.

* * *k * * * *k

(iii) If a supplement to an application approved under
subsection (b)(1) is approved after the date of enactment of
this paragraph and the supplement contains [reports of
new clinical or field investigations (other than bioequiva-
lence or residue studies) and] substnatial evidence of effec-
tiveness as defined in subsection (d)(4), any study of animal
safety, or, in the case of food producing animals, human
food safety studies (other than bioequivalence or residue
studies) [essential to] required for the approval of the sup-
plement and conducted or sponsored by the person submit-
ting the supplement, the Secretary may not make the ap-
proval of an application submitted under subsection (b)(2)
for a change approved in the supplement effective before
the expiration of 3 years from the date of the approval of
the supplement.

* * *k & * * *k

(d)(1) * * *

& * & * & * &

[(F) upon the basis of the information submitted to him as
part of the application or any other information before him
with respect to such drug, the tolerance limitation proposed, if
any, exceeds that reasonably required to accomplish the phys-
ical or other technical effect for which the drug is intended;l

(F) on the basis of information submitted to the Secretary as
part of the application or any other information before the Sec-
retary with respect to such drug, any use prescribed, rec-
ommended, or suggested in labeling proposed for such drug will
result in a residue of such drug in excess of a tolerance found
by the Secretary to be safe for such drug;

* * * * * * *

he shall issue an order refusing to approve the application, If, after
such notice and opportunity for hearing, the Secretary finds that
subparagraphs (A) through (I) do not apply, he shall issue an order
approving the application. Subparagraph (E) shall not apply to a
claim for use of the drug described in subparagraph (E) in a minor
species, or for a minor use of the drug, as the terms “minor species”
and “minor use” are defined in regulations issued by the Secretary,
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if there is an application filed under subsection (b) for the drug, and
the application is approved, prior to the submission of the claim.

* * & kS * * &

[(3) As used in this subsection and subsection (e), the term “sub-
stantial evidence” means evidence consisting of adequate and well-
controlled investigations, including field investigation, by experts
qualified by scientific training and experience to evaluate the effec-
tiveness of the drug involved, on the basis of which it could fairly
and reasonably be concluded by such experts that the drug will
have the effect it purports or is represented to have under the con-
ditions of use prescribed, recommended, or suggested in the label-
ing or proposed labeling thereof.

(3) In a case in which a new animal drug contains more than 1
active ingredient, or the labeling of the drug prescribes, rec-
ommends, or suggests use of the drug in combination with another
animal drug, and the active ingredients or drugs in the combination
have been separately approved for particular uses and species prior
to the approval of the application for the same uses and species in
combination (or, in the absence of such approvals, after evaluating
the safety and efficacy of the combination itself), the Secretary may
only consider with respect to the combination whether any of the ac-
tive ingredients or any of the drugs in the combination, respectively,
at the longest withdrawal time of any of the active ingredients or
drugs in the combination, respectively—

(A) is above its safe concentration (such as exceeding its es-
tablished tolerance, as measured by its marker residue); or

(B) interferes with the methods of analysis for another of the
active ingredients or drugs in the combination, respectively.

(4)(A) As used in this subsection and subsections (c)(2)(F)(iii) and
(e)(1)(C), the term “substantial evidence” means evidence from 1 or
more scientifically sound studies, including as appropriate in vitro
studies, studies in laboratory animals (including a target species),
bioequivalence studies, and any studies voluntarily undertaken by
or for the applicant, that taken together provide reasonable assur-
ance that the drug will have the claimed or intended effect of the
drug.

(B) For purposes of subparagraph (A), a study shall be considered
to be scientifically sound if the study is designed and conducted in
a manner that is consistent with generally recognized scientific pro-
cedures and principles.

(e)(1) * * *

* * *k & * * *k

(C) on the basis of new information before him with respect to
such drug, evaluated together with the evidence available to him
when the application was approved, that there is a lack of substan-
tial evidence (as defined in subsection (d)(4)) that such drug will
have the effect if purports or is represented to have under the con-
ditions of use prescribed, recommended, or suggested in the label-
ing thereof;

* * *k & * * *k

(i) When a new animal drug application filed pursuant to sub-
section (b) is approved, the Secretary shall by notice, which upon
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publication shall be effective as a regulation, publish in the Federal
Register the name and address of the applicant and the conditions
and indications of use of the new animal drug covered by such ap-
plication, including any tolerance and withdrawal period or other
use restrictions and, if such new animal drug is intended for use
in animal feed, appropriate purposes and conditions of use (includ-
ing special labeling [requirements)] requirements and any require-
ment that an animal feed bearing or containing the new animal
drug be limited to use under the professional supervision of a li-
censed veterinarian) applicable to any animal feed for use in which
such drug is approved, and such other information, upon the basis
of which such application was approved, as the Secretary deems
necessary to assure the safe and effective use of such drug. Upon
withdrawal of approval of such new animal drug application or
upon its suspension, the Secretary shall forthwith revoke or sus-
pend, as the case may be, the regulation published pursuant to this
subsection (i) insofar as it is based on the approval of such applica-
tion.

* * *k & * * *k
(m)(1) * * *
* * * * * * &

(i) that the applicant has failed to establish a system for
maintaining required records, or has repeatedly or delib-
erately failed to maintain such records or to make required
reports in accordance with a regulation or order under
[paragraph (5)(A) of this subsection] paragraph (5)(A) or
under section 504(a)(3)(A), or the applicant has refused to
permit access to, or copying or verification of, such records
as required by [subparagraph (B) of such paragraph]
paragraph (5)(B) or section 504(a)(3)(B);

* k k * * k k
CLASSIFICATION OF DEVICES INTENDED FOR HUMAN USE

Device Classes
SEc. 513. [360c] (a)(1) * * *

* * *k & * * *k

(3)(A) Except as authorized by subparagraph (B), the effective-
ness of devices is, for purposes of this section and sections 514 and
515, to be determined, in accordance with regulations promulgated
by the Secretary, on the basis of [well-controlled] one or more well-
controlled investigations, including [clinical investigations] one or
more clinical investigations where appropriate, by experts qualified
by training and experience to evaluate the effectiveness of the de-
vice, from which investigations it can fairly and responsibly be con-
cluded by qualified experts that the device will have the effect it
purports or is represented to have under the conditions of use pre-
scribed, recommended, or suggested in the labeling of the device.

* * *k & * * *k

(C) The Secretary shall accept, for the purpose of facilitating a re-
view of a premarket application, a supplement to a premarket appli-
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cation, or a premarket notification of a device, retrospective or his-
torical clinical data as a control, or for use, in determining whether
there is a reasonable assurance of effectiveness of a device if suffi-
cient valid data are available and the effects of the device on the
cure, mitigation, treatment, or prevention of a disease are clearly de-
fined and well understood.

(D) The Secretary may not require a person intending to conduct
clinical trials to conduct clinical trials using prospective concurrent
controls in determining whether there is a reasonable assurance of
effectiveness for a device or whether a device is substantially equiva-
lent to a predicate device unless—

(1) the effects of the device on the cure, mitigation, treatment,
or prevention of a disease or condition are not clearly defined
and well understood as determined by the Secretary; or

(ii) retrospective or historical data are not available that meet
the standards of the Secretary for quality and completeness; or

(iit) there is a compelling public health reason to not rely on
retrospective or historical data as a control.

* * & * * * *

Initial Classification and Reclassification of Certain Devices

() * * *

* * * * * * *

A device classified in class III under this paragraph shall be classi-
fied in that class until the effective date of an order of the
Secretary under paragraph (2) classifying the device in class I or
IIL.1, unless within 30 days of receiving an order classifying the de-
vice into class III, the individual who submits a notification under
section 510(k) requests an advisory committee review and rec-
ommendation with respect to the classification of the device and a
final order of classification from the Secretary. After the request, a
device classified into class III under this paragraph shall not be
deemed to be finally classified until an advisory committee estab-
lished under subsection (b) reviews the request with respect to the
classification of the device and, within 60 days of the date of receiv-
ing the request, recommends to the Secretary a classification for the
device based on the classification criteria set forth in subparagraphs
(A) through (C) of subsection(a)(1). Thereafter, the Secretary shall
have 10 days after the date of receiving the recommendation of the
advisory committee to determine by order the final classification of
the device by applying the classification criteria set forth in sub-
paragraphs (A) through (C) of subsection(a)(1).

* * & * * * *

Substantial Equivalence

(1)(1)(A) For purposes of determinations of substantial equiva-
lence under subsection (f) and section 520(1), the term “substan-
tially equivalent” or “substantial equivalence” means, with respect
to a device being compared to a predicate device, that the device
has the same intended use, which, as determined by the Secretary,
shall include each use reasonably included within a general use, as
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the predicate device and that the Secretary by order has found that
the device—

* * * * * * *

(4)(A) Any change or modification to a device initially classified
under section 513(f), other than a major change (including any
major modification) in the intended use or a change or modification
in design that is significant and significantly affects safety or effec-
tiveness, shall not require an additional notification under section
510(k) if, prior to the commercial distribution of the device—

(i) the change or modification is supported by appropriate
data or information, (including data or information dem-
onstrating compliance with good manufacturing practice regu-
lations promulgated under section 520(f)); and

(ii) the change or modification is shown by such data or in-
formation to not adversely affect the safety or effectiveness of the
device.

(B) All data or information relied upon to document that a
change to (including any modification of) the device does not require
an additional notification under section 510(k) shall be made avail-
able to the Secretary upon request and shall be maintained, at least
for a period of time equal to the expected life of the device or 2 years
after the date of commercial distribution of the device by the manu-
facturer, whichever is greater.

PERFORMANCE STANDARDS

Provisions of Standards
SEc. 514. [360d] (a)(1) * * *

* * * * * * *

Performance Standards of Standard-Setting Organizations

(c)(1) For the purpose of facilitating a review of a device under
sections 510(k), 513(f), 515, or 520, the Secretary shall recognize ap-
propriate device performance standards developed by any standard
setting organization accredited by the American National Standards
Institute (ANSI), the International Standards Organization (ISO),
or the International Electrotechnical Commission (IEC).

(2)(A) For any standard-setting organization not identified in
paragraph (1), and for the purpose of facilitating a review of devices
under sections 510(k), 513(f), 515, or 520, the Secretary shall estab-
lish a procedure governing the certification by the Food and Drug
Administration of the competence of such an organization to develop
standards for devices.

(B) A certification of a standard-setting organization not identi-
fied in paragraph (1) shall be based on formal, written criteria that
include requirements with respect to the role of the organization in
the scientific community, scientific or medical expertise, standard
writing experience, conflict of interest considerations, and the open-
ness of the standard setting process of the organization.
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(C) The Secretary may impose a reasonable one-time fee on the
standard-setting organization for certification pursuant to this
paragraph.

