





ESSAY

THE MODERN REGULATORY
ADMINISTRATIVE STATE:
A RESPONSE TO
CHANGING CIRCUMSTANCES

JEFFREY E. SHUREN®

In the landmark case Chevron, U.S.A. v. National Resource Defense Coun-
cil, Inc., the Supreme Court articulated a deferential standard for reviewing
an agency'’s interpretations of statutory language within that agency’s area of
concern as long as Congress was silent or ambiguous on the matter and the
agency’s interpretation was reasonable. Using the Food and Drug Admini-
stration as a primary case study, Dr. Shuren contends that one of the main
reasons for granting agencies broad judicial deference in the implementation
of statutory mandates is that agencies are the governmental entities best
equipped to respond to changing circumstances. Dr. Shuren contends that
courts should grant sufficient deference to agencies’ meadifications of prior
statutory interpretations in order to ensure adequate agency flexibility to
meet new challenges within existing statutory delegations of authority.

Congress delegates to administrative agencies the authority to im-
plement many important governmental objectives. As agencies have in-
creased in size and complexity, the courts have been forced to address the
extent of agencies’ authority to interpret broad statutory language. In
Chevron, U.S.A., Inc. v. Natural Resource Defense Council, Inc.,' the Su-
preme Court articulated a deferential standard for reviewing an agency’s
interpretations of statutory language within that agency’s area of concern,
as long as: (1) Congress was silent or ambiguous on the matter; and
(2) the agency’s interpretation was reasonable.? The Court based its def-
erential standard on two justifications: agency expertise and electoral
accountability.? On February 27, 2001, a unanimous Supreme Court in
Whitman v. American Trucking Ass’n’ reaffirmed its deferential attitude
towards agency rulemaking.’

* Medical Officer, Office of Policy, Planning, and Legislation, U.S. Food and Drug
Administration. B.S., Northwestern University, 1985; M.D., Northwestern University
Medical School, 1987; J.D., University of Michigan Law School, 1998, The views ex-
pressed in this Essay are those of the Author and do not necessarily reflect the opinion of
the U.S. Food and Drug Administration.

1467 U.S. 837 (1984).

21d. at 842—44.

3Id. at 865.

4121 S. Ct. 903 (2001).

5 The Court held, inter alia, that the delegation of authority to the Environmental Pro-
tection Agency (“EPA™) to set national ambient air quality standards at a level “requisite to
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This Essay contends that one of the primary reasons for granting
agencies broad judicial deference in the implementation of statutory
mandates is that agencies are the governmental entities best equipped to
respond to changing circumstances. Indeed, the modern basis for regula-
tory administrative agencies is to provide a more effective mechanism for
the federal government to respond to changing conditions. When viewed
in this light, an agency’s ability to modify its prior legislative interpreta-
tions to address changed circumstances becomes a necessary tool to
fulfill congressional mandates.

Since Chevron, the Supreme Court has been ambiguous in its ap-
proach to revised agency statutory constructions. Lower courts have
sometimes deferred to revised agency interpretations, but at other times
they have accorded less deference to a modified interpretation than to a
statutory construction consistent with the agency’s original position. This
Essay contends that courts should grant sufficient deference to agencies’
modifications of prior statutory interpretations in order to ensure ade-
quate agency flexibility to meet new challenges within existing statutory
delegations of authority.

The Food and Drug Administration (“FDA”) provides a case study
that demonstrates how well agencies can respond to crises and develop
innovative solutions to emerging problems. Agencies can respond more
rapidly than Congress to crises such as AIDS and have the expertise to
tailor solutions that are effective and efficient. Through a discussion of
actions taken by the FDA to address new conditions confronting its drug
approval process and the bases for these actions, this Essay addresses the
legislative, judicial, and practical underpinnings of the FDA’s approach to
altered conditions as an example of the changing circumstances rationale
for giving regulatory agencies broad judicial deference. The history of
the FDA’s evolving interpretations of its enabling statute—the Federal
Food, Drug, and Cosmetic Act of 1938 (“FDCA”)*—and its 1962
amendments’ demonstrates a continuous process by which the agency
defines the standards for safety and effectiveness that it uses to review a
new drug for possible market approval and the criteria to meet those
standards consistent with its statutory objectives.

In the years since the 1962 amendments, the FDA has developed
several standards and approaches with respect to its pre-approval proc-

protect public health” under the Clean Air Act, ch. 360, 69 Stat. 322 (1955) (codified in
scattered sections of 42 U.S.C.), was not an unconstitutional delegation of legislative
power because the Act contained an “intelligible principle” for setting air quality standards
and there was no necessity that the Act set precise upper limits for pollutants. 121 S. Ct. at
907.

6 See Federal Food, Drug, and Cosmetic Act of 1938, ch. 675, 52 Stat. 1040 (codified
as amended at 21 U.S.C. §§ 301-395 (2000)).

7See Drug Amendments of 1962, Pub. L. No. 87-781, 76 Stat. 780 (codified as
amended in scattered sections of 21 U.S.C.).
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ess.® These procedures have included accelerated approval,” Phase IV
testing,!® and restricted distribution.! This Essay contends that such ad-
ministrative innovations are an appropriate exercise of statutory author-
ity. Congress has delegated broad authority'? regarding new drug approv-
als and the FDA has met its statutory objectives'® by defining require-
ments for safety, standards of effectiveness, and criteria by which to
measure both. Congress, in turn, has responded in several instances by
codifying agency action and transforming implicit jurisdiction into ex-
plicit authority.

