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STATEMENT OF THE FEDERAL PREEMPTION ISSUE

The issue of federal preemption presented for appeal in this Court is

properly framed as follows:

Was the district court correct in holding that Colacicco's claims are

preempted on the ground that the Pennsylvania legal standard on which Colacicco

relies conflict with the federal statutory and regulatory standard under which FDA

approved the Paxil labeling in effect at the time Lois Colacicco committed suicide?

Colacicco alleged that the suicide of his wife, Lois Colacicco, was

proximately caused by the failure by Apotex and GSK, or eitherof them, to warn

of an "increased risk" of suicide associated with the prescription drug Paxil®

(paroxetine HC1) ("Paxil"). A94 (Original Complaint ("Orig. Compl.") ¶ 80)

(failure to warn that "Paxil® causes an increased risk of... suicidality in some

adults"); A417 (Amended Complaint ("Am. Compl.") ¶ 19) (failure to warn that

"depressed patients taking Paxil alone could develop.., suicidality"); I Brief of

Appellant Joseph Colacicco (Sept. 21, 2006) ("Colacicco Brief'), at 3 ("increased

risk of suicidal@ associated with Paxil").

i Colacicco's original complaint, filed on October 21, 2005, was amended on

March 24, 2006. His amended complaint, however, merely incorporates by

reference those allegations in the original complaint that were not amended. Thus,

it is necessary to consult both Colacicco's original complaint and his amended

complaint.



The prescribing information for physicians (or "labeling") for Paxil in effect

at the time Lois Colacicco committed suicide, 2 contained a warning that "[t]he

possibility of a suicide attempt is inherent in major depressive disorder and may

persist until significant remission occurs," and a recommendation for "It]lose

supervision of high-risk patients."

The U.S. Food & Drug Administration ("FDA") approved this warning in

the Paxil labeling as "adequate" under 21 U.S.C. §352(f)(2) (labeling must bear

"adequate warnings"), 3 see 21 C.F.R. § 314.104(b) (approval conditioned on using

the FDA-approved labeling "exactly as directed") (emphasis added); id. at §

314.150(b)(10) (FDA may withdraw approval of a generic drug if its labeling "is

no longer consistent with the listed drug referred to in the abbreviated new drug

application"); (Letter from Russell Katz, M.D., of FDA, to GSK (Oct. 2, 2002))

(final printed labeling for Paxil "must be identical to the submitted labeling text)

(emphasis added). 4

2 The Paxil labeling in effect at the time of Lois Colacicco's suicide is attached to

Colacicco's Amended Complaint as Exhibit "A," see A425-A458, and as such, is

part of the pleadings. Fed. R. Civ. P. 10(c).

3 The Addendum to this brief contains the relevant portions of the sections of the

Food Drug & Cosmetic Act, and FDA's regulations, that are cited in this brief.

4 Dr. Katz's letter is attached as Exhibit "1" to this brief and is available to the

public at http://www.fda.gov/cder/foi/appletter/2002/20031 se8-0351tr.pdf (last

visited Nov. 21, 2006). Pension Benefit Guar. Corp. v. tVhite Consol. Indus., Inc.,

998 F.2d 1192, 1197 (3d Cir. 1993) (in deciding Rule 12(b)(6) motion to dismiss,



Colacicco's contention is that this warning was "inadequate" under

Pennsylvania law, see A90 (Orig. Compl. 1 50) (labeling "was inadequate to

warn"); A99 (id. 11 102) (same); A101 (id. 1 11 l(b)) (same); and the failure to

provide an "adequate" warning was the proximate cause of Lois Colacicco's

suicide. Colacicco Brief at 18 (Colacicco's claims "inherently involve proof of

'causation'").

STATEMENT OF THE CASE

A. • Colacicco 's Allegations Regarding Lois Colacicco's Suicide

Colacicco states that his wife, Lois Colacicco, was diagnosed with breast

cancer in March 2003, when she was 55 years of age. A90 (Orig. Compl. 11 51,

56.) She underwent surgery and four months of chemotherapy. A90 (ld. 11 57-

58.) In early October 2003, at a chemotherapy appointment, she complained of

depression to her oncologist, who prescribed either Paxil or a "generic"

formulation of Paxil sold under the name "paroxetine." A91 (ld. 1 59.) 5 As the

district court noted, "it is undisputed that she actually took the generic version."

A5 (Colacicco v. Apotex, Inc., Slip Op. at *3 n.2.) On October 28, 2003, Lois

Colaeicco committed suicide. A91 (Orig. Compl. 1 65.) Her suicide was seven

court may take judicial notice of public records of administrative agencies that are

available to the public).

5 See discussion of names of prescription listed drugs and their generic equivalents

infra at pages 16-17.



months after shewas diagnosedwith breast cancerand commencedtherapy.

(Id. ¶¶ 57-58.)

59.)

A90

Shehad been taking paroxetine for less than a month. A91 (ld. ¶

B. Colacicco's Allegations Regarding Paxil's Labeling

Colacicco alleged that his wife's suicide was proximately caused by the

failure of GSK and Apotex, or either of them, to warn Lois Colacicco "and her

physician of the increased risk of suicidality associated with Paxil." Colacicco

Brief at 3.

Colacicco attached to his Amended Complaint as Exhibit "A" the

prescribing information or "labeling" for Paxil that was in effect at the time Lois

Colacicco was prescribed Paxil or paroxetine to treat her depression. A416 (Am.

Compl. ¶ 17.) According to Colacicco, the labeling attached to his Amended

Complaint as an exhibit "represented the entirety of the drug's prescribing

information available to any physician at that time." ld.

As Colacicco alleged, the labeling for Apotex's generic paroxetine was

identical to that of Paxil. A88 (Orig. Compl. ¶ 46.) The district court found that

Apotex "was required to use verbatim the language of Defendant GSK's warning

labeling." A35 (Colacicco Slip Op. at *33) (emphasis in original); see 21 U.S.C. §

355(j)(2)(A)(v) (requiring generic drug applicant to show "that the labeling



proposed for [the generic] drug is the same as the labeling approved for the listed

drug," except for information relating to the name of the manufacturer).

In ¶ 20 of his Amended Complaint, Colacicco quotes a portion of the suicide

warning contained in the prescribing information for Paxil. That warning in its

entirety, as shown in Exhibit "A" to the Amended Complaint, is as follows:

PRECAUTIONS

[Precautions concerning "Mania/Hypomania" and "Seizures" are

omitted.]

Suicide: The possibility of a suicide attempt is inherent in major

depressive disorder and may persist until significant remission occurs.

Close supervision of high-risk patients should accompany initial drug

therapy. Prescriptions for PAXIL should be written for the smallest

quantity of tablets consistent with good patient management, in order

to reduce the risk of overdose.

Because ofwell-est'ablished comorbidity between major

depressive disorder and other psychiatric disorders, the same

precautions observed when treating patients with major depressive

disorder should be observed when treating patients with other

psychiatric disorders.

A436 (Am. Compl., Ex. "A") (emphasis of PRECAUTIONS and Suicide in

original).

Colacicco's allegation that the warning with respect to suicide quoted above

is inadequate is as follows:

The foregoing language falsely omitted any mention of the fact that

GSK knew suicide to be not only "inherent in major depressive

disorder" but clinically more likely in patients taking Paxil than in

those taking placebo. Notwithstanding that this section of the labeling



was the most obvious and appropriate place to include the risk of
akathisia and suicide related to the drug, that information was not
conveyed.

A417-A418 (Am. Compl. ¶ 21.)

BecauseColacicco affirmatively allegesthat the PRECAUTIONS section

of the prescribing information was "the most obvious and appropriate place to

include the risk of akathisia6and suicide related to the drug," id., it follows that he

makes no complaint with respect to the placement in the prescribing information of

the precaution related to Suicide.

The gravamen of Colacicco's complaint _ibout the Paxil labeling, as it stood

at the time his wife was prescribed Paxil, appears to be that the labeling did not

state that Paxil (allegedly) itself increased the risk of suicide. See A90 (Orig.

Compl. ¶ 50) ("increased risk"); Colacicco Brief at 3 ("increased risk").

There is no dispute, however, that at the relevant times the labeling for Paxil

wamed of the "possibility of a suicide attempt" and recommended "It]lose

supervision of high-risk patients." A425-A428 (Am. Compl., Ex. "A.")

Based on these allegations about the prescribing information for Paxil,

Colacicco claims that GSK failed to give "adequate" warnings for Paxil. A90

(Orig. Compl. ¶ 50) (the labeling that accompanied Paxil "was inadequate to

warn"); A99 (id. ¶ 102) (GSK owed duty under state law "to adequately warn");

6 "Akathisia" is characterized by psychomotor agitation such as an inability to

remain still.



A101 (id. ¶ 11l(b)) (GSK failed "to supply adequate warnings with Paxil®")

(emphasis added). Similar claims are made against Apotex because its labeling

was identical (by FDA's mandate) to that used with Paxil. See id.

C. FDA's Statutory Authority To Approve And Control Prescription

Drug Labeling.

(i) FDA's Public Health Mission.

FDA has statutory authority under the Federal Food Drug & Cosmetic Act,

21 U.S.C. § 301, et seq. (the "FDCA"), to ensure that drugs are safe and effective

for use under the conditions stated in their approved labeling. 21 U.S.C. §§ 355(a),

(d) (prohibiting distribution of any new drug without FDA approval of an

application showing the drug to be safe and effective), 7 see United States v. Lane

Labs-USA Inc., 427 F.3d 219, 222 (3d Cir. 2005) (affirming an injunction against

distribution of unapproved drugs).

FDA is a science-based public health agency. In 1997, Congress amended

the FDCA to state explicitly FDA's mission as follows:

Mission

The Administration [i.e., FDA] shall -

7 The requirement for FDA approval applies only to a "new drug," as defined in

21 U.S.C. § 321(p). Most prescription drugs, including Paxil and generic versions

of Paxil, are "new drugs." Since the distinction between a new drug and other

drugs is not directly relevant to this appeal, in this briefApotex and GSK will use

the simple term "drug."



(1) promote the public health by promptly and efficiently reviewing

• clinical research and taking appropriate action on the marketing of

regulated products in a timely manner;

(2) with respect to such products, protect the public health by ensuring
that -

[(A), relating to foods, is omitted]

(B) human and veterinary drugs are safe and effective.

21 U.S.C. § 393(b) (added by the FDA Modernization Act, Pub. L. 105-115, Title

IV, § 406, 111 Stat. 2369 (Nov. 2i, 1997)); see Buckman Co. v. Plaintiffs' Legal

Comm., 531 U.S. 341,349 (2001) (noting FDA's "difficult (and often competing)

objectives," and the "somewhat delicate balance of statutory objectives"

committed to FDA's responsibility).

In the prescription drug context, FDA's statutory responsibilities are best

characterized as ensuring that physicians and other health care professionals have

accurate and science-based information on which to prescribe those drugs that

FDA has approved as safe and effective for their intended uses. FDA's

determination in this regard is made under the statutory standards Congress put

into place in the ground-breaking 1962 Harris-Kefauver Amendments Drug

Amendments, Pub. L. No. 87-781 (Oct. 10, 1962) (codified as amended in



scatteredsections of 21 U.S.C.) (hereinafter the "1962 Amendments"), to the

FDCA. s

• (ii) The Statutory Sources Of FDA's Authority Over Prescription Drug

Labeling.

The FDA-approved labeling of a prescription drug is the "primary

mechanism" used by FDA to communicate safety information to physicians:

The part of a prescription drug product's approved labeling directed to

health care practitioners (also known as its "package insert,"

"direction circular," or "package circular") is the primary mechanism

through which FDA and drug manufacturers communicate essential,

science-basedprescribing information to health care professionals.

This part of approved labeling is a compilation of information based

on a thorough analysis of the new drug application (NDA) or

biologics license application (BLA) submitted by the applicant.

FDA, Requirements on Content & Format of Labeling for Human Prescription

Drug Products, Proposed Rule, 65 Fed. Reg. 81082 (Dec. 22, 2000) (emphasis

added). 9

s See generally Weinberger v. Hynson, Westcott &Dunning, Inc., 412 U.S. 609,

612-14 (1973) (summarizing changes made by 1962 Amendments). The 1962

Amendments came about in large part in response to the tragedy of the drug

thalidomide in Europe, which was largely averted in the United States because of

the courageous work of an FDA medical reviewer, Frances Kelsey, M.D. Despite

pressure to approve thalidomide in the U.S., she refused to do so because of her

medical concerns about its safety. PHILIP J. HILTS, PROTECTING AMERICA'S

HEALTH: THE FDA, BUSINESS, & ONE HUNDRED YEARS OF REGULATION 152-54

(2003). Relevant excerpts from the 1962 Amendments are included in the
Addendum.

9 "Labeling," as defined by 21 U.S.C. § 321(m), and by FDA's regulations, 21

C.F.R. § 202.1, includes not just the prescribing information, but also any textual



FDA, in adopting in early 2006 the final rule resulting from the 2000

proposed rulemaking quoted above, reiterated that the labeling of a prescription

drug is the "centerpiece of risk management" for prescription drugs and that the

labeling "reflects thorough FDA review of the pertinent scientific evidence and

communicates to health care practitioners the agency's formal, authoritative

conclusions regarding the conditions under which the product can be used safely

and effectively." FDA, Requirements on Content & Format of Labeling for

Human Prescription & Biological Products, Final Rule, 71 Fed. Reg. 3922, 3934

(Jan. 24, 2006) (emphasis added).

New drugs, such as Paxil, cannot be commercially marketed in the United

States without FDA review and approval. To obtain FDA approval, a

manufacturer is required to submit a New Drug Application ("NDA"), 21 U.S.C.

§§ 355, 393(b)(2)(B). The NDA must contain, among other things, "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," id. at § 355(b)(1)(A), as well as

"specimeris of the labeling proposed to be used for such drug." ld. at §

material "accompanying" the drug, such as, e.g., advertisements in medical

journals. See Kordel v. United States, 335 U.S. 345, 350 (1948) (medical literature

sent separately from drug constitutes labeling of the drug; "lilt is the textual

relationship that is important"). Thus, the prescribing information for a

prescription drug is part of the FDA-approved labeling of that drug.
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355(b)(1)(F). FDA's regulations that implement these statutory requirements are

specific, detailed, and lengthy. 21 C.F.R. § 314.50 et seq.

FDA's authority over, and control of, prescription drug labeling stems from

several FDCA provisions:

• First, FDA is required to deny approval of an NDA for a drug if the NDA is

unsupported by "adequate tests.., to show whether or not such drug is safe

for use under the conditions prescribed, recommended, or suggested in the

proposed labeling thereof." 21 U.S.C. § 355(d)(1) (emphasis added). After

approval of the drug, FDA may withdraw that apioroval if there is new

information showing that the drug will not have "the effect it purports or is

representedto have.., in the labeling thereof." Id. at § 355(e)(3) (emphasis

added). The distribution of an unapproved drug in violation of §355 is

prohibited by 21 U.S.C. § 331(d), and the United States is authorized to seek

an injunction "to restrain violations of section 331."t° In addition, FDA may

seize an unapproved drug, id. at § 334, and the distribution of an unapproved

drug is a federal crime, ld. at § 333.

• Second, a prescription drug is "misbranded" if its labeling is false or

misleading in any particular (21 U.S.C. § 352(a)), lacks "adequate

l0 Congress in the FDCA explicitly prohibited private rights of action to enforce

that statute. 21 U.S.C. § 337(a) (all enforcement proceedings "shall be by and in

the name of the United States").
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information for use" (21 U.S.C. § 352(0(1); 21 C.F.R. § 201.10(c)(1)), or

omits material facts (21 U.S.C. § 321(n)). Therefore, departing from the

FDA-approved prescribing information, failing to include a scientifically

valid warning FDA believes is necessary, or including warning information

not based on reliable scientific evidence of known risks, will cause the drug

labeling to be deemed "false and misleading," and lacking "adequate

directions for use" and misbranded • in violation of the FDCA. 21 U.S.C.

§§ 352(a), 352(0. The FDCA prohibits the distribution ofmisbranded

drugs. 21 U.S.C. §§ 331(a), 331(b), & 331(k). IfFDA believes a drug is

misbranded, the Agency, through the Department of Justice, is authorized to

seek an in rein forfeiture action, an injunction, and/or criminal prosecution

of the drug's manufacturer or responsible persons. See 21 U.S.C. §§ 332,

333, 334(a), & 337(a). FDA may also seek to withdraw the approval of the

NDA. See 21 C.F.R. § 314.150.

This Court's recent decision in Lane Labs is a good illustration of FDA's

enforcement authority. That case involved distribution of an unapproved drug that

defendants promoted for the treatment of cancer. 427 F.3d at 220. The

government, acting on FDA's behalf, sought an injunction and alleged that the

drugs were both unapproved and misbranded. Id. at 222. The district court

granted summary judgment in favor of FDA, and this Court affirmed. (The only
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issue on appealwas whether the district court had authority to require defendants

to pay restitution to consumers - a question this Court answered in the

affirmative.)

FDA has stated formally that it will use the remedies at its disposal -

including criminal prosecution -to prevent the distribution of misbranded drugs.