(3)(A) Upon being notified by a standard-setting organization de-
scribed in paragraph (1) that a standard has been adopted by the
organization, the Secretary shall recognize the standard by publish-
in% a notice in the Federal Register listing the name of the stand-
ard.

(B) Upon being notified by a standard-setting organization cer-
tified under paragraph (2) that a standard has been adopted by the
organization, the Secretary shall review and may recognize the
standard by publishing a notice in the Federal Register listing the
name of the standard.

(4) The Secretary may withdraw recognition of a performance
standard adopted by a standard-setting organization described in
paragraph (1) or a standard-setting organization certified under
paragraph (2) if the Secretary determines that the standard is insuf-
ficient to facilitate a review of a device. The Secretary shall notify
fihe stalndard-setting organization and specify the basis for the with-

rawal.

(56) The Secretary shall promulgate regulations under which the
Secretary may withdraw the certification of a standard-setting orga-
nization described in paragraph (2), or may no longer rely upon
standards adopted by a standard-setting organization described in
paragraph (1), if the Secretary determines that such organization no
longer possesses the appropriate scientific or medical expertise, con-
flict of interest practices, standard-writing experience, or any other
qualification necessary to the development of device standards.

(6) As provided for in this section, the Secretary may promulgate
performance standards for a device that differs from or is not estab-
lished by, an organization described in paragraph (1) or an organi-
zation certified under paragraph (2).

(7) The Secretary shall not require, as a condition for approving
an application under section 515 or 520 or classifying a device
under sections 510(k) and 513(f), conformity with a device standard
recognized under this subsection if the person requesting such ap-
proval or classification submits evidence to demonstrate a reason-
able assurance that the device is substantially equivalent to a le-
gally marketed predicate device or provides reasonable assurance
that the device is safe and effective.

(8) A performance standard recognized pursuant to this sub-
section for a device—

(A) shall include provisions to provide reasonable assurance
of the safe and effective performance of the device;

(B) shall, where necessary to provide reasonable assurance of
the safe and effective performance of the device, include—

(i) provisions with respect to the construction, compo-
nents, ingredients, and properties of the device and the
compatibility of the device with power systems and connec-
tions to the systems;

(ii) provisions for the testing (on a sample basis or, if nec-
essary, on an individual basis) of the device or, if it is de-
termined that no other more practicable means are avail-
able to the Secretary to assure the conformity of a device to
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the standard, provisions for the testing (on a sample basis
or, if necessary, on an individual basis) of the device by the
Secretary or by another person at the direction of the Sec-
retary;
(iit) provisions for the measurement of the performance
characteristics of the device; and
(iv) provisions requiring that the results of each or cer-
tain of the tests of the device required to be made under
clause (ii) demonstrate that the device is in conformity with
those portions of the standard for which the test or tests
were required; and
(C) shall, where appropriate, require the procedures, for the
proper installation, maintenance, operation, and use of the de-
vice.

(9) The Secretary shall accept a certification by a person who has
made a submission pursuant to section 510(k), 515, or 520 that the
device conforms with each standard identified in the certification.
The Secretary may, where appropriate, require data demonstrating
conformity with a standard recognized under this subsection.

(10) The Secretary shall require a person who makes a certifi-
cation under paragraph (9) that a device conforms to an applicable
performance standard recognized under this subsection or who
makes a certification that a device conforms to a standard estab-
lished under subsection (a) or (b) to maintain data demonstrating
conformity of the device to the standard for a period of time equal
to the period of time for the design and expected life of the device.
Such data shall be made available to the Secretary upon request.

PREMARKET APPROVAL

General Requirement
SEc. 515. [360e] (a) A class IIT device—

* * * * * * *

Action on an Application for Premarket Approval

(dD)(1)(A) As promptly as possible, but in no event later than one
hundred and eighty days after the receipt of an application under
subsection (c) (except as provided in section 520(1)(3)(D)(ii) or un-
less, in accordance with subparagraph (B)(i), an additional period
as agreed upon by the Secretary and the applicant), the Secretary,
after considering the report and recommendation submitted under
[paragraph (2) of such subsection] paragraph (4), shall—

(i) issue an order approving the application if he finds that
none of the grounds for denying approval specified in [para-
graph (2) of this subsection] paragraph (4) applies; or

(11) deny approval of the application if he finds (and sets
forth the basis for such finding as part of or accompanying
such denial) that one or more grounds for denial specified in
[paragraph (2) of this subsection] paragraph (4) apply. With
respect to an application submitted under this subsection for a
device for a life-threatening disease or condition, a seriously de-
bilitating disease or condition, or for any other serious disease
or condition that provides therapy or diagnosis not available
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from another approved device or offers a significant improve-
ment over another approved device, the Secretary shall approve
or deny the approval of the application within 180 days after
the receipt of the application.

(iit) The Secretary shall accept and review data and any
other information from investigations conducted under the au-
thority of regulations required by section 520(g) to make a de-
termination of whether there is a reasonable assurance of safety
and effectiveness of a device subject to a pending application
under this section if—

(I) the data or information is derived from investigations
of an earlier version of the device, the device has been
modified during or after the investigations, and the modi-
fication of the device does not constitute a significant
change in the design or in the basic principles of operation
of the device that would invalidate the data or information;

(I1) the data or information on a device approved under
this section is available for use under this Act and is rel-
evant to the design and intended use of the device subject
to the pending application.

(2) Each application received under section 515(c) shall be re-
viewed in the following manner to achieve final action on the appli-
cation within 180 days of the receipt of the application:

(A) The Secretary shall meet with an applicant within 90
days of the receipt of the application to discuss the review status
of the application. If the application does not appear in a form
that would require an approval under this subsection, the Sec-
retary shall in writing, and prior to the meeting, present to the
applicant a description of any deficiencies in the application
and what information is required to bring the application into
a form that would require an approval.

(B) The Secretary shall refer an application to a panel estab-
lished under section 513 for review and an approval rec-
ommendation, (unless a panel is not required under subsection
(c)(2)) within 30 days of the date of the meeting referred to in
subparagraph (A) or at the next scheduled panel meeting fol-
lowing the meeting referred to in subparagraph (A), whichever
occurs first.

(C) The Secretary shall meet with the applicant within 15
days of the date of the panel review to discuss the status of the
application, including a discussion on what action is necessary
to bring the application into a form that would require ap-
proval under this subsection. Prior to the meeting, the Secretary
shall in writing, set forth an agenda for the meeting (including
a complete description of the subject matter to be discussed at
the meeting), and a full description of the additional informa-
tion necessary to bring the application into a form that would
require an approval under this subsection. Participation of the
applicant at such a meeting shall be at the discretion of the ap-
plicant.

(D) The Secretary shall meet with the applicant not later
than 135 days after the receipt of an application under sub-
section (c), if an advisory panel is not required under subsection
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(c)(2), and inform the applicant whether or not the application
is in a form that would require approval under this subsection.
If the application is in such form, the Secretary shall, at or
prior to the meeting, present in writing to the applicant a de-
scription of all additional information necessary to require an
approval of the application under this subsection. If the appli-
cation is not in such form, the Secretary shall deny approval of
the application and prior to the meeting, present in writing to
the applicant each basis for denying approval of the application
and the additional information required to bring the applica-
tion into a form that would require approval.

(E) The Secretary shall issue an order approving or denying
an application within 180 days of the receipt of the application
under subsection (c).

(3) The time for the review of an application by the Secretary
under this subsection shall not take more than 180 days and such
time may not be extended if the application is amended.

[(2)] (4) The Secretary shall deny approval of an application for
a device if, upon the basis of the information submitted to the Sec-
retary as part of the application and any other information before
him with respect to such device, the Secretary finds that—

* * * * * * *

[(3)]1 (5) An applicant whose application has been denied ap-
proval may, by petition filed on or before the thirtieth day after the
date upon which he receives notice of such denial, obtain review
thereof in accordance with either paragraph (1) or (2) of subsection
(g), and any interested person may obtain review, in accordance
with paragraph (1) or (2) of subsection (g), of an order of the Sec-
retary approving an application.

* * & * * * *
RECORDS AND REPORTS ON DEVICES

General Rule

SEC. 519. [360i] (a) Every person who is a manufacturer[, im-
porter, or distributor] or importer of a device intended for human
use shall establish and maintain such records, make such reports,
and provide such information, as the Secretary may be regulation
reasonably require to assure that such device is not adulterated or
misbranded and to otherwise assure its safety and effectiveness.
Regulations prescribed under the preceding sentence—

* * *k & * * *k

(4) shall not impose requirements unduly burdensome to a
device manufacturer[, importer, or distributor]l or importer
taking into account his cost of complying with such require-
ments and the need for the protection of the public health and
the implementation of this Act;

* * * * * * *

(7) may not require that the identity of any patient be dis-
closed in records, reports, or information required under this
subsection unless required for the medical welfare of an indi-
vidual, to determine the safety or effectiveness of a device, or
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to verify a record, report, or information submitted under this
Act[;]; and

(8) may not require a manufacturerl, importer, or distribu-
tor] or importer of a class I device to—

(A) maintain for such a device records respecting infor-
mation not in the possession of the manufacturer[, im-
porter, or distributorl, or importer, or

(B) to submit for such a device to the Secretary any re-
port or information—

(i) not in the possession of the manufacturer[, im-
porter, or distributorl, or importer, or
(i1) on a periodic basis,
unless such report or information is necessary to determine if
the device should be reclassified or if the device is adulterated
or misbrandedl[; and].
[(9) shall require distributors who submit such reports to
submit copies of the reports to the manufacturer of the device
for which the report was made.]

* * * * * * *

Certification

(d) Each manufacturer[, importer, or distributor]l and importer
required to make reports under subsection (a) shall submit to the
Secretary annually a statement certifying that—

(1) the manufacturerl, importer, or distributor] or importer
did file a certain number of such reports, or

(2) the manufacturerl, importer, or distributor] or importer
did not file any report under subsection (a).

[Device Tracking

[(e) Every person who registers under section 510 and is engaged
in the manufacture of—
[(1) a device the failure of which would be reasonably likely
to have serious adverse health consequences and which is (A)
a permanently implantable device, or (B) a life sustaining or
life supporting device used outside a device user facility, or
[(2) any other device which the Secretary may designate,
shall adopt a method of device tracking.]