Part I furnishes a brief overview of the rationales previously offered
by commentators for the creation of administrative agencies. It then ar-
gues that one of the most important rationales for administrative agencies
is that they provide the federal government with a means to address
evolving and new conditions. Part II describes the FDA's approach to
changing conditions within the historical context of the drug approval
process. Part IIT discusses the judiciary’s approach to agency statutory

$Through the pre-approval process, the FDA determines whether to approve a regu-
lated product for distribution and sale in the United States. The standards and tests used to
make this decision differ based on the type of product reviewed, such as drugs and devices.
See 21 U.S.C. § 355(d) (substantial evidence of safety and effectiveness standard for new
prescription drugs); 21 U.S.C. § 360e(d)(2) (reasonable assurance of safety and effective-
ness standard for certain devices (Class III) that present a potential unrcasonable risk of
illness or injury).

9 When a drug is marked for the “fast-track” procedure, the FDA will facilitate the de-
velopment and expedite the review of such drug if it is intended for the treatment of a seri-
ous and life-threatening condition and it demonstrates the potential to address unmet medi-
cal needs for such a condition. 21 U.S.C. §§ 301-395.

10 A company’s agreement with the FDA to conduct post-approval research made by
the company before or after approval or as a condition of approval is called a “Phase IV
commitment” A “Phase IV study,” or post-marketing study, is the study performed to meet
the company’s Phase IV commitment or any other study performed post-approval. See
CtR. FOR DRUG EVALUATION & RESEARCH, FOOD & DRUG ADMIN., MANUAL OF POLICIES
AND PROCEDURES 6010.2: PROCEDURES FOR TRACKING AND REVIEWING PHASE 4 CoryuT-
MENTS 2-3 (1996).

11 See infra Part 1I.

22 Federal Food, Drug, and Cosmetic Act of 1938, ch. 675, 52 Stat. 1040 (codified as
amended at 21 U.S.C. §§ 301-395 (2000)). The Act itself may provide a degree of inter-
pretive flexibility. See, e.g., Peter Barton Hutt, Philosophy of Regulation Under the Federal
Food, Drug and Cosmetic Act, 28 Foop DruG Cosnt. L.J. 177, 178 (1973) (characterizing
the act as a constitution that requires the FDA to create specific regulations to meet its
“fundamental objectives”). But see H. Thomas Austern, Philosophy of Regulation: A Reply
to Mr. Hutt, 28 Foop DruG CosmM. L.J. 189, 191-92 (1973) (arguing that the act is not an
administrative “blank check™).

B These goals are to ensure that only safe and effective drugs reach the market and
that drugs critical to public health are approved promptly. See Drug Amendments of 1962,
Pub. L. No. 87-781, 76 Stat. 780 (codified as amended in scattered sections of 21 U.S.C.);
Federal Food, Drug, and Cosmetic Act of 1938, Food, Drug, and Cosmetic Act of 1938,
ch. 675, 52 Stat. 1040 (codified as amended at 21 U.S.C. §8§ 301-395 (2000)); Prescription
Drug User Fee Act of 1992, Pub. L. No. 102-571, 106 Stat. 4491 (codified in scattered
sections of 21 U.S.C.); see also United States v. An Article of Drug, Bacto-Unidisk, 394
U.S. 784 (1969) (stating that the primary objective of the FDCA is the protection of the
public health).
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interpretations, and concludes that the changing circumstances rationale
supports deference to shifting administrative statutory constructions when
they are made in response to new conditions equal to the deference ac-
corded the original interpretation.

I. EVOLVING RATIONALES FOR REGULATORY ADMINISTRATIVE AGENCIES

The executive branch has undergone remarkable growth in size and
authority over the past two centuries. Although administrative agencies
have been a facet of the federal government since early in its formation,
originally there were few agencies and they were limited in scope." For
example, during President George Washington’s administration, only
three executive departments existed: the Department of State, the De-
partment of the Treasury, and the Department of War.!®

In the second half of the eighteenth century, executive branch agen-
cies gradually evolved from the ministerial servants of a young nation
into discretionary policymakers of an industrial age country.'® By the
1860s, agencies had come into favor as important government bodies to
meet the demands of an ever-growing industrial revolution. Clientele-
oriented departments, such as the Agriculture and Commerce Depart-
ments, were established to promote the interests of specific economic
groups through data collection and research.!” Only twenty years later,
the federal government began to form agencies not only to promote in-
dustrial power, but also to control it. In 1887, Congress created the Inter-
state Commerce Commission, which was the first major federal regula-
tory body.”® Acting under the Interstate Commerce Act,'” Congress cre-
ated an entity with discretionary authority to issue binding decisions and
offer flexible solutions to the outrage sparked by corruption in the rail-
road industry.?

During the early progressive movement from 1906 through 1915, the
philosophy of government shifted from a contract regime to a regulatory
regime.” Agencies of this period were created to regulate the economy

4 James Q. Wilson, The Rise of the Bureaucratic State, 41 Pus. INTEREST 77, 78
(1975) [hereinafter Bureaucratic State).

'S KENNETH F. WARREN, ADMINISTRATIVE LAW IN THE POLITICAL SYSTEM 39 (1997).

16 The numbers tell much of the story. At the end of the Federalist Period, there were
3000 civilian officers. By 1881, there were 95,000. Bureaucratic State, supra note 14, at 77.

Y Id. at 87-88.

18 Id. at 94. The Commission was established to regulate railroad rates. Its creation was
rooted in the Granger Movement of the 1870s, a period during which incensed farmers
demanded relief from the exorbitant rates charged by unregulated railroads. MiLTON M.
CARROW, BACKGROUND OF ADMINISTRATIVE LAaw 7 (1948).