FDA, Decision in Washington Legal Found. v. Henney, 65 Fed. Reg. 14286, 14287

(Mar. 16, 2000) (noting that a misbranded drug may be seized, and "the

government may seek an injunction against, or criminalprosecution of, those

responsible for introducing such a product into commerce") (emphasis added).

(iii) Changes To Approved Drug Labeling Requires FDA

Approval.

A sponsor of an approved application for a prescription drug is permitted to

change the labeling, with FDA's approval, by filing a "supplement" to the

approved NDA, or by reporting the change in an annual report to FDA. The

relevant regulation, 21 C.F.R. § 314.70, as in effect in October 2003, provided for

three types of changes in the manufacturing or labeling of approved drugs: the first

type consists of major changes under § 314.70(b) that require FDA's "approval

before the change is made." Id. The second type are moderate changes under §

314.70(c) that may be made "before FDA approval." Id. Finally, minor changes

under § 314.70(d) need only be reported to FDA in an annual report.
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As in effect in October 2003, § 314.70(c), on which Colacicco relies, read in

relevant part as follows:

Supplements for changes that may be made before FDA approval

An applicant shall submit a supplement [to its application for approval

of a drug] at the time the applicant makes any kind of change listed

below in the conditions in an approved application .... A

supplement under this paragraph is required to give a full explanation

of the basis for the change, identify the date on which the change is

made, and, if the change concerns labeling, include 12 copies of final

printed labeling .... The supplement and itsmailing cover should be

plainly marked: "Special Supplement- Changes Being Effected."

[subsection (1) omitted]

(2) Changes in labeling to accomplish any of the following:

(i) To add or strengthen a contraindication, warning,

precaution, or adverse reaction.

21 C.F.R. § 314.70(c) (emphasis added). II The supplement permitted by this

subsection is otten called a "changes being effected" supplement, or simply a

"CBE."

As the title of this section stated - "Supplements for changes that may be

made before FDA approval" - a CBE permitted by this regulation still is subject

to FDA approval.

I I In his Brief, Colacicco consistently cites and quotes the current version of §

314.70(c)..E.g., Colacicco Brief at 15. The regulation as in effect in October

2003, however, was different. The applicable regulation is that in effect at the

time. Both the current version of § 314.70, and the version in effect in October

2003, are included in the Addendum to this Brief.
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Changesin the labeling made under this subsectionarenot somehowexempt

from FDA's regulatory authority over drug warnings. It is only a matter of timing,

not substance;FDA reviews such changes after, not before the change is made.

But FDA's authority remains the same. It must approve the change, or else the

change must be modified or eliminated. See id.

(iv) "Listed" Drugs And "Generic" Drugs.

It is undisputed that Lois Colacicco took a generic form ofparoxetine

manufactured and sold by Apotex. Congress, in the 1984 Hatch-Waxman

Amendments to the FDCA, Pub. L. No. 98-417, 98 Stat. 1585 (Sept. 24, 1984)

(codified in relevant part at 21 U.S.C. § 355), established a procedure for FDA to

approve generic drugs based on an "abbreviated" application that "refers to" the

full safety and effectiveness data contained in the approved application for a

"listed" drug. See generally A10-A11 (Colacicco Slip Op. at *8-9).

A drug approved on the basis of full safety and effectiveness data is called

the "listed" drug, because it is listed in FDA's published list of approved drugs,

which FDA is required to publish by 21 U.S.C. § 355(j)(7); see id. at §

355(j)(2)(A)(i) (definition of"listed" drug). This publication is usually called the

"Orange Book," after the color of its cover. A listed drug is sometimes referred to

as an "innovator" or "pioneer" drug. In this case, Paxil is the subject of an
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approved application, sponsored by GSK, that contained full safety and

effectiveness data. Therefore, Paxil is the "listed" drug.

The generic paroxetine taken by Lois Colacicco was approved by FDA on

July 30, 2003, A88 (Orig. Compl. ¶ 45), on the basis of an abbreviated application

(sponsored by Apotex), which referred to the safety and effectiveness data GSK

submitted for the listed drug Paxil. 12

In the Hatch-Waxman Amendments, Congress required that the sponsor of

an abbreviated application show FDA that the labeling of the drug would be "the

same as the labeling approved for the listed drug." 21 U.S.C. § 355(j)(2)(A)(v).

By way of explanation, most prescription drugs that contain only a single

active ingredient (such as Paxil) have two separate names: an "established" name

assigned by FDA, 21 U.S.C. § 352(e)(3) (definition of "established name"), and a

proprietary name. 13 A drug is misbranded if its labeling fails to bear the

established name. 21 U.S.C § 352(e)(1)(A)(i). The established name for Paxil is

"paroxetine."

_2 There are circumstances, though not relevant to this case, where a drug

approved on the basis of an abbreviated application may be a listed drug - for

example, where FDA grants a petition to change a dosage form, or where the

approved application for the original listed drug has been withdrawn for reasons

not involving safety or effectiveness.

,3 Drugs also have chemical names, which are included in the FDA-approved

labeling but which are usually too cumbersome for ordinary use.
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Most drugs that are (or were at one time) protected by patent also have a

proprietary name, which is owned by the company that is the "sponsor" of the

application to FDA for approval of the drug. Here, the proprietary name is "PaXil,"

which is owned by GSK, the sponsor of the original approved application for Paxil.

FDA's regulations require that in drug labeling the proprietary name in most cases

must be immediately followed by the established name - for example, "Paxil®

(paroxetine HCI)." 21 C.F.R. § 201.10(g)(1).

Most drugs approved by FDA on the basis of an abbreviated application are

sold under the established name without any proprietary name - such as the

generic paroxetine taken by Lois Colacicco in this case.

D. Proceedings Below

In the district court, Apotex and GSK sought dismissal for failure to state a

claim, pursuant to Fed. R. Civ. P. 12(b)(6), on several grounds, including that

Colacicco's complaint was preempted by the Supremacy Clause. U.S. Const. art.

VI, el. 2 ("The Constitution, and the laws of the United States which shall be made

in pursuance thereof.., shall be the supreme law of the land, and the judges in

every state shall be bound thereby, anything in the constitution or laws of any state

to the contrary notwithstanding."). A12-A36 (Colacicco Slip Op. at *10-34.)

Specifically, Apotex and GSK argued that they were both required" by

federal law to accompany Paxil with the suicide precaution quoted above, and that
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to do otherwise could have subjected them to prosecution for distributing a

"misbranded" drug. Apotex further argued that permitting Colacicco's claim

against it would undermine the congressional objectives of the Hatch-Waxman

Amendments.

The district court sua sponte requested that FDA submit an amicus brief

expressing its views on the preemption issue. In response, the United States, on

behalf of FDA, submitted a brief in which it argued that Colacicco's claims

conflicted with the federal statutory system for regulating prescription drugs,

including Paxil, and were therefore preempted. A566-A594 (Brief for Amicus

Curiae United States (May 10, 2006) (hereinafter "FDA Amicus Brief")).

The district court issued its decision o h May 25, 2006. It held as follows:

The threshold issue presented by these motions is preemption -

whether regulations of a federal agency, promulgated pursuant to a

federal statute, and implementing that statute, require the Court to

dismiss this products liability suit based on common law tort

principles alleging that inadequate, labeling of a prescription drug led
to the suicide of Plaintiff's wife.

The answer is "yes" - when Congress passed the Federal Food,

Drug & Cosmetic Act [citation omitted], the law which gives the

[FDA] control over the regulation of the prescription drug industry, it

vested FDA with authority to regulate the specifics of drug labeling,

making important judgments of what is required for the consuming

public, what new drugs may appear in the marketplace, and what

warnings their instructions and labeling must carry.

A3 (Colacicco Slip Op. at *1) (emphasis added).
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In addition, the district court would have dismissed the claims against GSK

on state law grounds, A45 (Id. at '43), and (also on state law grounds) it would

have dismissed all of the claims against Apotex except negligence claims. A63

(Id. at "61.)

Colacicco then took an appeal to this Court.

STANDARD OF REVIEW

"This Court... exercises plenary review over a district court's preemption

determination, as it is a question of law." Horn v. Thoratech Corp., 376 F.3d 163,

166 (3d Cir. 2004). This Court's review of a dismissal of a complaint for failure to

state a claim under Fed. R. Civ. P. 12(b)(6) is also plenary. Taliferro v. Darby

Twp. ZoningBd., 458 F.3d 181,188 (3d Cir. 2006).

SUMMARY OF ARGUMENT

I. The district court was correct in holding that Colacicco's claims are

preempted. In his complaint, Colacicco makes a specific challenge under state law

to the suicide precaution in the FDA-approved labeling for Paxil and its generic

equivalent. The suicide precaution in the Paxil labeling at the time of Lois

Colacicco's suicide explicitly advised physicians about the risk of suicide in

depressed patients. Colacicco claims this precaution should have stated instead

that Paxil is "associated" with an increased risk of suicide. His state law-based
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contention is that Lois Colacicco would not have committed suicide "but for" the

lack of the precaution Colacicco claims should have appearedin the Paxil labeling.

FDA, however, approved the Paxil labeling under its regulation that required

GSK and Apotex to usethe labeling "exactly" as written. The approval letter to

GSK (Exhibit 1 to this Brief) instructed GSK to use labeling "identical" to that

approved. The relevant statute,and FDA's implementing regulations, required

Apotex to usethe samelabeling for its generic form of Paxil. Thus, Colacicco

seeksto impose an obligation on GSK and Apotex under statelaw that is flatly

inconsistent with their obligations under federal law.

Colacicco seeksto avoid this conflict by relying on FDA's CBE regulation

(21 C.F.R. § 314.70(c)), which allows awarning to be addedor strengthened

before FDA approves the change. FDA, however, still must approve the change

after it is made. The stakes are high, should a manufacturer choose to go the CBE

route to add a new or stronger warning statement. Iri the event FDA disapproves a

CBE change that is already out in the marketplace, then the drug is misbranded and

its distribution is a "prohibited act" in violation of the FDCA. United States v.

Lane Labs-USA lnc., 427 F.3d 219 (3d Cir. 2005) (affirming injunction against

distribution of misbranded drugs). Therefore, the CBE regulation fails to avoid the

state-federal conflict here, and Colacicco's claims are preempted.
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II. Colacicco's emphasis on congressional intent is misplaced in the

context of conflict preemption. Colacicco also argues that a "presumption" against

preemption should be applied here, but such a presumption applies only where

Congress has legislated in a field the states have traditionally occupied. The states

have not regulated prescription drugs or their labeling, and even state law-based

product liability, "failure-to-warn" cases have become widespread only in recent

years. In contrast, the federal government has regulated drug labeling since 1906.

No "presumption" against preemption applies in this case.

III. Even if there were not a positive and direct conflict raised on the face

of Colacicco's complaint - which there is - his claims would still be preempted

because the public record shows that FDA, at the time Lois Colacicco committed

suicide (October 2003), would not have approved or permitted a change to the

Paxil labeling of the type Colacicco claims should have been made. FDA had not

concluded that there was any evidence linking Paxil and adult suicidality.

Consequently, FDA would not have permitted a labeling change of the type

Colacicco claims was required by state law. GSK and Apotex cannot be forced to

choose between misbranding the drug under federal law, and satisfying the

contrary obligation Colacicco claims they had under state law.

IV. The district court properly accorded due deference to FDA's view,

published in the Federal Register, that certain product liability "failure-to-warn"
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claims are preempted by the FDCA. FDA's view in this regard is limited and

nuanced. FDA explicitly recognized that not all product liability cases involving

prescription drugs should be preempted. In particular, FDA was motivated to

express its view in this regard by the growing length and complexity of

prescription drug labeling, which FDA attributed in part to lawsuits and increasing

litigation costs. Colacicco makes no challenge to that factual finding. Also, FDA

has been consistent in expressing the view that certain product liability claims

conflict with its regulatory control of prescription drug labeling. FDA's views on

preemption are entitled to appropriate deference by this Court.

V. Apotex introduced its generic paroxetine hydrochloride pursuant to

FDA's approval on July 30, 2003, of its ANDA submitted pursuant to the Hatch-

Waxman Amendments to the FDCA. The Hatch-Waxman Amendments were

enacted in 1984 to make generic equivalents of listed drugs (Paxil in this case)

available to the public as quickly and inexpensively as possible without sacrificing

safety and efficacy. To achieve that legislative goal, Congress abandoned the prior

practice of requiring proponents of generic products to re-establish the safety and

efficacy of the listed drug, and permitted approval of an ANDA upon

demonstration of bioequivalence with the listed drug and assurance that the

labeling will be identical to that already approved for the listed drug. Colacicco's

negligence action therefore is impliedly preempted by the Hatch-Waxman
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Amendments because it would do more than simply undermine the legislative

purposes of the Amendments, it would mandate a return to the very practices they

expressly abandoned. Furthermore, even aider introducing the generic paroxetine

hydrochloride Apotex would not have been permitted to make any changes to the

labeling without prior FDA approval. This is clear from the regulations

promulgated and interpreted by the FDA in furtherance of its legislative mandate

to oversee drug efficacy and safety, and ifApotex had done so as Colacicco alleges

it should have to avoid liability, "it would have been in violation of the FDCA.

Colacicco's action against Apotex therefore also must be preempted as being in

direct conflict with the FDCA.

VI. Congress explicitly provided that state law is preempted where there

is a "direct and positive conflict" with the 1962 Amendments. The 1962

Amendments are still largely in effect as the core of FDA's authority to control

prescription drug labeling, and therefore support a finding of preemption.

VII: Colacicco's fraud claim against GSK is actually, as the district court

held, and as Colacicco's counsel admitted in oral argument before the district

court, merely his failure-to-warn claim in different clothes. As such, the fraud

issue in this appeal is closely intertwined with the federal preemption issue. In any

event, GSK neither manufactured nor sold the drug taken by Lois Colacicco. As
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other courts have held, GSK therefore cannot be liable in fraud for a product

manufactured and sold by another company.

For these reasons, the judgment below should be affirmed.

ARGUMENT

I. The District Court Correctly Held That Colacicco's Claims Are

Preempted.

A. Colacicco Alleged A Specific Challenge To The Suicide Precaution
In Paxil's Labeling.

Colacicco challenges a specific section of the prescribing information (or

"labeling") for Paxil - the section that is headed "Suicide" under the heading,

"PRECAUTIONS." A436 (Am. Compl., Ex. "A") (emphasis !n original); see 21

C.F.R. § 201.80(0 (content and format of 'precautions' section of prescription drug

labeling). Because Colacicco attaches the labeling to his Amended Complaint, and

alleges that at the time of Lois Colacicco's suicide the labeling "represented the

entirety of the drug's prescribing information available to any physician," A417-

A418 (id. ¶ 21), this Court may properly consider the labeling in the context of

reviewing a dismissal for failure to state a claim pursuant to Fed. R. Civ. P.

12(b)(6). See Fed. R. Civ. P. 10(c) (."A copy of any written instrument which is an

exhibit to a pleading is part thereof for all purposes.").

The suicide precaution plainly warns against the risk of suicide in patients

with major depressive disorder and recommends "close supervision" of such
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patients. As FDA statedin its amicus brief in the district court: "Since 1992, the

FDA-approved labeling for Paxil (and, subsequently, generic forms ofparoxetine

hydrochloride approved for marketing) has reflected the risk ofsulcide in patients

Using tile drug." A577 (FDA Amicus Brief.) Boiled down, Colacicco's contention

about the alleged deficiency in Paxil's labeling is that, while it warned of"the risk

of suicide in patients taking the drug," it did not explicitly state - as Colacicco

asserts but FDA rejects on scientific grounds -that the drug itself increased the

risk of suicide. At best, C61acicco's claim is based on a very narrow distinction

about what the labeling should have (in his view) stated. As FDA noted, "plaintiff

[i.e., Colacicco] does not argue that the label for paroxetine hydrochloride failed to

make physicians aware of the possible risk of suicide or suicidality in patients

treated with the drug." A584 (ld. at 14.)

The FDA not only approved the labeling containing this suicide precaution,

it also instructed GSK to use "final printed labeling" identical to the approved

labeling. 21 C.F.R. § 314.105(b) (approval of application "conditioned" on use of

labeling "exactly as directed") (emphasis added); (Letter from Russell Katz, M.D.,

of FDA to GSK (Oct. 2, 2002)) (attached as Exhibit "1" to this brief). _4 Apotex's

labeling was similarly constrained.

14 Dr. Katz's letter is publicly available on FDA's website at

http://www.fda.gov/cder/foi/appletter/2002/20031 se8-0351tr.pdf (last visited Nov.

21, 2006).
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Colacicco affirmatively disclaims any challenge to the placement of this

precaution in the Paxil labeling. He concedes that the Precautions section of the

labeling was the "most obvious and appropriate place to include the risk of

akathisia and suicide." A417-A418 (Am. Compl. ¶ 21) (emphasis added). He has

no complaint about the placement or prominence of the suicide precaution.l_

Moreover, nowhere does Colacicco allege that FDA should not have

approved Paxil for the treatment of depression in adults such as Lois Colacicco.

He makes no allegation that FDA should have ordered that Paxil be withdrawn

from the market, as FDA has undoubted legal authority to do where appropriate.