Device Tracking

(e) The Secretary may by regulation require a manufacturer to
adopt a method of tracking a class II or class III device—
(1) the failure of which would be reasonably likely to be life-
threatening or have serious adverse health consequences; and
(2) which is—
(A) permanently implantable; or
(B) life sustaining or life supporting and used outside a
device user facility.
Any patient receiving a device subject to tracking under this section
may refuse to release, or refuse permission to release, the patient’s
name, address, social security number, or other identifying informa-
tion for the purpose of tracking.
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Reports of Removals and Corrections

(f)(1) Except as provided in paragraph (2), the Secretary shall by
regulation require a manufacturerl, importer, or distributorl or
importer of a device to report promptly to the Secretary any correc-
tion or removal of a device undertaken by such manufacturer, im-
porter, or distributor if the removal or correction was undertaken—

(A) to reduce a risk to health posed by the device, or
(B) to remedy a violation of this Act caused by the device
which may present a risk to health.
A manufacturer[, importer, or distributor] or importer of a device
who undertakes a correction or removal of a device which is not re-
quired to be reported under this paragraph shall keep a record of
such correction or removal.

* * * * * * *

GENERAL PROVISIONS RESPECTING CONTROL OF DEVICES INTENDED
FOR HUMAN USE

General Rule
Skc. 520. [360j] (a) * * *

* * *k & * * *k
(m)(1) * * *
* * * * * * *

The request shall be in the form of an application submitted to the
Secretary. Not later than 30 days after the date of the receipt of the
application, the Secretary shall issue an order approving or denying
the application.

* * * * * * *

[(5) An exemption under paragraph (2) shall be for a term of 18
months and may only be initially granted in the 5-year period be-
ginning on the date regulations under paragraph (6) take effect.
The Secretary may extend such an exemption for a period of 18
months if the Secretary is able to make the findings set forth in
paragraph (2) and if the applicant supplies information dem-
onstrating compliance with paragraph (3). An exemption may be
extended more than once and may be extended after the expiration
of such 5-year period.

[(6) Within one year of the date of the enactment of this sub-
section, the Secretary shall issue regulations to implement this
subsection.]

* * * * * * *

(6) The procedures and conditions prescribed pursuant to para-
graph (2)(A) shall be subject to subparagraphs (B) and (C) of section
505(1)(2), except that the provision of subparagraph (B) of such sec-
tion relating to the consideration of the recommendations of the
International Conference on Harmonization of Technical Require-
ments for Registration of Pharmaceuticals for Human Use shall not
apply to this paragraph.

(7) The Secretary shall, not later than 120 days after the date of
enactment of this paragraph, by regulation amend the content of
parts 812 and 813 of title 21 of the Code of Federal Regulations to
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update the procedures and conditions under which devices intended
for human use may upon application be granted an exemption from
certain requirements under this Act. The regulation shall—

(A) permit developmental changes in devices, including man-
ufacturing changes, in response to information collected during
an investigation without requiring an additional approval of an
application for an investigational device exemption or the ap-
proval of a supplement to the application, if the sponsor of the
tnvestigation determines that, prior to making any changes, the
changes do not constitute a significant change in design or a
significant change in basic principles of operation; and

(B) permit, without approval of a supplement to an applica-
tion for an investigational device exemption, changes or modi-
fications to clinical protocols that do not affect the validity of
data or information resulting from the completion of an ap-
proved protocol so long as such changes do not affect any pa-
tient protection provisions of the protocol.

* & * * * & *

[POSTMARKET SURVEILLANCE

[Sec. 522. [3601] (a) In General.—
[(1) REQUESTED SURVEILIANCE.—The Secretary shall require
a manufacturer to conduct postmarket surveillance for any de-
vice of the manufacturer first introduced or delivered for
introducion into interstate commerce after January 1, 1991,
that—
[(A) is a permanent implant the failure of which may
cause serious, adverse health consequewnces or death,
[(B) is intended for a use in supporting or sustaining
human life, or
[(C) potentially presents a serious risk to human health.
[(2) DISCRETIONARY SURVEILLANCE.—The Secretary may re-
quire a manufacturer to conduct postmarket surveillance for a
device of the manufacturer if the Secretary determines that
postmarket surveillance of the device is necessary to protect
the public health or to provide safey or effectiveness data for
the device.

[(b) SURVEILLANCE APPROVAL.—Each manufacturer required to
conduct a surveillance of a device under subsection (a)(1) shall,
within 30 days of the first introduction or delivery for introduction
of such device into interstate commerce, submit, for the approval
of the Secretary, a protocol for the required surveillance. Each
manufacturer required to conduct a surveillance of a device under
subsection (a)(2) shall, within 30 days after receiving notice that
the manufacturer is required to conduct such surveillance, submit,
for the approval of the Secretary, a protocol for the required sur-
veillance. The Secretary, within 60 days of the receipt of such pro-
tocol, shall determine if the principal investigator proposed to be
used in the surveillance has sufficient qualifications and experience
to conduct such surveillance and if such protocol will result in col-
lection of useful data or other information necessary to protect the
public health and to provide safety and effectiveness information
for the device. The Secretary may not approve such a protocol until
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it has been reviewed by an appropriately qualified scientific and
technical review committee established by the Secretary.]

SEC. 522. POSTMARKET SURVEILLANCE.

(a) IN GENERAL.—The Secretary may require a manufacturer to
cznduct postmarket surveillance for any device of the manufacturer
that—

(1) is a permanent implant the failure of which may cause se-
rious, adverse health consequences or death;

(2) is intended for a use in supporting or sustaining human
life; or

(3) potentially presents a serious risk to human health or cre-
ates public health concerns that justify surveillance under this
section.

(b) SURVEILLANCE APPROVAL.—Each manufacturer required to
conduct a surveillance of a device under subsection (a) shall, within
30 days of receiving notice from the Secretary that the manufacturer
is required under this section to conduct the surveillance, submit for
the approval of the Secretary, a protocol for the required surveil-
lance. The Secretary, within 60 days of the date of the receipt of the
protocol, shall determine if the principal investigator proposed to be
used in the surveillance has sufficient qualifications and experience
to conduct the surveillance and if the protocol will result in collec-
tion of useful data or other information necessary to protect the pub-
lic health and to provide safety and effectiveness information for the
device. The Secretary may not approve the protocol until the proto-
col has been reviewed by a qualified scientific and technical review
committee established by the Secretary.

SEC. 523. STATE AND LOCAL REQUIREMENTS RESPECTING NON-

PRESCRIPTION DRUGS INTENDED FOR HUMAN USE.

(a) LIMITATION.—

(1) IN GENERAL.—Except as provided in subsection (b), no
State or political subdivision thereof may establish or continue
in effect any requirement—

(A) that relates to the regulation of a drug intended for
human use that is not subject to the requirements of section
503(b)(1); and

(B) that is different from or in addition to, or that is oth-
erwise not identical with, a requirement of this Act or the
Fair Packaging and Labeling Act (15 U.S.C. 1451 et seq.),
and the administrative implementation of such Act.

(2) SPECIAL RULE.—For purposes of this section, a require-
ment relating to the regulation of a drug described in para-
graph (1) shall be deemed to include any requirement relating
to the subject matter in any provision of this Act, the Fair Pack-
aging and Labeling Act (15 U.S.C. 1451 et seq.), and any re-
quirement relating to the dissemination of information in any
manner about such drug, but shall not include any requirement
relating to the dispensing of a drug only upon prescription of
a practitioner licensed by law to administer such drug.

(b) EXEMPTION.—Upon application of a State, the Secretary may
by regulation, after providing notice and an opportunity for written
and oral presentation of views, exempt from the provisions of sub-
section (a), under such conditions as the Secretary may impose, a
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proposed requirement relating to the regulation of a drug intended
for human use—

(1) that is justified by compelling local conditions or protects
an igiportant public interest that would otherwise be unpro-
tected,

(2) that would not cause any drug intended for human use
that is not subject to the requirements of section 503(b)(1) to be
in violation of any applicable requirement or prohibition under
Federal law; and

(3) that would not unduly burden interstate commerce.

SEC. 523A. ACCREDITED-PARTY PARTICIPATION.

(a) IN GENERAL.—Not later than 1 year after the date of enact-
ment of this section, the Secretary shall accredit persons, including
any entity or any individual who is not an employee of the Depart-
ment to review and initially classify devices under section 513(f)(1)
that are subject to a report under section 510(k) and to review and
recommend to the Secretary approval or denial of applications sub-
mitted under section 515(c)(D).

(b) ACCREDITATION.—Not later than 6 months after the date of en-
actment of this section, the Secretary shall establish and publish in
the Federal Register requirements to accredit or deny accreditation
to a person who makes a request for accreditation to carry out the
activities described in subsection (a). The requirements shall, at a
minimum, advise such person how to become accredited, and set
forth criteria for accreditation including criteria to avoid conflicts
of interest and to ensure that persons to be accredited are capable
of maintaining the confidentiality of submissions consistent with
section 552 of title 5, United States Code, and the regulations of the
Food and Drug Administration. The Secretary shall respond to a re-
quest for accreditation not later than 60 days after the receipt of the
request. The accreditation of a person shall specify the activities
under subsection (a) which such person is authorized to carry out
in the place of the Secretary.

(¢) WITHDRAWAL OF ACCREDITATION.—The Secretary may suspend
or withdraw accreditation of any person accredited under this sec-
tion, after providing notice and an opportunity for an informal
hearing, if such person acts or fails to act in a manner that is sub-
stantially inconsistent with the purposes of this section, including
the failure to avoid conflicts of interest, the failure to protect con-
fidentiality of information, or the failure to competently review pre-
market submissions for devices.

(d) SELECTION AND COMPENSATION.—A person who submits a
premarket submission for a device to the Secretary for review and
classification, or approval of a device, shall have the option to select
an accredited person to review such submission. The Secretary shall
identify for the person no less than 2 accredited persons from whom
the selection may be made. Compensation for an accredited person
shall be determined by agreement between the accredited person and
the person who engages the services of the accredited person.

(e) REVIEW BY SECRETARY.—

(1) IN GENERAL.—If a person exercises the option to obtain re-
view of a premarket submission that is an application or a noti-
fication by an accredited person, the Secretary shall complete a
filing review for a premarket approval application under section
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515(c)(1) not later than 30 days after receipt of such applica-
tion, or shall ensure the completeness of a premarket notifica-
tion submission under section 510(k) not later than 15 days
after receipt of such submission, prior to referring the pre-
market submission for review by the accredited person selected
by the person submitting the premarket submission.

