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QUESTION PRESENTED
The Drug Price Competition and Patent Term
Restoration Act (the "Hatch-Waxman Act") allows for
the approval of low-cost generic drug products
through an abbreviated process that hinges on the
requirement that generic drug products--and their
warnings--must in all material respects be "the
same as" their FDA-approved brand-name
equivalents.
Does the Hatch-Waxman Act preempt state-law
failure-to-warn claims against the manufacturer of a
generic drug whose warnings were, as the HatchWaxman Act and the FDA’s implementing
regulations expressly require, "the same as" those
the FDA approved for the product’s brand-name
equivalent?
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CORPORATE DISCLOSURE STATEMENT
Pursuant to this Court’s Rules 24.1(b) and 29.6:
Petitioner PLIVA, Inc. is an indirect wholly
owned subsidiary of Teva Pharmaceutical Industries
Ltd. through the following parent companies: Barr
Laboratories, Inc., which in turn is directly owned by
Barr Pharmaceuticals, LLC, which in turn is directly
owned by Teva Pharmaceuticals USA, Inc., which in
turn is directly owned by (i) Orvet UK Unlimited
(Majority Shareholder), which in turn is directly
owned by Teva Pharmaceuticals Europe B.V., which
in turn is directly owned by Teva Pharmaceutical
Industries Ltd.; and (ii) Teva Pharmaceutical
Holdings CoSperatieve U.A. (Minority Shareholder),
which in turn is directly owned by IVAX LLC, a
direct subsidiary of Teva Pharmaceuticals USA, Inc.
Teva Pharmaceutical Industries Ltd. is the only
publicly traded direct or indirect parent company of
PLIVA, and no other publicly traded company owns
more than 10% of its stock.
Petitioner Teva Pharmaceuticals USA, Inc.
("TUSA") is an indirect wholly owned subsidiary of
Teva Pharmaceutical Industries Ltd. through the
following parent companies: (i) Orvet UK Unlimited
(Majority Shareholder), which in turn is directly
owned by Teva Pharmaceuticals Europe B.V., which
in turn is directly owned by Teva Pharmaceutical
Industries Ltd.; and (ii) Teva Pharmaceutical
Holdings CoSperatieve U.A. (Minority Shareholder),
which in turn is directly owned by IVAX LLC, a
direct subsidiary of TUSA. Teva Pharmaceutical
Industries Ltd. is the only publicly traded direct or
indirect parent company of TUSA, and no other
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publicly traded company owns more than 10% of its
stock.
Petitioner UDL Laboratories, Inc. is a wholly
owned subsidiary of Mylan Inc., which is the only
publicly traded company that directly or indirectly
owns 10% or more of UDL Laboratories, Inc.
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INTRODUCTION
In 1984, the Hatch-Waxman Act revolutionized
the pharmaceutical market by giving rise to the
modern generic drug industry. Until that point,
virtually no modern drugs had generic equivalents.
That was so because federal law required that all
drugs--branded and generic alike--undergo
independent clinical testing to prove their safety and
efficacy. The significant costs required to do so
effectively eliminated any incentive to duplicate
previously approved drugs, and consumers continued
to pay sky-high prices for basic medications long
after the patents protecting those drugs had expired.
Hatch-Waxman took direct aim at that regime by
drawing sharp distinctions between brand-name
drugs and their generic equivalents. While branded
products remained subject to extensive clinicaltesting requirements, the new law allowed generic
manufacturers to rely on the brand manufacturer’s
prior studies to prove the safety and efficacy of their
own duplicate products. That radical departure was
based on a simple premise: Where two drug products
are in all material respects the same, they will share
the same safety and efficacy profile.
Because the basis for Hatch-Waxman’s
abbreviated approval process is thus that uniformity
will ensure the safety and efficacy of generic drugs,
the entire regulatory scheme hinges on the
requirement that there be no material differences
between branded and generic drugs. Accordingly,
the statute and FDA’s implementing regulations
require each generic drug to be "the same as" its
branded equivalent in all material respects-including the chemical composition of its active

ingredient, its dosage form, its strength, its route of
administration, the rate and extent to which it
delivers the active ingredient to patients, and its
labeling (including its warnings, whether affixed to
the product or disseminated through other means).
Any other approach would undercut the essential
premise that allows for abbreviated generic
approvals, and raise significant doubts about the
equivalence of branded and generic medications by
wrongly suggesting that there is a qualitative
difference between products that by law and in fact
are "the same."
Hatch-Waxman’s streamlined procedures for
approving generic drugs and its singular focus on
"sameness" have been remarkably successful in
achieving Congress’s goal: "’to get generic drugs into
the hands of patients at reasonable prices--fast."’
Andrx Pharms., Inc. v. Biovail Corp. Int’l, 256 F.ad
799, 809 (D.C. Cir. 2001) (quoting In re Barr Labs.,
Inc., 930 F.2d 72, 76 (D.C. Cir. 1991)). Today, some
200 companies market generic drugs in the United
States, and a recent study by IMS Health concluded
that the widespread availability of generic drugs
saved $824 billion between 2000 and 2009. See
Generic Pharmaceutical Association, Savings
Achieved Through The Use Of Generic
Pharmaceuticals, 2000-2009 at 1 (July 2010).1
Despite the crucial role generic drugs play in
controlling healthcare costs, the decisions in these
1

Available at http://www.gphaonline.org/about-gpha/aboutgenerics/case/generics-providing-savings-americans (last visited
January 23, 2011).

cases now threaten to upend the Hatcl~-Waxman
framework and jeopardize FDA’s administration of
this carefully calibrated regulatory regime. For its
part, the Fifth Circuit’s decision in Demahy held that
a generic drug must be the same as its branded
equivalent only on the date FDA first approves the
generic product. Demahy v. Actavis, Inc., 593 F.3d
428, 436 (5th Cir. 2010), JA534-35. After that time,
Demahy held, the statute does not prevent generic
products from deviating--and generic companies
thus can be subjected to state-law liability if they fail
unilaterally to depart from the branded product
warnings federal law obligated them to replicate as a
condition of approval.
That approach is anathema to the federal scheme.
At the threshold, it renders the sameness
requirements for generic product labeling a dead
letter by freeing generic manufacturers to use
whatever warnings they want despite the law’s
repeated demands that they replicate the branded
product’s warnings to obtain approval. In practice, it
means that every generic version of a branded drug
could bear its own unique warnings, so that
potentially dozens of products that purport to have
the same safety profile will offer users a patchwork
quilt of different safety warnings. And taken to its
logical conclusion, the Fifth Circuit’s interpretation
would allow generic products to deviate from their
branded equivalents in every respect following FDA
approval: As Demahy construed the law’s key terms,
none of the statutory sameness requirements would
apply after FDA first approves a generic drug.
Suffice it to say, there is no basis in law or logic for
that approach--as FDA consistently has explained
for almost three decades.

4
For its part, the Eighth Circuit’s Mensing decision
at least acknowledged that "generic labels must be
substantively identical to the name-brand label even
after they enter the market," and thus that generic
manufacturers may not unilaterally deviate from the
branded product warnings. Mensing v. Wyeth, Inc.,
588 F.3d 603, 608 (8th Cir. 2009), JA409. Mensing
nonetheless strained to salvage state-law claims
against generic companies by declaring that
petitioners "could have at least proposed a label
change that the FDA could receive and impose
uniformly on all metoclopramide manufacturers if
approved." JA410 (first emphasis in original).
By design, however, the statutory and regulatory
regime does not impose the kind of postmarketing
surveillance requirements on generic companies that
would enable them to develop and adequately
propose such changes. And in any event, this Court’s
precedents squarely foreclose hypothetical state-law
claims that hinge on federal regulatory submissions.
The States are powerless to interfere in the
"inherently federal" business of federal agencies,
Buckman Co. v. Plaintiffs’ Legal Comm., 531 U.S.
341, 347 (2000), and this Court long ago made clear
that federal law preempts state-law claims that
necessarily require speculation about how a federal
agency would have exercised its authority in
hypothetical cases, Arkansas La. Gas Co. v. Hall
["Arkla"], 453 U.S. 571,581-82 (1981).
Indeed, as the government consistently has
explained, such claims would impose unprecedented
and impermissible burdens on FDA’s administration
of the regulatory scheme. See, e.g., Br. for the United
States as Amicus Curiae Supporting Petitioners at 7-

5
8, Warner-Lambert Co. v. Kent, 552 U.S. 440 (2008)
(No. 06-1498) [the "Warner-Lambert Federal Br."],
2007 WL 4218889 ("Speculation by fact-finders about
what FDA would have done in hypothetical
circumstances invades the province of the agency.
Moreover, a legal standard that turned on such
speculation would inevitably lead parties to request
burdensome and intrusive discovery from FDA
concerning its approval of a drug, and thereby divert
the agency from its core public health mission.").
The Mensing court was undeterred. It ultimately
concluded that FDA-approved generic drugs could
simply be taken off the market to avoid state tort
liability: "The generic defendants were not compelled
to market metoclopramide. If they realized their
label was insufficient but did not believe they could
even propose a label change, they could have simply
stopped selling the product." JA416. Without
belaboring the point, it is hard to imagine a result
more at odds with the federal scheme. HatchWaxman’s whole aim, after all, was to make generic
copies of approved brand-name drugs widely
available to the public and thereby lower healthcare
costs. A state-law duty that effectively compels the
withdrawal of generic drugs which fully comply with
the express mandates of federal law runs directly
counter to the federal regime, in clear violation of the
Supremacy Clause.
The judgments should be reversed.
OPINIONS BELOW
The Eighth Circuit’s decision in Nos. 09-993 and
09-1039 is reported at 588 F.3d 603 (8th Cir. 2009)
and reprinted in the Joint Appendix ("JA") at JA400421. The district court’s principal decision regarding
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the issues presented here is reported at 562 F. Supp.
2d 1056 (D. Minn. 2008). That decision and an
unreported companion opinion are reprinted at
JA364-99.
The Fifth Circuit’s decision in No. 09-1501 is
reported at 593 F.3d 428 (5th Cir. 2010) and
reprinted at JA520-63. The district court’s decision
is reported at 586 F. Supp. 2d 642 (E.D. La. 2008)
and reprinted at JA477-519.
JURISDICTION
The Eighth Circuit rendered its decision in Nos.
09-993 and 09-1039 on November 27, 2009, and the
petitions were timely filed on February 19 and 25,
2010, respectively. The Fifth Circuit rendered its
decision in No. 09-1501 on January 8, 2010, and the
petition in that case was timely filed on June 7, 2010
(following an April 5 order extending the deadline).
28 U.S.C. § 1254 confers jurisdiction over each
petition.
PERTINENT CONSTITUTIONAL, STATUTORY,
AND REGULATORY PROVISIONS
The pertinent legal provisions are set forth in the
Appendices to the petitions.
STATEMENT OF THE CASE
A. Statutory and Regulatory Background
1. The Original Statutory Scheme
The federal Food, Drug, and Cosmetic Act
("FDCA") governs the approval of pharmaceuticals in
the United States. Until recently, its provisions
applied equally to all drugs--branded and generic
alike. Under the FDCA’s 1962 amendments, every
manufacturer of a post-1962 drug was required to