E.g, Lane Labs-USA Inc., 427 F.3d at 222 (affirming an injunction against

distribution of unapproved new drugs). He nowhere denies that suicide is closely

associated with depression - such as the depression suffered by Lois Colacicco,

who was a breast cancer victim who underwent surgery and was in the midst of

chemotherapy at the time of her suicide. A90 (Orig. Compl. ¶¶ 51, 56.)

is For this reason, the repeated references to 21 C.F.R. § 201.80(e) (content and

format of"wamings" section of prescription drug labeling) in Colacicco's brief,

e.g., Colaciceo Brief at 16, 18, and in the amieus briefs submitted in support of his

position, e.g., Amicus Brief of Public Citizen, ATLA, & Trial Lawyers for Public

Justice at 29, are wholly irrelevant to this case. Section 201.80(e) by its terms

concerns only the "warnings" section of the labeling, and Colacicco clearly

disclaims any allegation that the suicide precaution instead should have been in the

"warnings" section of the Paxil labeling. See infra pages 44-46.
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Neither Colacicco nor his counsel has ever petitioned FDA to change the

labeling of Paxil, as FDA, by regulation, plainly invites them to do. 16

Instead, the sum total of Colacicco's complaint is that the suicide precaution

did not state that (as Colacicco alleges) there is an increased risk of suicide

associated with Paxil itself. _7

16 21 C.F.R. § 10.30. FDA maintains an index of citizen petitions on its website.

A search of that index reveals no citizen petition on any subject submitted by either

Joseph Colacicco or his counsel in this appeal. (Public Citizen, however, which is

one of the amici supporting Colacicco, often submits citizen petitions to FDA

under 21 C.F.R. § 10.30 seeking labeling changes or other action by FDA. See,

e.g., Public Citizen, Letter to FDA (Sept. 6, 2006) (citizens' petition under 21

C.F.R. § 10.30 seeking withdrawal of approval of medical device), available at

http://www.fda.gov/ohnns/dockets/dockets/O6pO370/O6pO370.htm (last visited

Nov. 21, 2006).)

If Colacicco had filed a citizen petition requesting FDA to order the change

in Paxil's labeling that Colacicco alleges should have been made, FDA presumably

would have denied that petition as lacking any medical or scientific justification in

light of FDA's statement in June 2003 that "[t]here is no evidence that Paxil is

associated with an increased risk of suicidal thinking in adults" (emphasis added).

Exhibit "2" to this Brief, available at

http://www.fda.gov/bbs/topics/ANSWERS/2003/ANSO1230.html (last visited

Nov. 21, 20'06).

17 Colacicco mistakenly asserts that, shortly after Lois Colacicco's suicide, FDA

issued a Public Health Advisory "warning of the very risks that Appellant alleges

should have been disclosed to Lois Colacicco and her physician." Colacicco Brief

at 22 n.7. This is entirely incorrect. The Public Health Advisory to which

Colacicco refers related to pediatric patients, not adults such as Lois Colacicco.

who was 55 years of age at the time of her suicide. A90 (Orig. Compl. ¶¶ 51, 56.)

FDA's position with respect to adult suicidality is that: "There is no evidence that

Paxil is associated with an increased risk of suicidal thinking in adults." FDA

Statement Regarding the Anti-Depressant Paxil for Pediatric Population (June 19,

2003) (attached as Exhibit "2" to this brief), available at

http://www.fda.gov/bbs/topics/ANSWERS/2003/ANSO1230.html (last visited
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Colacicco's contention under state law must be that the plain warning in the

Paxil labeling in October 2003 of the risk of suicide in patients with major

depression, who should receive "close supervision," was the proximate cause of his

wife's suicide, and that she would not have committed suicide had the warning

stated that treatment with Paxil itself increased the risk of suicide. Colacicco Brief

at 18 (Colacicco's claims "inherently entail proof of 'causation'"); Lineberger v.

Wyeth, 894 A. 2d 141,150 (Pa. Super. Ct. 2006) (plaintiff must establish

proximate cause "by showing that had [defendant] issued a proper warning to the

learned intermediary, the learned intermediary would have altered his behavior and

the injury would have been avoided. ") (emphasis added); Demmler v. SmithKline

Beecham Corp., 671 A. 2d 1151, 1155 (Pa. Super. Ct. 1996) ("'To create a jury

question, the evidence introduced must be of sufficient weight to establish...

some reasonable likelihood that an adequate warning would have prevented the

plaintiff from receiving the drug.").

Thus, Colacicco's claim is that the very narrow distinction that he sees

between the actual labeling as approved by FDA, and the labeling as he contends it

Nov. 21, 2006). In fact, on October 27, 2003, just one day before Lois Colacicco's

suicide, FDA noted that "to date, the data do not clearly establish an association

between the use of these drugs and increased suicidal thoughts or actions by

pediatric patients." FDA Talk Paper: Reports Of Suicidality in Pediatric Patients

Being Treated with Antidepressant Medications for Major Depressive Disorder

(MDD) (Oct. 27, 2003) (attached as Exhibit "3" to this brief), available at

http://www.fda.gov/bbs/topics/ANSWERS/2OO3/ansO 1256.html (last visited Nov.

21, 2006).

28



should have read under state law, was the "but for" causeof Lois Colacicco's

suicide.

Colacicco repeatedly alleges that the suicide precaution in the Paxil labeling

at the time Lois Colacicco committed suicide was not "adequate." A90 (Orig.

Compl. ¶ 50) (the warning labeling that accompanied Paxil "was inadequate to

warn of the dangers and/or risks"); A99 (id. ¶ 102) (GSK "owed to Plaintiff's

decedent the duty "to adequately warn Plaintiff's decedent, and her treating and/or

prescribing physician, of the risks of suicide"); A 101 (id. ¶ 111 (b)) ("failing to

supply adequate warnings with Paxil") (emphasis added).

These allegations are a necessary element of his cause of action under state

law, which seeks to impose on a pharmaceutical manufacturer an obligation to give

the prescribing physician an "adequate" warning. Mazur v. Merck & Co., lnc., 742

F. Supp. 239, 252 (E.D. Pa. 1990) ("In Pennsylvania, as in most other states, the

manufacturer of prescription drugs or vaccines, must meet its informational

obligation, in most instances, by providing an adequate warning to a 'leamed

intermediary,' rather than to the general public or individual consumer.")

(emphasis added); Mala'ipodis v. Merrell-Dow Pharms., lnc., 523 A. 2d 374, 378

(Pa. Super. Ct. 1987) ("[I]n an action against a drug manufacturer based on

inadequate warnings, the issue to be determined is whether the warning, if any,

that was given to the prescribing physician was proper and adequate.") (emphasis
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added); see also RESTATEMENT (THIRD) OF TORTS: PRODUCT LIABILITY § 6(b)(3)

(1998) (manufacturer of prescription drug liable for harm if drug has "inadequate

instructions or warnings") (emphasis added).

Thus, Colacicco's claims conflict with the suicide precaution in the Paxil

labeling as approved by FDA. It is simply not possible to characterize his claims

in any way other than as directly conflicting with FDA's approval of the Paxil

labeling as it stood at the time Lois Colaciceo committed suicide.

B. FDA Approved The Paxil Labeling And Required GSK To Use It

"Exactly "As Approved

When FDA decides to approve a drug application, it sends the sponsor of the

application an approval letter pursuant to 21 C.F.R. § 314.105(b). That regulation

provides in relevant part as follows:

FDA will approve an application, and issue the applicant an approval

letter.., on the basis of draft labeling if the only deficiencies in the

application concern editorial or similar minor deficiencies in the draft

labeling. Such approval will be conditioned upon the applicant

incorporating the specified labeling changes exactly as directed, and

upon the applicant submitting to FDA a copy of the final printed

labeling prior to marketing.

ld. (emphasis added). FDA issues such an approval letter when an application is

originally approved, and each time a supplemental application is approved for, e.g.,

a new approved indication for that drug.
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On December 29, 1992, FDA issued the original approval letter for Paxil for

the treatment of depression. _8 Following Paxil's original approval in 1992, FDA

approved the use of Paxil and its labeling in several additional new therapeutic

indications, including the treatment of social anxiety disorder, generalized anxiety

disorder, and post traumatic stress disorder.19 In particular, on October 2, 2002,

FDA approved Paxil for the new indic.ation of treating long-term generalized

anxiety disorder. (Letter from Russell Katz, M.D., of FDA to GSK (Oct. 2, 2002))

(attached to this Brief as Exhibit "1"). Dr. Katz's letter is currently available on

FDA's website at.http://www.fda.gov/cder/foi/appletter/2002/20031se8-O351tr.pdf

(last visited Nov. 21, 2006). 20 In the letter, Dr. Katz stated in relevant part as

follows:

is See 57 Fed. Reg. 43461, 43461 (Sept. 21, 1992); 58 Fed. Reg. 44522, 44522

(Aug. 23, 1993); Paxil Tablets (NDA 20-031) Approval, [1988-1993 New Drug

Reports Transfer Binder] Food Drug Cosm. L. Rep. ¶ 79,125.12 (Dec. 29, 1992).

19See http://www.fda.gov/cder/foi/nda/98/20031 s231tr.pdf (last visited Nov. 22,

2006) (FDA approval letter for social anxiety disorder);

http://www.fda.gov/cder/foi/appletter/2001/20031 S261tr.pdf (last visited Nov. 22,

2006) (generalized anxiety disorder);

http://www.fda.gov/cder/foi/appletter/2001/20031 s291tr.pdf (last visited Nov. 22,

2006) (post traumatic stress disorder).

20 This Court may take judicial notice of Dr. Katz's letter in the context of a Fed.

R. Civ. P. 12(b)(6) motion. Pension Benefit Guar. Corp., 998 F.2d at 1197

(judicial notice in context of Rule 12(b)(6) motion of public records of

administrative agencies to which the public has "unqualified access"); In re

Wellbutrin SR/Zyban Antitrust Litig., 281 F. Supp. 2d 751,754 n.2 (E.D. Pa. 2003)

(noting that "matters of public record may also be considered without converting
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We have completed the review of this supplemental application [for

Paxil], as amended, and have concluded that adequate information has

been presented to demonstrate that the drug product is safe and

effective for use as recommended in the submitted labeling text.

Accordingly, the supplemental application is approved effective on
the date of this letter.

The final printed labeling (FPL) must be identical to the submitted

labeling text dated April 25, 2002.

(ld. at 1) (emphasis added). This represented the last change to the prescribing

information for Paxil before Lois Colacicco's physician prescribed it for her in

October 2003.

In light of 21 C.F.R. § 314.105(b), and every FDA approval of Paxil and its

prescribing information including FDA's approval letter in October 2002, GSK

was plainly obligated by federal lawto use the labeling for Paxil, including the

suicide precaution, exactly as directed by FDA. Had GSK used an unapproved

labeling for Paxil, the drug would have been misbranded under 21 U.S.C. § 352,

and its distribution would have been a "prohibited act" under 21 U.S.C. § 331 (a) &

(d). FDA, through the U.S. Department of Justice, could then have seized Paxil

under 21 U.S.C. § 334(a) and sought an injunction -just like the injunction this

Court affirmed last year in United States v. Lane Labs-USA Inc., 427 F.3d 219 (3d

the motion to dismiss into a motion for summary judgment," and taking judicial

notice of FDA's listing of drug approvals on the agency's website).
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Cir. 2005). In addition, GSK and its responsible officials would have been

exposed to potential criminal prosecution under 21 U.S.C. § 333.

The suggestion by Colacicco and some of the amici supporting him to the

effect that FDA is somehow powerless to enforce the FDCA are without merit. 21

Colacicco's claim that GSK, as a matter of state law, should have used some

labeling different from that approved by FDA is preempted.

21 Colacicco Brief at 25 n.9, see 27 n.10. Colacicco quotes the congressional

testimony of an FDA official to the effect, according to Colacicco, that FDA is

authorized merely to "negotiate" with the sponsor of a drug over the warnings in

the labeling. Colacicco omits any mention of that official's testimony on the next

page of the transcript that:

[W]hen we tell a company that we think their product needs to be

withdrawn, that is usually not an issue. It usually happens pretty

readily .... If the FDA goes forward and says to the public that we

think a drug should be withdrawn, the handwriting is on the wall.

FDA's Drug Approval Process: Hearing Before the Senate Comm. On Health,

Edu., Labor & Pensions, 109 th Cong. 24 (Mar. 1, 2005) (testimony of Sandra

Kweder, M.D.).

Amici Jacquelyn Giles & Annabel Dobbs assert that FDA has not sued any

drug manufacturer to restrain misbranding "in the past 40 or 50 years." (Brief of

Amici Jacquelyn Giles & Annabel Dobbs, at 4 n.8.) Needless to say, these amici

do not cite this Court's decision in Lane Labs or any of the other dozens of

misbranding enforcement decisions contained in the annotation to 21 U.S.C. § 352.

These amici also assert, again incorrectly, that an enforcement action by FDA

would be decided by a jury rather than the court. Id. For this proposition they cite

21 U.S.C. § 332(b), but that subsection applies only to the case where a defendant

has violated a previously-issued injunction.

33



C. Apotex Was Required To Use The Same Labeling With The Same
Suicide Precaution.

Colacicco alleges that the labeling of the generic paroxetine taken by Lois

Colacicco was identical "in all material respects" to the labeling ofPaxil. A88-

A89 (Orig. Compl. ¶ 46.) Indeed, Apotex was required by the FDCA to use the

same suicide precaution with its generic paroxetine as GSK did with Paxil. 21

U.S.C. § 355(j)(2)(A)(v) (requiring generic drug applicant to show "that the

labeling for [the generic] drug is the same as the labeling approved for the listed

drug") (emphasis added); 21 C.F.R. § 314.127 (ANDA will not be approved unless

proposed labeling is exactly like the approved labeling for the listed drug); id. at §

314.150(b)(10) (FDA may withdraw approval of a generic drug if"the labeling of

the drug product that is the subject of the abbreviated new drug application is no

longer consistent with that for the listed drug referred to in the abbreviated new

drug application.").

The district court correctly recognized this when it held that Apotex "was

required to use verbatim the language of Defendant GSK's warning label." A35

(Colacicco Slip Op. at *33) (emphasis in original); see also SmithKline beecham

Consumer Healthcare, L.P. v. Watson Pharms., lnc., 211 F.3d 21, 25 (2d Cir.

2000) (rejecting claim that labeling material for generic drug infringed copyright

"on the straightforward ground that the Hatch-Waxman Amendments to the

FFDCA not only permit but require producers of generic drugs to use the same
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labeling aswas approved for, and is used in, the sale of the pioneer drug, even if

that label has been copyrighted") (emphasis added).

FDA stated the same conclusion in its amicus brief in the district court:

[A] generic drug manufacturer is not permitted to add a warning or

caution to the label without prior approval from FDA. If a generic

manufacturer "believes that new safety information should be added"

to the product's labeling, the [generic] manufacturer must "provide

adequate supporting information to FDA, and FDA will determine

whether the labeling for the generic and [innovator] drugs should be

revised." Only if the FDA directs that the labels for both the generic

and the innovator drugs should be changed, can the generic drug

manufacturer add a new warning or caution to the labeling for its

drug.

A587 (FDA Amicus Brief) (emphasis in original) (quoting 57 Fed. Reg. 17950,

17961 (1992)).

The direct implication of Colacicco's argument that Apotex could have

changed the suicide precaution on its labeling by means of a CBE is that the

labeling of the listed drug could be different in a material respect from the labeling

of the generic drug - even though the drug itself is pharmacologically identical.

That, of course, is an absurd result, but Colacicco offers no explanation of why or

how that is anything other than the logical consequence of his argument.

Had Apotex used labeling for its generic version ofparoxetine which

differed from the labeling approved by FDA for Paxil, Apotex's product would

have been misbranded, and Apotex would have been exposed to the entire panoply

of remedies available to FDA. There is no basis whatsoever for any claim that
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Apotex could have used any warning or precaution relating to the risk of suicide

that was any different from the suicide precaution FDA approved and required for

Paxil.

D. FDA Would Have To Approve Any Change To The Suicide

Precaution In Paxil's Labeling.

(i) Changes Made Under FDA's "CBE" Regulation

Require FDA Approval.

Stripped to its essentials, Colacicco's entire argument against preemption is

his claim that either GSK or Apotex, or both of them, could have unilaterally

changed the suicide precaution in the labeling of Paxil or Apotex' s generic

paroxetine that Paxil itself (allegedly) increased the risk of suicide. Colacicco

Brief at 15-18, 35-37. He argues that 21 C.F.R. § 314.70(c) permits such unilateral

changes to an FDA-approved labeling. Id. Two recent district court decisions

from this Circuit have accepted the argument that § 314.70(c) avoids a conflict

between the FDCA and state-law based claims that a drug labeling is not

"adequate." Perry v. Novartis Pharm. Corp., No. CIVA 05-5350, 2006 WL

2979388 (E.D. Pa. Oct. 16, 2006) (rejecting preemption on ground that § 314.70

permits unilateral changes to labeling); McNellis v. Pfizer, lnc., No. 05-1286 JBS,

2005 WL 3752269 (D.N.J. Dec. 29, 2005) (same), certificate for interlocutory

appeal granted, 2006 WL 2819046 (Sept. 29, 2006).
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The flaw in Colacicco's argument is that- even if GSK had made a CBE

change - FDA would still have had to approve that change to the labeling.

