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CORPORATE DISCLOSURE STATEMENT AND
STATEMENT OF FINANCIAL INTEREST

Pursuant to Federal Rule of Appellate Procedure 26.1 and Local Appellate
Rule 26.1.1, Pfizer Inc (“Pfizer”) states that it () has no parent corporation; (ii) is
aware of no publicly held corporation that owns ten percent or more of the stock in
Pfizer; and (iii) is aware of no publicly held corporation, not a party to this

proceeding, that has a financial interest in the outcome of the proceeding.

iil
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QUESTION PRESENTED PURSUANT TO THIS
COURT’S REQUEST DPATED MARCH 18, 2009

‘What is the effect of the Supreme Court’s decision in Wyeth v. Levine,
555 U.S. , 129 8. Ct. 1187 (2009), on this Court’s decision in Colacicco v.

Apotex Inc., 521 F.3d 253 (3d Cir. 2008)?

iv
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INTRODUCTION

The Supreme Court’s decision in Wyeth v. Levine, 555 U.S. __ , 129 8. Ct.

~ 1187 (2009), strongly supports this Court’s decision in Colacicco v. Apotex Inc.,
521 F.3d 253 (3d Cir. 2008) (“2008 decision™). Under the analytical framework
articulated by the Supreme Court in Levine, inadequate-warning claims under state
law are preempted in pharmaceutical cases where there is “clear evidence that the
FDA would not have approved” the labeling change advocated by a plaintiff.
Levine, 129 S. Ct. at 1198. This Court found preemption here because such clear
evidence permeates the record in this case. Colacicco, 521 F.3d at 269-72.

As this Court found, the record here shows both (1) that it was impossible
for Pfizer to comply simultaneously with its federal obligations and the state
obligation advocated by McNellis, see id. at 272 n.17, and (2) that imposing
liability on Pfizer would interfere with the accomplishment of federal regulatory
requirements and purposes, id. at 275. In particular, both before and after the death
of McNellis’s decedent, FDA “repeatedly rejected the scientific basis for the
warnings that Colacicco and McNellis argue should have been included in the
labeling . . . and has concluded that the suicide warnings desired by plaintiffs are
without scientific basis and would therefore be false and misleading.” Id. at 269.
See id. at 270, 272, 273. FDA also has consistently, thoroughly, and repeatedly

since 1991 explained exactly how the warnings advocated by McNellis would have
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undermined federal safety policies in and after the relevant period—namely,
“unsubstantiated warnings” could induce “under-use” of the medication, deprive
patients of “possible lifesaving treatment,” and reduce the beneficial “impact of
valid warnings.” Id. at 275; A-789-98; A-802; A-251, A-268; A-1520. Thus, the
type of conflict-establishing evidence that was missing in Levine, and that the
Supreme Court identified as crucial, is abundantly present in this case.

Moreover, this Court’s finding of a preemptive conflict heré is consistent
with Levine because this Court applied preemption principles very narrowly and
found no need to consider the broader application argued by Wyeth and rejected by
the Supreme Court in that case. The Supreme Court summarized Wyeth’s scope-
of-preemption argument as being that “the mere fact that the FDA approved [the
drug’s] label . . . establish[es] that it would have prohibited such a change.” 129 5.
Ct. at 1199. The Supreme Court rejected that broad view of preemption, both as to
impossibility preemption, id., and as to obstacle-to-federal-purposes preemption,
id. at 1200.

In contrast, Pfizer did not make, and this Court found no need to consider,
that argument. Instead, this Court based its finding of preemption on a specific
conflict established by an extensive regulatory record, 521 F.3d at 271-72 (“[W]e
do not decide whether the FDA’s mere approval of drug labeling is sufficient to

preempt state-law claims alleging that the labeling failed to warn of a given danger
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. ... Our holding is limited to circumstances in which the FDA has publicly
rejected the need for a warning that plaintiffs argue state law requires.”).