19 Interstate Commerce Act, ch. 104, 24 Stat. 379 (1887) (codified as amended in
scattered sections of 49 U.S.C.).

20 Bureaucratic State, supra note 14, at 95.

2 See MARC ALLEN EISNER, REGULATORY POLITICS IN TRANSITION 33-41 (1993).



2001] Agencies and Changing Circumstances 295

and correct market failures.” The Progressives’ reform agenda incorpo-
rated their belief that agency expertise could be used to apply scientific
and social-scientific knowledge to address the adverse effects of corpo-
rate abuses on the rights of consumers, workers, and small businesses.?
For example, under the Sherman Anti-Trust Act of 1890, Congress relied
on economic expertise to craft United States competition policy.”* Simi-
larly, in the Meat Inspection Act of 1906, Congress relied on scientific
expertise to protect the public from unsafe meats.*

With the outbreak of World War I, the federal government took
greater advantage of administrative agencies, and the number and size of
administrative agencies grew rapidly.*® By 1925, there were almost
500,000 civil servants.” However, the power of these agencies was lim-
ited by courts’ judicial review of agency action. In turn, the courts’
checks on agency action largely shaped the role of administrative agen-
cies and many political leaders agreed that agency power should be lim-
ited in scope.” For example, President Woodrow Wilson recognized ad-
ministrative agencies as independent bodies capable of powerful action in
his New Freedom program; however, he thought they should execute but
not formulate policy.”

The New Deal revolutionized the role of agencies and soliditied their
position as active arbiters and decision-makers. President Franklin De-
lano Roosevelt promoted economic stability by implementing govern-
ment-supervised industrial self-regulation.”® The Roosevelt administra-
tion relied on agencies for their expertise and independence and increas-
ingly trusted agencies to invest private entities with public authority.®

2 See STEPHEN BREYER, REGULATION AND ITS REFORM 15-35 (1982) [hereinafter
REGULATION AND ITS REFORM] (discussing various rationales behind economic regulatory
efforts); see also CARROW, supra note 18, at 9 (discussing the 1994 creation of the Federal
Trade Commission in response to inadequate judicial enforcement of the Sherman Anti-
Trust Act of 1890).

# EISNER, supra note 21, at 36-38. Opposition to party bosses and an overreaching ju-
diciary also contributed to the rise of administrative power in the early 1900s. Stephen
Skowronek, Building a New American State: The Expansion of National Administrative Ca-
pacities, 1877-1920, in FOUNDATIONS OF ADMINISTRATIVE Law 32 (Peter Schuck ed., 1994y,

2 EISNER, supra note 21, at 44.

BId.

2Id. at78.

2 Id. at 77; see also CASs SUNSTEIN, AFTER THE RIGHTS REVOLUTION: RECONCEIVING
THE REGULATORY STATE at 242-43 (1990) [hereinafter RIGHTS REvoLUTION] (describing
the number of regulatory agencies created during different time periods).

2 WARREN, supra note 15, at 39.

» EISNER, supra note 21, at 39; Woodrow Wilson, The Study of Administration, 2 PoL.
Scr. Q. 220 (1887).

30 EISNER, supra note 21, at 89.

31 Id. at 111. For example, to return the purchasing power of agricultural commedities
to pre-World War I levels through price increases, the Agricultural Adjustment Act of
1933, Pub. L. No. 73-10, 48 Stat. 31 (codified as amended in scattered sections of 7
U.S.C.), created the Agricultural Adjustment Administration (“AAA™) to contro! the sup-
ply of agricultural goods through contracts limiting the amount of goods produced or the
numbers of acres planted. The AAA also taxed processors to fund the recovery program.
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The New Deal’s distributional programs also fostered reliance on gov-
ernment agencies as shields against acute economic deprivation by mak-
ing agencies responsible for organizing industry members in the absence
of an existing association, granting them public authority, and supervis-
ing industry self-regulation.

President Johnson also made extensive use of administrative agen-
cies in his Great Society program of the 1960s, building upon the New
Deal ideology of government responsibility.® Congress, too, increasingly
supported agency autonomy, pursuing social regulation through the es-
tablishment of new regulatory programs and agencies that addressed
public health and environmental protection issues.* For example, Con-
gress established the Environmental Protection Agency in 1970, author-
izing the agency to regulate pollutants in water and the atmosphere
through the Clean Water Act® and Clean Air Act.* Congress also created
the Occupational Safety and Health Administration to regulate safety in
the workplace.”

In the late 1960s and early 1970s, a growing number of voices called
for reform of regulatory activities.*® Critics argued that agencies had ig-
nored their mandates to create clear and consistent policy guidelines, and
had opted instead to issue oppressive regulations or develop policy
through case-by-case adjudication.” To address these concerns, Congress
began to enact precise guidelines requiring agencies to undertake specific
actions.® Simultaneously, courts increased the number and extent of ju-
dicial controls to limit regulatory excesses.*!

Because production levels rarely varied based on the type of commodity, the AAA relied
on farm associations to implement the program by providing expertise and information to
develop production levels and audit compliance by individual processors. EISNER, supra
note 21, at 92-93. The administration also believed that agency expertise could be em-
ployed to determine and measure the objective public interest. STEPHEN G. BREYER &
RICHARD B. STEWART, ADMINISTRATIVE LAW AND REGULATORY PoLicy 140 (1992).