Colacicco nowhere recognizes that a change to a labeling under § 314.70(c)

requires FDA approval. 22 Just because a change is made under this regulation does

not somehow wipe FDA's regulatory authority over labeling offthe map. Ehlis v.

Shire Richwood, Inc., 233 F. Supp. 2d 1189, 1198 (D.N.D. 2002) ("The FDA

dictates the contents of the label for Adderall® and defendants were prohibited

22 Other district courts have held that, because § 314.70(c) still requires FDA

approval of any change to a drug labeling, that regulation does nothing to avoid the

conflict between federal and state law. In re Bextra & Celebrex Mktg. Sales

Practices & Prod. Liab. Litig., No. M:05-1699 CRB, 2006 WL 2374742, at *8 (N.

D. Cal. Aug. 16, 2006) (finding claims preempted; under § 314.70(c), "FDA may

disapprove of the supplemental application and order the manufacturer to cease

distribution of the drug with the changed label."); Needleman v. Pfizer lnc., No.

Civ. A.3:03-CV-3074-N, 2004 WL 1773697, at *3 (N.D. Tex. Aug. 6, 2004)

(finding preemption; "such changes must later be approved by FDA"); Ehlis v.

Shire Richwood, lnc., 233 F. Supp. 2d 1189, 1198 (D.N.D. 2002) (finding

preemption; "FDA dictates the contents of the label.., and defendants were

prohibited from changing it without prior approval from the FDA, except in limited

circumstances and for a limited period of time."), aff'd on other grounds, 367 F.3d

1013 (8th Cir. 2004).

Other district courts in other circuits have also adopted Colacicco's

argument based on 21 C.F.R. § 314.70(c). E.g., Witczak v. Pfizer, lnc., 377 F.

Supp. 2d 726 (D. Minn. 2005). One State Supreme Court has also accepted the §

314.70(c) argument. Levine v.. Wyeth, No. 2004-384, 2006 WL 3041078 (Vt. Oct.

27, 2006). Appellees' counsel are not aware of any circuit court decision

addressing this argument. Amicus Pennsylvania Trial Lawyers Association, in

support of Colacicco, asserts in its amicus brief that "FDA's regulations explicitly

permit a manufacturer to strengthen its warnings without FDA approval."

Pennsylvania Trial Lawyers Ass'n Amicus Brief at 8 (emphasis in original).

Amicus gives no explanation or supporting citation for this assertion. It is plainly

incorrect and contrary to the terms of § 314.70(c).
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from changing it without prior approval from the FDA, except in limited

circumstances and for a limited period of time."), aff'd on other grounds, 367 F.3d

1013 (8th Cir. 2004).

The issue is only one of timing, not of FDA's authority to approve and

control the labeling. Where a change is made to a labeling prior to FDA approval,

then the change is made at the risk of the manufacturer. FDA will still consider

whether the change is appropriate and approvable, only after (not before) it is

made. If FDA disapproves the change, then the manufacturer will have been

selling a drug that is misbranded in violation of federal law, and the manufacturer

is at risk of FDA enforcement action or criminal prosecution.

In 1999, FDA issued a guidance document for the pharmaceutical industry

in which it stated that, "[i]f, aiter review, FDA disapproves a... changes being

effected supplement, FDA may order the manufacturer to cease distribution of the

drugs that have been made using the disapproved changes." FDA, Guidance for

Industry: Changes to an Approved NDA or ANDA (Nov. 1999), at 3 (available at

http:l/www.fda.gov/cdeffguidance/2766fnl.htm (last visited Nov. 21, 2006).

Similarly, in 1985, when FDA extensively revised the regulation governing

changes to approved labeling, the agency made clear that "[a]pplicants should be

aware that they institute such changes [i. e., CBEs] subject to agency approval and

that, if circumstances warrant, may be required to discontinue the change
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immediately." FDA, New Drug & Antibiotic Regulations, "Final Rule, 50 Fed.

Reg. 7452, 7470 (Feb. 22, 1985) (emphasis added).

More recently, FDA interpreted the current version of the CBE regulation as

follows:

While a sponsor is permitted to add risk information to the [labeling]

without first obtaining FDA approval via a CBE supplement, FDA

reviews all such submissions [i. e., CBE supplements under

§314.70(c)] and may later deny approval of the supplement, and the

labeling remains subject to enforcement action if the added

information makes the labeling false or misleading under [21 U.S.C.

§352, which is the "misbranding" provision].

In fact, the determination whether labeling revisions are necessary is,

in the end, squarely and solely FDA "s under the act [i.e. the FDCA].

[I]n practice, manufacturers typically consult with FDA before

[changing labeling via a CBE] so to avoid implementing labeling

changes with which the agency ultimately might disagree (and that

therefore might subject the manufacturer to enforcement action).

FDA, Requirements on Content & Format of Labeling for Human Prescription

Drug & Biological Products, 71 Fed. Reg. 3922, 3934 (Jan. 24, 2006) (emphasis

added). 23

23 The district court in McNellis, 2005 WL 3752269 at *7, held that "FDA's

ultimate power to disapprove the [CBE] does not render the manufacturer's

unilateral strengthening of the label language a violation of any federal law."

Instead, the court stated, the manufacturer "simply ceases the use and distribution

of the new label." Id For this holding, the McNellis court cited § 314.70(c)(7) of

the current version of the regulation, but that subsection by its explicit terms

applies only to changes in the manufacturing of the drug, not its labeling. (In any

event, § 314.70(c)(7) was added to the regulation in April 2004, after Lois
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Colacicco arguesthat the effect of the CBE regulation is to make FDA's

approval of the labelingofa prescription drug a mere "minimum" and that a

manufacturer may change FDA-approved labeling at any time. Colacicco Brief at

15. This argument assumes that § 314.70(c) eliminates FDA's statutory authority

to approve and control the labeling for prescription drugs. Nothing in § 314.70

supports this argument, and nothing in the FDCA or FDA's regulations supports

the conclusion that a manufacturer who makes a CBE change to FDA-approved

prescription drug labeling is then immune from FDA enforcement action.

Although the CBE regulation is the core of Colacicco's argument that there

is no conflict between his state law-based claims and FDA's statutory control of

the labeling, neither he nor any of the amici supporting him cite any instance where

(a) a manufacturer used the CBE route to add or strengthen a warning without

prior consultation with FDA, or (b) a manufacturer filed a CBE and refused to

Colacicco's suicide. FDA, Supplements & Other Changes to an Approved

Application, Final Rule, 69 Fed. Reg. 18728, 18765 (April 8, 2004) (revising §

314.70 to comply with congressional enactment of 21 U.S.C. § 356a, relating to

manufacturing of drugs).) With due respect, it is not correct to state that the

distribution of a drug, once FDA disapproves a CBE, is not a violation of the

FDCA. Such a drug, with a labeling change that has been disapproved by FDA, is

misbranded under 21 U.S.C. § 355, and its distribution is a 'prohibited act' under

21 U.S.C. § 331.

In later granting a certificate for an interlocutory appeal to this Court, the

McNellis district court, although it revisited § 314.70(c) generally, did not restate

or explain its earlier position that the distribution of a drug with a unilateral

labeling change that has been disapproved by FDA, is nonetheless in full

compliance with federal law. See McNellis, 2006 WL 2819046 at *6-7.

40



comply with an FDA requestto remove additional or stronger warning language

becauseFDA found it unsubstantiatedor misleading. The reason is obvious: the

risk of FDA disapproval of different warning languageand potential administrative

andjudicial enforcement action leadsmanufacturersto consult with FDA in

advanceof any significant CBE changeto a labeling.

Given that FDA retains regulatory authority over the labeling of a drug,

including where the labeling is changedby meansof a CBE supplement,

Colacicco, in order to make out his case,would have to show that FDA in October

2003 would have approved, after the fact, a change to the Paxil labeling that, he

claims, was required under state law for the labeling to have been "adequate."

Colacicco by implication concedes as much when he asserts he will need discovery

against FDA. Colacicco Brief at 25. FDA, of course, has stated repeatedly that it

would not have approved such a change. 24

Indeed, the district court in Perry, while holding that § 314.70(c) avoided

any conflict between state law and the FDCA, wrote a remarkably prescient

footnote on the implications of permitting plaintiff's case to proceed:

It is an interesting question whether a manufacturer who has sought

FDA approval for an additional warning could be held liable for a

failure to warn during the pendency of agency review. We think that

'-'A direct consequence of permitting Colacicco to proceed with his claims will,

thus, be to make FDA the center of discovery, and to make the trial court a

"shadow" FDA.
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state law cannot require a manufacturer to bear the risk of an

adverse finding in an FDA enforcement action. Thus, although state

law can require a manufacturer to seek FDA approval for a new

warning, it cannot require the addition of the warning without

approval if there is a reasonable risk that the addition would lead to

an FDA determination of misbranding.

Perry, 2006 WL 2979388 at *7 n.12 (emphasis added). 25

The question raised by the Perry court goes to the heart of what a plaintiff in

a pharmaceutical failure-to-warn case would have to prove in the event this Court

holds that such claims are not preempted because § 314.70(c) avoids any conflict.

Such a holding would turn trials under state law into ersatz-FDA approval

proceedings, with judges (and juries) deciding (with the benefit of hindsight)

whether there was a "reasonable risk" that FDA would have rejected the warning

that plaintiff claims should have been given under state law.

Colacicco, however, must contend that, had GSK and Apotex changed the

Paxil labeling in the way that Colacicco alleges it should have been changed before

Lois Colacicco's suicide, then FDA would have approved that change. The Perry

court put its judicial finger on this point when it noted that state law "cannot

require the addition of the warning without approval if there is a reasonable risk

25 Although the Perry court did not cite the McNellis decision, see supra note 23 at

pages 41-42, it is apparent that the Perry court would not agree with McNellis that

a drug labeling changed by a CBE that is later disapproved by FDA would

nonetheless be in full compliance with federal law.
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that the addition would lead to an FDA determination of misbranding." Perry,

2006 WL 2979388 at *7 n.12.

Surely Colacicco cannot, consistent with the Supremacy Clause, maintain a

cause of action that a particular change was required to make the labeling

"adequate" under state law, when FDA would have disapproved that labeling

change had it been made by a CBE under § 314.70(c). Consequently - if this

Court rules against preemption - Colacicco must both allege and prove that FDA

would have approved the CBE that he alleges GSK and Apotex should have

submitted under § 314.70(c).

Section 314.70(c), therefore, does not solve Colacicco' s preemption

problem. Indeed, relying on that regulation - as the Perry court recognized in its

footnote quoted above - makes it worse for him by leading inexorably to trials that

require the judge and jury to second-guess what FDA would have decided had the

manufacturer defendant submitted a CBE to change a warning in the FDA-

approved labeling - a CBE that plaintiff Would have to contend should have been

submitted under state law.

Colacicco's claims are preempted.
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(ii) FDA's Regulation On The Content And Format Of The
'Warnings' Section Of The Labeling Is Not Relevant Here.

Colacicco and the amici supporting him also rely on 21 C.F.R. § 201.80(e). 26

That subsection is part of FDA's exhaustive regulation on the content _md format

of the labeling for prescription drugs, which contains detailed requirements for

each part of the labeling. As examples, § 201.80(b) deals with the "clinical

pharmacology" section of the labeling, § 201.80(c) deals with the "indications and

usage" section, and § 201.80(0 deals with the "precautions" section (which in the

Paxil labeling in effect at the time of Lois Colacicco's suicide contained the suicide

precaution).

The subsection on which Colacicco relies, § 201.80(e), deals with the

"warnings" section of the labeling. It provides in relevant part as follows:

Warnings. Under this section heading, the labeling shall describe

serious adverse reactions and potential safety hazards, limitations in

use imposed by them, and steps that should be taken if they occur.

The labeling shall be revised to include a warning as soon as there is

reasonable evidence of an association of a serious hazard with a drug:

a causal relationship need not have been proved. 27

26 Colacicco correctly notes that, at the time he filed his lawsuit, this regulation

was codified at 21 C.F.R. § 201.57(e). Colacicco Brief at 16 n.4. Although the

current version of the regulation is not identical to the version in effect either when

the suit was filed, or, more importantly, at the time Lois Colacicco committed

suicide, the changes are not material to this case. Therefore, GSK & Apotex will

refer to the current version of this regulation.

27 FDA has stated that the phrase "reasonable evidence of an association," as used

in the predecessor regulation of § 201.80(e), means that "evidence exists on the

basis of which experts qualified by scientific training and experience can
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This regulation by its terms applies only to the "warnings" section of the labeling.

The other subsections of this regulation - including § 201.80(0, which deals with

the "precautions" section of the labeling - do not contain any similar provision

regarding revisions to the labeling.

Colacicco, however, disclaims any contention that the suicide precaution in

the Paxil labeling should have been in some other part of the labeling. A417-A418

(Am. Compl. ¶ 21) (the Precautions section of the labeling was the "most obvious

and appropriate place to include the risk ofakathisia and suicide"). Thus,

Colacicco cannot rely on § 201.80(e) because he makes no complaint concerning

the "warnings" section of the Paxil labeling, and in particular he affirmatively

agrees that the suicide precaution was properly placed in the "precautions" section

governed by § 201.80(0.

Section 201.80(e) is irrelevant for an additional reason, which is that FDA

would still have to approve any additional warning added to the labeling.

Colacicco appears to argue that § 201.80(e) somehow exists wholly outside FDA's

authority to approve and control the contents of the labeling. Colacicco Brief at

18. To the contrary, any change to the warning section of the labeling would have

to be accomplished by filing a supplement with FDA under 21 C.F.R. § 314.70.

reasonably conclude that the hazard is associated with the drug." FDA, Labeling

& Prescription Drug Advertising: Content & Format for Labeling for Human

Prescription Drugs, Final Rule, 44 Fed. Reg. 37434, 37447 (June 26, 1979).
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Even if the supplement were filed as a CBE under § 314.70(c), FDA would still

have to approve the change and, as GSK and Apotex have shown in the preceding

section of this Brief:, if FDA disapproved the CBE, then the drug would be

misbranded in violation of federal law.

Thus, § 201.80(e) adds nothing to Colacicco's case: he is still left with the

obstacle that FDA must approve any change to the labeling of a prescription drug

such as Paxil. For this reason, his claims are preempted.

E. A Prescription Drug Labeling That ls "Adequate" Under The

FDCA Cannot Be "Inadequate" Under State Law.

Against the backdrop of FDA's approval of the Paxil labeling, and the

absolute requirement that Apotex use that same labeling "exactly," Colacicco's

contention that state law imposed an obligation on GSK and Apotex, or either of

them, to use a different suicide precaution plainly conflicts with federal law, as the

district court held. 2s This is a case of conflict preemption, where compliance both

2s Amici in support of Colacicco Public Citizen, Trial Lawyers for Public Justice,

and Association of Trial Lawyers of America argue in their brief that, "a verdict

awarding money damages does not require a drug company to change its product's

label or otherwise alter any obligation imposed on the company by the regulatory

system ..... In other words, a verdict ordering the payment of damages does not

require a drug manufacturer to do anything inconsistent with any FDA

requirement." (Amici Brief of Public Citizen, et al., at 9.) (No similar argument is

made by Colacicco himself.)

There is a cynical inconsistency between the public posture of these amici

that tort litigation serves a laudable purpose by improving the safety of products,

e.g., Jon Haber, Trial Lawyers Group: The New Name Fits, N.Y. Times (Oct. 29,

2006), at WK11 (letter to the editor from CEO ofamicus Association of Trial
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with the FDCA on the one hand, and with the obligation a plaintiff claims is

imposed under state tort law on the other, is impossible. Geier v. Am. Honda

Motor Co., 529 U.S. 861,873 (2000) (Supremacy Clause forbids "'conflicts' that

make it' impossible' for private parties to comply with both federal law and state

Lawyers of America asserting that tort litigation ensures "safety and security for

Americans"), and their argument to this Court that mulcting a drug company for.

money damages "does not require a drug company to change its product's label."

(,4mici Brief at 9.)

In any event, this argument by amici is flatly contrary to the Supreme

Court's decision in Geier v. American Honda Motor Co., 529 U.S. 861 (2000),

where the Court held that a tort lawsuit under state law, conflicted with, and was

therefore preempted by, a federal safety standard. Ifamici Public Citizen, et al.,

were correct in their argument that merely awarding huge money damages under

state law does not "require" a ma.nufacturer to do anything inconsistent with

federal regulations, then how could the tort lawsuit in Geier have been preempted?

In Geier, the Court rejected the precise argument made by amici here, which

is that tort lawsuits under state law cannot conflict with federal safety standards:

[T]his Court's pre-emption cases do not ordinarily turn on such

compliance-related considerations as whether a private party in

practice would ignore state legal obligations - paying, say, a fine

instead - or how likely it is that state law would actually be enforced.

Rather, this Court's pre-emption cases ordinarily assume compliance

with the state-law duty in question.

ld. at 882 (emphasis in original). See Bates v. Dow Agrosciences LLC, 544 U.S.

431,453 (2005) (noting that "a failure-to-warn claim alleging that a given

pesticide's labeling should have stated "DANGER' instead of the more subdued

"CAUTION' would be pre-empted").