perform its own clinical studies to prove the
product’s safety and effectiveness. Abbreviated New
Drug Application Regulations--Final Rule, 57 Fed.
Reg. 17950, 17961 (Apr. 28, 1992), Pet. App. 96a.2
That meant that even after the patents protecting
branded drugs expired, no copy could be approved
replicated the brand
until its manufacturer
company’s clinical studies.
The 1962 regime had two consequences. First,
the brand manufacturer benefited from a de facto
extension of its patent monopoly. The patent laws at
that time prevented generic companies from
beginning clinical studies until patent expiry, and
those studies--once initiated--took years to
complete. See, e.g., Laura J. Robinson, Analysis of
Recent Proposals to Reconfigure Hatch-Waxman, 11
J. INTELL. PROP. L. 47, 52 (2003). As a result,
branded companies often could maintain high prices
long after patent expiry theoretically opened the door
to competition. Second, the high costs of conducting
independent clinical studies were reflected in generic
prices--meaning that even after competition began,
the price of all drugs remained considerable.
Not surprisingly, FDA approved few duplicate
drugs under that regime. Except for outdated pre1962 products that FDA allowed applicants to copy
under its so-called "DESI" regulations,3 and a few
2 Citations to the Pet. App. refer to the Appendix
accompanying the Petition in No. 09-993.
3 Under this process, FDA contracted with outside
organizations to evaluate the safety and efficacy of pre-1962
drugs. The Agency then "required [generic] applicants to
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post-1962 blockbuster drugs that FDA allowed
applicants to duplicate through a controversial
pathway called a "paper NDA,’’4 it was not costeffective to make generic drugs. In 1984, generics
filled less than 19 percent of all prescriptions,
Richard G. Frank, The Ongoing Regulation of
Generic Drugs, 357 NEW ENG. J. MED. 1993 (2007),
and hundreds of branded drugs had no generic
equivalent. Federal Trade Commission, Generic
Drug Entry Prior to Patent Expiration: An FTC
Study 4 (July 2002), available at
http://www.ftc.gov/os/2OO2/O7/genericdrugstudy.pdf
(visited January 23, 2011).
2. The Hatch-Waxman Act
By the early 1980s, Congress recognized that
millions of Americans were unable to afford both the
basic necessities of life and essential medications.
Congress also recognized that state and federal
authorities were wasting billions of dollars each year
on pricey branded drugs. See New Drug Application:
submit information that showed the applicant’s ability to
manufacture a product of acceptable quality whose safety and
effectiveness were equivalent to the drug product whose safety
and effectiveness had been established." 57 Fed. Reg. at 17950,
Pet. App. 96a-98a.
4 See 57 Fed. Reg. at 17951, Pet. App. 99a ("This policy
permitted FDA to approve NDA’s for post-1962 drug products
[based on] safety and effectiveness information derived
primarily from published reports based on well-controlled
studies. This meant that manufacturers did not have to
conduct their own tests, but adequate literature [needed to
support approval] was available for only a fraction of the post°
1962 drugs.").
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Hearings on H.R. 3605, Subcomm. on Health and the
Env’t, House Comm. on Energy & Commerce, 98th
Cong., 1st Sess. (July 25, 1983) ["Subcomm.
Hearings"], Pet. App. 114a-121a; P.L. 98-417, Drug
Price Competition & Patent Term Restoration Act,
H.R. Rep. No. 857(I), 98th Cong., 2d Sess. (June 21,
1984), reprinted in 1984 U.S.C.C.A.N. 2647, Pet.
App. 122a-135a; Drug Price Competition & Patent
Term Restoration Act of 1984, Comm. Notes, 130
Cong. Rec. 24416, H.R. 3605 (Sept. 6, 1984), Pet.
App. 136a-146a.
To remedy those problems and thereby "get
generic drugs into the hands of patients at
reasonable prices--fast," Republican Senator Orrin
Hatch and Democratic Representative Henry
Waxman joined forces to create an abbreviated
pathway for generic approvals. Andrx, 256 F.3d at
809 (quotation omitted); Glaxo, Inc. v. Novopharm,
Ltd., 110 F.3d 1562, 1568 (Fed. Cir. 1997) ("[T]he
purposes of the legislation are ’to make available
more low cost generic drugs,"’ and ’"provide
regulatory relief, increase competition, economy in
government, and best of all, [allow] the American
people [to] save money, and yet receive the best
medicine that pharmaceutical science can provide."’)
(quoting inter alia Stmnt. On Signing S. 1538 Into
Law, 20 Weekly Comp. Pres. Doc. 1359, 1360 (Sept.
24, 1984)).
The resulting Drug Price Competition and Patent
Term Restoration Act of 1984, Pub. L. No. 98-417, 98
Stat. 1598 (Sept. 24, 1984)--now known as the
"Hatch-Waxman Act"--for the first time drew sharp
statutory distinctions between generic and branded
drugs.
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a. Approval Requirements For BrandName Drugs
Hatch-Waxman left brand manufacturers bound
by the 1962 Act’s requirements. Before seeking
approval, they must obtain FDA permission to
conduct clinical trials designed to establish the
drug’s safety and efficacy for treating a specific
condition or disease. 21 U.S.C. § 355(i); 21 C.F.R.
§ 312.20. Once it receives consent and conducts its
studies, the branded company must file a New Drug
Application ("NDA") that includes "full reports of
investigations which have been made to show
whether or not such drug is safe for use and whether
such drug is
effective in use." 21 U.S.C.
§ 355(b)(1)(A).
The safety and efficacy of a new drug is tied to the
conditions under which it is intended for use. FDA
thus engages in a substantive review of the product’s
proposed labeling before approving an NDA. See 21
U.S.C. §355(b)(1)(F); see also New Drug and
Antibiotic Regulation--Final Rule, 50 Fed. Reg.
7452, 7470 (Feb. 22, 1985) ("Drug labeling serves as
the standard under which FDA determines whether
a [new drug] product is safe and effective.").
FDA’s regulations delineate both the content and
format of the labeling required for branded drugs. 21
C.F.R. §§ 201.56-201.57 (post-2001 drugs); id.
§ 201.80 (pre-2001 drugs). The regulations require
drug labeling to include "a summary of the essential
scientific information needed for the [product’s] safe
and effective use," id. § 201.56(a), and dozens of
categories of information relating to the drug. Id.

§§ 201.57, 201.80.
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b. Approval
Requirements
Generic Drugs