2 See EISNER, supra note 21, at 111-12.

3 See RIGHTS REVOLUTION, supra note 27, at 242—44.

3 See id. at 25-31; REGULATION AND ITS REFORM, supra note 22, at app. 1 tbl.13.

3 Clean Water Act, ch. 758 (1948) (codified as amended in scattered sections of 33
U.S.C).

% Clean Air Act, ch. 360, 69 Stat. 322 (1955) (codified in scattered sections in scat-
tered sections of 42 U.S.C.).

3 RIGHTS REVOLUTION, supra note 27, at 26-27.

3 Id. at 29.

3 See PETER H. SCHUCK, FOUNDATIONS OF ADMINISTRATIVE LAW 43 (1994).

4 RIGHTS REVOLUTION, supra note 27, at 29. For example, Congress passed the Na-
tional Environmental Policy Act, Pub. L. No. 91-190, 83 Stat. 852 (1970) (codified as
amended in scattered sections of 42 U.S.C.), which required agencies to consider the im-
pact of their decisions on the environment.

41 RIGHTS REVOLUTION, supra note 27, at 30; see, e.g., Citizens to Preserve Overton
Park, Inc. v. Volpe, 401 U.S. 402 (1971) (holding that to determine whether an agency
decision was arbitrary, capricious, an abuse of discretion, or otherwise not in accordance
with the law, courts “must consider whether the decision was based on a consideration of
the relevant factors and whether there has been a clear error of judgment”).
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Judicial efforts were inadequate, though, because courts suffered
from a lack of expertise and accountability and an extremely slow pace in
addressing issues.* By the 1980s, Congress had become frustrated by the
ineffectiveness of judicial restraints on agency authority, and it began
deregulating industries and reducing what it had come to view as burden-
some agency oversight.”® Significantly, one of the greatest criticisms of
administrative agencies was that they had become so large and unwieldy
that they were no longer responsive, expert agencies.* Critics contended
that excessive regulation impeded market competition and that agencies
often failed to distinguish low-cost from high-cost mandates.**

Indeed, when President Clinton took office in 1992, agencies still
faced considerable criticism for their perceived excesses. The Clinton
administration focused on reforming agencies, but highlighted the im-
portance of allowing administrative agencies to fulfill their important
public mandates while removing undue burdens on regulated entities and
the public.* Through the “Reinventing Government” initiative, the ex-
ecutive branch established a regulatory philosophy that favored elimi-
nating redundant regulation and streamlining agency procedures to create
more effective government.¥’

Hence, throughout the history of administrative agencies, there have
been competing rationales for agency power. For many decades, admin-
istrative agencies were viewed as the answer to the expanding economy’s
negative externalities. Furthermore, they enabled the federal government
to adapt to the demanding needs of the economy. In the mid-twentieth
century, agencies were viewed as an imperative mediator between the

“2 RIGHTS REVOLUTION, supra note 27, at 32.

4 For example, Congress eased restrictions on the airline industry. See E1SNER, supra
note 21, at 117.

“ Agencies may react slowly due to a lack of incentive to respond, the requirements of
due process, or the need for political consensus building. Bureaucratic State, supra note
14, at 98.

“SRobert Rabin, Federal Regulation in Historical Perspective, in FOUNDATIONS OF
ADMINISTRATIVE LAw 35 (Peter Schuck ed., 1994).

“ For a description of major problems that plague agencies in their efforts to regulate
significant public health risks, see STEPHEN BREYER, BREAKING THE Vicious CycLE: To-
WARD EFFECTIVE Risk REGULATION 10-29 (1993).

41 President Clinton directed federal agencies to issue only those regulations that “are
required by law, are necessary to interpret the law, or are made necessary by compelling
public need.” 5 U.S.C. § 601 (2000). Regulations must be tailored to impose the least bur-
den on society. Each agency must also periodically review its existing significant regula-
tions to determine whether any should be modified or revoked to increase efficiency or
reduce the burden imposed by that agency’s regulatory program. See Exec. Order No.
12,875, 3 C.ER. 669 (1993), revoked by Exec. Order No. 13,083, 3 C.FR. 13,083 (1998)
(prohibiting executive departments and agencies from imposing unnecessary unfunded
mandates on state, local, or tribal governments). For a discussion of how the “Reinventing
Government” initiative may undermine the appropriate role of administrative law, see gen-
erally Jerry L. Mashaw, The Structure of Government Accountability: Reinventing Gov-
ernment and Regulatory Reform: Studies in the Neglect and Abuse of Administrative Law,
57 U. PrTT. L. REV. 405 (1996).
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federal government and Americans in need of assistance. More recently,
they have been subject to widespread criticism, and we have yet to fully
emerge from this negative portrayal of administrative agencies.

Agency power needs to be reaffirmed as an important asset for the
federal government, not a liability to be tamed. Throughout its history,
the federal government has designed and depended on agencies to ad-
dress changing circumstances and new conditions, including industriali-
zation, the Great Depression, and the civil rights movement. In fact,
agency creation and expansion of existing agency authority have tended
to occur during periods of national crisis or favorable political condi-
tions, when progressive presidents enjoyed majorities in both houses of
Congress.*

Proponents of regulatory bodies point to agencies as important
mechanisms through which to implement legislation, collect information,
and provide feedback to the public, industry, and other interested parties.
Once established, however, many agencies have provided government
responses to changes not originally contemplated by their authorizing
legislation. Such actions offer an important rationale for according defer-
ence to changes in agency decision-making as the United States enters
the twenty-first century. Agencies can respond effectively and efficiently
to new situations to which Congress is not equipped to respond due to
lack of time, information, or consensus of opinion to enact legislation.*

The Food and Drug Administration stands as an illuminating exam-
ple of why agencies should be afforded broad discretion to respond to
changing circumstances. The FDA confronts sensitive issues, where hu-
man lives and health are at stake, and thus provides numerous examples
of how an agency can respond more efficiently to changing circum-
stances than Congress. Indeed, when Congress has taken action with re-
spect to issues under the jurisdiction of the FDA, it was often years after
the actual crisis or situation arose and, in several instances, subsequently
codified the FDA’s decisions.*

“¢ WARREN, supra note 15, at 82.