In the FDA-context, therefore, the Court would assume that GSK and

Apotex would comply with a state-law duty to give a different warning regarding

suicidality, even though this would render Paxil misbranded under federal law.

Amici's argument that defendants would simply pay damages rather than change

the labeling of their products is without merit.
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tort liability.'"); C.E.R. 1988, lnc. v. Aetna Cas. & Sur. Co., 386 F.3d 263,269 (3d

Cir. 2004) ("Conflict preemption.., occurs 'when (1) it is impossible to comply

with both the state and federal law, or (2) when the state law stands as an obstacle

to the accomplishment and execution of the full purposes and objectives of

Congress.'") (quoting Green v. FundAsset Mgmt., L.P., 245 F.3d 214, 222 (3d Cir.

2001)).

Colacicco concedes - as of course he must - that, in the event of a conflict,

federal law prevails. Colacicco Brief at 13 ("Congress did not intend for

prescription drug regulations to intrude upon state sovereignty in the absence of a

conflict.") (emphasis added).

Colacicco's claim arises under a state law standard - "adequate" warnings -

that on its face parallels the federal misbranding standard in 21 U.S.C. §

352(])(2), which also uses an "adequate" warnings standard The state law

standard, on its face, is not more stringent; not less stringent; just the same.

Nowhere does Colacicco cite any case that holds, or even suggests, that his state-

law "adequate" standard has any content that differs from the specific federal

statutory provisions in §352(0 and FDA's implementing regulations.

The only difference between Colacicco's state-law standard and the federal

standard is that FDA applies the federal standard using its medical expertise and

against the backdrop of its statutory authority to ensure that the warnings for the
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intended uses of prescription drugs are "adequate" as shown by "full reports of

investigations which have been made to show whether or not such drug is safe and

whether such drug is effective in use," 21 U.S.C. § 355(b)(1)(A); see id. at §

393(b) (stating that FDA's "mission" is to "promote the public health by promptly

and efficiently reviewing clinical research" to ensure that "human... drugs are

safe and effective"); Weinberger v. Bentex Pharms., lnc., 412 U.S. 645, 653-54

(1973) (affirming FDA's statutory authority under the 1962 Amendments to

regulate drugs, and stating, "[e]valuation of conflicting reports as to the reputation

of drugs among experts in the field is not a matter well left to a court without

chemical or medical background"),, while Colacicco's state-law standard is applied

by a lay jury in the context of an often tragic - as here - individual case. That is

the sole difference.

In these circumstances, Colacicco's claim under the state "adequate"

warnings standard is preempted: a warning cannot be "adequate" under federal law

but "inadequate" under state law. Colacicco's claims conflict with federal law and

hence the district court was correct to hold that those claims are preempted.

lI. Colacicco's Emphasis On Congressional Intent is Misplaced, And No

'Presumption' Against Preemption Applies In This Case.

In his brief, Colacicco repeatedly argues that congressional intent is crucial

to the preemption inquiry. E.g., Colacicco Brief at 8, 10-11. Colacicco's emphasis

on congressional intent is misplaced in the conflict preemption context. For
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example, in Geier v. American Honda Motor Co., 529 U.S. 861,884-85 (2000), the

Court preempted a state tort law action, because it conflicted with federal safety

standards and stated that "one can assume that Congress or an agency ordinarily

would not intend to permit a significant conflict." See also City of New York v.

FCC, 486 U.S. 57, 64 (1988) (noting that, "a narrow focus on Congress' intent to

supersede a state law is misdirected" where federal agency regulations conflict

with state law); Florida Lime & Avocado Growers, lnc. v. Paul, 373 U.S. 132,

142-43 (1963) (the preemption analysis "requires no inquiry into the congressional

design where compliance with both federal and state regulations is a physical

impossibility").

Colacicco argues that this Court should apply a "presumption" against

preemption. According to Colacicco, "it is to be presumed at the outset of a

preemption inquiry that Congress did not intend to displace state law." Colacicco

Brief at 11. The presumption against preemption, however, applies onlywhere the

congressional enactment "is in a field which the States have traditionally

occupied." ld. at 11 (quoting Medtronic, Inc. v. Lohr, 518 U.S. 470, 485 (1996)).

To the contrary, "no presumption against pre-emption obtains" where "the

interests at stake are 'uniquely federal' in nature." Buckman, 531 U.S. at 347-48

(quoting Boyle v. United Techs. Corp., 487 U.S. 500, 504-05 (1988)); United

States v. Locke, 529 U.S. 89, 108 (2000) (declining to apply any "assumption" and
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noting that, "an 'assumption' of nonpre-emption is not triggered when the State

regulates in an area where there has been a history of significant federal

involvement") (emphasis added).

This Court recently noted that the presumption against conflict preemption

applies where "the area of law is not traditionally exclusively federal." Fasano v.

Fed. Res. Bank, 457 F.3d 274, 280 (3d Cir. 2006). Whether Colacicco is correct in

his argument that this Court should apply a "presumption" against preemption,

therefore, turns on (a) whether the federal government has been significantly

involved in regulating prescription labeling, and (b) whether the states have

traditionally been significantly involved.

The answer to the first question is clearly "Yes," the answer to the second is

clearly "No." Neither Colacicco nor any of the amici supporting him cite any state

regulation or control of prescription drug labeling. While it is true that many states

have enacted food and drug statutes, e.g., Pennsylvania Controlled Substance,

Drug, Device & Cosmetic Act, 35 P.S. § 780-1, et seq., counsel for GSK and

Apotex are unaware of any case where a state has sought to apply such a law to

prescription drug labeling. Indeed, state statutes traditionally defer to federal

regulation of prescription labeling. 29 States have traditionally regulated the

29 For example, 35 P.S. § 780-133 provides that no drug shall be misbranded under

the Pennsylvania statute if the drug complies with federal law, except where

Pennsylvania has "promulgated a regulation stating that the [federal law] would
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practice of medicine, and the practice of pharmacy3°- but not prescription drug

labeling.

As FDA stated in its amicus brief to the district court, "it is significant that

the federal government has been regulating the manufacture and sale of drugs since

1906." A586 (FDA Amicus Brief.) The regulation and control of prescription drug

labeling is "uniquely federal in nature" because of the need for national uniformity.

It is obvious that a prescription drug should carry the same prescribing information

across the country.

not be followed." As far as counsel for GSK and Apotex can determine, no such

regulation has ever been "promulgated." In any event, as the district court

recognized, "any state law effort to brand a drug different from that approved by

the FDA would result in misbranding." A21 (Colacicco Slip Op. at '19 n.13.)

Indeed, before the strengthening of the Food & Drug Act in 1938, active

control of drug labeling was the province, not of the states, but of the American

Medical Association, which, starting in 1906, tested drugs itself and published a

list of approved drugs. Only AMA-approved drugs could be advertised in medical

journals. THOMAS HAGER, THE DEMON UNDER THE MICROSCOPE 212-13 (2006)

(noting role of AMA in addressing the 'elixir' sulfanilamide tragedy in the 1930s);

see HILTS, supra note 8, at 126 ("[U]ntil the early 1950s the American Medical

Association had been a key source of information about the problems and relative

value of drugs, an efficient watchdog."). The states had nothing to do with

prescription drug labeling.

30 For example, FDA, in imposing a requirement for "medication guides" to be

provided to patients receiving certain prescription drugs, was careful to recognize

the state's traditional role in regulating pharmacies. FDA, Prescription Drug

Product Labeling: Medication Guide Requirements, Final Rule, 63 Fed. Reg.

66378, 66382 (Dec. 1, 1998). See also Thompson v. Western States Med. Ctr., 535

U.S. 357, 361 (2002) (noting state regulation of the practice of pharmacy).
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While statetort laws have beenapplied in many caseswhere plaintiffs (such

as Colacicco here) have claimed that the labeling of a prescription drug was

"inadequate" under statelaw, this type of litigation is of relatively recent vintage.

It was only in the 1980s, after the abandonmentof the "privity" requirement and

the gradual development of product liability law, that failure-to-warn claims

against prescription drug manufacturers becamea feature of tort litigation, and the

current avalancheof pharmaceutical product liability claims did not begin until this

century. See generally Note, Drug Manufacturers, Public Clinics, & The Duty To

Warn, 56 GEO. L. J. 1016," 1017-18 (1967-68) (commenting on the recent

application of "the doctrine of strict liability rather than outmoded warranty

principles" in litigation against prescription drug manufacturers); Note, The Cutter

Polio Vaccine Incident: A Case Study of Manufacturers' Liability Without Fault in

Tort & Warranty, 65 YALE L. J. 262, 263 (1965-66) (commenting on difficulty of

proving manufacturer's negligence in context of defective polio vaccine). 31

The years since the decade of the 1980s cannot constitute "traditional

occupation" of the prescription drug labeling field. The relatively recent rise of

31 Amici Public Citizen, et al., assert in the first sentence of their brief that,

"[d]amages actions for personal injuries caused by prescription drugs have co-

existed with federal regulation of drugs since the early 1900s." Nowhere do these

amici offer any citation to support this assertion. The handful of such cases that

were litigated before the 1980s usually turned on manufacturing defects, not

failure-to-warn. E.g., Wilson v. Massengill, 124 F.2d 666 (6th Cir. 1942) (sulfa

drug sold with diethylene glycol, a poison, as an ingredient).
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state law-based litigation against prescription drug manufacturers stands in sharp

contrast to, e.g., consistent state control of the practice of medicine since the

nineteenth century. PAUL STAleR., THE SOCIAL TRANSFORMATION OF AMERICAN

MEDICINE 102-04 (1982) (noting Illinois statute requiring licensing of physicians in

1877 and similar Missouri statute in 1874).

Nowhere does Colacicco or the amici supporting him offer any basis for

concluding that the states have traditionally occupied this field. 32 Though they

wish it were so, it is not. The need for national uniformity makes prescription drug

labeling a uniquely federal interest. No "presumption" against preemption applies

in this case.

32 Judge Calabresi of the Second Circuit recently applied a "presumption" against

preemption to permit plaintiffs in a state law-based tort suit to show that defendant

committed fraud on FDA. Desiano v. Warner-Lambert & Co., 467 F.3d 85 (2d

Cir. 2006), petition for reh 'gilled (Nov. 7, 2006). In so holding, the Second

Circuit expressly disagreed with the holding of the Sixth Circuit in Garcia v.

Wyeth-AyerstLabs., 385 F.3d 961 (6th Cir. 2004). (Both cases turned on the

interpretation of a Michigan statute. Michigan, of course, is within the Sixth

Circuit.) Judge Calabresi found that plaintiffs should be permitted to show fraud

on the FDA because of Michigan's "prerogative" to regulate matters of health and

safety. See Buckman, 531 U.S. 341 (2001) (holding fraud on FDA claim

preempted). The Second Circuit's opinion contains no discussion of the traditional

federal role in regulating the labeling of prescription drugs, perhaps because, as

Judge Calabresi emphasized, plaintiffs' claims under Michigan law rested on

"defective design and manufacturing." Desiano, 467 F. 3d at 97 n.9.
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IlL The Public Record Shows That FDA Rejected Any Labeling Change

Similar To The Change Colacicco Alleges Should Have Been Made To

Paxil's Labeling.

The district court, sua sponte, requested FDA to submit a brief stating its

views on whether Colacicco's claims are preempted. A4 (Colacicco Slip Op. at

*2) ("[D]ue to the novel preemption issues presented in this case, the Court

requested that the FDA file an amicus brief, which it did on May 10, 2006."). In

its amicus brief submitted in response to the district court's request, the United

States (on behalf of FDA) unequivocally asserted that Colacicco's claims were

preempted:

FDA's scientific judgment in October 2003, when paroxetine

hydrochloride was prescribed to, and taken by, Ms. Colacicco, was

that there was no reasonable evidence available at that time of an

association between adult use of the drug and suicidality. To include

on a drug's label a warning about a drug's effects, when FDA has

determined that such a warning is not based on reliable scientific

evidence, would be "false or misleading," 21 U.S.C. §§ 352(a), (f),

and would constitute unlawful misbranding. 21 U.S.C. § 331(a), (b),

and (k). Under the Supremacy Clause, a state may not cause a drug

manufacturer to choose between compliance with federal law and

state tort liability. [citation omitted] Necessarily, therefore, federal

conflict preemption bars Mr. Colacicco's attempt to impose liability

under state tort law for defendants' alleged failure to provide a

warning for Paxil or its generic equivalent that would have violated

federal drug labeling provisions.

A583 (FDA Amicus Brief.) The district court accepted FDA's statement in this

regard. A23 (Colacicco Slip Op. at "21) ("The FDA has acted within its authority,

and this Court must respect its expert judgment that an October 2003 warning label
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other than approved by FDA would have been in direct, actual conflict with federal

law.").

FDA in its amicus brief noted that, because FDA had specifically rejected

the warning that Colacicco claimed should have been given under state law, his

claim was preempted. A584 (FDA Amicus Brief) ("During the relevant period for

purposes of this litigation,... FDA had specifically and repeatedly rejected claims

that adult use of SSRIs was associated with an increased risk of suicide or

suicidality.") (emphasis added). 33

While Colacicco and the various amici supporting him argue that GSK or

Apotex could have, hypothetically, changed the warning regarding suicidality in

the Paxil labeling, and thus - according to them - avoided the conflict between

state and federal law, they give no response to the FDA's position that such change

in October 2003, or before, would have violated federal law - CBE or no CBE.

Colacicco has no reply to the simple matter of public record that FDA had flatly

ruled against any such statement on the labeling. 34

33 The acronym "SSRI" used in FDA's amicus brief means "selective serotonin .

reuptake inhibitor." The SSRIs are a class of drugs that includes Paxil and its

generic equivalents. 'Serotonin' is one of a number of brain neurotransmitters.

34 Colacicco incorrectly claims in his brief that GSK, in the district court, "offered

no argument as to why it could not have strengthened the labeling for Paxil prior to

Lois Colacicco's suicide when 21 C.F.R. § 314.70(c) expressly permitted it to do

so." Colacicco Brief at 36. To the contrary, GSK, after noting FDA's position in

its amicus brief that "any warning of such an association would have been barred
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FDA in its amicus brief explained in detail the history of its consideration of

the scientific question whether these drugs can increase the risk of suicide. These

actions by a federal agency are entirely matters of public record and entirely within

the scope of a motion to dismiss for failure to state a claim under Fed. R. Civ. P.

12(b)(6).

In October 2003, for example - the same month Lois Colacicco committed

suicide -FDA issued a Public Health Advisory "for pediatric users of Paxil."

A580 (FDA Amicus Brief) (emphasis in original). 35 As FDA noted, this Public

Health Advisory is available to the public. 36 As FDA stated to the district court:

FDA declined to warn of any similar risk for adult patients at that

time [i.e., the same month Lois Colacicco committed suicide], merely

emphasizing that - as already indicated by the labeling for Paxil and

Apotex 's generic form of paroxetine hydrochloride - all patients

treated with antidepressant drugs for major depressive disorder face a

risk of suicide and should be closely supervised. 37

as a matter of federal law," then stated: "In other words, Mr. Colacicco is seeking

to hold GSK liable for conduct that, according to the responsible federal agency,

would have violated federal law." A1027 (GSK's Suppl. Reply Brief(May 17,

2006)) (quoting FDA Amicus Brief at 14-15).

35 Paxil has never been approved for use in treating pediatric patients, and the

labeling for Paxil in October 2003 contained the statement that: "Safety and

effectiveness in the pediatric population have not been established." A442 (Am.

Compl., Ex. "A.")

36 www.fda.gov/cder/drug/advisory/mdd.htm (last visited Nov. 21, 2006).

37 This statement referred to the labeling statement discussed at pages 5-6, supra,

that patients with major depression are at risk for suicide.
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A580 (FDA Amicus Brief) (emphasis of adult in original; other emphasis added). 3s

Colacicco relies heavily on Sprietsma v. Mercury Marine, 537 U.S. 51

(2002), where the Coast Guard decided not to require motor boats to be fitted with

propeller guards. There the Supreme Court held flaat this "negative" decision by

the Coast Guard did not preempt a state law-based product liability case in which

plaintiff claimed the lack of a propeller guard constituted a defect. Colacieco Brief

at 25-26. Colacicco claims "the same rationale should apply" in this case, id. at 26,

but he misses the crucial difference: a manufacturer in the Sprietsma context could

fit a propeller guard or not without the Coast Guard's approval or, for that matter,

without even telling the Coast Guard.

38 In its amicus brief, FDA details its scientific and medical decisions over the past

15 years regarding the risk of suicidality in patients taking an SSRI such as Paxil.

A578-A581 (FDA Amicus Brief.) It has repeatedly rejected claims that SSRIs

increased the risk of suicide or suicidality, ld. As FDA notes, "[c]urrently, FDA is

engaged in a comprehensive scientific review of existing studies, involving

hundreds of clinical trials and thousands of adult patients, to determine whether
there is an increased risk of suicide or suicidal behavior in adults treated with

antidepressant drugs." A581 (Id.)