In sum, this Court’s 2008 decision rests on a record replete with precisely
the kind of thorough, consistent, and persuasive evidence the Supreme Court said
was necessary and missing in Levine: clear evidence showing that FDA would not
have approved the labeling change proposed by McNellis. Indeed, this Court
found even more: FDA’s actual “rejection of the warning plaintiffs proffer.” Id. at
275. This Court based its finding of a preemptive conflict not on any legal
conclusion proffered by FDA, but on abundant historicél evidence of FDA’s
reiocated rejection, both before and after the death of McNellis’s decedent, of the
suicide language that McNellis claims should have been provided in lieu of the
suicide language that FDA did require. Levine confirms in every respect the
correctness of both this Court’s holding and the reasoning that led to it.
Accordingly, this Court should reaffirm its 2008 decision.

ARGUMENT

L THE CONFLICT PREEMPTION FOUND BY THIS COURT LIES
WELL WITHIN THE CONFLICT-PREEMPTION BOUNDARY
ARTICULATED IN LEVINE

In Levine, Wyeth argued for a far broader application of conflict preemption
than this Court employed in its 2008 decision. The Supreme Court summarized

Wiyeth’s position as follows: “Wyeth contends that . . . [o]nce the FDA has
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approved a drug’s label, a state-law verdict may not deem the label inadequate,
regardless of whether there is any evidence that the FDA has considered the
stronger warning at issue.” 129 8. Ct. at 1199. It is that broad argument which the
Supreme Court rejected, both as to impossibility preemption, id. at 1199-1200, and
as to obstacle-to-federal-purposes preemption, id.

The Supreme Court’s rejection of Wyeth’s argument in Levine has no bearing
here, because Pfizer made no such argument and this Court found preemption on
much narrower grounds and a vastly different factual record. Unlike Levine, this
case rests on FDA’s requirement of the specific suicidality language used in Zoloft’s
labeling and FDA’s rejection of the different suicidality language advocated by
McNellis. This Court stated: “Thus, we do not decide whether the FDA’s mere
approval of drug labeling is sufficient to preempt state-law claims alleging that the
labeling failed to warn of a given danger . ... Our holding is limited to
circumstances in which the FDA has publicly rejected the need for a warning that
plaintiffs argue state law requires.” 521 F.3d at 271-72.

Il. LEVINE SUPPORTS CONFLICT PREEMPTION WHERE, AS

HERE, THERE IS “CLEAR EVIDENCE THAT FDA WOULD NOT

HAVE APPROVED” THE LABELING CHANGE ADVOCATED BY
THE PLAINTIFF

While rejecting Wyeth’s broad argument, the Supreme Court in Levine
confirmed that 21 C.F.R. section 314.70, the “CBE regulation,” does not preclude

conflict preemption when there is “clear evidence that the FDA would not have



Case: 06-5148 Document: 00319364530 Page: 10 Date Fi‘Ied: 04/16/2009

approved a change to [a prescription medication’s] label.” 129 S. Ct. at 1198. The

Court explained:

Of course, the FDA retains authority to reject labeling changes
made pursuant to the CBE regulation in its review of the
manufacturer’s supplemental application, just as it retains such
authority in reviewing all supplemental applications. But absent clear
evidence that the FDA would not have approved a change to

Phenergan’s label, we will not conclude that it was impossible for
Wyeth to comply with both federal and state requirements.

Id.

The Court then stated, “Wyeth has offered no such evidence.” Id.
Further, the Court pointed out, “Wyeth could have analyzed the accumulating data
and added a stronger warning” without FDA approval pursuant to the CBE
regulation, id. at 1197, but Wyeth did not even “argue that it supplied the FDA
with an evaluation or analysis concerning the specific dangers posed by the
[medical procedure there in issue],” id. at 1199.

The Court also noted that “both the trial court and the Vermont Supreme
Court rejected . . . as a matter of fact” Wyeth’s suggestion “that the FDA intended
to prohibit it from strengthening the warning . . . because the agency deemed such
a warning inappropriate in reviewing [Wyeth’s] drug applications.” Id. at 1198,
In fact, the trial court had found no evidence “that either the FDA or the
manufacturer gave more than passing attention to the [wamning advocated by the

plaintiffl.” Id. at 1199 (internal quotation marks omitted).
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Thus, the Supreme Court in Levine confirmed that although “the mere fact
that the FDA approved [a prescription medication’s] 1abel” cannot suffice to
preempt all inadequate-warning claims, id., preemption can obtain when there is
“clear evidence that the FDA would not have approved” a labeling change
advocated by the plaintiff in an inadequate-warning case, id. at 1198.