For

In contrast to branded applicants, generic
applicants no longer need to submit a full NDA based
on independent clinical trials. Instead, they are
required to submit an Abbreviated New Drug
Application (or "ANDA") showing that the generic
product is identical in all material respects to a
previously approved NDA product (called the "listed
drug" or "reference listed drug"). 21 U.S.C.
§ 355(j)(2)(A). Accordingly, each proposed generic
drug must present "the same" dosage form, strength,
and route of administration of "the same" active
ingredient in a formulation that is "bioequivalent’’5
to an approved brand-name drug, and thus naturally
must bear "the same" warnings as the approved
drug. Id. § 355(j)(2)(A)(i)-(v).
If the ANDA meets these criteria, its sponsor
need not conduct its own clinical studies; instead,
FDA relies upon the brand manufacturer’s studies to
validate the generic product’s safety and efficacy.
Mova Pharm. Corp. v. Shalala, 140 F.3d 1060, 1063
(D.C. Cir. 1998). Indeed, FDA may not require an
ANDA applicant to conduct its own clinical trials.
Id. § 355(j)(2)(A). That makes sense. If a proposed
generic drug is in all material respects "the same" as
one FDA already approved, it will have "the same"
5 Generally speaking, two drugs are considered "bioequivalent"
if there is "[no] significant difference in the rate and extent to
which the active ingredient ... becomes available at the site of
drug action when administered at the same molar dose under
similar conditions." 21 C.F.R. § 320.1(e).
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safety and efficacy profile. Repeating placebocontrolled clinical trials in which ill patients are
deprived of essential medication thus would be both
"unnecessary" and "unethical." Pet. App. 124a ("FDA
considers such retesting to be unnecessary and
wasteful because the drug has already been
determined to be safe and effective. Moreover, such
retesting is unethical because it requires that some
sick patients take placebos and be denied treatment
known to be effective.").
Because ANDA products are by definition "the
same as" their branded equivalents, the statute and
FDA regulations expressly require generic product
warnings to be "the same as" those on the referenced
brand-name drug. Each ANDA therefore must "show
that the labeling proposed for the new drug is the
same as the labeling approved for the listed drug," 21
U.S.C. § 355(j)(2)(A)(v) (emphasis added), and FDA
must deny approval if "the application is insufficient
to show that the labeling proposed for the drug is the
same as the labeling approved for the listed drug."
Id. § 355(j)(4)(G) (emphasis added). FDA regulations
reiterate both requirements, see 21 C.F.R.
§ 314.94(a)(8); id. § 314.127(a)(7), and help
implement them by requiring each ANDA to include
a "side-by-side comparison of the proposed labeling
[and] the approved labeling for the [brand-name]
drug." Id. § 314.94(a)(8)(iv).
Of course, certain labeling differences are
unavoidable. Petitioners’ generic versions of Wyeth’s
Reglan® cannot, for instance, falsely represent that
they too are manufactured by Wyeth. See 21 U.S.C.
§ 331(b); id. § 321(n). Hatch-Waxman therefore
authorizes labeling variances where "the [generic]
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drug and the [brand-name] drug are produced or
distributed by different manufacturers." 21 U.S.C.
§ 355(j)(2)(A)(v). FDA has interpreted that language
to permit differences
in expiration date, formulation, bioavailability, or pharmacokinetics, labeling
revisions made to comply with current FDA
labeling guidelines or other guidance, or omission of an indication or other aspect of labeling
protected by patent or accorded exclusivity.
21 C.F.R. § 314.94(a)(8)(iv). The regulation pointedly
does not authorize divergent product warnings.
That is no accident. FDA received dozens of
comments when it proposed the regulation, including
two submissions proposing that it "be revised to
permit ANDA applicants to deviate from the labeling
for the [branded] drug to add contraindications,
warnings, precautions, adverse reactions, and other
safety-related information." 57 Fed. Reg. at 17961,
Pet. App. 108a (emphasis added). FDA rejected the
proposal:
FDA disagrees with the comments. Except for
labeling differences due to exclusivity or a
patent and differences under section
505(j)(2)(v) of the act, the ANDA product’s
labeling must be the same as the listed drug
product’s labeling because the listed drug
product is the basis for ANDA approval.
Consistent labeling will assure physicians,
health professionals, and consumers that a
generic drug is as safe and effective as its
brand-name counterpart.
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Id., Pet. App. 109a (emphasis added; citing 21 U.S.C.
§ 355(j)(2)(A)(v)); see also id. at 17953, Pet. App. 104a
("As for accepting ANDA’s with additional warnings
or precautions ... the act requires that the
applicant’s proposed labeling be the same as that of
the [branded] drug.") (citing 21 U.S.C.
§§ 355(j)(2)(A)(v), (j)(3)(G)).
c. Post-Approval Requirements and
Labeling Changes
Once FDA approves a drug, it can be sold only
under the approved application’s terms--including
its labeling. Nonetheless, the statute imposes postapproval requirements on both branded and generic
companies. Those obligations again differ for NDA
and ANDA holders.
i. Branded Drugs
FDA commonly requires NDA holders to conduct
follow-up clinical studies after they begin selling the
product. 21 C.F.R. § 314.510; FDA, Guidance for
Industry: Postmarketing Studies and Clinical
Trials--Implementation of Section 505(0) of the
Federal Food, Drug, and Cosmetic Act, at 2-3 & nn.34 (July 2009). In addition, NDA holders typically
survey the worldwide scientific literature, and
otherwise must review, investigate, analyze, and
disclose to FDA any relevant information they
discover (including information contained in the
adverse reports they receive regarding any version of
the product). 21 U.S.C. § 355(k); see also 21 C.F.R.
§ 314.80(b) ("Each applicant having an approved
application under § 314.50 or, in the case of a
505(b)(2) application, an effective approved
application [i.e., an NDA approved under either 21
U.S.C. § 355(b)(1) or id. § 355(b)(2)], shall promptly
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review all adverse drug experience information
obtained or otherwise received ... from any source,
foreign or domestic, including information derived
from commercial marketing experience, postmarketing clinical investigations, postmarketing
epidemiological/surveillance studies, reports in the
scientific literature, and unpublished scientific
papers."); id. §§ 314.80(c)-(k) (specific duties for NDA
holders).
Due to those rigorous requirements, NDA holders
acquire practically all relevant safety and efficacy
data before the product’s patent protection expires
and the drug becomes eligible for generic
competition.~ Indeed, the post-approval review
6 Notably, patent expiration does not necessarily open the door
to generic approvals. To help maintain incentives for branded
companies to innovate and to provide a window during which
NDA holders can thoroughly review postmarketing safety data
before generics are approved, Hatch-Waxman bars the
submission of an ANDA for several years after NDA approval.
21 U.S.C. § 355(j)(5)(F); see also Subcomm. Hearings, Pet. App.
118 (explaining that "[b]ecause the innovator manufacturer is
familiar with the preapproval testing, it is in a good position to
evaluate the adverse reactions," and arguing that "there should
be a preeligibility period ... during which ANDA’s would not be
permitted" so that NDA holders can analyze post-approval
data). Congress also recognized that FDA’s review process
often consumes years of the NDA holder’s patent term. HatchWaxman therefore included patent-term extension provisions
that effectively extend drug patents for the length of time
during which an NDA was under review. 35 U.S.C. § 156; see
also Hoechst Aktiengesellschaft v. Quigg, 917 F.2d 522 (Fed.
Cir. 1990). As a result, it is not unusual for a branded drug to
be on the market for more than a decade before generic versions
are approved.
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provisions ensure that almost all risks not discovered
during the original clinical trials become known
within a few years. Accordingly, FDA’s regulations
always have compelled NDA holders "to include a
warning about a clinically significant hazard as soon
as there is reasonable evidence of a causal
association," 21 C.F.R. § 201.57, and brand
companies often make such changes within a few
years of approval. That was the case here--when the
original Reglan® labeling was modified in 1985 to
reflect information about tardive dyskinesia. Infra
at 21-22.
The procedures for making these changes are set
forth in 21 C.F.R. § 314.70, which includes both the
Prior Approval Supplement ("PAS") and Changes
Being Effected ("CBE") procedures. In addition,
brand manufacturers occasionally send postapproval correspondence regarding their products to
physicians and other healthcare professionals; these
are typically referred to as "Dear Doctor letters."
(a) The PAS Procedure
The PAS procedure covers "major changes" to an
approved application, and--as its name suggests-requires manufacturers to submit a supplemental
application seeking FDA’s "prior approval" before
making significant changes to an approved product.
See 21 C.F.R. § 314.70(b). Those changes include
certain labeling modifications, but the PAS provision
expressly "except[s]" labeling changes "described in
paragraphs (c)(6)(iii), (d)(2)(ix), or (d)(2)(x)" of the
regulation. Id. § 314.70(b)(2)(v)(A).
Because the cross-referenced paragraphs include
changes to "add or strengthen a contraindication,
warning, precaution, or adverse reaction," id.
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§ 314.70(c)(6)(iii)(A), manufacturers may not use a
PAS to propose new warnings. Instead, the
procedure expressly is limited to labeling changes
necessitated by post-approval modifications, such as
those to "the qualitative or quantitative formulation
of the drug product, including inactive ingredients,"
id. § 314.70(b)(2)(i), that were listed on the original
labeling, see id. § 201.57(c)(12)(i)(c) (requiring
product labels to disclose "qualitative
and/or
quantitative ingredient information").
(b) The CBE Procedure
Since 1965, FDA has permitted NDA holders to
revise product labeling unilaterally to "add" or
"strengthen" a "contraindication, warning, precaution, or adverse reaction" without prior approval
through the CBE procedure.
21 C.F.R.
§ 314.70(c)(6)(iii). As this Court recently explained:
Generally speaking, a manufacturer may only
change a drug label after the FDA approves a
supplemental application. There is, however,
an FDA regulation that permits a
manufacturer to make certain changes to its
label before receiving the agency’s approval.
Among other things, this ’changes being
effected’ (CBE) regulation provides that if a
manufacturer is changing a label to ’add or
strengthen a contraindication, warning,
precaution, or adverse reaction’ or to ’add or
strengthen an instruction about dosage and
administration that is intended to increase the
safe use of the drug product,’ it may make the
labeling change upon filing its supplemental
application with the FDA; it need not wait for
FDA approval.
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Wyeth v. Levine, 129 S. Ct. 1187, 1196 (2009)
(quoting 21 C.F.R. §§ 314.70(c)(6)(iii)(A), (C)).
Like PAS submissions, NDA holders must submit
CBE supplements to FDA for ultimate approval, see
21 C.F.R. § 314.70(c)(7), and FDA may accept,
modify, or reject CBE changes. Id.
(c) Dear Doctor Letters
A third way that branded manufacturers may
disseminate information about their drugs-including updated warnings--is through direct
correspondence to health care providers, commonly
called Dear Doctor letters. See 21 C.F.R. § 200.5
(setting standards for such correspondence); Center
for Drug Evaluation & Research, Manual of Policies
& Procedures ["MAPP"] § 6020.10 (July 2, 2003)
(establishing protocols for FDA review of such
correspondence). Such letters are a regulated form
of "labeling" under the statute, regulations, and
caselaw. See 21 U.S.C. § 321(m) (labeling includes
"all labels and other written, printed, or graphic
matter (1) upon any article or any of its containers or
wrappers, or (2) accompanying such article." 21
U.S.C. § 321(m); see also Kordel v. United States, 335
U.S. 345, 350 (1948) ("One article or thing is
accompanied by another when it supplements or
explains it .... No physical attachment one to the
other is necessary."); 21 C.F.R. §202.1(a)(1)(2).
Accordingly, Dear Doctor letters are subject to the
substantive standards that govern all labeling,
including the law’s misbranding provisions.
ii. Generic Drugs
In contrast to NDA holders, FDA may not require
ANDA holders to conduct post-approval clinical
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studies as a condition of approval. See 21 U.S.C.
§ 355(j)(2)(A) ("The Secretary may not require that
an abbreviated application contain information in
addition to that required by clauses (i) through
(viii)."). Nor do FDA’s regulations subject generic
applicants to the same postmarketing surveillance,
review, and data-collection obligations as NDA
holders. Instead, ANDA holders are required only to
forward to FDA the safety information they actually
receive (including information regarding the adverse
event reports they receive directly, and less detailed
reports of other incidents they happen to hear about)
and maintain adequate records.
21 C.F.R.
§ 314.98(a) (subjecting ANDA holders only to "the
requirements of § 314.80 regarding the reporting and
recordkeeping o[ adverse drug experiences," rather
than the "review," "scientific literature," and
"postmarketing studies" provisions of § 314.80)
(emphasis added).
While ANDA holders may use the PAS and CBE
processes to propose or effectuate certain labeling
changes--most notably, to con[orm their product
labeling to branded labeling that the NDA holder has
changed--FDA always has made clear that generics
may not use those mechanisms to deviate
unilaterally from the branded warnings: "[T]he
agency wishes to remind ANDA applicants that, as
noted in paragraph 4 above, the labeling for an
ANDA product must, with few exceptions,
correspond to that for the reference listed drug." 57
Fed. Reg. at 17955, Pet. App. 105a (emphasis
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added)7; see also id. at 17961 ("After ANDA approval,
FDA tracks the labeling status of the pioneer drug
product and, if necessary, notifies ANDA holders
when and how they must revise their labeling.");
Center for Drug Evaluation & Research ["CDER"],
Guidance for Industry: Changes to an Approved NDA
or ANDA ["Changes Guidance"] at 24 (Apr. 2004)
("All labeling changes for ANDA products must be
consistent with section 505(j) of the Act.")
(reproduced in Br. for the United States As Amicus
Curiae at 2a, PLIVA, Inc. v. Mensing (Nos. 09-993,
09-1039)); CDER, Guidance For Industry: Revising
ANDA Labeling Following Revision of the RLD
Labeling ["Revisions Guidance"] at 5-6 (May 2000),
Pet. App. 149-150a (explaining that "It]he sponsor of
an ANDA is ... responsible for ensuring that the
labeling contained in its application is the same as
the currently approved labeling of the [branded
drug]," and instructing ANDA holders to "submit
revised labeling" when "changes [are] needed
because of approved changes to the [branded]
labeling").
Consistent with this longstanding interpretation,
FDA’s regulations authorize FDA to revoke a prior
approval if the ANDA product bears labeling that "is
no longer consistent with that for the listed drug."
21 C.F.R. § 314.150(b)(10).

7 FDA’s reference to "paragraph 4" incorporated the Agency’s
explicit rejection of a comment proposing "that FDA accept
ANDA’s with warnings or precautions in addition to those on
the reference listed drug’s label." See 57 Fed. Reg. at 17953,
Pet. App. 103a-104a.
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B. Facts and Proceedings
1. Metoclopramide
Metoclopramide is a dopaminergic blocking agent
used principally for the short-term treatment of
gastroesophageal reflux disease and diabetic
gastroparesis. FDA first approved the drug on
December 30, 1980, and the A.H. Robins Company
began marketing it as Reglan®. In the few years
immediately following FDA approval, post-marketing
data revealed that long-term Reglan® use was
associated with an involuntary movement disorder
called tardive dyskinesia ("TD"). See GAO, FDA
Drug Review: Postapproval Risks 1976-85 ("GAO
Review"), at 111 (April 1990).s In 1985, a new
warning was added to the Reglan® labeling:
Tardive dyskinesia, a syndrome consisting of
potentially
irreversible,
involuntary,
dyskinetic movements may develop in patients
treated with metoclopramide. Although the
prevalence of the syndrome appears to be
highest among the elderly, especially elderly
women, it is impossible to predict which
patients are likely to develop the syndrome.
Both the risk of developing the syndrome and
the likelihood that it will become irreversible
are believed to increase with the duration of
treatment and the total cumulative dose.
Less commonly, the syndrome can develop
after relatively brief treatment periods at low