The district court perceptively noted that "how the FDA came to its
conclusion is far less relevant than the fact that the FDA did conclude that

Plaintiff's claims are preempted." A17 (Colacicco Slip Op. at "15 n.10) (emphasis

in original). The district court's point was that, absent a showing of an abuse of

discretion or some other legal defect in FDA's determination to reject the type of

warning Colacicco claims should have been given, then FDA's medical and

scientific decisions on this point are final and dispositive. Notably, neither

Colacicco nor any of his amici supporting him point to any abuse of discretion or

legal defect in FDA's repeated determinations over a 15-year period that the

warning Colacicco claims should have been given lacks any medical or scientific
basis.
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Here, in sharp contrast, neither GSK nor Apotex could make a change to the

labeling without notifying FDA and, in any event, FDA could well disapprove any

such labeling change and take enforcement action against the manufacturer who

made the change. Thus, this case is entirely different from Sprietsma.

Given that Colacicco's claim is based - lock-stock-and-barrel - on his

contention that GSK or Apotex should have provided a warning that FDA at that

time had specifically rejected, how could Colacicco's claim not be squarely in

conflict with federal law? Neither Colacicco nor his amici offer any answer to this

question.

Colacicco concedes as much when he complains that he has not been

afforded discovery against FDA:

[T]he FDA also posits [in its amicus brief] that a stronger suicide

waming for Paxil or generic paroxetine would have created a conflict

because such a warning would have been 'false and misleading' at the

time in question and rendered the drug 'misbranded.' As discussed,

Appellant [Colacicco] was not afforded an opportunity to discover

facts to rebut this extra-record allegation.

Colacicco Brief at 27 n. 10 (emphasis added). In other words, if this Court permits

Colacicco's case to go forward, he will seek to conduct discovery against FDA on

the issue of whether FDA would have rejected a CBE change to Paxil's labeling in

October 2003. 39

39 FDA generally resists discovery requests served on it in private litigation on the

ground that depositions of FDA officials burden FDA's ability to operate. See
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Colacicco wants a lay jury to second-guess FDA's scientific determination

on this issue, which FDA's independent experts made pursuant to FDA's explicit

congressional authority over the labeling of prescription drugs. Colacicco's

problem is that his state law claim flatly conflicts with FDA's specific and repeated

scientific determination.

This state law/federal law interplay is especially significant in Colacicco's

case. In June 2003 - three months before Lois Colaeicco committed suicide -

FDA issued a public statement on the use of Paxil for pediatric patients (i.e.,

patients under the age of 18). FDA Statement Regarding the Anti-Depressant Paxil

for Pediatric Population (June 19, 2003),

http://www.fda.gov/bbs/topics/ANSWERS/2003/ANSO1230.html (last visited Oct.

8, 2006). A copy of this FDA statement is attached to this brief as Exhibit "2."

Although FDA in this public statement cautioned about possibly increased risks in

pediatric patients, it stated bluntly that the caution did not extend to adults: "There

is no evidence that Paxil is associated with an increased risk of suicidal.thinking

in adults." (emphasis added). 4°

Connaught Labs., lnc. v. SmithKline Beecham P.L.C., 7 F. Supp. 2d 477 (D. Del.

1998) (denying FDA's motion to quash subpoenas in private patent litigation).

4o This Court may take judicial notice that FDA's June 2003 statement regarding

Paxil was widely covered in the news media. E.g., Lauran Neergaard, Paxil is for

adults only, FDA says, Phila. Inquirer (June 23, 2003), at D10; U.S. Issues

Warning on Child Use of Paxil, N.Y. Times (June 20, 2003), at A20.
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Nowhere in his complaint, or in his brief in this Court, does Colacicco

address FDA's public statement in June 2003 - three months before Lois

Colacicco's suicide - that: "[t]here is no evidence that Paxil is associated with an

increased risk of suicidal thinking in adults." FDA's public statement plainly

shows that FDA would have disapproved any CBE to the Paxil labeling under §

314.70(c), as confirmed in FDA's amicus brief in the trial court.

Even had GSK or Apotex submitted a CBE as Colacicco contends should

have been done, FDA has definitively declared that it would have rejected that

CBE because such a proposed warning lacked the required scientific basis, leaving

GSK and Apotex vulnerable to enforcement action. See A584-A585, A587 (FDA

Amicus Brief.) That triggers pure conflict preemption. FDA in its amicus brief to

the district court makes clear it had already determined that any such labeling

change would violate federal law.

Colacicco's contention that he is entitled to have a jury • instructed under

state law • second-guess FDA's repeated and specific scientific determinations,

made pursuant to explicit federal statutory authority, is preempted.
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IV. The District Court Properly Deferred To FDA's View That Colacicco's

Claims Are Preempted.

A. FDA's Views On Preemption Of State Law-Based Failure-To-Warn
Claims Are Limited And Nuanced

In January 2006, FDA extensively revised its regulations governing the

content and format of labeling for prescription drugs. FDA, Requirements on

Content & Format of Human Prescription Drug & Biological Products, Final Rule,

71 Fed. Reg. 3922 (Jan. 24, 2006). 41 This rulemaking was the direct result of a

proposed rule published in the Federal Register six years earlier. 65 Fed. Reg.

81082 (Dec. 22, 2000). FDA's regulations governing drug labeling are extensive,

specific and detailed. Those regulations carefully mandate the order of the sections

in the labeling, and the exact information that must be contained in each section.

See, e.g., 71 Fed. Reg. at 3936 (FDA response to comment on whether dosage

form information should appear before, or atter, "highlights" section of labeling).

FDA's finding in this respect was foreshadowed by the concem it expressed

in its discussion in the 2000 proposed rule, where it noted that one cause of the

increased complexity of drug labeling was "the use of labeling in product liability

and medical malpractice lawsuits, together with increasing litigation costs, has

caused manufacturers to become more cautious and to include virtually all known

41 This statement and final rule FDA published in the Federal Register is entitled

to judicial notice pursuant to 44 U.S.C. § 1507 ("The contents of the Federal

Register shall be judicially noticed.").
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adverseevent information, regardlessof its importance and or its plausible

relationship to the drug." 65 Fed. Reg. at 81083 (emphasisadded).

At the beginning of the preamble to the Final Rule, FDA stated its reason for

revising its regulations on the format and contents of prescription drug labeling:

"In recent years, there has been an increase in the length, detail, and complexity of

prescription drug labeling, making it harder for health care practitioners to find

specific information and to discern the most critical information." 71 Fed. Reg. at

3922. FDA noted that physicians were "the principal audience" for prescription

drug labeling, and that it had conducted "a national physician survey," as well as

focus groups, to determine "what labeling information practitioners consider most

important." ld.

Neither Colacicco nor the amici supporting him challenge FDA's conclusion

that "[i]n recent years" drug labeling has become longer, more detailed, and more

complex, "making it harder for practitioners" to find the information they need to

prescribe a drug, 71 Fed. R.eg. at 3922 (emphasis added), or its view that the trend

in labeling is due in part to "lawsuits..., together with increasing litigation costs."

65 Fed. Reg. at 81083. Colaciceo and his amici appear unaware - or perhaps

unconcerned - about either the purpose of this major, multi-year rulemaking, or

FDA's factual findings with respect to recent, deleterious changes in drug labeling

caused by litigation.
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FDA received a number of comments that sought clarification from FDA of

the effect of the proposed rule on state law-based product liability ciaims. 71 Fed.

Reg. at 3933-34. In response to those comments, 42 FDA expressed its view "that

under existing preemption principles, FDA approval of labeling under the act [i.e.,

the FDCA], whether in the old or new format, preempts conflicting or contrary

state law." ld. at 3934 (emphasis added).

FDA then put flesh on the bones of this unremarkable proposition by listing

six specific types of claims that would, in FDA's view, be preempted, ld. at 3936.

On the one hand, FDA made clear that this list of six types of claims was not

exhaustive. On the other, it emphasized, "FDA recognizes that FDA's regulation

of drug labeling will not preempt all State law actions." Id. FDA's view of

preemption, therefore, is specific and nuanced.

Colacicco's claims here would fall within either of two ofth.e six types of.

claims that FDA considered would be preempted:

• "[C]laims that a sponsor breached an obligation to warn by

failing to include contraindications or warnings that are not

supported by evidence that meets the standards set forth in this

rule, including § 201.57(c)(5) (requiring that contraindications

42 An administrative agency, in a notice-and-comment rulemaking, is generally

required by the Administrative Procedure Act to respond to significant comments it

receives on a proposed rule. 5 U.S.C. § 553(c). Neither Colacicco nor any of his

amici mentions that FDA, in responding to comments it received on the 2000

proposed rule, was only carrying out its obligations under the APA.
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reflect 'known hazards and not theoretical possibilities') and

(c)(7);"

• "[C]laims that a drug sponsor breached an obligation to warn

by failing to include a statement in labeling.., the substance of

which had been proposed to FDA for inclusion in labeling,/f

that" staterhent was not required by FDA at the time plaintiff

claims the sponsor had an obligation to warn... ;"

Id. (emphasis added). 43

FDA's reasoning in support of its conclusion has two basic components:

First, FDA unequivocally rejected Colacicco's contention that its CBE

regulation (21 C.F.R. § 314.70(c)) allows manufacturers to change warnings

unilaterally - that is, without ultimate approval by FDA. 71 Fed. Reg. at 3934. In

other words, the CBE regulation, § 314.70(c) does not avoid the conflict between

state tort claims and federal law. To the contrary, FDA made clear that, "FDA

reviews all such submissions [i.e., CBE changes to labeling] and may later deny

approval of the supplement, and the labeling remains subject to enforcement action

if the added information makes the labeling false or misleading under [21 U.S.C. §

352]." 71 Fed. Reg. at 3934 (emphasis added). 44

43 Colacicco nowhere addresses the limited types of claims set forth in FDA's

response to the comments it received on product liability issues, and, consequently,

he does not appear to contest that his claims here fall within these two of the types

of claims identified by FDA as preempted.

44 FDA's statements in this regard are plainly consistent with, and even required

by, the text of the regulation itself. Colacicco nowhere explains his contention that
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Second,FDA noted that "liability concernswere creating pressureon

manufacturers to expand labeling warnings to include speculative risks and, thus,

to limit physician appreciation of potentially far more significant contraindications

and side effects." ld. at 3 935 (emphasis added). FDA noted that labeling "that

does not accurately portray a product's risks" potentially discourages "safe and

effective use of approved products." ld.

FDA cited the 2000 proposed rulemaking where it had specifically raised

this problem. Id. (citing 65 Fed. Reg. at 81083). FDA's concern, of course, ties

directly into its reason for revising the labeling regulations in the first place - "[i]n

recent years, there has been an increase in the length, detail, and complexity of

prescription drug labeling," which makes it "harder" for physicians to find the

most critical information, ld. at 3922. 4s

FDA elaborated on its concern that state liability concerns could undermine

FDA's ability to control prescription drug labeling:

State [tort] actions are not characterized by centralized expert

evaluation of drug regulatory issues. Instead, they encourage, and in

fact require, lay judges and juries to second-guess the assessment of

benefits versus risks of a specific drug to the general public- the

central role ofFDA -sometimes on behalfofa single individual or

group of indix_iduals .... This could encourage manufacturers to

the plain language of the regulation is inconsistent with FDA's interpretation.
Colaeicco Brief at 38.

45 As noted supra, neither Colacicco nor any of his amici challenge FDA's factual

premise for undertaking this major revision of the drug labeling regulations.
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propose "defensive labeling" to avoid State liability, which, if

implemented, could result in scientifically unsubstantiated warnings

and underutilized beneficial treatments.

ld. at 3935.

FDA, therefore, has expressed its views on the effect of certain state law-

based product liability claims on FDA's statutory authority to approve and control

the labeling of prescription drugs such as Paxil.

B. This Court Should Give Appropriate Deference To FDA "s
Views.

Colacicco and the amici supporting him spill a small sea of ink in arguing

that this Court should not "defer" to FDA's views on preemption as expressed in

FDA's response to comments on its proposed revision of the prescription drug

labeling regulations. E.g., Colacicco Brief at 27-46.

The best starting points for this issue are Colacicco's own citation of this

Court's recent decision in NVE, Inc. v. HHS, 436 F.3d 182, 186 (3d Cir. 2006)

(noting FDA's "broad power" under 21 U.S.C. § 371(a) "to issue substantive

regulations, interpretive regulations, and statements of policy"), and his concession

that, "the lower court was correct to suggest that deference to the FDA wouM be

appropriate if, for example, the FDA were offering a permissible interpretation of

statutory or regulatory text, or, as the District Court suggested, the subject-matter

requiring interpretation was truly a 'medical issue.'" Colacicco Brief at 33-34

(emphasis added) (quoting Colacicco Slip Op. at "21). See NVE, 436 F.3d at 196
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(reviewing court "must generally be at its most deferential when reviewing factual

determinations within an agency's area of special expertise") (emphasis. added)

(quoting Southwestern Pennsylvania Growth Alliance v. Browner, 121 F.3 d 106,

117 (3d Cir. 1997)).

Thus, Colacicco agrees that this Court should defer to FDA's views if

FDA's interpretation of its statute and regulations is "permissible," or if the subject

matter of FDA's interpretation involved a "medical issue." Yet there can be no

serious dispute either that "medical issues" fall within FDA's area of expertise, see

Colacicco Brief at 33 (conceding that FDA is "expert in the field in which it

operates"), or that FDA made a factual determination that, e.g., expanded warnings

in prescription drug labeling were limiting "physician appreciation of potentially

far more significant contraindications and side effects." 71 Fed. Reg. at 3935

(emphasis added).

Neither Colacicco nor any of the amici supporting him even mentions the

"national physician survey" or the focus groups that FDA undertook in revising its

drug labeling regulations. Id. at 3922. FDA's findings regarding recent expansion

and growing complexity of labeling is plainly a "factual determination" within

FDA's area of expertise where a reviewing court "must be at its most deferential."

NVE, 436 F.3d at 196 (emphasis added).
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Both the SupremeCourt, and this Court, have accorded considerable

deference to FDA's views on preemption of state law. H.illsborough County v.

Automated Med. Labs., Inc., 471 U.S. 707, 714-t5 (1985) ("The FDA's statement

is dispositive on the question of implicit intent to pre-empt unless either the

agency's position-is inconsistent with clearly expressed congressional intent, or

subsequent developments reveal a Change in that position.") (citation omitted);

Horn, 376 F.3d at 171 (holding in context of express preemption provision

governing medical devices that "FDA's preemption determinations are significant

and should inform our interpretation [of the express preemption provision]").

The district court followed these cases in giving deference to FDA's

statement in the Federal Register, A16-A17 (Colacicco Slip Op. at '14-15), and it

properly gave appropriate deference to FDA's views that certain product liability

claims are preempted.

C. FDA Has Been Consistent.

Judicial deference to FDA's views on preemption is especially appropriate

here because, contrary to the arguments advanced by Colacicco and the amici

supporting him, FDA's position on preemption of state law-based challenges to

prescription drug labeling has been essentially consistent. Indeed, before 2000,
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FDA did not have occasion squarely to express a view on preemption of such

claims. 46

Colacicco argues, however, that FDA's position in adopting the new

prescription drug labeling rule in 2006 is inconsistent with the position it took in

2000, when it proposed that rule. Colacicco Brief at 41-42. 47 Yet, as noted above,

Colacicco never challenges (or even mentions) FDA's finding in the 2000

proposed rule that "the use of labeling in product liability.., lawsuits" has

contributed to the "length and complexity" of labeling. In 2000, FDA expressed its

concern about the adverse effect of product liability lawsuits on labeling, which is

completely consistent with its current position that some product liability lawsuits

are preempted. In contrast, the part of the 2000 proposed rule that Colacicco

points to does not mention litigation at all and instead is included to comply with

an Executive Order on federalism. Colacicco Brief at 42.

Colacicco, ironically, also points to FDA's 1994 rule that expressly

preempted any state law that would permit disclosure of the identity of healthcare

46 The district court properly found that a 1998 rule adopted by FDA on patient

mediation guides was consistent with FDA's current position. A24-A25

(Colacicco Slip Op. at *22-23); see, supra, note 31 (FDA rule on medication

guides). Colacicco cites the 1998 rule in passing, Colacicco Brief at 43, but he

makes no argument that the district court was in error to find that rule consistent

with FDA's current position.

47 Colacicco makes no contention that FDA has been inconsistent since 2000.

Over that time, FDA has consistently asserted preemption in amicus briefs filed by

the United States in appropriate cases. 71 Fed. Reg. at 3934 n.7.
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providers who report adverseevents to FDA. Colacicco Brief at 43 (citing 59 Fed.

Reg. 3944, 3948 (1994)). Colacicco fails to note that FDA's 1994 action in this

regard completely undermines his separateargument that FDA lacks any authority

to preempt state law. See Colaciceo Brief at 33-35 (arguing that FDA acts outside

"the scope of its Congressional authority and expertise in attempting to inject

preemptive intent into its regulations").

For these reasons, the district court properly gave appropriate deference to

FDA's views on preemption of certain state law-based claims that are in conflict

with FDA's statutory authority over prescription drug labeling.

V. Preemption Under The Hateh-Waxman Amendments To The

FDCA

In addition to the foregoing arguments with regard to preemption under the

FDCA, Apotex submits that the action against it is preempted under the Hatch-

Waxman Amendments to the FDCA. As Colacicco alleges, Apotex is the producer

of generic paroxetine hydrochloride. A80 (Orig. Compl. ¶ 9.) Paroxetine

hydrochloride is a controlled substance, and in order for Apotex to produce and

sell generic paroxetine hydrochloride it first had to obtain approval from FDA to

do so. A88 (Orig. Compl. ¶ 45.)