(2) REPORT ON CLASSIFICATION, APPROVAL, OR DENIAL.—The
Secretary shall require an accredited person, upon recommend-
ing a classification of a device or approval or denial of an ap-
plication for a device, to report to the Secretary the reasons of
the accredited person for such classification or approval or de-
nial. For devices reviewed and initially classified under section
513(f)(1) and subject to a report under section 510(k), the Sec-
retary shall have not more than 15 days to review the submis-
sion. For applications submitted under section 515(c)(1), the
Secretary shall have not more than 45 days to review the appli-
cation. The Secretary may change the classification under sec-
tion 513(H)(1), or the approval or disapproval of the application
under section 515(d), that is recommended by the accredited
person, and in such case shall notify the person making the
submission of the detailed reasons for the change.

(f) DURATION.—This section shall remain in force for a period of
3 years from the date on which the Secretary accredits the first per-
son to conduct initial classifications under section 513(f)(1) and to
conduct premarket approval reviews under section 515.

(g) REPORTS.—

(1) IMPLEMENTATION OF ACCREDITATION PROCESS.—Not later
than 1 year after the date of enactment of this section, the Sec-
retary shall prepare and submit to the committees of Congress
with oversight authority over the Food and Drug Administra-
tion a report concerning each action the Secretary has taken to
implement the accreditation of persons to undertake the activi-
ties described in subsection (a).

(2) EXAMINATION OF THE USE OF ACCREDITED PERSONS.—

(A) IN GENERAL.—Not later than 2 years after the date on
which the Secretary accredits the first person to conduct
initial classifications under section 513(f)(1) and to conduct
premarket approval reviews under section 515, the Sec-
retary shall contract with an independent research organi-
zation to prepare and submit to the Secretary a written re-
port examining the use of accredited persons under this sec-
tion. The Secretary shall submit the report to the commit-
tees described in paragraph (1) not later than 30 months
after the date on which the Secretary accredits the first per-
son to conduct initial classifications under section 513(f)(1)
and to conduct premarket approval reviews under section
515.

(B) CONTENTS.—The report by the independent research
organization described in subparagraph (A) shall identify
the benefits or detriments to public and patient health of
using accredited persons to conduct such reviews, and shall
summarize all relevant data, including data on the review
of accredited persons (including review times, recommenda-
tions, and compensation), and data on the review of the
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Secretary (including review times, changes, and reasons for
changes).

* & * * * & *

Subchapter D—Unapproved Therapies and Diagnostics and
Collaborative Research

SEC. 551. EXPANDED ACCESS TO UNAPPROVED THERAPIES AND
DIAGNOSTICS.

(a) IN GENERAL.—Any person, through a licensed health care
practitioner or licensed health care professional, may request from
a manufacturer or distributor, and any manufacturer or distributor
may provide to a person after compliance with the provisions of this
section, an investigational drug (including a biological product) or
investigational device for the diagnosis, monitoring, or treatment of
a serious disease or condition, an immediately life-threatening or se-
riously debilitating disease or condition, or any other disease or con-
dition designated by the Secretary as appropriate for expanded ac-
cess under this section if—

(1) the person has no comparable or satisfactory alternative
therapy available to treat, diagnose, or monitor the disease or
condition;

(2) the risk to the person from the investigational drug or de-
vice is not greater than the risk from the disease or condition;
and

(3) an exemption for the investigational drug or device is in
effect under a regulation promulgated pursuant to section 505(i)
or 520(g) and the sponsor and investigators comply with such
regulation.

(b) PROTOCOLS.—A manufacturer or distributor may submit to
the Secretary 1 or more expanded access protocols covering ex-
panded access use of a drug or device described in subsection (a).
The protocols shall be subject to the provisions of section 505(i) for
a drug and section 520(g) for a device and may include any form
of use of the drug or device outside a clinical investigation, prior to
approval of the drug or device for marketing, including protocols for
treatment, use, parallel track, emergency use, uncontrolled trials,
and single patient protocols.

(¢c) FEES.—A manufacturer or distributor may assess a fee for an
investigational drug or device under an expanded access protocol so
long as the fee is not more than that necessary to recover the costs
of the manufacture and handling of the drug or device. The Sec-
retary shall be notified in advance of the assessing of any such
charges.

(d) NOTIFICATION OF AVAILABILITY.—The Commissioner shall in-
form national, State, and local medical associations and societies,
voluntary health associations, and other appropriate persons about
the availability of an investigational drug or device under expanded
a?cess protocols under this section. Such notification shall iden-
tify—

(1) the investigational drug or device;

(2) the expanded access use of the investigational drug or de-
vice; and
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(3) the name and address of the manufacturer or distributor
that is providing the investigational drug or device for ex-
panded access use.

SEC. 552. COLLABORATIVE RESEARCH DESIGN.

(a) REVIEW OF DESIGN.—

(1) REQUEST.—Any person who intends to sponsor a pre-
clinical or clinical investigation of a drug (including a biologi-
cal product) or device may request a meeting with the Secretary
to review the design of 1 or more protocols for the preclinical
or clinical testing of the drug or device.

(2) FORM.—A request described in paragraph (1) shall be in
writing and shall include any protocol for which the review is
requested. A protocol shall be designed so that the fewest num-
ber of patients and procedures necessary to obtain data nec-
essary for the approval of a new drug, biological product, or de-
vice is required, consistent with public health and safety.

(3) WRITTEN REVIEW.—The Secretary shall meet with the per-
son within 30 days after the request and shall provide to the
person a written review of the protocol, including any defi-
ciencies in the protocol. A written summary shall be made of
the meeting. The summary shall include the written review of
the protocol and, after agreement by the person and the Sec-
retary, shall be made part of the product review file maintained
by the Food and Drug Administration.

(b) MODIFICATION OF AGREEMENTS.—Any agreements reached
through meetings with respect to the design of any protocol under
subsection (a) may be modified only in accordance with the follow-
Ing provisions:

(1) An agreement may be modified at any time by mutual
consent of the sponsor of a preclinical or clinical investigation
and the Secretary.

(2) An agreement may be modified by the sponsor unilater-
ally, if the change is to a protocol and the change is one that
would not require the approval of the Secretary under the appli-
cable regulations.

(3) An agreement may be modified by the Secretary unilater-
ally, if the change to the agreement is—

(A) made by the director of the office of the Food and
Drug Administration responsible for regulating the drug or
device that is the subject of the agreement; and
(B) set forth in writing, including an explanation of the
scientific or clinical need for the change.
The director described in paragraph (3)(A) may not delegate the reg-
ulatory responsibility described in such paragraph.

(¢c) APPEALS.—Any person requesting a meeting under subsection
(a) may appeal the decision of the Secretary to disapprove or modify
an agreement or protocol under section 907.

(d) GUIDELINES AND LIMITATION.—The Secretary shall issue
guidelines to implement this section. Such guidelines shall address
the responsibilities of the person requesting the meeting, as well as
the responsibilities of the Secretary. Repeated failure to follow the
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guidelines may be grounds for a refusal by the Secretary to meet
with a person requesting a meeting under this section.

CHAPTER VII—GENERAL AUTHORITY

SUBCHAPTER A—GENERAL ADMINISTRATIVE PROVISIONS
REGULATIONS AND HEARINGS

Sec. 701. [371] [(a) Thel (a)(1) The authority to promulgate reg-
ulations for the efficient enforcement of this Act, except as other-
wise provided in this section, is hereby vested in the Secretary.

(2)(A) Not later than 180 days after the date of enactment of the
Food and Drug Administration Performance and Accountability Act
of 1996, the Secretary shall establish a procedure governing the de-
velopment and use of all policy statements of general applicability
that provide guidance relating to the conduct of preclinical or clini-
cal investigations or other testing to support an application or sub-
mission (including a petition, notification, or any other similar form
of request) under section 409, 505, 510(k), 512, 515, or 721 or that
provide guidance on the submission of an application or submission
(including a petition, notification, or any other similar form of re-
quest) under section 409, 505, 510(k), 512, 515, or 721 (including
any guidance, guideline, points-to-consider, protocol, recommenda-
tion, or similar document regardless of the form or designation).
The procedure shall provide an opportunity for affected persons to
participate in the development and continued use of a policy state-
ment by sharing expertise or experience, or providing comment, be-
fore the policy statement is adopted and after the policy statement
is implemented, except that if the Secretary determines that there is
a public health need to issue the policy statement immediately, the
Secretary shall provide an opportunity for affected persons to pro-
vide comment promptly after the policy statement is issued.

(B) The Secretary shall establish a procedure for the periodic com-
pilation and publication of all policy statements of general applica-
bility (including any guideline, points-to-consider, protocol, rec-
ommendation, or similar document regardless of the form or des-
ignation).

* * * * * * *

Subchapter D—Review of Applications, Inspections,
Environmental Impact Reviews, and Manufacturing Changes

SEC. 741. CONTENT AND REVIEW OF AN APPLICATION.

(a) IN GENERAL.—This section applies to an application or sub-
mission (including a petition, notification, or any other similar form
of request) submitted for approval or clearance of a new drug, de-
vice, biological product, new animal drug, animal feed bearing or
containing a new animal drug, color additive, or food additive.

(b) FILING REQUIREMENTS.—Not later than 60 days after the date
of enactment of this section, the Commissioner shall establish and
publish in the Federal Register a mechanism to ensure the fair and
consistent application of filing requirements.
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(¢) CLASSIFICATION OF A PRODUCT.—Not later than 60 days after
the receipt of a written request of a person who submits an applica-
tion or submission (including a petition, notification, or any other
similar form of request) for information respecting the classification
of an article as a drug, biological product, or device or the compo-
nent of the Food and Drug Administration that will regulate the ar-
ticle (including a request respecting a combination product subject
to section 503(g)), the Secretary shall provide the person a written
statement that identifies the classification of the article or the com-
ponent of the Food and Drug Administration that will regulate the
article. The Secretary’s statement shall be binding and may not be
modified by the Secretary except with the written agreement of the
person who submitted the request. If the Secretary does not provide
the statement within the 60-day period, the classification and com-
ponent designated by the person submitting the request shall be
final and binding and may not be modified by the Secretary except
with the written agreement of the person.

(d) REASONABLE DATA REQUIREMENTS.—Not later than 1 year
after the date of enactment of the Food and Drug Administration
Performance and Accountability Act of 1996, the Secretary, after
consultation with experts in the development and testing of articles
that are new drugs, biological products, devices, food additives, new
animal drugs, animal feed bearing or containing a new animal
drug, color additives, or food additives, experts in the regulation of
such articles, consumer and patient advocacy groups, and the regu-
lated industries, shall publish in the Federal Register criteria for
the type and amount of information relating to safety or effective-
ness to be included in an application for the approval of an article
that is a new drug, biological product, device, food additive, new
animal drug, animal feed bearing or containing a new animal drug,
color additive, or food additive, or a new use of an approved article
that is a new drug, bzolochal product, device, food additive, new
animal drug, animal feed bearing or containing a new animal drug,
color additive, or food additive. In establishing the criteria for
drugs, the Secretary shall consider any recommendations of the
International Conference on Harmonization of Technical Require-
ments for Registration of Pharmaceuticals for Human Use.