8 Available at http://archive.gao.gov/d24t8/141456.pdf.
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doses; in these cases, symptoms appear more
likely to be reversible.
There is no known treatment for established
cases of tardive dyskinesia although the
syndrome may remit, partially or completely,
within several weeks-to-months after
metoclopramide is withdrawn. Metoclopramide itself, however, may suppress (or
partially suppress) the signs of tardive
dyskinesia, thereby masking the underlying
disease process. The effect of this symptomatic
suppression upon the long term course of the
syndrome is unknown. Therefore, the use of
metoclopramide for the symptomatic control of
tardive dyskinesia is not recommended.
PHYSICIAN’S DESK REFERENCE at 1660 (39th ed.
1985). The product’s package insert also was revised
to warn that "[t]herapy longer than 12 weeks has not
been evaluated and cannot be recommended." Id.
In 2004, the metoclopramide labeling was revised
again. Although the section on TD remained the
same, the following sentence was added to the
"Indications and Usage" section: "The use of Reglan®
tablets is recommended for adults only.Therapy
should not exceed 12 weeks in duration."Reglan®
Label, Indications and Usage at
6, at
http://www.accessdata.fda.gov/drugsatfda_docs/
label/2004/17854s0471bl.pdf (last visited January 23,
2011).9

9 As set forth in the companion brief filed by petitioners
Actavis Inc. and Actavis Elizabeth LLC, further modifications
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2. The Parties
Petitioners manufactured or distributed FDAapproved generic metoclopramide products. There is
no dispute that the warnings on petitioners’ products
were at all relevant times the same as those on
Reglan(~-that is, that each petitioner’s products
bore the TD warnings set forth above, including the
statements indicating that metoclopramide should
not be taken for more than 12 weeks.
Respondent Gladys Mensing alleges that she
ingested metoclopramide products manufactured by
petitioners PLIVA, Inc., Teva Pharmaceuticals USA,
Inc., UDL Laboratories, Inc., and Actavis Elizabeth
LLC from March 2001 until March 2005 to treat
diabetic gastroparesis. Mensing Amend. Compl.
11 27-36, JA180-81. She claims that she was
diagnosed with TD in September 2005, and alleges
that long-term metoclopramide use caused her
injuries. Id. 1 37, JA181-82.
Respondent Julie Demahy alleges that she
ingested metoclopramide products manufactured by
petitioner Actavis Inc. from October 2002 to April
2007. Demahy Compl. 11 8-10, JA434-35. She
claims that she was diagnosed with TD in October
2007, and likewise alleges that long-term
metoclopramide use caused her injuries. Id. 1 13,
JA435.