4 CORNELIUS M. KERWIN, RULEMAKING: HOw GOVERNMENT AGENCIES WRITE LAW
AND MAKE PoLicy 27-30 (1994).

% For example, the Food and Drug Administration Modernization Act of 1997, Pub. L.
No. 105-115, 111 Stat. 2296 (codified in scattered sections of 21 U.S.C.), codified many of
the regulations the FDA had employed for several years. However, this legislation also
streamlined several FDA activities to address perceived deficiencies in those operations
and reduce regulatory burdens. For example, section 360e of the Act streamlined the proc-
ess for device sponsors to make changes to certain manufacturing processes by permitting
device manufacturers to notify the FDA 30 days before instituting certain types of manu-
facturing changes instead of submitting a pre-market approval application supplement,
unless the FDA finds the notice to be inadequate. 21 U.S.C. § 360e(d). Section 360c also
required the FDA, in consultation with the product sponsor, to consider the least burden-
some means that would allow appropriate pre-market development and review of a device
without unnecessary delays and expense to manufacturers. 21 U.S.C. § 360c(a)(D)(iii).
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II. TaE FDA As A CASE STUDY:
RESPONSES TO CHANGING CIRCUMSTANCES

The Food and Drug Administration is responsible for regulating
products that account for “twenty-five cents of every dollar spent by the
American consumer.”' As mandated by Congress, the FDA's objective is
to promote and protect the public health. In the case of prescription
drugs, the FDA operates under two congressionally imposed aims: (1) to
protect the public health by approving prescription drugs only if they are
safe and effective; and (2) to improve the public health by promptly ap-
proving safe and effective drugs. The first goal was established by the
FDCA of 1938 as well as amendments made to it in 1962.*> The second
goal was first established by amendments made to the FDCA in 1992.%

The requirements imposed on drug manufacturers have evolved since
passage of the Pure Food and Drug Act of 1906™ through a series of con-
gressional enactments, innovative FDA regulations, and judicial case law.
The history of the FDA’s drug approval provisions reveals the alacrity
with which an administrative agency—acting as an agent of the legisla-
tive and executive branches—can address new or changed conditions.

A. A Brief History of the FDA

The Pure Food and Drug Act of 1906 (“PFDA™) constituted the first
significant federal law regulating medicinal drugs. The increasing use of
chemicals and uncertain practices in food processing, as well as the sub-
sequent publication of Upton Sinclair’s, The Jungle, sparked the initial
public outrage that led to its passage.®

51 Elizabeth C. Price, Teaching the Elephant to Dance: Privatizing the FDA Review
Process, 51 Foop DruG Cosm. L.J. 651, 651 (1996) (citing PRESIDENT WiLLIAM JEFFER-
SON CLINTON & VICE PRESIDENT ALBERT GORE, NATIONAL PERFORMANCE REVIEW: RE-
INVENTING DRUG & MEDICAL DEVICE REGULATIONS 2 (1995).

52 See Drug Amendments of 1962, Pub. L. No. 87-781, 76 Stat. 780 (1962) (codified as
amended in scattered sections of 21 U.S.C.); Federal Food, Drug, and Cosmetic Act of
1938, ch. 675, 52 Stat. 1040 (codified as amended at 21 U.S.C. §§ 301-395 (2000)); see
also United States v. An Article of Drug, Bacto-Unidisk, 394 U.S. 784 (1969) (stating that
the primary objective of the FDCA is protection of the public health).

3 See Prescription Drug User Fee Act of 1992, Pub. L. No. 102-571, 106 Stat. 4491
(codified at 21 U.S.C. § 379g-h (1992)).

54 Pure Food and Drug Act of 1906, Pub. L. No. 59-384, 34 Stat. 768 (repealed 1938).

55 See Watson B. Miller, Introduction to the Act, 1 Foob Druc Cosxs. L.Q. 290, 291,
296 (1946); see also James F. Hoge, The Drug Law, 1 Foop Drua Cosu. L.Q. 48, 48
(1946) (quoting President Theodore Roosevelt's 1905 address to Congress, in which he
recommended that “a law be enacted to regulate interstate commerce in misbranded and
adulterated foods, drinks and drugs[,] . .. protect legitimate manufacture and commerce,
and . . . secure the health and welfare of the consuming public. Traffic in foodswffs which
have been debased or adulterated so as to injure health or to deceive purchasers should be
forbidden.”). For a discussion of the PDFA’s legislative history, see generally Charles
Wesley Dunn, Its Legislative History, 1 Foop Druc Cosm. L.Q. 297 (1946).
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To address the sanitation crisis, the PFDA created the Bureau of
Chemistry in the Department of Agriculture, which was the predecessor
of today’s FDA.*® The Bureau of Chemistry had authority to intervene
against the sale of misbranded or adulterated drugs in interstate com-
merce.”” The PFDA did not, however, grant the Bureau of Chemistry
authority to require pre-market evidence of drug safety or effectiveness.’
The Bureau could only prevent the marketing of an ineffective drug if it
could demonstrate that the drug failed to work and that the seller had
actual knowledge that its claims were false.*