(e) LIMITATION ON DETERMINATION OF EFFECTIVENESS.—In a re-
view of an application for an article that is a new drug, device, bio-
logical product, new animal drug, or animal feed bearing or con-
taining a new animal drug, the determination of effectiveness shall
not include the evaluation of—

(1) any potential use not included in the labeling;

(2) the cost-effectiveness of an article described in this sub-
section, unless the proposed labeling explicitly includes a rep-
resentation about cost-effectiveness; and

(3) the clinical outcome resulting from the use of a diagnostic
device, unless the labeling explicitly includes a representation
regarding clinical outcome.

SEC. 742. CONTRACTS FOR EXPERT REVIEW.
(a) IN GENERAL.—
(1) AUTHORITY.—The Secretary may contract with outside or-
ganizations and individuals, with expertise in relevant dis-
ciplines, to review, evaluate, and make conclusions and rec-



137

ommendations to the Secretary on parts or all of any applica-
tion or submission (including a petition, notification, or any
other similar form of request). The Secretary shall retain full
authority to make determinations with respect to the approval
or disapproval of any article, or the classification of a device
under section 513(f)(1). Any such contract shall be subject to the
requirements of section 708. Funds obtained under part 2 of
subchapter C may be used for external review of any drug (in-
cluding a biological product) for which a user fee was paid.

(2) INCREASED EFFICIENCY AND EXPERTISE THROUGH CON-
TRACTS.—The Secretary shall use the authority granted in
paragraph (1)—

(A) for the review of categories of indirect food additive
petitions and notifications for clearance under section
510(k);

(B) whenever contracts will improve the efficiency, timeli-
ness, and quality of the review of applications or submis-
sions (including petitions, notifications, or any other simi-
lar form of requests) for the approval or clearance of new
drugs, new anitmal drugs, biological products, devices, and
food additives; and

(C) whenever contracts will increase the scientific and
technical expertise that is necessary to keep informed of
emerging new therapies and technologies that pose signifi-
cant new scientific and technical issues.

The Secretary shall retain full authority to make determina-
tions with respect to the approval or disapproval of an article,
or the classification of an article as a device under section
513(H(1).

(b) ELIGIBILITY REQUIREMENTS.—Not later than 90 days after the
date of enactment of this section, the Secretary shall by regulation
establish the requirements that an organization or individual shall
meet to be eligible to conduct reviews under subsection (a). Such
regulations shall provide for the protection of confidential or propri-
etary information and shall provide for protection against conflicts
of interest.

(¢) REVIEW OF EXPERT’S EVALUATION.—

(1) IN GENERAL.—Subject to paragraph (2), the official of the
Food and Drug Administration responsible for any matter for
which expert review is used pursuant to this section shall per-
sonally review the conclusions and recommendations of the ex-
pert review organization or individual and shall make a final
decision regarding the matter under review within 60 days after
receiving the conclusions and recommendation.

(2) LIMITATION.—A final decision under paragraph (1) shall
be made within the applicable prescribed time period for review
of an application as set forth in this Act.

(d) REPORT TO CONGRESS.—Not later than 2 years after the date
of enactment of this section, the Secretary shall prepare and submit
to Congress a report on the use of the authority to contract with out-
side organizations and individuals for expert reviews. Such report
shall include an evaluation of the extent to which such contracting
improves the efficiency of review and the expertise available to the
Food and Drug Administration.
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SEC. 743. PROMPT AND EFFICIENT REVIEW.
(a) IN GENERAL.—The provisions of this section shall apply to any
of the following applications, petitions, and notifications:

(1) An petition for the issuance of a regulation prescribing the
safe use of a human food additive or animal feed additive
under section 409.

(2) An application for approval of a new drug under section

(3) An application for approval of a new animal drug or an
animal feed bearing or containing a new animal drug under
subsection (b) or (m) of section 512, respectively.

(4) A notification submitted under section 510(k) for classi-
fication of a device.

(5) An application for approval of a device under section 515.

(6) An petition for issuance of a regulation for the listing of
a color additive under section 721.

(b) REVIEW PROCEDURES AND POLICIES.—The Secretary shall es-
tablish procedures and policies to facilitate a collaborative review
process between the Food and Drug Administration and the appli-
cant, petitioner, or person who submits a notification with respect
to an application, petition, or notification described in subsection
(a). As part of this collaborative process—

(1) open, informal, and prompt communications shall be en-
couraged;

(2) meetings (except that meetings shall not be required with
respect to matters relating to a notification submitted under sec-
tion 510(k)) shall be held before the expiration of one-half of the
statutory time period for review of the application or petition
and before the expiration of three-quarters of such period, or
within 15 days after a scientific review group has convened and
made recommendations on an application or petition, unless the
Commissioner and the applicant or petitioner determine that a
meeting is unnecessary;

(3) by mutual consent, the Commissioner and the applicant
or petitioner may establish a different schedule for meetings re-
quired under paragraph (2); and

(4) the Secretary shall, prior to the meetings described in
paragraph (2), present to the applicant or petitioner in writing
a description of any deficiencies of the application or petition
and the information necessary to bring the application or peti-
tion into a form that would require approval.

The Secretary and the applicant or petitioner may agree to super-
sede any procedures and policies adopted under this section and the
requirements of paragraphs (2) and (3). Any such agreement shall
be in writing, and shall specify how any such agreement shall be
modified or set aside.

(¢) APPROVAL, DISAPPROVAL, AND CLASSIFICATION.—

(1) CONSIDERATION OF INTERNATIONAL APPROVALS.—Begin-
ning July 1, 1998, if the Secretary fails to meet a time period
for action on an application or notification for the approval or
clearance of an article that is a new drug, device, biological
product, or new animal drug that offers a significant improve-
ment over an existing approved article or a petition for the ap-
proval of a direct food additive that has the potential to make
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foods more wholesome and contribute to a healthier diet, , and
such an article has been approved for marketing in the Euro-
pean Union or the United Kingdom, the Secretary shall, within
30 days after a request of a person who submits an application,
notification, or petition described in this paragraph, either ap-
prove or disapprove the application, notification, or petition and
notify the person in writing of that decision. In the case of a
disapproval, or a determination that a device is not substan-
tially equivalent,such notification shall set forth the reasons for
the disapproval or the determination.

(2) APPEAL.—A person whose application, notification, or peti-
tion has been disapproved (including a determination that a de-
vice does not meet the requirements relating to substantial
equivalence) under paragraph (1) may obtain judicial review
under—

(A) section 505(h) for the disapproval of a new drug
under paragraph (1);

(B) section 517 for the disapproval of a device or a deter-
mination of not substantially equivalent relating to a device
under paragraph (1);

(C) chapter VII of title 5, United States Code, for the dis-
approval of a license for a biological product under para-
graph (1);

(D) section 512(h) for the disapproval of a new animal
drug under paragraph (1); and

(E) section 409(g) for the disapproval of a direct food ad-
ditive under paragraph (1).

(d) CONTRACTS FOR EXPERT REVIEW.—

(1) IN GENERAL.—Beginning July 1, 1998, if the Secretary in
any fiscal year fails to meet the statutory time period for action
on an application, notification, or petition for at least 95 per-
cent of the applications, notifications, and petitions submitted
in a particular product category, the Secretary shall—

(A) in the following fiscal year contract with expert orga-
nizations and individuals under section 742, to review ap-
plications, notifications, and petitions of persons who sub-
mit the applications, notifications, and petitions in that fol-
lowing fiscal year and who consent to the review; and

(B) in the following fiscal year and with the consent of
the persons described in this subparagraph, contract with
expert organizations and individuals under section 742, to
review applications, notifications, and petitions that were
submitted by persons in any preceding fiscal year and that
the Secretary has failed to review within the statutory time
period of action on the applications, notifications, and peti-
tions with respect to the particular product category.

(2) APPROVAL.—If an organization or individual selected to
conduct a review under paragraph (1) recommends the ap-
proval or clearance of an application, notification, or petition
described in paragraph (1), the Secretary shall, within 60 days
after receiving the determination of the organization or individ-
ual (but not later than the time period for review set forth in
this Act), either approve or disapprove the application, notifica-
tion, or petition, and, in the case of a disapproval, notify the
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person who submitted the application, notification, or petition
in writing of the basis for the disapproval. The person may ap-
peal an adverse decision under subsection (c)(2).

SEC. 744. GOOD MANUFACTURING PRACTICE INSPECTION.

(a) IN GENERAL.—In order to comply with the inspection require-
ments of this Act, the Secretary may accredit organizations to con-
duct inspections under section 704 to evaluate compliance of a man-
ufacturer with applicable requirements for good manufacturing
practice.

(b) ELIGIBILITY REQUIREMENTS.—If the Secretary elects to accredit
organizations to conduct inspections under section 704, the Sec-
retary shall by regulation, within 90 days after the date of enact-
ment of this section, establish the requirements that an organization
shall meet to be eligible to be accredited to participate as a qualified
organization to conduct inspections under subsection (a). Such regu-
lation shall provide for the protection of confidential or proprietary
information and shall provide for protection against conflicts of in-
terest.

(¢) ACCREDITATION.—Not later than 90 days after the date on
which the Secretary receives an application for accreditation under
this section, the Secretary shall review the application and deter-
mine whether an applicant is in compliance with the requirements
established under this section. Within the 90-day period, the Sec-
retary shall grant accreditation or shall deny accreditation and
specify in writing the reasons for the denial and the requirements
that shall be met to obtain accreditation.

(d) REVOCATION OF ACCREDITATION.—The Secretary may at any
time revoke accreditation granted under subsection (c) for failure to
comply with the requirements established under this section after
specifying in writing the reasons for the revocation and the require-
ments that shall be met to retain accreditation and after an infor-
mal hearing on the revocation.

(e) INSPECTIONS.—Any organization accredited under this sub-
section that conducts an inspection under this subsection at the re-
quest of the Secretary shall—

(1) apply all relevant principles of good manufacturing prac-
tice established in this Act and in regulations promulgated by
the Secretary;

(2) provide to the Secretary and the manufacturer within 30
days after the completion of the inspection an adequate report
of the findings of the inspection; and

(3) immediately provide the Secretary with a notice of any
condition that could cause or contribute to a significant threat
to the public health.

SEC. 745. ENVIRONMENTAL IMPACT REVIEW.