were made to the product warnings regarding TD in 2009--well
after the events giving rise to these cases.
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3. The Mensing Litigation10
Mensing sued petitioners in the U.S. District
Court for the District of Minnesota. Her complaint
alleged that petitioners’ metoclopramide warnings
inadequately disclosed the risk of TD, and asserted
that state-law obligated petitioners to provide
different warnings in order to avoid liability.
MensingAmend. Compl. ¶¶ 110, 113-15, 117, 123-24,
127, 131, 133, 149, 178, 181 (JA198-204, 208, 21415).
The district court granted petitioners’ motion to
dismiss these failure-to-warn claims on federal
preemption grounds, ruling that "it would be
impossible for [petitioners] to abide by both state and
federal laws." Mensing v. Wyeth, Inc., 562 F. Supp.
2d 1056, 1065 (D. Minn. 2008), JA383. The court
first held that the CBE process does not allow
generics to depart from the branded warnings, and
that Mensing’s claims thus posed a Hobson’s choice:
"[Petitioners] would be forced to choose between
complying with the federal law while being exposed
to state tort liability, or unilaterally adding a
heightened warning to their labels at the risk of
exposing themselves to federal liability." Id.
The district court likewise rejected Mensing’s
argument that petitioners could have proposed to
change their warnings through the PAS process.
JA384. As the district court explained, that
argument impermissibly hinged on speculation,
10 Petitioners incorporate by reference the Actavis petitioners’
recitation of the Demahy proceedings.
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because FDA would have had to approve the
warnings before they could have reached Mensing.
JA383-84 ("The outcome of any such request to make
a revision is uncertain and would require speculation
as to what the FDA might have done.").
Finally, the court recognized that generic
manufacturers may not send "Dear Doctor" letters
that effectively alter product warnings. JA384.
Requiring petitioners to do so would "directly conflict
with the statutory scheme," id., and any claim that
petitioners should have asked FDA to send such a
letter likewise would require impermissible
"speculation over what the FDA might have done if
[petitioners] had requested such a letter." JA385.
The Eighth Circuit reversed. It acknowledged
that "generic labels must be substantively identical
to the name brand label even after they enter the
market." JA409. But it rejected petitioners’
preemption defense, asserting that federal law at
least would have allowed them to "propose[] a label
change that the FDA could ... impose uniformly on
all metoclopramide [products] if approved." JA410
(emphasis in original).
In the court’s view, 21 C.F.R. § 201.57(e) compels
each generic manufacturer to "take steps to warn its
customers when it learns it may be marketing an
unsafe drug," id., and generic manufacturers can
comply with that mandate through the PAS process.
JA412. The court therefore deemed the CBE
regulation "immaterial to the preemption analysis in
light of this clear directive to generic manufacturers
and the availability of the prior approval process."
Id.
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Despite conceding that the PAS procedure is
subject to "exceptions including permissive use of the
CBE process for warning enhancements," JA412-13
(citing 21 C.F.R. §314.70(b)(2)(v)(A)), the court
rejected petitioners’ argument that those limitations
precluded use of the PAS process to change product
warnings. Instead, it argued, the PAS provision
states that permissible "changes include, but are not
limited to" the ones described in the rule, and thus
does not actually "prevent generic manufacturers
from proposing changes to a label’s warning" through
a PAS. JA412.
Finally, the court acknowledged that "Congress
did not intend that generic manufacturers send out
’Dear Healthcare Provider’ letters [unilaterally]" but
nonetheless asserted that petitioners "could have
suggested that the FDA send out a warning letter to
health care professionals." JA413 & n.5. Because
federal law thus did not "forbid [petitioners] from
taking steps to warn their customers," the appellate
court rejected their impossibility defense and
declared:
The generic defendants were not compelled to
market metoclopramide. If they realized their
label was insufficient but did not believe they
could even propose a label change, they could
have simply stopped selling the product.
Instead, they are alleged to have placed a drug
with inadequate labeling on the market and
profited from its sales. If Mensing’s injuries
resulted from their failure to take steps to
warn their customers sufficiently of the risks
of taking their drugs, they may be held liable.
JA416.
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SUMMARY OF ARGUMENT
The Hatch-Waxman Act expressly provides that
the labeling on branded products and their generic
equivalents--including any warnings--must be "the
same." FDA’s implementing regulations reiterate
that command, and further make clear that it
applies both before and after FDA first approves a
generic product for sale. The Agency’s duly
promulgated, legally binding regulations are entitled
to substantial deference, and any other approach to
the statutory scheme would produce chaos:
Potentially dozens of products that purport to have
the same safety profile could bear different safety
information, leaving physicians and patients with
the false impression that generic drugs are not as
safe as their branded equivalents (or each other).
The Hatch-Waxman Act’s sameness mandate thus
preempts any state-law claim that petitioners’
generic product warnings should have deviated from
those on brand-name Reglan®; petitioners could not
simultaneously comply with the federal requirement
to be the same and a state-law duty to deviate.
The appellate courts nonetheless held that
petitioners lawfully could have deviated from the
Reglan® warnings by using the CBE or PAS
processes, or by sending a Dear Doctor letter. Those
holdings are erroneous.
Contrary to the Fifth Circuit’s holding in
Demahy, the CBE process does not allow generic
manufacturers to depart from the branded product
warnings. That process instead is available to
generic companies so that they can quickly update
their labeling to match any changes the brand
manufacturer has implemented. Demahy thereby
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turns the CBE provisions upside down, and in the
process causes them to directly contradict the
statutory and regulatory sameness requirements--in
violation of the cardinal rule that laws "must be
construed and applied so as to bring them into
substantial harmony, not into square conflict."
Kotteakos v. United States, 328 U.S. 750, 775 (1946).
Federal law thus preempts any state-law claim that
petitioners were obligated to deviate from the
branded warnings by using the CBE process in ways
FDA consistently has deemed to be prohibited.
Both appellate courts erred in holding that
petitioners could have altered their products’
warnings through the PAS process. That process
does authorize manufacturers to request FDA’s prior
approval to make certain labeling changes. But it
specifically "except[s]" the very kinds of changes
respondents assert state law required--namely,
changes to "add or strengthen a contraindication,
warning, precaution, or adverse reaction." Because
federal law thus bars petitioners from using the PAS
process to propose such changes, state-law claims
based on petitioners’ failure to use that process are
preempted.
The lower courts did, however, properly hold that
federal law did not allow petitioners to send "Dear
Doctor" letters that effectively would have altered
the warnings for their generic products. It is wellsettled that such correspondence is a regulated form
of labeling, and Dear Doctor letters therefore must
meet the same substantive requirements applicable
to all other labeling--including the sameness
standard for generic product warnings.
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Nonetheless, the appellate courts erred in holding
that federal law would not preempt state-law failureto-warn claims that stem from petitioners’ failure to
"take steps" to modify their product warnings-whether by asking FDA to send a Dear Doctor letter,
or otherwise "suggesting" that FDA modify the
branded and generic product warnings. Such claims
necessarily would require fact finders to speculate
about what FDA would have done (and when it
would have done so) if petitioners had made
hypothetical "suggestions" to the Agency at a
particular point in time. After all, causation is an
essential element in any failure-to-warn claim--and
failing to make "suggestions" to FDA could have
caused respondents’ injuries only if respondents can
prove (among other things) that FDA would have
exercised its exclusive authority to implement the
suggested warnings in a timely fashion. This Court,
however, long ago held that such speculative statelaw claims impermissibly usurp the federal agency’s
authority. Arkla, 453 U.S. at 578-579.
Further, litigating the question of what FDA
would have done in a hypothetical regulatory
proceeding inevitably would undermine FDA’s
ongoing public-healthmission by drawing its
personnel into nationwide litigation--as the
government has explained. See, e.g., WarnerLambert Federal Br. at 7-8 ("[A] legal [claim] that
turned on such speculation would inevitably lead
parties to request burdensome and intrusive
discovery from FDA concerning its approval of a
drug, and thereby divert the agency from its core
public health mission.").
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And apart from these problems, such speculative
claims would by design inundate FDA with a deluge
of submissions--even though ANDA sponsors
generally do not have the data needed to support
such submissions, and even though FDA never has
required such submissions. Yet Buckman held that
plaintiffs may not pursue state-law causes of action
predicated on claims that a regulated entity should
have made submissions to FDA, because such claims
would produce "a deluge of information that the
Administration neither wants nor needs, resulting in
additional burdens on the FDA’s evaluation of an
application. As a result, the comparatively speedy
[abbreviated approval] process could encounter
delays, which would, in turn, impede competition."
Buckman, 531 U.S. at 351. That is precisely the case
here.
At bottom, then, state-law "taking steps" claims
would unleash precisely "the kind of direct impact on
the United States, which preemption is designed to
protect from undue incursion," id. at 351 n.6
(internal quotation omitted), and federal
law
therefore preempts "taking steps" claims as well.
ARGUMENT
I. FEDERAL LAW PREEMPTS STATE-LAW
CLAIMS THAT PETITIONERS WERE
OBLIGATED TO DEVIATE UNILATERALLY
FROM THE BRANDED PRODUCT
WARNINGS.
This case falls within the heartland of the Court’s
conflict-preemption jurisprudence. Respondents’
state-law failure-to-warn claims allege that
petitioners’ metoclopramide warnings did not
adequately disclose the risk of TD, and assert that
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petitioners were obligated to alter those warnings-even though there is no dispute that petitioners’
product warnings were at all times the same ones
FDA approved for brand-name Reglan®.
Federal law, however, expressly prohibits generic
companies (like petitioners) from unilaterally
deviating from the branded product warnings--and
thereby precluded petitioners from fulfilling any
alleged state-law duty to deviate from the Reglan®
warnings. Those explicit federal requirements
necessarily trump the conflicting state law duties
giving rise to respondents’ failure-to-warn claims.
Hillsborough County, Fla. v. Automated Med. Labs.,
Inc., 471 U.S. 707, 713 (1985) ("[S]tate law is
nullified to the extent that it actually conflicts with
federal law."); see also Geier v. American Honda
Motor Co. Inc., 529 U.S. 861, 873 (2000) (state law
preempted where it "penalizes what federal law
requires"); AT& T Co. v. Central Office Tel., Inc., 524
U.S. 214, 221-26 (1998) (state law preempted where
it requires what federal law forbids); Florida Lime &
Avocado Growers, Inc. v. Paul, 373 U.S. 132, 142~43
(1963) (state law preempted where "compliance with
both federal and state regulations is a physical
impossibility").
Respondents nonetheless have asserted that
petitioners had three ways to change their warnings
without violating federal law: (1) the CBE process;
(2) the PAS process; and/or (3) sending "Dear Doctor"
letters. Those arguments are wrong as a matter of
law: None of those avenues would have allowed
petitioners to change their product warnings, which
under federal law must be "the same as" those on the
branded product. Because respondents’ claims seek
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to punish petitioners for failing to do what federal
law prohibited them from doing--and to hold them
liable for having done what federal law required
them to do--those claims are preempted.
A. Branded and Generic Product Warnings
Must Be "The Same" At All Times.
The Hatch-Waxman Act expressly requires that
each ANDA "show that the labeling proposed for the
[generic] drug is the same as the labeling approved
for the listed drug" with certain differences not
relevant here. 21 U.S.C. § 355(j)(2)(A)(v) (emphasis
added). Moreover, the statute expressly prohibits
FDA from approving an ANDA if "the application is
insufficient to show that the labeling proposed for
the [generic] drug is the same as the labeling
approved for the listed drug." Id. § 355(j)(4)(G)
(emphasis added).
FDA has implemented those statutory provisions
through formal notice-and-comment rulemaking.
Like the statute, the Agency’s duly-promulgated
regulations require that generic "[1]abeling
(including the container label, package insert, and, if
applicable, Medication Guide) proposed for the drug
product must be the same as the labeling approved
for the [branded] drug." 21 C.F.R. § 314.94(a)(8)(iv)
(emphasis added). They also make clear that FDA
"will refuse to approve an abbreviated application
[where it] is insufficient to show that the labeling
proposed for the drug is the same as the labeling
approved for the listed drug." Id. § 314.127(a)(7)
(emphasis added).
Accordingly, there is no dispute that a generic
product’s warnings must be identical to its branded
equivalent’s warnings on the date FDA first approves
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the generic drug. Demahy, JA535; Mensing, JA409.
The lower courts nonetheless disagreed about
whether the sameness requirement applies after the
initial approval. While Mensing held that "generic
labels must be substantively identical to the namebrand label even after they enter the market," JA409,
Demahy asserted that "the statutory scheme is silent
as to the manufacturer’s obligations after the ANDA
is granted" and claimed that FDA’s regulations "do
not address post-approval modifications at all."
JA535. Indeed, Demahy declared, FDA’s regulations
"require only that a generic’s label initially conform
to the listed drug’s." Id.
That is incorrect. Demahy based its assertions on
the statutory and regulatory term "abbreviated
application," which it construed to include only the
document generic companies use to obtain an initial
approval. JA534. But that interpretation directly
conflicts with FDA’s regulations. Indeed, in a
regulation Demahy failed even to cite, FDA defined
the term "abbreviated application" as "the
application described under [21 C.F.R.] § 314.94,
including all amendments and supplements." 21
C.F.R. § 314.3(b) (emphasis added). Accordingly, the
sameness requirement applies throughout the life of
the generic product. As FDA’s regulations elsewhere
make clear, ANDA holders must submit a
"supplement" in order to alter a previously approved
ANDA, id. § 314.97, and post-approval generic
products thus equally are subject to the requirement
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that their warnings be "the same as" the branded
product’s. Id. § 314.94(a)(8)(iv).11
Indeed, FDA’s regulations provide for the
revocation of a prior approval if the ANDA’s "labeling
... is no longer consistent with that for the listed
drug." Id. § 314.150(b)(10) (emphasis added; relied
upon by Mensing, JA409). That provision obviously
applies only after the initial FDA approval; there is
no approval to revoke until one has been granted.
FDA’s implementing regulations are entitled to
substantial deference. Even if the Fifth Circuit were
correct that the statute itself is "silent as to the
manufacturer’s obligations after the ANDA is
granted," Demahy, JA534-35, Congress "left a gap for
the agency to fill" by making "an express delegation
of authority to the agency to elucidate a specific
provision of the statute by regulation. Such
legislative regulations are given controlling weight
unless they are arbitrary, capricious, or manifestly
contrary to the statute." Chevron U.S.A., Inc. v.
Natural Reso Def. Council, Inc., 467 U.S. 837, 843-44
1~ FDA consistently has explained that the regulations mean
what they say. Indeed, when the Agency first proposed them, it
expressly rejected comments proposing that the regulations be
modified to allow generic product labeling "to deviate from the
labeling for the reference listed drug to add contraindications,
warnings, precautions, adverse reactions, and other safetyrelated information." See 57 Fed. Reg. at 17961, Pet. App.
108a-109a ("FDA disagrees with the comments. Except for
labeling differences due to exclusivity or a patent and
differences under section 505(j)(2)(v) of the act, the ANDA
product’s labeling must be the same as the listed drug product’s
labeling because the listed drug product is the basis for ANDA
approval.") (citing 21 U.S.C. § 355(j)(2)(A)(v)).
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(1984); see also Auer v. Robbins, 519 U.S. 452, 457-58
(1997).
The Agency’s regulations do not come close to
failing Chevron’s generous standard, and neither
respondents nor the Demahy court even tried to
argue that they do. There are good reasons for that.
The statutory sameness requirements that apply to
"abbreviated applications" form a comprehensive
package that covers the chemical compound, its route
of administration, its dosage form, its strength, its
bioequivalence, and its labeling. 21 U.S.C.
§ 355(j)(2)(A). Construing the term "abbreviated
application" so that those requirements apply only
before initial ANDA approval effectively would allow
ANDA holders to unilaterally alter any of these
characteristics the day after FDA first grants
approval--and thus to begin marketing products
that FDA has never evaluated or approved despite
the litany of sameness requirements that the statute
and regulations apply to every "abbreviated
application." See id.; 21 C.F.R. § 314.94.
At the same time, allowing generic manufacturers
to unilaterally deviate from the branded product
warnings after approval (not to mention imposing a
state-law duty to do so) would produce a patchwork
of distinct safety warnings for drugs that have the
same safety profile. Two patients taking the same
drug could receive different warnings if their
respective physicians relied upon package inserts
from different manufacturers. A single patient could
receive different warnings if he or she switched
physicians, or if a single physician relied upon a
different company’s package insert when renewing a
prior prescription. Those results simply cannot be
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squared with the basic premise underlying the
statute: As FDA long ago recognized, only
"[c]onsistent labeling will assure physicians, health
professionals, and consumers that a generic drug is
as safe and effective as its brand-name counterpart."
57 Fed. Reg. at 17961, Pet. App. 109a (citing 21
U.S.C. § 355(j)(2)(A)(v)).
At bottom, FDA’s regulations sensibly reject the
approach adopted by the Demahy court--which even
Mensing recognized as having no basis in law or
logic. JA409 ("[G]eneric labels must be substantively
identical to the name-brand label even after they
enter the market.").
B. Petitioners Could Not Have Used The
CBE Process To Deviate From The
Branded Product Warnings.
Demahy offered no rationale for its curious belief
that generic companies are free to deviate from the
brand-name product the day after FDA first
approves an ANDA. Instead, it held that other FDA
regulations somehow silently override the explicit
sameness requirements set forth in both the statute
and regulations. More specifically, Demahy asserted
that all drug manufacturers are "subject to the
requirement that their labeling ’be revised ... as soon
as there is reasonable evidence of an association of a
serious hazard with a drug,"’ JA537 & n.57 (quoting
21 C.F.R. § 201.80(e) (alteration in original)), and
then held that the CBE process is available for
generic manufacturers to fulfill that alleged
requirement. JA540-53. That analysis is flawed at
both ends.
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1. 21 C.F.R. § 201.80(e) Does Not Require
ANDA Holders To Deviate From The
Branded Product Warnings By Using
The CBE Process.
At the threshold, § 201.80(e) demonstrably does
not require ANDA holders to revise their warnings
before the NDA holder modifies the branded product
warnings. As Wyeth recognized, that regulation
charges the brand manufacturer "both with crafting
an adequate label and with ensuring that its
warnings remain adequate as long as the drug is on
the market," by declaring that the brand
manufacturer must "revise its label ’to include a
warning as soon as there is reasonable evidence of an
association of a serious hazard with a drug."’ Wyeth,
129 S. Ct. at 1198 (quoting 21 C.F.R. § 201.80(e)).
There are good reasons for imposing those
requirements on brand manufacturers. Branded
companies conduct the original clinical studies,
perform postmarketing studies, and are subject to
extensive post-approval surveillance obligations.
Supra at 14-16 & n.6. Those duties give the branded
company access to virtually all clinical data on the
product; all world literature regarding the product;
and years (sometimes decades) of adverse event
reports from all sources since the branded drug first
was approved. Brand manufacturers thus are able to
place the information they acquire in context, review
and analyze its significance, and then craft a suitable
labeling change based on "sufficient evidence that the
standards [for such changes] are met."
Supplemental Applications Proposing Labeling
Changes for Approved Drugs, Biologics, and Medical
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Devices--Final Rule, 73 Fed. Reg. 49603, 49605
(Aug. 22, 2008) (emphasis added).
By contrast--and by design--generic companies
lack the NDA holder’s comprehensive data, and thus
cannot put the limited post-approval information
they actually receive12 in context: A single adverse
event report generated years after approval hardly
justifies wholesale labeling revisions absent a
thorough understanding of the prior clinical data.
See, e.g., 73 Fed. Reg. at 49604 ("[T]he causal
relationship between a product and an adverse effect
is often difficult to establish and may require large
trials, often specifically designed to assess the risk.");
see also Wyeth, 129 S. Ct. at 1197 (noting that "risk
information accumulates over time" and suggesting
that "subsequent developments" might have meaning
only in light of ’"reports previously submitted to
FDA"’) (quoting 73 Fed. Reg. at 49607).
As a result, FDA has never interpreted § 201.80
(or its predecessor at § 201.57) as obligating generic
manufacturers to deviate from the branded product
warnings. To the contrary, the Agency has made
clear that generic manufacturers comply with these
regulatory provisions by ensuring that their labeling
is the same as the branded manufacturer’s labeling at
all times. FDA promulgated § 201.80 in 2006, when
12 As FDA has observed, generic applicants rarely receive
adverse reports since most are submitted to the brand
manufacturer or FDA directly. See MAPP § 5240.8 (Nov. 1,
2005) (noting that "OGD [FDA’s Office of Generic Drugs]
receives few AERs [adverse event reports] or similar reports
since the reports may not specify a generic ~nanufacturer for the
drug product").
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it renumbered prior §201.57 in the course of
establishing distinct labeling requirements for drugs
approved before 2001, see 21 C.F.R. § 201.56(b)(2)
(pre-2001 drugs governed by the renumbered version
of § 201.57 in new section § 201.80), and those
approved after 2001, see id. § 201.56(b)(1) (post-2001
drugs governed by new § 201.57).13 Among other
things, the regulations for post-2001 drugs require
labeling to include more than 30 categories or subcategories of information not specifically required of
pre-2001 drugs. Compare 21 C.F.R. § 201.57 (new
requirements) with id. § 201.80 (old requirements).
When FDA addressed these provisions in its 2000
rulemaking proposal, the Agency made clear that
these provisions apply to brand manufacturers
alone--and that they in no way supplant the specific
sameness requirements that always have applied to
generic drugs. In a section titled "Implementation of
Proposed Content and Format Revisions to Products
Approved or Submitted for Approval Under an
ANDA," the Agency explained:
Under [the statute and] the agency’s
regulations, the labeling of a drug product
13 See also Requirements on Content and Format of Labeling
for Human Prescription Drug and Biological Products--Final
Rule, 71 Fed. Reg. 3922, 3923 (Jan. 24, 2006) ("The agency
proposed that older approved drug products would not be
subject to these proposed changes. These older products would,
instead, be subject to the labeling requirements at proposed
§ 201.80. The agency proposed to redesignate then-current
§ 201.57 as § 201.80 to describe labeling requirements for older
drugs and add new § 201.57 to describe labeling requirements
for new and recently approved drugs.").
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submitted for approval under an ANDA must
be the same as the labeling of the listed drug
referenced in the ANDA .... Thus, whether a
[generic] drug product ... will be required to
have labeling that complies with the final rule
will depend on the status of the labeling of the
listed drug referenced in the ANDA.
Requirements on Content and Format of Labeling for
Human Prescription Drugs and Biologics;
Requirements for Prescription Drug Product Labels-Proposed Rule, 65 Fed. Reg. 81082, 81098 (Dec. 22,
2000) (emphasis added; citing 21 U.S.C. § 355(j)(2);
21 C.F.R. §§ 314.94(a)(8), 314.127(a)(7)).
The 2006 Final Rule reiterated that explanation:
As indicated in the proposed rule, the
implementation plan for revised labeling for
products approved or submitted for approval
under an ANDA depends on the labeling of the
listed drug referenced in the ANDA. In
accordance with § 314.94(a)(8) (21 CFR
314.94(a)(8)), the labeling of a drug product
submitted for approval under an ANDA must
be the same as the labeling of the listed drug
referenced in the ANDA.
71 Fed. Reg. at 3928 (emphasis added).
Suffice it to say, FDA’s explicit statements that
the branded requirements set forth in §§ 201.57 and
201.80 do not override the generic sameness
requirements in §§ 314.94(a)(8)(iv) and 314.127(a)(7)
fatally undermine Demahy’s conclusion that the
former provisions somehow obligate ANDA holders
to deviate from the branded warnings, whether
through the CBE procedure or otherwise. See, e.g.,
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Auer, 519 U.S. at 461 (citing Robertson v. Methow
Valley Citizens Council, 490 U.S. 332, 359 (1989));
see also Coeur Alaska, Inc. v. Southeast Alaska
Conservation Council, 129 S.Ct. 2458, 2474 (2009)
(deferring to agency’s effort to "harmonize [its]
regulations" and make them "consistent with the
regulatory scheme as a whole").
2. The CBE Process Does Not Otherwise
Permit ANDA Holders To Deviate
From The Branded Product Warnings.
Nor is there any basis for Demahy’s assertion that
generic companies otherwise are permitted to use the
CBE process to do what FDA’s regulations elsewhere
prohibit--that is, to deviate from the branded
product’s warnings. The Fifth Circuit seemed to
think the CBE provision’slanguage somehow
supported that understanding:
[T]he CBE regulation ... does not, on its face,
distinguish between generic and name brand
drug manufacturers; that is, it does not forbid
a generic manufacturer from using the CBE
process to unilaterally change a label. Located
at 21 C.F.R. § 314.70, the regulation provides
that "the holder of an approved application"not just an approved new drug application-"may commence distribution of the drug
product involved upon receipt by the agency of
a supplement for the change."
JA543 (quoting 21 C.F.R. § 314.70(c)(6)).
But that does not answer the question of what
kinds of changes a generic manufacturer may make
through the CBE regulation. Instead, FDA long ago
made clear that generic manufacturers can only use