This Court found an abundance of just such “clear evidence” in this case.

As this Court recognized, “FDA approved the Zoloft suicide precaution seven
separate times before and after [the death of McNellis’s decedent], in each instance
requiring Pfizer to market the drug with the precise labeling approved.” 521 F.3d
at 269. In addition, “just [two] months before [his] death, the FDA filed an amicus
brief . . . stating that it had concluded there was no scientific basis for a warning
suggesting that Zoloft causes suicidality.” Jd. at 270. In March 2004, more than a
year after his death, FDA again publicly stated that “it had not concluded that these
drugs cause worsening depression or suicidality in adult patients.” Id. at 273
(internal quotation marks omitted). Yet again, in 2007, FDA, “after its review of
the aggregated data from all SSRI manufacturers, reaffirmed its conclusion that
there is insufficient evidence demonstrating that SSRIs are associated with adult
suicidality.” Id Thus, “[b]ecause the standard for adding a warning to drug
labeling is the existence of ‘reasonable evidence of an association of a serious

hazard with a drug,’ 21 C.F.R. § 201.57(e), . . . a state-law obligation to include a
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warning asserting the existence of an association between SSRIs and suicidality
directly conflicts with the FDA’s oft-repeated conclusion that the evidence did not
support such an association.” Id. at 271.}

In short, because federal law precluded warning of an association between a
hazard and a drug in the absence of reasonable scientific evidence of such an
association, and because FDA repeatedly found the absence of such evidence
before and after the death of McNellis’s decedent, it was impossible for Pfizer to
add the warning advocated by McNellis without violating 21 C.F.R. section
201.57(e). Doing so also would have frustrated the purpose of that regulation and
of FDA’s directive to use the suicidality language specified by the agency.

Two other elements that the Supreme Court found absent in Levine, but that
this Court found present here, further confirm the consistency of this Court’s 2008
decision with Levine. First, as already noted, there was no evidence in Levine that
FDA had given any more than “passing attention” to the specific danger in issue.
129 S. Ct. at 1193. Here, in contrast, FDA “has actively monitored the possible
association between SSRIs and suicide for nearly ’iwenty years, and has concluded
that the suicide warnings desired by plaintiffs are without scientific basis and

would therefore be false and misleading.” 521 F.3d at 269 (footnote omitted).

! In reaching its conclusion, this Court “recognize[d] the applicability of the
presumption against preemption,” 521 F.3d at 265, just as the Supreme Court did
in Levine, 129 8. Ct. at 195 n.3.
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Second, the Supreme Court noted that Wyeth had not supplied FDA with
any evaluation or analysis of the specific health hazard in issue in Levine. 129 S.

Ct. at 1199. Here, in contrast, this Court found that Pfizer had conducted and

submitted to FDA several analyses of suicidality data; and FDA not only had
evaluated them, but had conducted its own independent analyses both before and
after the death of McNellis’s decedent. See 521 F.3d at 269-74; A-277-359; T.
Hammad, ef al., Incidence of Suicide in Randomized Controlled Trials of Patients
with Major Depressive Disorder, 12 Pharmacoepidemiology & Drug Safety 5156
(2003). |

It is particularly noteworthy that FDA’s analyses in 2004 and 2007 were
pooled analyses of all suicidality data from controlled studies of nine different
antidepressants, including Zoloft—that is, FDA analyzed both Zoloft data and data
that, being confidential data of other companies, were not even available to Pfizer.
521 F.3d at 273; A-1353-1362, A-1628-1630. It is undisputed that for those
analyses Pfizer provided to FDA exactly the suicide data the agency deemed
scientifically relevant to determining whether Zoloft was associated with
suicidality. Analyzing those data, and concluding that even the additional data did
not support an association between SSRIs and adult suicide, FDA required all
antidepressant labels, including the Zoloft label, to state the opposite of what

McNellis claims New Jersey law required the label to state in January 2003.
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Specifically, FDA required the label to state that “short term studies did not show
an increase in the risk of suicidality with antidepressants compared to placebo in
adults beyond age 24 and that adults ages 65 and older taking antidepressants have
a decreased risk of suicidality.”® 521 F.3d at 273 (internal quotation marks
omitted) (emphasis added).