Congress amended the PFDA six times between 1906 and its repeal
in 1938,% but these amendments proved insufficient to redress the Act’s
limited delegation of power to the Bureau.®! To a large degree, the PFDA
focused on preventing economic fraud rather than protecting the public
from deleterious drugs.®? It took a public health disaster for Congress to
create an agency with broad authority to regulate drugs. In what would
be called the “Elixir of Sulfanilamide” fiasco, a manufacturer marketed a
liquid drug that killed at least seventy-three people in the two months that it
was on the market in 1937.% The drug manufacturer used diethylene gly-
col, commonly used in antifreeze, as the solvent in the new drug. It had
never tested diethylene glycol to determine whether human beings could
use it safely.® In response to this disaster, the Secretary of Agriculture
asked Congress for legislation that would require testing of new drugs.%

Shortly thereafter, Congress approved the Federal Food, Drug, and
Cosmetic Act of 1938.% The FDCA authorized the Food and Drug Ad-
ministration to conduct pre-market approval of drugs. Indeed, under the

% Anna Kelton Wiley, Its Great Founder, 1 Foop DruG CosM. L.Q. 314, 323 (1946).

57 Pure Food and Drug Act of 1906.

s8 Richard A. Merrill, The Architecture of Government Regulation of Medical Prod-
ucts, 82 Va. L. REv. 1753, 1761 (1996). The Bureau tried to extend its authority by char-
acterizing false therapeutic claims as violative of the Act, but the Supreme Court struck
down this effort in United States v. Johnson, 211 U.S. 488, 497-98 (1911) (holding that
claims of effectiveness were opinions rather than facts, and hence not subject to agency
control); PETER TeEMIN, TAKING YOUR MEDICINE: DRUG REGULATION IN THE UNITED
STATES 126-27 (1980).

9 Merrill, supra note 58, at 1761.

% Vincent A. Kleinfeld, Legislative History of the Federal Food, Drug, and Cosmetic
Act, 1 Foop DruG CosM. L.Q. 532, 533 (1946).

1 1d. at 535.

82 TEMIN, supra note 58, at 44. The 1938 Act eliminated the requirement that the gov-
ernment demonstrate the seller’s state of mind before a drug could be deemed misbranded.
Merrill, supra note 58, at 1762.

% Carl M. Anderson, The “New Drug” Section, 1 Foop DruG Cosm. L.Q. 71, 72-73
(1946).

% Id,

6 Id. at 73 (quoting SEC’Y OF AGRIC., REPORT OF THE SECRETARY OF AGRICULTURE
oN DEeATHS DUE TO ELIXIR SULFANILAMIDE-MASSENGILL, S. Doc. No. 124 (1937)).

% Federal Food, Drug, and Cosmetic Act of 1938, ch. 675, 52 Stat. 1040 (codified as
amended at 21 U.S.C. §§ 301-395 (2000)).
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FDCA a manufacturer of a “new drug”® must conduct tests demonstrat-
ing that the drug is safe for the use specified on its label.®® Subsequently,
the manufacturer must notify the FDA before it can provide the drug for
sale or consumption. However, manufacturers had the right to determine
whether their products were new drugs. If a manufacturer determined that
its product was not a new drug, but, instead, “generally recognized as
safe and effective,” it did not have to submit data to the FDA. In such
instances, a drug could be marketed without any FDA review.

The FDCA, as originally enacted, delegated authority to confirm a
drug’s safety to the FDA; however, it did not specify criteria for assessing
safety. Congress left such assessments to the judgment of the newly cre-
ated FDA. Moreover, although Congress did not require manufacturers to
demonstrate their drugs’ efficacy, the FDA reviewed therapeutic effec-
tiveness based on an implicit grant of authority under the FDCA. Be-
cause all drugs pose some risk, the FDA employed a risk-benefit analysis,
asserting that a drug could not be considered safe unless there was some
health benefit to outweigh the health risk.®

In September 1960, a drug company notified the FDA that it in-
tended to market thalidomide as a new drug. Dr. Frances Kelsey, the ex-
aminer reviewing the submission, refused to permit marketing of the drug
because its manufacturer had failed to provide sufficient evidence of the
product’s safety.” The decision to keep thalidomide off the shelves of
American drug stores turned out to be a critical decision. In the interim,
phocomelia, a condition wherein infants are born without hands or feet,
arose at high rates in Western Europe. In 1961, thalidomide was identi-
fied as the cause for the outbreak. The company sponsoring the drug
withdrew its notification in March 1962.™

Following the thalidomide tragedy in Europe and the FDA’s role in
preventing a corresponding disaster in the United States, Congress was
inspired to give the FDA greater authority over the regulation of new
drugs, including the investigation of drugs.™ In the 1962 Kefauver-Harris

& The FDCA defined a “new drug” as “any drug the composition of which is such that
such drug is not generally recognized, among experts qualified by scientific training and
experience to evaluate the safety of drugs, as safe for use under the conditions prescribed,
recommended, or suggested in the labeling thereof . . . ." 21 U.S.C. § 321.

6 These safety provisions have changed little since their enactment. Robert Temple,
Development of Drug Law, Regulations, and Guidance in the United States, in PRINCIPLES
OF PHARMACOLOGY: BasiC CONCEPTS AND CLINICAL APPLICATIONS 1643 (Paul L. Munson
et al. eds., 1995).

% See Hearings Before a Subcomm. of the House Comm. on Gov't Operations, 88th
Cong. 2 (1964) (statement of George Larrick, Comm'r, U.S. Food and Drug Admin.), re-
printed in PETER BARTON HUTT & RICHARD A. MERRILL, FOOD AND DRUG Law 522-24
(2d ed. 1991).