42
the CBE regulation to conform their warnings to
updated branded warnings--as petitioners did when
the Reglan® warnings were changed. See Revisions
Guidance, Pet. App. 149a-50a, 151a ("The sponsor of
an ANDA is ... responsible for ensuring that the
labeling contained in its application is the same as
the currently approved labeling of the RLD ....
ANDA labeling changes needed because of approved
changes to the labeling of the RLD may be submitted
as a Special Supplement--Changes Being Effected.")
(emphasis in original).
Any other interpretation would draw the CBE
regulation into direct conflict with both the statute
itself and 21 C.F.R. §§ 314.94(a)(8)(iv) and
314.127(a)(7), which all require generic product
warnings to be "the same as" those on the branded
equivalent. After all, CBE changes must be
accompanied by a "supplement" detailing the
changes imposed by the manufacturer. See 21 C.F.R.
§ 314.70(c)(6) ("[T]he holder of an approved
application may commence distribution of the drug
product involved upon receipt by the agency of a
supplement for the change.") (emphasis added). And
as explained earlier, the sameness requirements that
apply to any "abbreviated application" by definition
apply to any post-approval "supplement." Id.
§ 314.3(b) ("Abbreviated application means the
application described under § 314.94, including all
amendments and supplements to the application.")
(emphasis added).
Demahy’s interpretation of the CBE provision
therefore violates the cardinal rule that laws "must
be construed and applied so as to bring them into
substantial harmony, not into square conflict."
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Kotteakos, 328 U.S. at 775; see also Pittsburgh &
Lake Erie R. Co. v. Railway Labor Execs.’Ass’n, 491
U.S. 490, 510 (1989) ("We should read federal [laws]
’to give effect to each if we can do so while preserving
their sense and purpose."’) (quoting Watt v. Alaska,
451 U.S. 259, 267 (1981)); cf. United Sav. Ass’n of
Tex. v. Timbers of Inwood Forest Assocs., Ltd., 484
U.S. 365, 371 (1988) ("A provision that may seem
ambiguous in isolation is often clarified by the
remainder of the statutory scheme--because the
same terminology is used elsewhere in a context that
makes its meaning clear, or because only one of the
permissible meanings produces a substantive effect
that is compatible with the rest of the law.")
(emphasis added).
That explains why FDA consistently has
interpreted the CBE provision to promote consistency
and preclude deviations between the branded and
generic product labeling. See, e.g., 57 Fed. Reg. at
17961; Changes Guidance at 2a ("All labeling
changes for ANDA products must be consistent with
section 505(j) of the Act."); see also Revisions
Guidance, Pet. App. 149-151a. Again, FDA’s settled
interpretation of its own regulations is entitled to
substantial deference--and neither respondents nor
the Demahy court provided any basis for failing to
accord the Agency’s longstanding construction of its
regulations the virtually conclusive deference to
which it is due. See, e.g., Coeur Alaska, 129 S.Ct. at
2474; Auer, 519 U.S. at 461.
Because respondents’ CBE-based state-law claims
thus seek to punish petitioners for failing to do what
federal law forbids, such claims are squarely
preempted. See Geier, 529 U.S. at 881; AT&T, 524
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U.S. at 221-26; Hillsborough County, 471 U.S. at
713; Fla. Lime & Avocado Growers, 373 U.S. at 14243.
C. Petitioners Could Not Have Employed
The PAS Process To Alter The Warnings
On Their Product Labels.
Despite their apparent disagreement about the
CBE procedure’s availability, both appellate courts
concluded that petitioners could have used the PAS
process to propose different warnings. Demahy,
JA551-52 ("Nor does anything ... explicitly forbid
generic manufacturers from proposing a label change
through the so-called prior approval process.");
Mensing, JA412 ("[N]othing ... explicitly forbids
[ANDA holders] from proposing a label change
through the prior approval process.").
Both courts erred on this point. Though the PAS
process does allow submissions seeking prior
approval for certain labeling changes, supra at 17
(providing examples), it specifically excepts changes
that otherwise would be covered by the CBE
regulation. In particular, it authorizes proposed
"[c]hanges in labeling, except those described in
paragraphs (c)(6)(iii), (d)(2)(ix), or (d)(2)(x) of this
section." Id. § 314.70(b)(2)(v)(A) (emphasis added).
Because cross-referenced § 314.70(c)(6)(iii) includes
the CBE provision covering changes "[t]o add or
strengthen a contraindication, warning, precaution,
or adverse reaction," the PAS provision’s "except"
clause expressly precludes PAS submissions to
request warning revisions like those respondents are
seeking.
The appellate courts nonetheless deemed that
interpretation of the PAS provision "too restrictive,"
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Mensing, JA412, because the PAS provision
"repeatedly uses the nonrestrictive phrase ’[t]hese
changes include, but are not limited to’ in order to
describe the changes manufacturers can propose."
Id.; see also Demahy, JA552 ("[T]he regulations
governing labeling changes repeatedly use the
nonrestrictive phrase ’[t]hese changes include, but
are not limited to’ in describing the changes
manufacturers may propose"). Indeed, Demahy
asserted, "there is no indication of an agency policy
... to prevent generic manufacturers from proposing
any and all labeling changes ... through the prior
approval process." JA552 (emphasis added).
That conclusion is demonstrably incorrect. The
"except" clause in § 314.70(b)(2)(v) is the clearest
possible indication that the PAS process cannot be
used for certain labeling changes--namely, those
"described in paragraphs (c)(6)(iii), (d)(2)(ix), or
(d)(2)(x)." 21 C.F.R. §314.70(b)(2)(v)(A). And
construing the non-labeling-specific phrase "changes
include, but are not limited to," id. § 314.70(b)(2), as
overriding the labeling-specific "except" clause in
§ 314.70(b)(2)(v) otherwise violates two core canons
of interpretation: that "the specific governs the
general," Long Island Care at Home, Ltd. v. Coke,
551 U.S. 158, 170 (2007) (citing Morales v. Trans
World Airlines, Inc., 504 U.S. 374, 384-385 (1992);
Simpson v. United States, 435 U.S. 6, 15 (1978)), and
that laws "should be construed ... so that no part will
be inoperative or superfluous, void or insignificant."
Corley v. United States, 129 S.Ct. 1558, 1566 (2009)
(quoting Hibbs v. Winn, 542 U.S. 88, 101 (2004)
(itself quoting 2A N. Singer, STATUTES AND
STATUTORY CONSTRUCTION § 46.06, pp. 181-186 (rev.
6th ed. 2000))).
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Because the PAS process thus does not allow
ANDA holders to seek different warnings, any statelaw claim that petitioners were obligated to use that
process is preempted. See Geier, 529 U.S. at 881;
AT&T, 524 U.S. at 221-26; Hillsborough County, 471
U.S. at 713; Fla. Lime & Avocado Growers, 373 U.S.
at 142-43.14
D. Petitioners Could Not Have Sent A "Dear
Doctor" Letter That Effectively Would
Have Altered Their Product Warnings.
The appellate courts properly concluded that
generic manufacturers may not unilaterally send
"Dear Doctor" letters that effectively alter their FDAmandated product warnings. Demahy, JA553
("[G]eneric manufacturers cannot send ’Dear Doctor’
letters without prior FDA approval."); Mensing,
JA413 n.5 ("Congress did not intend that generic
manufacturers send out ’Dear Healthcare Provider’
letters uncoordinated with other manufacturers of
the drug.").