The Zoloft-specific data even showed a decreased suicidality risk in adults
over age 24: FDA'’s analyses found twice as many suicidality events in patients
using placebo as in those treated with Zoloft. See M. B. Stone & M. L. Jones,
Clinical Review: Relationship Between Antidepressant Drugs and Suicidality in
Adults (Nov. 17, 2006), at 24, Table 15, available at http://www.fda.gov/ohrms/

dockets/ac/06/briefing/2006-4272b1-index.htm. Thus, FDA’s analyses showed
that, unlike Wyeth in Levine, Pfizer could not “have analyzed the accumulating
data and added a stronger warning” concerning suicidality, because, even after the
death of McNellis’s decedent and the accumulation of more data, FDA’s analyses
~ showed suicidality to be only half as common in adult patients using Zoloft as in
patients using sugar pills.

Nor does the preemptive conflict found by this Court evaporate simply
because Pfizer itself did not formally request FDA approval of, and receive an

FDA disapproval of, the warning advocated by McNellis. This Court already has

2 McNellis’s decedent was 64 at fhe time of his death. 521 F.3d at 256.
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rejected that argument, 521 F.3d at 272, and Levine supports that rejection. The
Supreme Court did not state that Wyeth was required to present evidence that FDA
did in fact reject the warning at issue; rather, the Court stated that Wyeth had

provided no evidence that the agency “would not have approved” such a warning.

129 S. Ct. at 1198 (emphasis added). Levine thus supports the conclusion that a
preemptive conflict is established by “clear evidence” that FDA would have
rejected the warning advocated by a plaintiff. See id.
In any event, this Court found not only that FDA would have rejected the

warning advocated by McNellis, but that FDA actually “publicly rejected the . . .
'warning that [McNellis and Colacicco] argue state law requires.” 521 F.3d at 271-
72; id. at 275 (referring to “FDA’s rejection of the warning plaintiffs proffer”). As
this Court noted, FDA rejected citizen petitions seeking such warnings (or
withdrawal of FDA marketing approval) for one or more SSRIs in 1991, 1992, and
1997, and FDA considered such warnings on its own initiative in 2004 and 2007
and again each time rejected them. Jd. at 269, 273. In addition, in September
2002, only four months before the death of McNellis’s decedent in January 2003,

FDA declared that it recently had reexamined the relevant suicidality data and had

10
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concluded that “there was no scientific basis for a warning suggesting that Zoloft
causes suicidality.” Id. at 269-70.

In sum, as shown in this Court’s 2008 decision, there is clear evidence that
FDA would not have approved the labeling change advocated by McNellis had
Pfizer submitted a request to approve that change. And, as this Court found, there
is equally clear evidence that, before and after the death of McNellis’s decedent,
FDA actually did reject such a change after demanding from Pfizer, receiving, and
evaluating Pfizer’s suicidality data and analyses for Zoloft; examining and
analyzing additional suicidality data on its own initiative; and examining
suicidality data and analyses in response to three citizen petitions. Accordingly,
the record in this case goes far beyond what Levine indicates is sufficient for a

finding of conflict preemption.

3 Because FDA explicitly found that there was no scientific evidence supporting
the type of warning advocated by McNellis and that there were important public
health reasons to preclude such wamings, the Levine Court’s observation that
“prior to 2007, the FDA lacked the authority to order manufacturers to revise their
labels,” 129 S. Ct. at 1198, is of no import here. In any event, as this Court noted
in its 2008 decision, FDA required the suicide language used by Pfizer, not the
language advocated by McNellis, as a condition to approving Pfizer’s
supplemental applications for approval of new indications just months before and
again one week after the death of McNellis’s decedent. 521 F.3d at 256-57, 270
n.14. In each such instance FDA required other changes as a condition of approval
and could have required, but chose not to require, the change advocated by
McNellis. (See A-1025-1212.)

11
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I, LEVINE’S ANALYSIS OF CONGRESSIONAL INTENT AND
DEFERENCE TO FDA’S PREEMPTION OPINIONS IS
CONSISTENT WITH THIS COURT’S ANALYSIS IN THIS CASE

In rejecting Wyeth’s sweeping preemption argument, the Levire Court noted
that Congress never had expressed any intention to make mere FDA approval of a
drug’s label a bar to every inadequate-warning claim pertaining to every hazard,
“regardless of whether there is any evidence that the FDA has considered the
stronger warning at issue.” 129 8. Ct. at 1199. The Court also noted, however,
that Congress had expressly stated in the 1962 amendments to the Food, Drug, and
Cosmetic Act (“FDCA”) that the Act would preempt state law in the presence of a
“direct and positive conflict.” Id. at 1196.