Notwithstanding any other provision of law, no action by the Sec-
retary pursuant to this Act shall be subject to an environmental as-
sessment, an environmental impact statement, or other environ-
mental consideration unless the director of the office responsible for
the action demonstrates, in writing—

(1) that there is a reasonable probability that the environ-
mental impact of the action is sufficiently substantial and with-
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in the factors that the Secretary is authorized to consider under
this Act; and

(2) that consideration of the environmental impact will di-
rectly affect the decision on the action.

SEC. 746. MANUFACTURING CHANGES.

(a) IN GENERAL.—A change in the manufacture of a new drug, bi-
ological product, or new animal drug, may be made in accordance
with this section.

(b) DRUG AND BIOLOGICAL PRODUCT.—A change in the manufac-
ture of a new drug, a biological product that is the subject of a
monograph in an official compendium, a biological product that can
be adequately characterized by chemical, physical, or biological
means, or a new animal drug—

(1) shall require validation; and

(2)(A) if there is no change in the approved qualitative and
quantitative formulation relating to the new drug, biological
product, or new animal drug or in the approved release speci-
fications relating to the new drug, biological product, or new
animal drug, or if there is a change in the approved qualitative
or quantitative formula or in the approved release specifications
of a type permitted by the Secretary by regulation, may be made
at any time so long as the change is reported annually to the
Secretary; or

(B) in the case of a change other than a change described in
subparagraph (A), shall require completion of an appropriate
study demonstrating equivalence according to criteria estab-
lished by the Secretary (unless such requirement is waived by
the Secretary), may be made at any time, and shall be reported
to the Secretary through a supplement or amendment submitted
at the time the change is made.

(¢) BIOLOGICAL PRoDUCT NOT SUBJECT TO A MONOGRAPH.—A
change in the manufacture of a biological product that is not the
subject of a monograph in an official compendium and cannot be
adequately characterized by chemical, physical, or biological
means—

(1) shall require validation; and

(2)(A) if the change relates solely to a modification of the
manufacturing facility or change in personnel, with no change
in the approved manufacturing process or release specifications,
may be made at any time so long as the change is reported an-
nually to the Secretary; and

(B) in the case of a change other than a change described in
subparagraph (A), shall require completion of a bioassay or
other appropriate study demonstrating equivalence according to
criteria established by the Secretary (unless such requirement is
waived by the Secretary), may be made at any time, and shall
be reported to the Secretary through an amendment submitted
at the time the change is made.

(d) SPECIAL DETERMINATION FOR A BIOLOGICAL PRODUCT.—A de-
termination shall be made, prior to approval of a biological product
under section 351(a) of the Public Health Service Act (42 U.S.C.
262(a)), whether the product can be adequately characterized for
purposes of this subsection. With respect to biological products ap-
proved prior to the date of enactment of the Food and Drug Admin-



142

istration Performance and Accountability Act of 1996, the deter-
mination shall be made not later than 90 days after the date of en-
actment of such Act. Any determination made under this subsection
is subject to change based upon new scientific information.

* & * * * & *

EXPORTS OF CERTAIN UNAPPROVED PRODUCTS
SEC. 802. [382] (a) * * *

* * * * * * *

(h) EXPORTATION OF UNAPPROVED PRODUCTS.—Insulin and anti-
biotics may be exported without regard to the requirements in this
section if the insulin and antibiotics meet the requirements of sec-
tion 801(e)(1).

[(h)] (i) For purposes of this section—

“(1) a reference to the Secretary shall in the case of a biologi-
cal product which is required to be licensed under the Act of
March 4, 1913 (37 Stat. 832-833) (commonly known as the
Virus-Serum Toxin Act) be considered to be a reference to the
Secretary of Agriculture, and

(2) the term “drug” includes drugs for human use as well as
biologicals under section 351 of the Public Health Service Act
or the Act of March 4, 1913 (37 Stat. 832-833) (commonly
known as the Virus-Serum Toxin Act).

* * * * * * *

SEC. 903. [393] FOOD AND DRUG ADMINISTRATION.

(a) IN GENERAL.—There is established in the Department of
Health and Human Services the Food and Drug Administration
(hereinafter in this section referred to as the “Administration”).
The mission of the Administration is to promote and protect the
public health by—

(1) facilitating the rapid and efficient development and avail-
ability of articles subject to the regulation of the Administra-
tion;

(2) protecting the public from unsafe or ineffective articles
subject to the regulation of the Administration; and

(3) enforcing the applicable statutes and regulations in a
timely, fair, consistent, and decisive manner.

(b) COMMISSIONER.—

(1) APPOINTMENT.—There shall be in the Administration a
Commissioner of Food and Drugs (hereinafter in this section
referred to as the “Commissioner”) who shall be appointed by
the President by and with the advice and consent of [the Sen-
ate.] the Senate for a term of 5 years. The Commissioner shall
be appointed to serve 1 term. An individual serving in the office
of Commissioner may be removed from office only pursuant to
a finding by the President of neglect of duty or malfeasance in
office.

* & * * * * *

(3) PERFORMANCE STANDARDS AND REVIEW.—
(A) IN GENERAL.—Not later than 180 days after the date
of enactment of this paragraph, the Secretary, after con-
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sultation with experts in the development, clinical inves-
tigation, and regulation of drugs, biological products, new
animal drugs, devices, food additives, and color additives
and representatives of patient and consumer advocacy
groups, health and technology professionals, and the regu-
lated industries, shall develop and publish in the Federal
Register quantifiable performance standards for action by
the Administration on—

(i) applications or submissions (including petitions,
notifications, or any other similar form of request) for
review of a protocol, a product investigation, a product
approval, a new use approval, a manufacturing
change, a change in labeling, or any other form of reg-
ulatory action relating to the review of an article that
is a new drug, biological product, new animal drug,
device, food additive, or color additive and that is sub-
Ject to premarket review or approval under this Act;
and

(i) the scheduling of advisory committee meetings,
and the action taken by the Administration following
an advisory committee recommendation, relating to the
applications and submissions described in clause (i).

(B) REVIEW OF PERFORMANCE STANDARDS.—The perform-
ance standards required by subparagraph (A) shall be re-
viewed annually by the Secretary, and after consultation
with experts in the development, clinical investigation, and
regulation of drugs, biological products, new animal drugs,
devices, food additives, and color additives, and representa-
tives of patient and consumer advocacy groups, health and
technology professionals, and the regulated industries, may
be revised, annually by the Secretary.

(C) AGENCY OBJECTIVES.—The performance standards re-
quired by subparagraph (A) shall establish objectives for
the Administration that—

(i) expedite the clinical investigation of an article
that is a new drug, device, or biological product
through closer collaboration between the Administra-
tion and the sponsor of the investigation;

(ii) expedite the review of an application for a new
drug, device, or biological product—

(D for an immediately life-threatening disease or
condition; or

(II) for any other serious condition if the new
drug, device, or biological product provides ther-
apy that is not available from other approved ther-
apy or offers significant improvement over other
approved therapy or diagnostic or monitoring
agents;

(iit) reduce backlogs in the review of all applications
with the objective of eliminating all backlogs in the re-
view of applications by January 1, 1998;

(iv) establish a schedule to bring the Administration
into full compliance by July 1, 1998, with the time pe-
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riods specified in this Act for the review of all applica-
tions; and

(v) improve the consistency and fairness of the regu-
latory process of the Administration.

The Secretary shall issue such other performance standards
that the Secretary determines will contribute to the effi-
cient, fair, and effective operation of the Administration.

(D) ANNUAL REPORT.—The Secretary shall prepare and
publish in the Federal Register for public comment an an-
nual report that—

(i) provides detailed data on the actual performance
of the Administration relating to the action taken by
the Administration with respect to the applications and
submissions described in subparagraph (A)(i) and the
activities relating to advisory committees described in
subparagraph (A)(ii);

(it) compares the performance of the Administration
with each applicable performance standard developed
and published under subparagraph (A);

(iit) describes—

(I) any priorities established with respect to ac-
tion to be taken by the Administration on matters
relating to the applications and submissions de-
scribed in subparagraph (A)(i) and the activities
relating to advisory committees described in sub-
paragraph (A)(ii);

(I1) how such priorities are implemented, and

(II1) the data on each priority category;

(iv) analyzes any failure to achieve any of the per-
formance standards;

(v) identifies regulatory policies that have a signifi-
cant impact on compliance with the performance
standards and analyzes how such policies could be
modified in order to achieve compliance with the per-
formance standards; and

(vi) sets forth a plan to achieve compliance with the
performance standards that have not been met.

(E) STATISTICAL INFORMATION.—The report described in
subparagraph (D) shall include a full statistical presen-
tation relating to all applications, petitions, or notifications
for a new drug, device, biological product, new animal
drug, food additive, or color additive approved by the Ad-
n}zcinistration during the year, taking into account the date
O —_—

(i) the submission of any investigational application;

(ii) the application of any clinical hold;

(iii) the submission of any application, petition, or
notification for approval or clearance;

(iv) the acceptance for filing of any application, peti-
tion, or notification for approval or clearance;

(v) the occurrence of any unapprovable action;

(vi) the occurrence of any approvable action; and

(vii) the approval or clearance of any application, pe-
tition, or notification.
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(4) INTERAGENCY COLLABORATION.—The Secretary shall im-
plement programs and policies that will foster collaboration be-
tween the Administration, the National Institutes of Health,
and other science-based agencies, to enhance the scientific ex-
pertise available to the Commissioner for the evaluation of
emerging medical therapies, including complementary thera-
pies, and advances in nutrition and food science.

* * * * * * *

SEC. 904. [394] SCIENTIFIC REVIEW GROUPS.

[Without] (a) IN GENERAL.—Without regard to the provisions of
title 5, United States Code, governing appointments in the competi-
tive service and without regard to the provisions of chapter 51 and
subchapter III of chapter 53 of such title relating to classification
and General Schedule pay rates, the Commissioner of Food and
Drugs may—

* * * * * * *

(b) DELEGATION OF APPOINTMENT AUTHORITY.—The Commis-
sioner may not delegate the appointment and oversight authority
granted under subsection (a).

(¢c) MEMBERSHIP AND MEETING REQUIREMENTS.—

(1) ScoPE.—The Commissioner shall consult with a scientific
review group in determining the matters that the group will
consider at the meetings of the scientific review group.

(2) NOTIFICATION OF SCOPE OF DISCUSSION.—To the extent
feasible, the specific matters (including questions) to be dis-
cussed at a meeting of a scientific review group shall be pub-
licly announced and published in the Federal Register at least
30 days prior to the date of the meeting.