14 Even if the PAS process were available, there is another
problem with that argument. As discussed in greater detail
below (infra § II.A), merely submitting a PAS would not itself
fulfill the alleged state-law duty to provide an adequate
warning, because FDA would have had to approve the proposed
warning before it could have been delivered to respondents. 21
C.F.R. § 314.70(b)(3) ("The applicant must obtain approval of a
supplement from FDA prior to distribution of a drug product
made using a change under paragraph (b) of this section.").
Accordingly, such state-law failure-to-warn claims would
necessarily--and impermissibly--depend on speculation about
how FDA would have exercised its exclusive authority. See
infra § II.
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That is so, as both courts recognized, because
Dear Doctor letters are a form of product labeling, 21
C.F.R. § 202.1, and must conform to the substantive
standards for labeling detailed earlier. See Mensing,
JA413 n.5 ("The letters are considered regulated
labeling.") (citing 21 C.F.R. § 202.1); Demahy, JA552
("These letters--addressed to medical professionals
and intended to explain the risks associated with
prolonged use of metoclopramide--would also be
subject to FDA regulation because they fall within
the agency’s broad definition of ’labeling."’) (quoting
21 C.F.R. §§ 202.1; citing 21 C.F.R. § 200.4).
Accordingly, any state-law claim that petitioners
were obligated to send Dear Doctor letters of the sort
envisioned here likewise are preempted. Geier, 529
U.S. at 881; AT&T, 524 U.S. at 221-26; Hillsborough
County, 471 U.S. at 713; Fla. Lime & Avocado
Growers, 373 U.S. at 142-43.
II. FEDERAL LAW PREEMPTS STATE-LAW
CLAIMS THAT PETITIONERS WERE
OBLIGATED TO "SUGGEST" THAT FDA
ALTER THE PRODUCT WARNINGS.
Perhaps recognizing the flaws in respondents’
CBE, PAS, and Dear Doctor theories, the lower
courts went further--holding that petitioners at least
could have "tak[en] steps to warn their customers"
without violating federal law, and that failure-towarn claims stemming from petitioners’ alleged
failure to do so would not be conflict-preempted. See,
e.g., Mensing, JA414 (emphasis added). The courts
identified two such pathways:
(1)

that petitioners "could have suggested"
that FDA send Dear Doctor letters, even
if petitioners could not have sent such
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letters on their own, id.
added); Demahy, JA553; and
(2)

(emphasis

that petitioners could have asked FDA to
change the labeling for both the branded
and generic drugs, even if petitioners
could not have effectuated such changes
on their own, Mensing, JA410-11;
Demahy, JA537-38.15

Petitioners freely concede that neither the HatchWaxman Act nor FDA’s regulations prohibit them
from "suggesting" that FDA consider sending Dear
Doctor letters or that the Agency otherwise
reconsider the warnings for both branded and
generic products. Indeed, the First Amendment
would render any such restriction unenforceable.
See, e.g., First Nat’l Bank of Boston v. Bellotti, 435
U.S. 765, 791 n.31 (1978). But state-law claims that
effectively seek to hold generic manufacturers liable
for failing to make such "suggestions" to a federal
agency are no less preempted than the claims
addressed earlier.
This Court long ago held that federal law
preempts state-law claims that depend on
speculation about how a federal agency would have
15 While both courts identified steps that federal law would
have allowed petitioners to take, neither court cited authority
for the proposition that state law embraces failure-to-warn
claims that necessarily depend on a third party’s action (here,
FDA) in order to fulfill the duty to provide adequate warnings.
Instead, the courts appear to have assumed that such
contingent claims are viable. Mensing, JA414; Demahy, JA55758.