Thus, the Court did not find that Congress intended that FDA’s actions in
the exercise of its duties under the FDCA never preempt conflicting state claims.
To the contrary, consistent with Congress’s 1962 eXpress preservation of
preemption where “direct and positive conflict” exists, the Court “recognize{d] that
some state-law claims might well frustrate the achievement of congressional
dbjectives.” Id. at 1204. Even had Congress not so explicitly required the
application of basic conflict preemption principles to questions arising under the
FDCA, those principles still would apply. See Geier v. Am. Honda Motor Co.,

520 U.S. 861, 871 (2000) (“Why, in any event, would Congress not have wanted

ordinary pre-emption principles to apply where an actual conflict with a federal

12
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objective is at stake? Some such principle is needed. . . . Indeed, one can assume
that Congress or an agency ordinarily would not intend to permit a significant
conflict.”); id. at 885.

As for the issue of deference to FDA’s statements on the scope of
preemption, the Levine Court addressed only FDA’s broad interpretation of the
scope of preemption law ostensibly supporting Wyeth’s expansive preemption
theory. Specifically, the Court noted Wyeth’s reliance on FDA’s 2006 Preamble
stating that “FDA approval of labeling . . . preempts conflicting or contrary State
law.” 129 8. Ct. at 1200 (quoting 71 Fed. Reg. 3922, 3934-35 (2006)). Finding
this “sweeping position” by FDA inconsistent with the agency’s previous
statements that state tort claims generally would not conflict with FDA
requirements, the Court found that FDA’s legal opinion on the scope of preemption
did not merit deference. 129 S. Ct. at 1201.

This Court’s 2008 decision is fully consistent with Levine in that respect.
First, before addressing the deference issue at all, and without any mention of
FDA’s preemption views, this Court held McNellis’s failure-to-warn claims

“preempted by the FDA’s actions taken in accordance with its statutory authority.”

521 F.3d at 271 (emphasis added). Likewise, in summarizing its holding, this
Court did not rely at all on any deference to FDA’s views regarding the scope of

preemption, stating instead that its decision was “based on our own review of the

13
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FDCA, the FDA’s regulations, and the FDA’s actions taken pursuant to its
statutory authority.” Id. at 276.

Second, when this Court discussed deference in the obstacle-to-federal-
purposes context, it recognized that giving deference to FDA's factual statements
and scientific determinations was altogether different from giving deference to
FDA’s legal conclusions about the scope of preemption under the FDCA. The
Court disclaimed any reliance on the latter:

The FDA’s summary of its scientific determinations must be

distinguished from the agency’s construction of a statute, as the

review of scientific information is strictly within its expertise. The

FDA asserted facts in support of its legal position, and we take notice
of its statement of those facts, rather than its legal position.

521 F.3d at 270 n.15.

This deference to FDA’s findings of scientific facts and scientific judgments
is what the Supreme Court endorsed in Levine. As the Supreme Court explained,
“While agencies have no special ﬁuthority to pronounce on pre-emption absent
delegation by Congress, they do have a unique understanding of the statutes they
administer and an attendant ability to make informed determinations about how
state requirements may pose an ‘obstacle to the accomplishment and execution of
the full purposes and objectives of Congress.”” 129 S, Ct. at 1201 (quoting Hines
v. Davidowitz, 312 U.S. 52, 67 (1941)). Accordingly, the Court acknowledged, it

is appropriate to afford deference to an agency’s “explanation of how state law

14
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affects the regulatory scheme.” 129 S, Ct. at 1201. The Court only declined to

give deference to FDA’s legal “conclusion that state law is pre-empted.” Id.

(emphasis in original).

In sum, the limited deference this Court’s 2008 decision afforded, in the

obstacle-to-federal-purposes context, to FDA’s scientific findings and judgments,

is, like all other parts of this Court’s decision, fully consistent with the Supreme

Court’s decision in Levire.

CONCLUSION

This Court should reaffirm its 2008 decision.
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