7 Carol R. Goforth, A Bad Call: Preemption of State and Local Authority to Regulate
Wireless Communication Facilities on the Basis of Radiofrequency Emissions, 44 N.Y.L.
Sch. L. Rev. 311, 373 (2001).

71 See TEMIN, supra note 58, at 123.

7 Hutt & MERRILL, supra note 69, at 452.
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Amendments, also known as the Drug Amendments of 1962, Congress
explicitly granted the FDA the authority to review a drug’s effective-
ness.” More importantly, these amendments made effectiveness a sepa-
rate criterion for approval,” and they specified the kind of information
manufacturers were required to submit to demonstrate effectiveness: data
from “adequate and well-controlled studies.””

Under the original FDCA, the FDA engaged in an assessment of
relative risk, balancing benefit with risk. Though the FDA still assesses
relative risk when determining whether to approve a new drug, under the
1962 Kefauver-Harris Amendments the FDA cannot approve an ineffec-
tive drug even if it poses no health risks. The new effectiveness standard
marked an important advance from policies mandated by the PFDA of
1906.7

The 1962 Kefauver-Harris Amendments also transformed the pre-
market notification system created by the FDCA into a pre-market ap-
proval system. The notification system permitted a manufacturer to sell
its drug 180 days after submitting the product’s new drug application if
the FDA failed to raise an objection. In contrast, the approval system
prohibited a manufacturer from selling its drug until the FDA had
affirmed the product’s safety and effectiveness.” As a result, Congress
shifted the burden of proof from the FDA to the manufacturer. Congress
also delegated to the FDA the authority to withdraw the approval of a
new drug if the FDA determined, based on new information, that the drug
was no longer safe or effective for its purported use.™

In 1962, therefore, Congress transformed the FDA from an agency
with limited powers to one that was to exercise a great deal of discretion
over which drugs would be allowed on the American market. Congress
had given the FDA an enormous mandate: the FDA would have the final
decision as to which drugs were safe and effective enough to reach the
market. As the following examples demonstrate, the FDA has aggres-
sively pursued this mandate, modifying its policies and regulations to
meet the demands of changing circumstances and conditions. Moreover,
Congress has signaled its approval of many of the FDA’s activities by
passing legislation to codify those procedures. Thus, Congress has
stepped aside to allow the FDA to respond first to changing circum-
stances. Congress retains the ability, however, to step into the debate
whenever it wishes and override an agency action.

73 See Drug Amendments of 1962, Pub. L. No. 87-781, 76 Stat. 780 (1962) (codified as
amended in scattered sections of 21 U.S.C. (2000)).

™ Congress accordingly expanded the statutory definition of “new drug” to include
drugs not generally recognized by experts as safe and effective. See 21 U.S.C. § 321.

521 U.S.C. § 355(d).

7 TEMIN, supra note 58, at 125-26.

7 Merrill, supra note 58, at 1764-65.

% See 21 U.S.C. § 321.
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B. Advancements in Clinical Trials:
The FDA Adjusts Its Clinical Testing Requirements

At the same time the Kefauver-Harris Amendments of 1962 gave the
FDA new authority, they also created great challenges for the FDA with
respect to its mandate to protect the public health. Rather than wait for
congressional action to clarify the predicament, the FDA responded to
these challenges by modifying FDA policy. The 1962 Kefauver-Harris
Amendments contained an investigational new drug (“IND™) process that
effectively transformed the FDA'’s role from a reviewer of data to an ac-
tive participant in the drug development process. The amendments
authorized the FDA to supervise the clinical testing of drugs and create
standards under which health care professionals could obtain a drug for
investigational use before the product received FDA approval.™ Because
a drug cannot be distributed in interstate commerce until approved by the
FDA, the amendment required the FDA to issue regulations exempting
the use of new drugs by qualified experts solely for investigational use
prior to market approval.® Under the IND requirements, a manufacturer
must submit an investigational plan that includes its research protocols
for human subjects before conducting clinical trials.! The FDA may stop
clinical investigations that pose unreasonable risks or that do not accord
with sound scientific procedures.®

The amended Act required that the manufacturer demonstrate *sub-
stantial evidence” of effectiveness before the FDA could approve the
company’s drug.®® Substantial evidence is defined as “evidence consisting
of adequate and well-controlled investigations™ by qualified experts on
the basis of which such experts could determine whether the drug studied
has the effect it is represented to have under the “conditions of use pre-
scribed, recommended, or suggested in the labeling or proposed label-
ing.’®* The FDA later issued a final rule describing the features of an
adequate and well-controlled clinical study.*

When ascertaining whether a drug causes a particular effect, the pos-
sibility exists that the benefits or harms produced by the drug may, in
fact, be accounted for by other factors, such as the natural course of the

721 U.S.C. § 355().

80 Jd.

81 HENRY G. GRABOWSKI & JOHN M. VERNON, THE REGULATION OF PHARMACEUTI-
CALS: BALANCING THE BENEFITS AND Risks 4 (1983).

2 Jd. For additional changes implemented by the 1962 Kefauver-Harris Drug Amend-
ments, see Alan H. Kaplan, Fifty Years of Drug Amendments Revisited: In Easy-to-Swallow
Capsule Form, Foop & Druc L.J. 179, 181-86 (1995).

£21 U.S.C. § 305(d).

s Id.