A. Background

Pursuant to the Drug Price Competition and Patent Term Restoration Act of

1984, otherwise known as the "I-Iatch-Waxman Amendments" to the Food Drug
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and Cosmetic Act of 1938 and codified at 21 U.S.C. § 355 (herein also referred to

as "the Amendments"), Apotex submitted an Abbreviated New Drug Application

("ANDA"). 21 U.S.C. § 3550). A88 (Orig. Compl. ¶ 45.) As set forth in the

Amendments, to obtain approval from FDA to produce and sell the generic form of

a listed drug the proponent of the generic must submit the following information

with the ANDA which, if accepted by FDA, will result in the approval of the

generic form of the pioneer drug:

a) that. the "conditions of use prescribed, recommended, or

suggested in the labeling" have been previously approved

for a pioneer drug;

b) that the "active ingredient" is the same as that of the

previously approved pioneer drug;

c)

d)

that the "route of administration, the dosage form, and

the strength" are the same as the previously approved

pioneer drug;

that the new drug is "the bioequivalent" of the pioneer

drug;

e) that the "labeling proposed for the new drug" is the same

as the labeling approved for the pioneer drug;

a full description of the methods, facilities and controls

for the manufacture, processing, and packing of the new

drug (to assure compliance with good manufacturing

practices); and

g) certain information with regard to the status of the patent

on the pioneer drug to allow a determination as to

possible patent infringement.
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21 U.S.C. § 355(j)(2)(A)(i) - (viii).

Generic drugs, also known as "copycat" or "me-too" drugs, arecopies of the

listed drugs and can bemarketed at reducedprices becausethe producershave not

had to incur the developmental and testing costs incurred by the pioneers. See,

United States v. Generix Drug Corp., 460 U.S. 453,455 n.1 (1983). Thus, as this

Court has recognized, the Hatch-Waxman Amendments are intended "to balance

the interests of the generic drug manufacturers, who sought to avoid unnecessary

testing, against the research investments of the pioneer manufacturers, at the satne

time mindful of the public need for safe commercial drugs." Tri-Bio Labs., lnc. v.

Food&DrugAdmin., 836 F.2d 135, 139 (3d Cir. 1987).

Prior to the Amendments, FDA's policy was that it would not permit the

proponent of a generic drug to rely on the testing and research of the pioneer drug

manufacturer. Under this scheme, the generic proponent was required to duplicate

the pioneers' original testing, in effect to re-establish to FDA's satisfaction, the

safety and efficacy of a drug formulation that had already been approved on the

basis of the arduous scientific evaluation by FDA of the listed drug. This

requirement resulted in delay in the availability of the generic drug while at the

same time also significantly increasing the cost of its production and therefore its

cost to the consumer, ld.
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To achieve the legislative purposeof getting lessexpensive forms of listed

drugs on the market asquickly aspossible, under the Amendments the sponsor of

the ANDA for the generic drug is not required to conduct testing for safety and

efficacy, but rather is entitled to rely on the rigorous evaluation to which the listed

drug had beensubjected in order to obtain acceptanceand approval from FDA.

That this was the legislative intent is clear from the closing remark enactedby

Congresswith regard to the requirements of anANDA: "The Secretarymay not

require that an abbreviated application contain information in addition to that

required by clauses(i) through (viii)." 21 U.S.C. § 355(j)(2)(A).

This, asColacicco alleges in the Original Complaint, is precisely what

happenedhere with Apotex's generic paroxetine hydrochloride. It was submitted

to FDA pursuant to an ANDA that provided FDA with all the assurances,

certifications, and information required by federal law, including that its intended

uses are the same as those proposed.and approved for the listed drug, that its active

ingredient is the same as that approved for the listed drug, that its route of

administration, dosage form and strength are the same as those approved for the

listed drug, that it is the bioequivalent of the listed drug, and that the labeling and

warnings which will accompany it are the same as that approved for the listed

drug. A88-A89 (Orig. Compl. ¶¶ 45, 46.)
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All Apotex was required to do under the Amendments was demonstrate that

what it would produce is precisely the same as (the bioequivalent of) the listed

drug, that it would produce it for the same uses and that it would be accompanied

by the same labeling and warnings as approved and mandated by FDA, and in a

manner consistent with good industry standards.

B. Claim Against Apotex Preempted By Hatch- Waxman Amendments.

As has been argued, the concept of federal preemption of state law, either

statutory or common law, has its roots in the supremacy clause of the United States

Constitution, art. VI, el. 2, arid may be expressed or implied. Hillsborough County

v. AutomatedMed Labs., lnc., 471 U.S. 707 (1985). However, in addition to the

circumstance where Congress explicitly preempts state law, implied preemption

can be found where Congress has implicitly indicated an intent to occupy a given

field to the exclusion of state law, or where state law stands in conflict with the

federal law. Crosby v. Nat'lForeign Trade Council, 530 U.S. 363, 372-73 (2000).

As to the latter, "[a] conflict will be found 'when it is impossible to comply with

both state and federal law, or where the state law stands as an obstacle to the

accomplishment of the full purposes and objectives of Congress.'" Freightliner

Corp. v. Myrick, 514 U.S. 280, 300 (1995) (citation omitted). And federal

regulations, such as those promulgated by FDA, "have no less pre-emptive effect

than federal statutes." Fidelity Fed. Say. & Loan Ass'n v. de la Cuesta, 458 U.S.
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141,153 (1982).

(i) Obstacle To Accomplishment Of Objectives Of Congress.

To be an obstacle_ "[a] state law ... is preempted if it interferes with the

methods by which the federal statue was designed to reach [its] goals."

International Paper Co. v. Ouellette, 479 U.S. 481,494 (1987); de la Cuesta, 458

U.S. at 493 (preemption where state law limited the availability of an option that

the federal agency considered essential to ensure its ultimate objectives).

Furthermore, it is not only State statutory schemes that can be preempted because

State common law theories of liability can have the same regulatory effect as an

affirmative legislative enactment. Geier, 529 U.S. at 881 (state tort theory of

liability that would be an obstacle to means-related federal objectives is

preempted); Ouellette, 479 U.S. at 494 (granting compensatory damages for

conduct permitted by federal law is a form of regulation subject to preemption);

San Diego Bldgs. Trades Council v. Garmon, 359 U.S. 236, 247 (1959) ("The

obligation to pay compensation can be, indeed is designed to be, a potent method

of governing conduct and controlling policy"); see also Cellucci v. Gen. Motors

Corp., 676 A.2d 253,258 (Pa. Super. Ct. 1996), aff'd, 706 A.2d 806 (Pa. 1998)

(same).

The common law duties Colacicco seeks to impose on Apotex in this action

are more than that imposed on it by the Hatch-Waxman Amendments. Indeed,
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they are the very impediment to inexpensive generic equivalents the Amendments

were enacted to avoid. As such, the claims asserted stand as an inexorable obstacle

to achieving the full purpose and objective of Congress such that they must be

preempted by the Amendments. As set forth above, a generic drug is a copy of a

listed drug which can be marketed at reduced prices because the producers have

not had to incur the developmental and testing costs incurred by the pioneers,

Generix, 460 U.S. at455 n.1, but not at the expense of the safety of the consuming

public. The Hatch-Waxman Amendments "balance the interests of the generic

drug manufacturers, who sought to avoid unnecessary testing, against the research

investments of the pioneer manufacturers, at the same time mindful of the public

need for safe commercial drugs." Tri-Bio, 836 F.2d at 139.

Prior to the Amendments, the FDA's policy was that it would not permit the

proponent of a generic drug to rely on the testing and research of the pioneer drug

manufacturer. This policy forced the generic proponent to duplicate the pioneers'

original testing, in effect to re-establish to FDA's satisfaction the safety and

efficacy of a drug formulation that had already been approved on the basis of that

prior research and testing. This necessarily resulted in significant delays in the

emergence of the generic drug as well as significantly increasing its cost. Id. This

practice was stopped by the Amendments, which permit the proponent of the

generic form of the drug to rely on the testing previously done, submitted and

77



evaluated to the satisfaction of FDA. To be certain there was no confusion and

that FDA understood it was to no longer require the proponent of the generic to

conduct and submit the results of efficacy and safety testing, Congress provided

the express mandate in the Act that FDA "may not require that an abbreviated

application contain information in addition to that required by clauses (i) through

(viii)." 21 U.S.C. § 355(j)(2)(A).

The issue of consumer protection regarding efficacy and safety sought to be

enforced by Colacicco in the present tort action is included in the Congressional

statutory scheme by reliance on the pioneers' research and development

submissions, and the certification by the proponent of the generic that the generic

is the same product to be used for the same purpose as that already approved. 21

U.S.C. § 355(j)(2)(A). "The bioequivalence requirement set forth in section

355(j)(7)(B) acts as a market entry restriction imposed to ensure that generic drugs

will be as safe and effective as their pioneer drug counterparts." Schering Corp. v.

Food& DrugAdmin., 51 F.3d 390, 396 (3d Cir. 1995). See also Vol. 130 Part 17

Cong. Rec. 24,425 (1984) (Rep. Skelton: "The approval process.., assures that,

while generic drugs will be made more quickly available, the quality and

effectiveness of those drugs will not be reduced"); H.R. Rep. No. 98-857, 98th

Cong., 2nd Sess. pt. I, reprinted in 1984 U.S.S.C.A.N. at 2647-68 ("Generic copies

of any drugs may be approved if the generic is the same as the original drug or so
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similar that FDA hasdetermined the differences do not require safety and

effectiveness testing."), both cited in Schering, 51 F.3d at 396.

Indeed, it is not only FDA undertaking to enforce the required proof of

bioequivalence that protects the public safety, but also the administrative actions of

the pioneers acting as a watchdog to be certain FDA is vigilant in enforcing this

congressionally imposed entry restriction on generics. Schering, 51 F.3d at 396

(actions by the pioneer "to enforce the terms of the Act comports with the

congression/d purpose that the statiatory amendments passed to aid generic drug

competition not diminish the safety of commercial drugs"). Conversely, requiring

the proponent of the generic form of the drug to conduct the research and perform

the studies necessary to confirm the safety and efficacy of the listed drug it is

copying is not one of the entry restrictions imposed by the Amendments to protect

the public safety. Indeed it was that very practice of FDA before 1984 that was

stopped by the Amendments, so that, with the assurance of bioequivalence, the

identical generic product would be more quickly and less expensively available to

the public.

If, through the vehicle of a state tort law claim, the proponent of the generic

product is nevertheless required to re-do the prior research, either before or atter its

approval and introduction, or risk civil judgments and imposition of damages for

failing to do so, the purpose of the legislative scheme of Congress in not requiring
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such testing is not only frustrated, it is completely defeated. See C.E.R. 1988, Inc.,

386 F.3d at 270 (state tort actions that would cause insurers to leave the National

Flood Insurance Program and cause the price of such insurance to go up are

preempted by the National Flood Insurance Act of 1968); Pokorny v. FordMotor

Co., 902 F.2d 1116, 1123 (3d Cir. 1990) (tort liability that would eliminate one of

three options provided for in a statutory scheme that stresses the importance of

flexibility to achieve its goals is preempted); see also Cellucci v. Gen. Motors

Corp., 706 A.2d 806, 811 (Pa. 1998) (same).

In Pokorny, the Court held that a state tort action against the auto

manufacturer for not installing air bags was preempted by the National Traffic and

Motor Vehicle Safety Act of 1996, 15 U.S.C. § 1381 et seq. (recodified at 49

U.S.C. §§ 30101-33118) and its regulations, which make air bags one of three

acceptable options for passive restraint. In support of this ruling, the Court offered

the following rationale:

That such flexibility and choice is an essential element of the

regulatory framework established in Standard 208 has repeatedly been

made clear in the regulatory history of this particular safety standard.

See, e.g., 49 Fed. Reg. 28962, 28997 (1994) (Secretary Dole

explained that the flexibility and variety built into Standard 208 was

needed to "provide sufficient latitude for industry to develop the most

effective [occupant restraint] systems" and to help "overcome any

concerns about public acceptability by permitting some public

choice"); 46 Fed. Reg. 53419 (1981) (Secretary Lewis determined that

air bags and automatic seat belts should not be required, but each

should remain only .one alternative among several options in

satisfying occupant restraint requirements); 42 Fed. Reg. 5071 (1977)
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(SecretaryColeman relied on a 1976 document entitled "The

Secretary's Decision Concerning Motor Vehicle Occupant Crash

Protection" to conclude that passive restraint systems should not be

mandated at the time due to public uncertainty).

Pokorny, 902 F.2d at 1124. This same rationale for preemption by the Hatch-

Waxman Amendments is manifest under the facts of the present matter.

It has been recognized that "Congress does not cavalierly pre-empt state-law

causes of action," and preemption will be found only if the need for it is clear,

Medtronic, 518 U.S. at 485, based on a careful assessment of congressional intent.

California Fed Say. & Loan Ass 'n v. Guerra, 479 U.S. 272, 280 (1987).

However, "[t]o insist on a specific expression of agency intent to pre-empt, made

after notice-and-comment rulemaking, would be in certain cases to tolerate

conflicts that an agency, and therefore Congress, is most unlikely to have

intended." Geier, 529 U.S. at 885. This is precisely such a case because

enforcement of Colacicco's tort claims against Apotex would constitute a return to

the federal prescription drug approval scheme in place before the Hatch-Waxman

Amendments. Even more, it would be a return to the precise statutory

requirements implicitly abandoned by the Amendments. See, e.g., Smithkline

Beecham Consumer Healthcare, L.P. v. Watson Pharms., lnc., 211 F.3d 21 (2d

Cir. 2000) (FDA refused to relent on the requirement that an ANDA show identity

with the previously approved labeling, held Hatch-Waxman Amendments trump

Copyright Act).
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(ii) Direct Conflict Between FederalAnd StateLaw.

Colacicco also alleges that Apotex is liable to him becauseit "distributed

and sold generic paroxetine hydrochloride accompaniedby a warning labeling that

was, in all material respects, identical to the warning labeling that accompanied

Defendant GSK's Paxil®, which was inadequateto warn of the dangersand/or

risks of suicide associatedwith Paxil® and generic paroxetine hydrochloride."

A90 (Orig. Compl. ¶ 50.) But Apotex had no choice but to commit this act

becausesuch is expressly required of it by the Hatch-Waxman Amendments. 21

U.S.C. § 355(j)(2)(A)(v). A state common law claim is clearly in conflict with a

federal statutory scheme,and therefore preemptedby it, if compliance with the

state common law would put the actor in violation of the federal law. Green v.

FundAsset Mgmt., L.P., 245 F.3d 214, 222 (3d Cir. 2001) (conflict preemption

exists when "it is impossible to comply with both the state and the federal law").

Regardless of whether the conflict prevents or frustrates the accomplishment of a

federal objective, see id., or makes it impossible for a party to comply with state

and federal law, the Supreme Court "has said that both forms of conflicting state

law are 'nullified' by the Supremacy Clause, ... and it has assumed that Congress

would not want either kind of conflict." Geier, 529 U.S. at 873 (citations omitted).

As discussed above, one of the requirements of an ANDA is that the

applicant must demonstrate that the labeling proposed for its drug is the same as
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the labeling approved for the listed drug. 21 U.S.C. § 355(j)(2)(A)(v). The only

exception pemaitted to this requirement is if the identities of the manufacturers are

different (brand versus generic) or if the applicant has submitted and received

approval of a petition to the effect that the active ingredient is different from the

previously approved drug or the route of administration, dosage form, or strength

differ from the listed drug. ld. Such a petition is authorized by § 355(j)(2)(C).

Thus, at the time the ANDA is submitted the applicant has absolutely no discretion

with regard to the proposed labeling.

Thereafter, Colacicco argues, among the regulations promulgated.by the

FDA to implement its regulatory scheme under the FDCA is 21 C.F.R. § 314.70,

relating to supplements and other changes to an approved application. The portion

of § 314.70 made relevant to the issue being addressed here is §

314.70(c)(6)(iii)(A), "Changes in the labeling ... to add or strengthen a

contraindication, warning, precaution, or adverse reaction." Apotex argued in the

district court that, as a generic manufacturer, it could not change its labeling

pursuant to this regulation, see discussion regarding CBE supplements supra,

without being told to do so by FDA.

The United States, on behalf of FDA, addressed this precise issue in its Brief

for Amicus Curiae sought by the district court, and reached precisely the same

conclusion. Thus,
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[f]ora generic drug manufacturer, there is no statutory or regulatory

provision permitting the manufacturer to make a labeling change to its

generic drug without prior FDA approval. To the contrary, a generic

drug manufacturer is required to conform'to the approved labeling for

the listed drug.

A576 (FDA Amicus Brief.) In support of this statement, the United States cited to

21 C.F.R. § 314.150, which is titled "Withdrawal of approval of an application or

abbreviated application." This citation makes it clear FDA's position that a

generic manufacturer does not have authority to market its generic product using

labeling different from that approved for the listed drug is not limited simply to the

time of approval of the ANDA and initial production, but also relates to post-

approval changes as well.