49
exercised its powers in hypothetical regulatory
proceedings, because such claims necessarily usurp
the agency’s authority. See Arkla, 453 U.S. at 578579; see also Nantahala Power & Light Co. v.
Thornburg, 476 U.S. 953, 963-964 (1986); Chicago &
N.W. Transp. Co. v. Kalo Brick & Tile Co., 450 U.S.
311, 324-27 (1981). Actually trying such claims
would impose significant burdens on both FDA and
its decision-making personnel. And this Court
likewise has held that state-law claims are
preempted where their enforcement would directly
interfere with a federal regulatory regime or where
they necessarily derive from federal regulatory
requirements. Buckman, 531 U.S. at 351-53; Geier,
529 U.S. at 873; Gade v. National Solid Wastes
Mgmt. Ass’n, 505 U.S. 88, 108 (1992); Felder v.
Casey, 487 U.S. 131, 138 (1988). Those authorities
are controlling here.
A. State-Law "Taking Steps" Claims Usurp
FDA’s Authority Because They Depend
On Speculation About How FDA Would
Have Exercised Its Exclusive Powers.
In direct contrast to the traditional failure-towarn claims at issue in Wyeth, the "taking steps"
claims hypothesized by the appellate courts here
necessarily depend on speculation about how FDA
would have responded to a hypothetical submission
seeking warning changes for all metoclopramide
products. This Court, however, long ago made clear
that "the Supremacy Clause will not permit" statelaw claims that are "necessarily supported by an
assumption" that a federal agency "would have
approved [a request]," because such claims "usurpS] a
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function that Congress has assigned to a federal
regulatory body." Arkla, 453 U.S. 480-82.
That problem arises in this context, because there
is a critical gap in any failure-to-warn claim alleging
that petitioners should have "taken steps" to alter
their product warnings: Merely "suggesting" that
FDA consider making a warning change that it
might apply to both branded and generic products
would not itself fulfill the state-law duty to provide
an adequate warning, because the suggestion alone
cannot ensure that the requested warnings would
have reached respondents before they were
prescribed and took metoclopramide. Instead, the
Agency would have had to analyze, evaluate, and act
favorably on the "suggestions" before petitioners
could have delivered the new warnings.
As the lower courts expressly conceded, FDA’s
independent action is therefore an essential element
in the causal chain necessary to prevail on a
hypothetical "taking steps" claim. Mensing, JA410
("IT]he generic defendants could have at least
proposed a label change that the FDA could receive
and impose uniformly on all metoclopramide
manufacturers if approved.") (emphasis added); see
also Bruzer v. Danek Med., Inc., No. Civ. 3-95971/RHKJMM, 1999 WL 613329, at *8 n.10 (D.
Minn. Mar. 8, 1999) (holding that plaintiffs bear the
"burden of showing that the Defendants’ negligence
proximately caused their injuries"); Schafer v. JLC
Food Sys., Inc., 695 N.W.2d 570, 574 (Minn. 2005)
(plaintiffs bear the burden of proving causation in
negligence cases); Bilotta v. Kelley Co., 346 N.W.2d
616, 623 n.3 (Minn. 1984) (same for strict-liability
cases); cf. Buckman, 531 U.S. at 353 (Stevens, J.,
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concurring) ("As the Court points out, an essential
link in the chain of causation that respondent must
prove in order to prevail is that, but for petitioner’s
fraud, the allegedly defective orthopedic bone screws
would not have reached the market.").
That problem does not arise in a typical failureto-warn case, where the defendant could have
changed its product warnings unilaterally. In such
cases, the plaintiff need not prove that a third
party--here, FDA--would have approved the
warnings. Therefore, the plaintiff in such cases
ordinarily needs to show only that (a) the drug is
responsible for his or her injuries and (b) the existing
warning’s alleged inadequacy proximately caused the
drug use that precipitated those injuries. That
essentially is what Wyeth recognized when it held
that the brand manufacturer could have fulfilled its
alleged state-law duties by using the CBE process to
send new warnings. 129 S. Ct. at 1199 ("Wyeth has
failed to demonstrate that it was impossible for it to
comply with both federal and state requirements.
The CBE regulation permitted Wyeth to unilaterally
strengthen its warning.").
Here, by contrast, petitioners could not have
changed their warnings unilaterally through the
CBE procedure, supra § I.A, or by sending a Dear
Doctor letter. Supra § I.C. The PAS procedure is not
available to propose new warnings, but in any case
runs through FDA. Supra § I.B. And assuming
arguendo that petitioners otherwise could have
"suggested" that FDA take action, respondents can
prove that petitioners’ failure to do so caused their
injuries only by showing that FDA would have
approved a hypothetical request for a hypothetical
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change on a hypothetical record after hypothetical
consultations with affected parties at a hypothetical
point in time. JA383-84 ("The outcome of any such
request to make a revision is uncertain and would
require speculation as to what the FDA might have
done."); cf. Whitmore v. Arkansas, 495 US 149, 15960 (1990) ("It is just not possible for a litigant to
prove in advance that the judicial system will lead to
any particular result in his case.").
The appellate courts sought to deflect those
concerns by invoking Wyeth for the proposition "that
uncertainty about the FDA’s response to such
measures makes federal preemption less likely.
’[A]bsent clear evidence that the FDA would not have
approved a change to [the drug’s] label, we will not
conclude that it was impossible for [the
manufacturer] to comply with both federal and state
requirements.’" Mensing, JA414 (quoting Wyeth, 129
S.Ct. at 1198; alterations in original); Demahy,
JA555-56 ("What the FDA might have done once
Actavis suggested these changes is immaterial to the
imposition of liability; Levine makes plain that
uncertainty about the FDA’s response makes federal
preemption less likely."). The appellate courts thus
held that "[t]o support preemption the generic
defendants must show the likelihood of FDA
inaction." Mensing, JA414-15 (emphasis original);
Demahy, JA556.
There are two problems with that assertion.
First, Wyeth compels the opposite result here. In
that case, the Court’s CBE holding meant that the
brand manufacturer unilaterally could have altered
its product warnings in the first instance. 129 S. Ct.
at 1198 ("[T]he CBE regulation permitted [Wyeth] to
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provide such a warning before receiving the FDA’s
approval"). That effectively obviated the causation
question embedded in these cases, because it meant
the brand manufacturer’s new warnings could have
reached consumers without FDA action and thus
that the manufacturer could comply simultaneously
with both its state and federal duties. While the
brand manufacturer in Wyeth nonetheless speculated
that FDA might have rescinded a CBE change, it
was perfectly natural for this Court to place the
burden of proof on the party advancing speculative
claims about a change in the status quo--there, the
brand manufacturer. Id. at 1198-99.
In these cases, however, petitioners could not
have delivered new warnings to consumers without
FDA action. Thus, consistent with Wyeth’s allocation
of burdens, respondents properly bear the burden of
proving a speculative claim about FDA’s potential
reaction to a hypothetical labeling-change request.
Indeed, given that causation is an essential element
of the plaintiffs case-in-chief, it would make no sense
to place the burden of disproving this critical element
on the defendant.
Perhaps more important, the appellate courts
focused on the wrong question. Allocating the
burden of proof for showing preemption at the
pretrial phase does not fix the causation problem in
this context, because the eventual trial of a "taking
steps" claim necessarily depends on speculation
about what a federal agency would have done in
hypothetical proceedings. But as Arkla recognized,
the trial of such state-law claims unavoidably usurps
the federal agency’s exclusive authority. See, e.g.,
Arkla, 453 U.S. at 578-82.
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That well-settled principle controls here, and
Arkla is directly on point. In Arkla, plaintiff Hall
contracted to sell natural gas to Arkla at a specified
rate, but the parties’ contract also included a "most
favored nation" clause: If Arkla purchased gas from
another entity at a higher price, Hall also would
receive the higher price. Id. at 573. The Federal
Power Commission ("FPC") signed off on the rate
specified in the parties’ contract, id. at 574, and
Arkla later paid a higher rate to a third party. Arkla
did not, however, increase its payments to Hall, who
responded by filing a traditional state-law breach-ofcontract action. The Louisiana Supreme Court
ultimately awarded Hall damages equal to the
difference between the rate specified in his Arkla
contract and the price Arkla paid the third party. Id.
at 574.
This Court reversed, holding that Hall’s breachof-contract claims were preempted. Id. at 578-579.
As the Court explained, federal law prohibited
parties from charging gas rates that were not preapproved by FPC, so the plaintiffs claim and the
state court’s verdict necessarily presumed that FPC
would have approved the rates effectively awarded to
Hall as damages. Id. at 580-581. Yet "the
Commission alone is empowered to make that
judgment, and until it has done so, no rate other
than the one on file may be charged." Id. at 581. By
thus awarding Hall damages based on speculation
about how FPC might have exercised its authority in
hypothetical proceedings, the court had "usurped a
function that Congress has assigned to a federal
regulatory body." Id. at 582; see also Nantahala, 476
U.S. at 963-964; Kalo Brick, 450 U.S. at 324-27.
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That is precisely the case here. Because federal
law explicitly prohibits ANDA holders from
modifying their warnings without FDA pre-approval
(whether through the PAS procedure or otherwise), a
state-law verdict predicated on a "taking steps"
theory necessarily would presume FDA’s approval of
the proposed new warning. Yet as set forth above, it
is FDA’s prerogative--and FDA’s prerogative alone-to make that decision.
B. Litigating Such Claims Would Draw FDA
Into Nationwide Litigation And Thereby
Undermine Its Public-Health Mission.
Moreover, actually litigating the question of how
FDA might have responded to a hypothetical request
would impose extraordinary burdens on the Agency,
to the detriment of its public-health mission-burdens that simply were not implicated in Wyeth
given the Court’s holding that brand manufacturers
may use the CBE procedure to augment their
warnings unilaterally. See Wyeth, 129 S. Ct. at 1199.
As the government previously explained to this
Court, litigating how FDA would have responded to a
hypothetical request necessarily requires access to
the record before the Agency at the time the request
allegedly should have been made. See, e.g.,
Transcript of Record at 25, Warner-Lambert (No. 061498), 2008 WL 495030 [the "Warner-Lambert Tr."]
("[I]f you were going to seriously litigate the
question, you would have to know--in order to put
this in context, to determine things like withholding
and materiality--you’d have to know everything that
FDA had before it, what FDA thought was required
as part of that process."). But neither personal-
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injury plaintiffs nor generic defendants have access
to that record. Only FDA has that information.
Accordingly, the parties in hypothetical "taking
steps" cases would have to subpoena FDA’s records,
ensnarling Agency officials with discovery in
hundreds--perhaps thousands--of cases around the
country. It is hard to overstate the burden that
would impose on FDA or its interference with the
Agency’s public-health mission. See, e.g., WarnerLambert Federal Br. at 22-23 ("In one recent
products liability class action, Walson v. Merck &
Co., No. 3:04-cv-00027-GPM-DGW (S.D. Ill.), FDA
devoted approximately 1,300 employee hours to
producing approximately 40,000 pages of documents
in response to a third-party subpoena. Private
litigation such as this would divert FDA’s resources
and create a substantial potential tbr distorting its
mission."); see also Br. for the United States As
Amicus Curiae in Support of Petitioner at 10-11,
Buckman (No. 98-1768), 2000 WL 1364441 [the
"Buckman Federal Br."] (noting that such claims
"invite highly intrusive discovery" and "therefore
pose a real danger of diverting FDA’s resources from
the important health mission that Congress has
assigned to it and of distorting FDA’s internal
decision-making process"). Not surprisingly, FDA
has contested such discovery in the past, though with
mixed results. See, e.g., Warner-Lambert Federal Br.
at 22-23.
Moreover, the record alone--assuming it could be
pried from FDA’s hands, and notwithstanding the
confidentiality concerns the NDA holder might
raise-cannot itself prove how FDA would have
responded to a hypothetical submission at a
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hypothetical point in time. Only FDA’s personnel
can speak to that question. So as the government
again has explained to this Court, litigants will
subpoena FDA officials to testify, diverting them
from their federal responsibilities in order to
bombard them with hypothetical questions. Id. at
21-22 ("Parties would likely seek ... discovery
concerning the agency’s internal deliberations,
including agency officials’ states of mind and the
courses of action they might have taken under
various hypothetical scenarios."); Warner-Lambert
Tr. at 25 ("You would then have to, I suppose, depose
FDA witnesses as to what ... decisions they might
have made in hypothetical circumstances.").
Needless to say, the government has strongly
resisted demands that public-health officials testify
in private litigation. See, e.g., Mot. to Quash
Deposition Subpoenas at 11, In re Viropharma, Inc.
Sec. Litig., No. 202CV01627 (E.D. Pa. Mar. 9, 2004),
2004 WL 5618403 ("With a limited staff and budget,
FDA could not continue to fulfill its mandate, per 21
U.S.C. § 393(b), to regulate the nation’s supply of
food, drugs, and medical devices while providing
experts and witnesses for the myriad of private
lawsuits involving one or more FDA-regulated
products. Simply put, if private litigants could freely
compel the attendance and testimony of FDA
employees in litigation, FDA’s mission of protecting
the public from unsafe and ineffective products
would inevitably be compromised by the diversion of
its employees from their official duties."); Br. for the
United States as Amicus Curiae, Strong v. American
Cyanamid Co., No. $C 88890 (Mo. Feb. 5, 2008), at
26 ("FDA officials are not at a private litigant’s beck
and call to testify."); see also Moore v. Armour
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Pharm. Co., 927 F.3d 1194, 1197-98 (11th Cir. 1991)
(affirming order quashing subpoena and explaining
that "plaintiffs’ interest in getting the deposition of
Dr. Evatt simply cannot compare to the
government’s interest in maximizing the use of its
limited resources in dealing with a national health
crisis. Each day that Dr. Evatt and other doctors
employed by the CDC spend giving deposition
testimony is a day they are kept from doing research
that might save numerous lives.").
That of course explains why the government
consistently has opposed allowing plaintiffs to
pursue these kinds of claims in past. cases. WarnerLambert Federal Br. at 7-8 ("Speculation by factfinders about what FDA would have done in
hypothetical circumstances invades the province of
the agency. Moreover, a legal standard that turned
on such speculation would inevitably lead parties to
request burdensome and intrusive discovery from
FDA concerning its approval of a drug, and thereby
divert the agency from its core public health
mission."); Buckman Federal Br. at 29 ("The prospect
of such intrusive inquiries and attendant litigation
would pose a significant potential for diverting FDA’s
resources from the important health mission that
Congress has assigned to it and for distorting FDA’s
internal decisionmaking processes."). And it well
illustrates why such claims should not be allowed to
proceed here.
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C. The Prospect Of "Taking Steps" Liability
Would Undermine FDA’s Ability To
Administer The Regulatory Scheme By
Causing ANDA Holders To Flood The
Agency With Submissions.
Separate and apart from the distracting litigation
burden these claims would impose on FDA, such
claims would undermine FDA’s ability to administer
the regulatory scheme in other respects. As set forth
above, FDA’s regulations establish fundamentally
distinct postmarketing requirements for brand
manufacturers and generic manufacturers based on
the recognition that generic manufacturers by design
lack the information necessary to craft post-approval
warning revisions. See supra 18-19. The prospect of
break-the-bank tort litigation predicated on a "taking
steps" theory, however, inevitably would disrupt this
careful balance and undermine FDA’s administration
of the regulatory regime. After all, the possibility of
state liability for failing to exceed the federal
requirements would "cause applicants to fear that
their disclosures to the FDA, although deemed
appropriate by the Administration, will later be
judged insufficient in state court. Applicants would
then have an incentive to submit a deluge of
information that the Administration neither wants
nor needs, resulting in additional burdens on the
FDA." Buckman, 531 U.S. at 351.16
1~ Furthermore, claims based on allegations that ANDA holders
failed to make required regulatory submissions would run
directly counter to the Act’s express prohibition against private
rights of action grounded on such alleged violations. See 21
U.S.C. § 337(a).
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Indeed, the submissions contemplated here would
be both less useful and more burdensome than the
ones Buckman feared. Even though generic
companies do not acquire the data necessary to
frame and substantiate a labeling change request,
the threat of potential liability will create powerful
incentives for generic companies to submit
something--anything--to FDA after receiving even a
single adverse event report, simply so that they can
tout that submission as a defense in possible state
tort litigation.
Such thinly supported submissions--potentially
from dozens of companies, rather than from a single
NDA holder with access to the universe of relevant
data--would inundate FDA. As the government’s
CVSG brief made clear, FDA cannot ignore those
submissions. Instead, the Agency’s informal (and,
until now, rarely invoked) procedures for handling
such submissions would require FDA to initiate a
high-priority and resource-taxing consultation
process.
CVSG Br. at 16 ("[I]ntra-agency
consultations regarding ANDAs with possible serious
safety concerns are assigned the highest priority.")
(quotation omitted).
And while FDA is bogged down processing an
unprecedented deluge of likely meritless labelingchange requests from companies seeking to deflect
state-law liability, "the comparatively speedy
[ANDA] process could encounter delays, which
would, in turn, impede competition among predicate
[drugs] and delay health care professionals’ ability to
prescribe [these products]." Buckman, 531 U.S. at
351; see also Kobar v. Novartis Corp., 378 F. Supp. 2d
1166, 1173-74 (D. Ariz. 2005) (analogizing the
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§ 510(k) process in Buckman to the drug-approval
process, and explaining that Buckman’s concern with
"the dilatory effect of encouraging manufacturers to
submit a ’deluge’ of information to the FDA, appl[ies]
with equal, if not greater force, to the context of the
drug approval process. As with medical devices, the
public suffers when the FDA approval process is
unnecessarily prolonged. As with medical devices,
the public is adversely impacted when
manufacturers are discouraged from seeking FDA
approval of products out of fear of the inherent
difficulty of complying with the 50 States’ tort
regimes. As with medical devices, when the costs of
development and FDA approval increase, so does the
ultimate price of the product.") (quotation omitted).
Given that the whole point of the Hatch-Waxman
Act was to expedite generic approvals and reduce
pharmaceutical costs, Andrx, 256 F.3d at 809; Barr
Labs., 930 F.2d at 76; Glaxo, 110 F.3d at 1568, such
"taking steps" claims would--like the claims in
Buckman--"exert an extraneous pull on the scheme
established by Congress, and [are] therefore preempted by that scheme." Id. at 353.
CONCLUSION
The judgments should be reversed.
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