& Applications for FDA Approval to Market a New Drug, 21 C.ER. § 314.50(f)(1)
(2001). A U.S. District Court subsequently upheld the rule in Pharmaceutical Manufactur-
ers Ass’n v. Richardson, 318 F. Supp. 301, 311 (D. Del. 1970).
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disease, other treatment, or investigator or patient expectations.® To dis-
tinguish between the true effect of the drug and the effects of other fac-
tors, clinical trials typically have been designed so that one group of
subjects receives the drug under investigation while a second group with
similar characteristics—the control group—receives no drug or a pla-
cebo—an inert substance.®

Based on an emerging consensus among academic clinicians on the
essential characteristics of clinical studies,® the FDA identified four dif-
ferent types of controls to be used in clinical trials: placebo control, no
treatment control,”® active control,” and historical control.> The FDA
later modified these regulations to add a fifth type, dose comparison con-
current control.” The FDA’s change in policy reflected a growing experi-
ence with clinical trial design and a recognition of the problems resulting
from failure to execute adequate dose response studies.® In short, the
FDA assessed a change in scientific standards and integrated that assess-
ment into its policy. The Third Circuit Court of Appeals upheld the
change, recognizing the importance of allowing the FDA discretion to
fulfill its mission.” The court held that the FDA needed leeway to assess
“effectiveness” as the FDCA did not define the term in any detail.’¢ In-
deed, one of the most important reasons for such deference is that agen-
cies are best equipped to update their policies based on scientific ad-
vancements.

% INTERNATIONAL CONFERENCE ON HARMONISATION, ICH HAROMONISED TRIPARTITE
GUIDELINE: CHOICE OF CONTROL GROUP AND RELATED ISSUES IN CLINICAL TRIALS 1, 2
(July 20, 2000) [hereinafter ICH].

8 Temple, supra note 68, at 1651.

8 Merrill, supra note 58, at 1771.

% Placebo control indicates that the control group receives a placebo rather than the
drug. See ICH, supra note 86, at 4.

% No-treatment control indicates that the control group does not receive the drug, a
placebo, or any other treatment for the condition under study. Id.

91 Active control indicates that the control group receives some known effective treat-
ment, usually because it would be harmful to withhold care. Applications for FDA Ap-
proval to Market a New Drug, 21 C.ER. § 314.126(b)(2)(iv) (2001).

52 Historical control indicates that the control group is a group of patients external to
the study who received treatment at an earlier time or in whom the natural course of the
conditions was followed. 21 C.F.R. § 314.126(b)(2)(i).

% 1d. §§ 314.126(b)(2)(i), 314.50. Dose comparison concurrent control indicates that
the control group receives a randomly determined fixed dose of the drug under investiga-
tion. See ICH, supra note 86, at 4.

% Id.

 Warner-Lambert Co. v. Heckler, 787 F2d 147, 155 (3d Cir. 1986). Applying the
Chevron two-step analysis, the court upheld the FDA’s decision that effectiveness required
a showing of clinical significance. The Supreme Court had previously supported the FDA’s
reliance on well-established scientific principles defining the term. See, e.g., Weinberger v.
Hynson, Wescott & Dunning, Inc., 412 U.S. 609, 617 (1973) (upholding the FDA’s “sum-
mary judgment” procedure).

% Id.
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C. Consequences for Generic Drugs
The FDA Responds with the Abbreviated New Drug Application

A second challenge that the Kefauver-Harris Amendments presented
stemmed from their award to the FDA of the authority to approve new
drugs. Under the amendments, the FDA's pre-market approval authority
extended to all drugs not generally recognized as safe and effective
(“GRAS”) by qualified experts for the uses described on their labels.”
The amendments, then, charged the FDA with reviewing all new drug
applications approved prior to 1962 and requiring manufacturers of those
drugs to submit substantial evidence of effectiveness if their products
were not generally recognized as safe.” If the FDA found that a drug was
not effective, then it could rescind that drug’s approval and remove it
from the market. This posed a significant problem for the FDA because
prior to 1962 approximately 4000 drugs had been approved by the FDA
for marketing (drugs covered by a new drug application), but ten times
that number had been sold without formal agency approval. The FDA
determined that many of these latter drugs (generic drugs) were generally
recognized as safe because they contained the same active ingredient as a
drug covered by a new drug application (“pioneer” drugs).” Administra-
tive precedent had established that once the FDA or the scientific com-
munity considered a pioneer drug as safe, any copy of that drug could be
marketed without FDA clearance.'®

While the amendments authorized the FDA to remove drugs from
the market that it had approved; they did not give the FDA explicit
authority over those generic drugs that it had allowed on the market as
mimics of pioneer drugs that had been approved under the pre-Kefauver-
Harris Amendment standards.’® Congress, thus, had left the FDA in a
bind. The FDA’s mandate was to ensure the safety and effectiveness of
drugs, yet there were potentially hundreds of ineffective generic drugs on
the market. On the one hand, it had given the FDA a strong mandate to
remove unsafe drugs from the market. On the other hand, Congress of-
fered no effective approach to address generic drugs. The FDA might
have challenged the manufacturers of generic drugs in court, but the time
involved in such litigation would have been prohibitive. Also, a litiga-
tion-based approach would have delayed for many years the withdrawal
of ineffective products from the market.'

9 Drug Amendments of 1962, Pub. L. No. 87-781, 76 Stat. 780 (cedified as amended
in scattered sections of 21 U.S.C. (2000)).

98 HUTT & MERRILL, supra note 69, at 478.

®Id.

100 Kaplan, supra note 82, at 182.

10t Merrill, supra note 58, at 1773.

102 ]d.




























































































































































































































































































































































































































































































































































































































































































































































































































