Specifically, § 314.150(b)(10), provides as follows:

(b) FDA may notify the applicant, and, if appropriate, all other

persons who manufacture or distribute identical, related, or similar

drug products as defined in § 310.6, and for a new drug afford an

opportunity for a hearing on a proposal to withdraw approval of the

application or abbreviated new drug application under section 505(e)

of the act and under the procedure in § 314.200, if the agency finds:

(10) That the labeling for the drug product that is the subject

of the abbreviated new drug application is no longer consistent

with that for the listed drug referred to in the abbreviated new

drug application, except for differences approved in the

abbreviated new drug application or those differences resulting

from [setting forth (i) patent and (ii) exclusivity issues not

relevant to the present action].

21 C.F.R. § 314.150(b)(10).
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As the United States further explained,

[i]f a generic drug manufacturer "believes that newsafety information

should be added" to the product's labeling, the manufacturer must

"provide adequate supporting information to FDA, and FDA will

determine whether the labeling for the generic and [listed] drugs

should be revised." 57 Fed. Reg. at 17961. Only if the FDA directs

that the labels for both the generic and the innovator drugs should be

changed, can the generic drug manufacturer add a new warning or

caution to the labeling of its drug.

A587 (FDA Amicus Brief) (emphasis in original). The citation to Volume 57 of

the Federal Register (1992) is telling because that was where FDA set forth its

interpretation of the then new 21 C.F.R. § 314.150. Furthermore, this

interpretation of the regulation is entirely consistent with the provisions regarding

the initial approval process of an ANDA.

These statements by and on behalf of FDA are entitled to be given weight by

this Court because, as the Supreme Court has said in similar circumstances,

Congress delegated to FDA authority to implement the FDCA, which is technical

and the relevant history and background of which are complex and extensive, such

that FDA is uniquely qualified to understand its regulations, objectives and the

likely impact of state requirements. Medtronic, 518 U.S. at 496; see also United

States v. Mead Corp., 533 U.S. 218, 228 (2001) (courts are to give greater weight

to agency policies that are expressed in formal agency action, rather than in

informal policy statements or individual adjudications); Thomas Jefferson Univ.

Hosp. v. Shalala, 512 U.S. 504, 512 (1994) (in such circumstances "the agency's
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interpretation must be given controlling weight unless it is plainly erroneousor

inconsistent with the regulation"); Chevron U.S.A., lnc. v. Natural Resources

Defense Council, Inc., 467 U.S. 837, 844 (1994) (considerable weight must be

accorded to an agency's interpretation of the statutory scheme it'is charged to

administer).

This is especially so where the Court has "no reason to suspect that the

Solicitor General's representation of the [agency's] views reflects anything other

than 'the agency's fair and considered judgment on the matter.'" Geier, 529 U.S. at

884. Here, as the Court is well aware, an ANDA will not be approved unless, with

exceptions not relevant here, the applicant shows that the "labeling proposed, for

the [generic] drug is the same as the labeling approved for the listed drug". 21

U.S.C. § 355(j)(2)(A)(v). What 21 C.F.R. § 314.150 does, as interpreted by FDA

in 57 Fed. Reg. 17950, 17961 (1992), is continue the requirement for conformity

with the approved labeling for the listed drug beyond the initial approval of the

ANDA. Thus, the generic drug manufacturer is not permitted to simply change the

labeling for its generic drug subject to subsequent approval of FDA because such

would put the generic drug labeling out of conformity with the listed drug labeling,

and the generic drug manufacturer in violation of 21 C.F.R. § 314.150(b)(10) and

subject to withdrawal of approval of its ANDA.

Rather, as FDA made clear in 1992 and as is reiterated in the brief on its
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behalf, what the generic drug manufacturer must do is first submit "adequate

supporting information" to FDA, 57 Fed. Reg. at 17961, and ifFDA determines

that the information indeed supports a change in the labeling it will order the

change for both the generic drug and the innovator drug. Thus, the statutory

mandate for conformity is maintained. Furthermore, as discussed in Section III,

supra, any attempt by either GSK or Apotex to amend the labeling for Paxil or

paroxetine to include the information suggested by Colacicco would have been

rejected by FDA. In June 2003, a month before Apotex's ANDA was approved

and a mere four months before Lois Colacicco committed suicide, FDA issued a

public statement regarding the use of Paxil with pediatric patients in which the

FDA reiterated its position that "[t]here is no evidence that Paxil is associated with

an increased risk of suicidal thinking in adults." See Exhibit 2. Indeed, in October

of 2003, the same month Lois Colacicco committed suicide, FDA issued a Public

Health Advisory for pediatric users of Paxil, but declined to warn of a similar risk

for adult patients. See A580 (FDA Amicus Brief.)

Finally, the different treatment of the pioneer manufacturer (permitted to

make certain post-approval changes to the labeling in advance of, but nevertheless

subject to, FDA approval) from the generic manufacturer (not permitted to do so),

see A576 (FDA Amicus Brief), is entirely consistent with the stated legislative

purpose of the Hatch-Waxman Amendments. That purpose is to get safe, effective,
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and inexpensive generic equivalents to listed drugs on the market as soon as

possible. The legislative means for achieving this is to limit the requirements for

scientific proofs from the generic drug manufacturer to that ofbioequivalence. See

supra. And the economies for the generic manufacturer, passed on to the

consumer, are realized both pre-approval and post-approval. It simply defies logic

to excuse the generic manufacturer from researching and proving safety and

efficacy in the ANDA, but requiring it to be fully informed on the status of that

research the day after the ANDA is approved (or, in this case, within two months

after that approval) so as to submit a CBE to FDA if warranted.

For these reasons, Colacicco's claims against Apotex are preempted, and the

district court must be affirmed.

VI. This Is A Case Of Express Preemption.

Congress, in the 1962 Amendments, provided for preemption of state law-

based claims, like those asserted by Colacicco here, that are in "direct and positive

conflict" with the federal structure for drug regulation that Congress put in place in

1962:

Nothing in the amendments made by this Act to the [FDCA] s.hall be

construed as invalidating any provision of State law which would be
valid in the absence of such amendments unless there is a direct and

positive conflict between such amendments and such provision of
State law.
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Pub. L. No. 87-781, § 202, 76 Stat. 780, 793 (Oct. 10, 1962) (hereinafter "§ 202")

(emphasisadded).

There are three important points about this expresspreemption provision in

the 1962 Amendments:

• First, Congress' referencein § 202 to "any provision of Statelaw" plainly

includes both the state statutory and common-law elementsof Colacicco's

claims here. See Cipollone v. Liggett Group, lnc., 505 U.S. 504, 521 (1992)

(plurality opinion) (noting that the statutory phrase "' [n]o requirement or

prohibition' sweeps broadly" and that "those words easily encompass

obligations that take the form of common law rules"); Horn v. Thoratech

Corp., 376 F.3d 163, 167 (3d Cir. 2004) (interpreting state "requirements"

under express preemption clause relating to medical devices to include

common law claims). 48 Indeed, § 202 so clearly sweeps in state law-based

48 In any event, Colacicco's complaint is dependent on "positive enactments"

under state law. A 102 (Orig. Compl. ¶¶ 115-16) (alleging causes of action under

73 P.S. §§ 201-2(4)(v) & (xxi), and under N.Y. Gen. Bus. Law § 349, et seq.);

A103 (id. ¶ 119 (alleging causes of action under 20 Pa. Cons. Stat. Ann. § 3373 &

N.Y. Est. Powers & Trusts § 11-3.1); A104 (id ¶ 123 (alleging cause of action

under 42 Pa. Cons. Stat. Ann. § 8301 & N.Y. Est. Powers & Trusts § 5-4.1).

Indeed, given the sudden and unexpected death of Lois Colacicco, there might not

be any cause of action here at all absent the applicable wrongful death statute. At

common law, claims relating to her death might well have expired at the time of

her death. So Colacicco's claims rest explicitly on "positive enactments" of state
law.
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tort claims (such as Colacicco's claim here) that neither Colacicco himself,

nor any of the amici supporting him, make any argument to the contrary.

• Second, while the express preemption in § 202 is limited to the 1962

Amendments, those amendments fundamentally revised the regulation of

drug labeling by FDA in ways that survive unchanged in the FDCA today.

Compare, e.g., 1962 Amendments, § 1.02(c) (amending 21 U.S.C. § 355(d)

to require FDA to disapprove proposed drug labeling if, "based on a fair

evaluation of all material facts, such labeling is false or misleading in any

particular"), with current version at 21 U.S.C. § 355(d) (same). The express

preemption in § 202 is as good law as it was the day President Kennedy

signed it into law on October 10, 1962.

• Finally, GSK explicitly argued express preemption based on § 202 in the

district court. In particular, GSK cited § 202, quoted it in full, and argued

that "there is explicit congressional intent to preempt state law in conflict

with FDA's prescription drug labeling authority." A1028-A1029 (GSK's

Suppl. Reply Brief(May 17, 2006).) Therefore, GSK preserved in the

district court § 202 as a ground for preemption of Colacicco's claims. '

As GSK and Apotex have shown in this brief supra, there is a "direct and

positive" conflict between FDA's statutory control and approval of the Paxil
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labeling as"adequate" under 21 U.S.C. § 352(0(2 ) on the one hand, and

Colacicco's claim that the labeling is "inadequate" under state law on the other.

Colacicco recognizes that § 202 is a statement of congressional intent

(although he mistakenly refers to this section Of the statute as "Congressional

commentary"). Colacicco Brief at 13-14. Colacicco interprets § 202 to mean that

"nothing in the FDCA prevents the ordinary working of conflict preemption

principles." Id. at 14. Without citing any authority, or giving any explanation, he

finishes by baldly asserting that § 202 is not "a Congressional abrogatiofi of State

tort principles." Id. That is the sum total of Colacicco's argument with respect to

the express statement of congressional intent to preempt state law embodied in §

202.

Colacicco's problem is that § 202 on its face is a statement of congressional

intent to preempt "State tort principles" that stand in "direct and positive conflict"

with FDA's regulation of prescription drug labeling. His repeated arguments about

the importance of congressional intent to the preemption inquiry turn against him

because Congress did intend to preempt state law in the area of prescription drug

labeling - and Congress stated that intent clearly in § 202.

VII. The District Court Properly Dismissed Colacicco's 'Fraud-By-Failure-

To-Warn' Claim Against GSK

The district court properly dismissed all of Colacicco's claims against both

Apotex and GSK on federal preemption grounds. In addition, and in the
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alternative, the district court dismissed all claims against GSK on the state-law

(and common sense) ground that, because GSK did not manufacture or sell the

generic version of paroxetine that was taken by Lois Colacicco, GSK cannot owe

any duty to her or her spouse. A38-A39 (Colacicco Slip Op. at *36-37.)

On appeal, Colacicco neither makes any argument that the district court

erred in holding that GSK owed no duty to Lois Colacicco, nor includes this point

in his Statement of the Issues Presented for Review. Colacicco Brief at 2.

Therefore, Colacicco has abandoned his appeal with respect to this aspect of the

judgment below, which must remain undisturbed. E.g., Mitchell v. Cellone, 389

F.3d 86, 92 (3d Cir. 2004) (holding that issue that is not argued in brief has been

waived); Nagle v. Alspach, 8 F.3d 141,143 (3d Cir. 1993) ("When an issue is

either not set forth in the statement of issues presented or not pursued in the

argument section of the brief, the appellant has abandoned and waived that

issue.").

The district court further, and again in the alternative, dismissed all of

Colacicco's claims against both Apotex and GSK that did not sound in negligence.

A52-A53 (Colacicco Slip Op. at *50-52) (relying on Hahn v. Richter, 673 A.2d

888 (Pa. 1996)). Thus, the district court dismissed counts I (breach of express

warranty); II (breach of implied warranty); III (fraud by intentional

misrepresentation and concealment and violation of New York Consumer
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Protection Act against GSK only); V (intentional infliction of emotional distress)49;

and IX (strict liability). A54 (ld. at *52.)50

In his brief, Colacicco omits any state-law issuewith respectto Apotex in

his Statement of the Issues Presented for Review, Colacicco Brief at 2, and he

makes no substantive argument that the district court was in error on any state-law

ruling with respect to Apotex. Therefore, he has abandoned his appeal from those

aspects of the district court's judgment. Mitchell, 389 F.3d at 92. The district

court's decision to dismiss all Colacicco's claims against Apotex that do not sound

in negligence or are for emotional distress should stand undisturbed.

With respect to the state-law claims against GSK, Colacicco makes a single,

short, and narrow argument, which is that the district court was in error to dismiss

Colacicco's intentional fraud claim against GSK. This fraud claim is part of count

III in Colacicco's amended complaint; the other part of that count alleges a

violation of the New York Consumer Protection Act. (The district court separately

49 The district court also dismissed counts V and VI (intentional and negligent

infliction of emotion distress) for failure to state a claim on other grounds. A61-

A62 (Colacicco Slip Op. at *59-60.)

5o The only claims to survive the district court's rulings on the state law issues

were the negligence-based claims against Apotex alone: counts IV (negligent

misrepresentation); VII (negligence); and VIII (negligence per se). A54

(Colacicco Slip Op. at *52.)
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dismissed the statutory claim in count III, seeA57-A60 (Colacicco Slip Op. at

"55-58), and Colacicco doesnot challenge that ruling in this appeal.)

The only state-law issue on appeal, therefore, is the district court's judgment

that Colacicco's intentional fraud claim must be dismissed.51

Colacicco's fraud claim against GSK is merely his failure-to-warn claim

wearing different clothes. As the district court noted, "Plaintiff admitted on the

record at oral argument that all his claims were based on Defendant's failure-to-

warn .... " A53 (Colacicco Slip Op. at *51) (emphasis added). 52

51 The district court held that Colacicco's allegations of intentional fraud satisfied

the "particularity" standard in Fed. R. Civ. P. 9(b), see A56-A57 (Colacicco Slip

Op. at '54-55), but that holding is not at issue in this appeal.

52 At oral argument on March 17, 2006, Mr. Leckman, counsel to Colacicco,

argued to the district court as follows:

The Court: [F]irst of all, what's the basis of the fraud claim against

GSK?

Mr. Leckman: Well, the basis of the fraud claim against GSK, your

Honor, is that they had information in their possession - it's

essentially a fraud by omission .... And the fact that they never put

that information out to the public, never have included an i_dequate

warning on the labeling.

The Court: [W]ell, Mr. Leckman,... do you claim fraud on the

plaintiff, the decedent, or the doctor or the pharmacist or all of them?

Mr. Leckman: .... We are alleging fraud on our client, plain and

simple. Fraud effectuated by failing to disclose information to a
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There are three important points with respect to Colacicco's 'fraud-by-

failure-to-warn' claim:

• First, this claim is inextricably intertwined with the federal preemption issue.

It should be a legal impossibility for a prescription drug labeling that has

been approved by FDA as "adequate" to nonetheless be the predicate for a

state-law 'fraud-by-failure-to-warn' claim. See Buckman Co. v. Plaintiffs'

Legal Comm., 531 U.S. 341 (2001) (holding that state law-based claim of

fraud on the FDA preempted).

• Second, courts in other cases have refused to permit fraud claims against the

maker of the "listed" drug where, as here, the plaintiff or decedent took the

generic version, on the ground that no duty existed. Goldych v. Eli Lilly &

Co., No. 5:04-CV-1477, 2006 WL 2038436, at *6 (N.D.N.Y. July 19, 2006)

("Since Eli Lilly has no duty to the users of other manufacturers' products,

Goldych's claims for.., fraud [and] fraudulent concealment.., cannot be

maintained on the facts of this case."); Block v. Wyeth, Inc., No. A. 3:02-

CV-1077, 2003 WL 203067, at *2 (N.D. Tex. Jan. 28, 2003) (dismissing

claim for fraud on ground maker of listed drug owed no duty to plaintiff who

took generic version).

variety of entities, including the FDA, but ultimately a fraud on our

client.

A348-A349, A358 (emphasis added).
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• Finally, Colacicco claims fraud based on an alleged failure to disclose

information. See note 51 supra. Yet he nowhere alleges the existence of

any confidential or fiduciary relationship between GSK and Lois Colacicco.

Black-letter Pennsylvania law requires the existence of such a relationship in

order for an alleged failure to speak to be actionable. E.g., Gaines v.

Krawczyk, 354 F. Supp. 2d 573, 585-86 (W.D. Pa. 2004) (holding that

"silence cannot amount to fraud in the absence of a duty to speak"); Jeter v.

Brown & Williamson Tobacco Corp., 294 F. Supp. 2d 681,688 (w.D. Pa.

2003) (holding that "mere silence is not sufficient in the absence of a duty to

speak," and noting that such a duty arises only where a confidential or

fiduciary relationship exists); Viguers v. Philip Morris USA, lnc., 837 A.2d

534, 540 (Pa. Super. Ct. 2003), aff'dper curiam, 881 A.2d 1262 (Pa. 2005)

(noting that without a duty to speak, a seller's concealment of material facts

from purchaser does not constitute fraud). Thus, Colacicco fails to allege a

necessary element of his "fraud-by-failure-to-warn" claim.

For these reasons, Colacicco's fraud-by-failure-to-warn claim should be

subsumed in the federal preemption issue here, and the district court's judgment on

this point affirmed.

CONCLUSION

The judgment below should be affirmed.
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