(3) TERMS.—A member of a scientific review group shall serve
for a term of 3 years, and may have such membership renewed
for not more than 1 additional term. An individual may serve
on more than one scientific review group. The chairperson of a
scientific review group shall be a member who has served on the
scientific group for at least 3 years. The term of the chairperson
may be renewed for not more than 3 terms.

(4) TRAINING.—Prior to service on a scientific review group,
a member of the group shall be given adequate education and
training relating to the responsibilities of the member.

(5) FREQUENCY OF MEETINGS.—The Secretary shall take
whatever action is necessary to ensure that regular meetings are
held by scientific review groups, at appropriate intervals and
for a sufficient length of time. The meetings shall occur not less
than 3 times each year unless the Secretary determines that
there are sufficient reasons for fewer meetings.

(d) ACCESS TO INFORMATION; PARTICIPATION BY INTERESTED PER-
SONS IN MEETINGS.—

(1) IN GENERAL.—When a scientific review group reviews an
application or submission (including a petition, notification, or
any other similar form of request) for approval or clearance, or
some part thereof, submitted for an article under section 409,
505, 510(k), 513(f), 512, 515, or 721, the Secretary shall provide
the person who submitted the application or submission with
copies of all documents provided to the members of the scientific
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review group in preparation for a meeting of the scientific re-
view group. The Secretary shall provide such documents to the
person at the same time such documents are provided to the
members of the scientific review group. Before the meeting, the
person shall have an opportunity to submit documents to the
members of the scientific review group in response to the Sec-
retary’s documents. The person shall provide the documents to
the Secretary, who shall immediately provide copies of the docu-
ments to the members of the scientific review group.

(2) PARTICIPATION IN MEETINGS.—Any meeting of a scientific
review group shall include adequate time for initial presen-
tations and for response to any differing views and the group
shall encourage free and open participation by all interested
persons.

(e) FDA AcTIiONS.—Not later than 60 days after the date a sci-
entific review group makes its conclusions and recommendations on
any matter under review of the group, the official of the Food and
Drug Administration responsible for the matter shall review the
conclusions and recommendations of the group, make a final deter-
mination on the matter, and notify the affected persons of the deter-
mination in writing and, if the determination differs from the con-
clusions and recommendations of the group, include the reasons for
the difference.

* * * * * * *

SEC. 906. INFORMATION SYSTEM.

The Secretary shall establish and maintain an information sys-
tem to track the status and progress of each application or submis-
sion (including a petition, notification, or other similar form of re-
quest) for the approval or clearance of a drug, biological product,
new animal drug, device, food additive, or color additive submitted
to the Food and Drug Administration. The system shall permit ac-
cess by the applicant, petitioner, or the person who submits a notifi-
cation.

SEC. 907. APPEALS WITHIN THE FOOD AND DRUG ADMINISTRATION.
(a) EMPLOYEE DECISIONS.—The Secretary shall by regulation es-
tablish an internal appeal system within the Food and Drug Ad-
ministration for the appeal of any decision made by an employee of
the Food and Drug Administration, except that this subsection shall
not apply to decisions involving formal administrative or judicial
proceedings. As the final stage in the internal appeal system, the
Secretary shall provide for the right to request an evaluation by an
appropriate scientific review group of a final decision of the Sec-
retary on an appeal involving a significant scientific issue. Upon re-
ceipt of such a request, the Secretary shall refer the request to the
chairperson of the appropriate scientific review group, or a member
designated by the chairperson, who shall review the request and de-
termine whether the scientific review group should conduct an eval-
uation. The Secretary shall make publicly known the existence of the
internal appeal system and the procedures for an internal appeal.

(b) REVIEW BY SCIENTIFIC REVIEW GROUP.—

(1) IN GENERAL.—The sponsor of a preclinical or clinical in-
vestigation, or the applicant for the approval or clearance of an
application or submission (including a petition, notification, or
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any other similar form of request), shall have the right to re-
quest an evaluation by an appropriate scientific review group
established under section 904 of any significant scientific issue
pending before, or any significant scientific decision made by,
the Secretary under this Act. An appropriate scientific review
group shall review the request and determine whether to con-
duct an evaluation within 30 days after the date the request is
received by the Secretary.

(2) ScoPE.—The significant scientific issues that a scientific
review group may evaluate include matters involving a decision
by the Secretary not to permit a clinical investigation to begin
or to continue, a refusal by the Secretary to file an application,
a protocol design, and decisions relating to a pending applica-
tion or submission (including a petition, notification, or any
other similar form of request). The significant scientific issues
shall not have been previously reviewed by a scientific review
group.

(3) TIME LIMITATION.—If a scientific review group agrees to
conduct an evaluation on an issue under paragraph (1), the
evaluation shall be scheduled for the next meeting of the group.

(c) ADDITIONAL INFORMAL AND FORMAL PROCEDURES.—

(1) IN GENERAL.—For purposes of obtaining conclusions and
recommendations regarding the resolution of any significant
scientific dispute, the Secretary is authorized to use such addi-
tional informal and formal procedures as may be considered
useful. The procedures may include the use of—

(A) panels of qualified Food and Drug Administration of-
ficials to make conclusions and recommendations regarding
the resolution of any significant scientific dispute;

(B) panels of qualified Federal Government employees
who are not employees of the Food and Drug Administra-
tion to make conclusions and recommendations regarding
the resolution of any significant scientific dispute; and

(C) outside mediators and arbitrators who are not Fed-
eral Government employees to make conclusions and rec-
ommendations regarding the resolution of any significant
scientific dispute.

(2) APPLICATION OF FACA.—The Federal Advisory Committee
Act (5 US.C. App. 2) shall not apply to a panel described in
paragraph (1).

(d) REVIEW OF RECOMMENDATIONS.—Not later than 60 days after
the date on which a matter that is presented for resolution under
this section has been the subject of conclusions and recommenda-
tions, the official of the Food and Drug Administration responsible
for the matter shall review the conclusions and recommendations,
make a final determination on the matter, and notify the parties of
the determination in writing and if the determination differs from
the conclusions and recommendations, the reasons for the difference.

SEC. 908. EFFECTIVE MEDICATION GUIDES.

(a) IN GENERAL.—Not later than 30 days after the date of enact-
ment of this section, the Secretary shall request that national orga-
nizations representing health care professionals, consumer organiza-
tions, voluntary health agencies, the pharmaceutical industry, drug
wholesalers, patient drug information database companies, and
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other relevant parties collaborate to develop a long-range com-
prehensive action plan to achieve goals consistent with the goals of
the proposed rule of the Food and Drug Administration on “Pre-
scription Drug Product Labeling: Medication Guide Requirements”
(60 Fed. Reg. 44182; relating to the provision of oral and written
prescription information to consumers).

(b) PLAN.—The plan described in subsection (a) shall—

(1) identify the plan goals;

(2) assess the effectiveness of the current private-sector ap-
proaches used to provide oral and written prescription informa-
tion to consumers;

(3) develop guidelines for providing effective oral and written
prescription information consistent with the findings of any
such assessment;

(4) develop a mechanism to assess periodically the quality of
the oral and written prescription information and the frequency
with which the information is provided to consumers; and

(5) provide for compliance with relevant State board regula-
tions.

(¢) LIMITATION ON THE AUTHORITY OF THE SECRETARY.—The Sec-
retary shall have no authority to implement the proposed rule de-
scribed in subsection (a), or to develop any similar regulation, policy
statement, or other guideline specifying a uniform content or format
for written information voluntarily provided to consumers about
prescription drugs if, not later than 120 days after the date of enact-
ment of this section, the national organizations described in sub-
section (a) develop and begin to implement a comprehensive, long-
range action plan (as described in subsection (a)) regarding the pro-
vision of oral and written prescription information.

(d) SECRETARY REVIEW.—Not later than January 1, 2001, the
Secretary shall review the status of private-sector initiatives de-
signed to achieve the goals of the plan described in subsection (a),
and if such goals are not achieved, the limitation in subsection (c)
shall not apply, and the Secretary shall seek public comment on
other initiatives that may be carried out to meet such goals. The
Secretary shall not delegate such review authority to the Commis-
sioner.

SEC. 909. CENTERS FOR EDUCATION AND RESEARCH ON DRUGS, DE-
VICES, AND BIOLOGICAL PRODUCTS.

(a) IN GENERAL.—The Secretary, acting through the Commis-
sioner, shall establish a consortium of 3 or more centers for research
and education on drugs, devices, and biological products in accord-
ance with subsection (b).

(b) GRANT AUTHORITY.—The Secretary, acting through the Com-
missioner, shall make grants to 3 or more private entities to assist
each of the entities in the establishment and operation of a center
for research and education on drugs, devices, and biological prod-
ucts. In awarding a grant under this subsection, the Secretary shall
use a peer-review selection procedure.

(¢c) AUTHORIZED GRANT ACTIVITIES.—

(1) REQUIRED ACTIVITIES.—A grant awarded under subsection
(b) shall be used to—

(A) conduct state-of-the-art clinical and laboratory re-
search that—
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(i) increases awareness of new uses of drugs, devices,
or biological products and the unforeseen risks of new
uses of drugs, devices, or biological products;

(ii) provides objective clinical information to—

(I) health care practitioners or other providers of
health care goods or services;

(II) pharmacy benefit managers;

(I1I) health maintenance organizations or other
managed health care organizations; and

(IV) health care insurers or governmental agen-
cies; and

(iit) improves the quality of health care while reduc-
ing the cost of health care through the prevention of
adverse effects of drugs, devices, or biological products
and the consequences of such effects, such as unneces-
sary hospitalizations; and

(B) conduct research on the comparative effectiveness and
safety of drugs, devices, or biological products.
(2) DISCRETIONARY ACTIVITIES.—A grant awarded under sub-
section (b) may be used to conduct—
(A) surveillance of the adverse effects of drugs, devices, or
biological products;
(B) a study of new or unapproved uses for marketed
drugs, devices, or biological products; or
(C) a study of the therapeutic characteristics of clinically
special populations, such as children, women, and elderly
individuals.
(3) LIMITATION.—A grant awarded under subsection (b) may
not be used to assist the Secretary in the review of new drugs.

(d) APPLICATION.—An entity that desires to receive a grant under
this section shall submit to the Secretary an application at such
time, in such manner, and accompanied by such information as the
Secretary may require.

(e) ESTABLISHMENT OF AN OVERSIGHT COMMITTEE.—The Sec-
retary shall establish within the Food and Drug Administration a
committee to provide oversight of the research and educational ac-
tivities of the consortium of centers described in subsection (a). The
committee shall be composed of—

(1) a representative from each of the centers;

(2) a representative from the Food and Drug Administration;

(3) a representative from consumer advocacy groups; and

(4) a representative from the pharmaceutical, device, or bio-
logical products industry.

(f) REPORT.—Not later than September 30, 1999, the Secretary
shall prepare and submit to the Chairmen and Ranking Members
of the Committee on Labor and Human Resources of the Senate and
the Committee on Commerce of the House of Representatives a re-
port on the activities of the consortium of centers established pursu-
ant to this section. The report shall include an analysis on the im-
pact of the centers on the safe use of drugs, devices, and biological
products and recommendations on whether the funding for the cen-
ters should be extended and increased.

(g) AUTHORIZATION OF APPROPRIATIONS.—There are authorized to
be appropriated to carry out this section $9,000,000 for fiscal year
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1997, $12,000,000 for fiscal year 1998, $15,000,000 for fiscal year
1999, and $15,000,000 for fiscal year 2000.

* & * * * & *

PUBLIC HEALTH SERVICE ACT

* * * * * * &

PART F—LICENSING—BIOLOGICAL PRODUCTS AND CLINICAL
LABORATORIES

SUBPART 1—BIOLOGICAL PRODUCTS
REGULATION OF BIOLOGICAL PRODUCTS

[SEc. 351. [262] (a) No person shall sell, barter, or exchange, or
offer for sale, barter, or exchange in the District of Columbia, or
send, carry, or bring for sale, barter, or exchange from any State
or possession into any other State or possession or into any foreign
country, or from any foreign country into any State or possession,
any virus, therapeutic serum, toxin, antitoxin, vaccine, blood, blood
component or derivative, allergenic product, or analogous product,
of arsphenamine or its derivatives (or any other trivalent organic
arsenic compound), applicable to the prevention, treatment, or cure
of diseases or injuries of man, unless (1) such virus, serum, toxin,
antitoxin, vaccine, blood, blood component or derivative, allergenic
product, or other product has been propagated or manufactured
and prepared at an establishment holding an unsuspended and
unrevoked license, issued by the Secretary as hereinafter author-
ized, to propagate or manufacture, and prepare such virus, serum,
toxin, antitoxin, vaccine, blood, blood component or derivative, al-
lergenic product, or other product for sale in the District of Colum-
bia, or for sending, bringing, or carrying from place to place afore-
said; and (2) each package of such virus, serum, toxin, antitoxin,
vaccine, blood, blood component or derivative, allergenic product, or
other product is plainly marked with the proper name of the article
contained therein, the name, address, and license number of the
manufacturer, and the date beyond which the contents cannot be
expected beyond reasonable doubt to yield their specific results.
The suspension or revocation of any license shall not prevent the
sale, barter, or exchange of any virus, serum, toxin, antitoxin, vac-
cine, blood, blood component or derivative, allergenic product, or
other product aforesaid which has been sold and delivered by the
licensee prior to such suspension or revocation, unless the owner
or custodian of such virus, serum, toxin, antitoxin, vaccine, blood,
blood component or derivative, allergenic product, or other product
aforesaid has been notified by the Secretary not to sell, barter, or
exchange the same.]

SEc. 351. (a)(1) Except as provided in paragraph (6), no person
shall introduce or deliver for introduction into interstate commerce
any biological product unless—

(A) a license is in effect for the biological product; and

(B) each package of the biological product is plainly marked
with the proper name of the biological product contained there-
in, the name, address, and applicable license number of the
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manufacturer of the biological product, and the expiration date
of the biological product.

(2) The license required under paragraph (1)(A) shall, as deter-
mined by the Secretary, cover the biological product, any facility in
which the biological product is manufactured, processed, packed, or
held, or both the product and facility.

(3)(A) The Secretary shall establish, by regulation, requirements
for license applications for biological products.

(B) Except as provided in subparagraph (D), a license application
that covers a biological product shall be approved based upon a
demonstration that—

(i) the product that is the subject of the application is safe
and effective in accordance with sections 505(c) and 505(d) of
the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355 (c)
and (d)), or meets standards designed to ensure that the prod-
uct is safe, pure, and where appropriate, potent; and

(i) the methods used in, and the facilities and control used
for, the manufacture, processing, packing, and holding of such
product meet standards designed to ensure that the product
continues to meet the requirements of clause (i).

(C) A license application that covers a facility shall ensure that
the product and the facility meet standards designed to ensure that
the product meets applicable requirements of subparagraph (B).

(D) A license application for blood or a blood component (includ-
ing plasma) shall be approved based on a demonstration that the
product is safe, pure, and where appropriate, potent, and that the
facility in which the product is manufactured, processed, packed, or
held meets standards designed to ensure that such product is safe,
pure, and where appropriate, potent.

(4)(A) Requirements prescribed under paragraph (3) shall include
a requirement for preapproval inspection under subsection (c).

(B) A license shall be approved only on condition that the licensee
agrees to permit inspection of the facility of licensee in accordance
with subsection (c).

(5)(A) Except as provided in subparagraph (C), an approved li-
cense for a biological product may be revoked if the Secretary deter-
mines, on the record after providing opportunity for a hearing in ac-
cordance with section 554 of title 5, United States Code, that the re-
quirements for approval specified in paragraph (3) are no longer
met with respect to such product, or that other public health rea-
sons, prescribed by regulation, exist. No action to revoke a license
based on findings of an inspection shall be initiated prior to the
submission and review by the Secretary of a written response sub-
mitted by the licensee to a notice of inspectional findings so long as
such written response is received within 30 days after the date of
receipt by the licensee of the findings. The revocation of any product
license shall not prevent the continued use of any licensed biological
product that has been sold and delivered by the licensee unless the
biological product is subject to recall under subsection (d).

(B) If at any time before the Secretary has taken final action to
revoke a license, the licensee requests an inspection by the Secretary
to determine whether the licensee is in compliance with applicable
standards, the Secretary shall conduct an inspection within 30 days
after the date of the request. If the requested inspection confirms
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that the licensee is not in compliance with applicable standards, the
30-day requirement for inspection shall not apply to any subsequent
request by the licensee under this subparagraph for inspection. If
the inspection confirms that the licensee is in compliance with all
applicable requirements, the Secretary shall withdraw any proposed
action within 30 days after the inspection.

(C) If the Secretary determines that conditions exist that con-
stitute a danger to health, the Secretary shall suspend the license,
notify the licensee that the licensee’s license is suspended, and re-
quire notification of the suspension to any consignee. Within 30
days thereafter, the Secretary shall initiate the hearing process
under subparagraph (A).

(6) The requirements of paragraph (1) do not apply to a biological
product for which there is in effect an investigational new drug ap-
plication under section 505(i) of the Federal Food, Drug, and Cos-
metic Act.

[(b) No person shall falsely label or mark any package or con-
tainer or any virus, serum, toxin, antitoxin, vaccine, blood, blood
component or derivative, allergenic product, or other product afore-
said; nor alter any label or mark on any package or container of
any virus, serum, toxin, antitoxin, vaccine, blood, blood component
or derivative, allergenic product, or other product aforesaid so as
to falsify such label or mark.]

(b) No person shall falsely label or mark any package or container
of any biological product or alter any label or mark on the package
so as to falsify the label or mark.

(c) Any officer, agent, or employee of the Department of Health
and Human Services, authorized by the Secretary for the purpose,
may during all reasonable hours enter and inspect any establish-
ment for the propagation or manufacturer and preparation of any
[virus, serum, antitoxin, vaccine, blood, blood component or deriva-
tive, allergenic product, or other product aforesaidl biological prod-
uct for sale, barter, or brought from any State or possession into
any other State or possession or into any foreign country, or from
any foreign country into any State or possession.

[(d)(1) Licenses for the maintenance of establishments for the
propagation or manufacture and preparation of products described
in subsection (a) of this section may be issued only upon a showing
that the establishment and the products for which a license is de-
sired meet standards, designed to insure the continued safety, pu-
rity, and potency of such products, prescribed in regulations, and
they meet such standards. All such licenses shall be issued, sus-
pended, and revoked as prescribed by regulations and all licenses
issued for the maintenance of establishment for the propagation or
manufacture and preparation, in any foreign country, of any such
products for sale, barter, or exchange in any State or possession
shall be issued upon condition that the licenses will permit the in-
spection of their establishments in accordance with subsection (c)
of this section.]

[(2)(A)] (d)(1) Upon a determination that a batch, lot, or other
quantity of a product licensed under this section presents an immi-
nent or substantial hazard to the public health, the Secretary shall
issue an order immediately ordering the recall of such batch, lot,
or other quantity of such product. An other under this paragraph
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shall be issued in accordance with section 554 of title 5, United
States Code.

[(B)] (2) Any violation of [subparagraph (A)] paragraph (1) shall
subject the violator to a civil penalty of up to $100,000 per day of
violation. The amount of a civil penalty under this subparagraph
shall, effective December 1 of each year beginning 1 year after the
effective date of this subparagraph, be increased by the percent
change in the Consumer Price Index for the base quarter of such
year over the Consumer Price Index for the base quarter of the pre-
ceding year, adjusted to the nearest %10 of 1 percent. For purposes
of this subparagraph, the term “base quarter”, as used with respect
to a year, means the calendar quarter ending on September 30 of
such year and the price index for a base quarter is the arithmetical
mean of such index for the 3 months comprising such quarter.

* * * * * * *

(i) For purposes of this section, the term “biological product”
means a virus, therapeutic serum, toxin, antitoxin, vaccine, blood,
blood component or derivative, allergenic biologic product, or ars-
phenamine or its derivative (or any other analogous biological prod-
uct) applicable to the prevention, treatment, or cure of diseases or
conditions of human beings.

(J)(1) Sections 505(i), 903, and 904 of the Federal Food, Drug, and
Cosmetic Act shall apply to all biological products, and references
in such sections to new drug applications shall be deemed to include
product license applications for biological products.

(2) Requirements involving labeling or advertising for biological
products shall be established in accordance with sections 201(m)
and 502(n) of the Federal Food, Drug, and Cosmetic Act.

* & * * * & *

PUBLIC LAW 102-222

* * % * * * %
SECTION 1. HEALTH EDUCATION ASSISTANCE LOANS.
* * % % * * %

SEC. 2. PILOT PROGRAM IN CLINICAL PHARMACOLOGY.
(a) ESTABLISHMENT.—* * *
£ * * ES £ * *

(b) AUTHORIZATION OF APPROPRIATIONS.—There is authorized to
be appropriated for fiscal years 1992 through 1996 $750,000 for
each fiscal year [to carry out this sectionl, and fiscal years 1997
and 1998 $1,900,000 for each fiscal year, to carry out this section.

* * *k & * * *k
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