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 When Wyeth v. Levine, 555 U.S. 555 (2009), rejected both “goals and objectives” and “impossibility” 
preemption for prescription drugs, it appeared to be a Waterloo moment for these FDA-regulated products’ most 
powerful defense.  But after a very difficult period, defendants regrouped, primarily by focusing on the limitations 
to Levine’s impossibility-preemption rationale.  Levine turned on the availability of an FDA regulatory exception 
that makes it possible for a manufacturer to strengthen already approved warnings without first submitting the 
change to the agency:

Among other things, this ‘changes being effected’ (CBE) regulation provides that if a manufacturer 
is changing a label to ‘add or strengthen a contraindication, warning, precaution, or adverse 
reaction’ or to ‘add or strengthen an instruction about dosage and administration that is intended 
to increase the safe use of the drug product,’ it may make the labeling change upon filing its 
supplemental application with the FDA; it need not wait for FDA approval.

Id. (quoting 21 C.F.R. § 314.70(c)(6)(iii)(A), (C)).

 Since Levine, prescription-drug defendants have clawed back a considerable degree of preemption in 
areas beyond the reach of the FDA’s CBE regulation.  Defendants have also, in certain situations, overcome the 
hurdles created by Levine’s “clear evidence” standard for determining if the FDA “would not have approved” the 
warning a plaintiff demands had it been presented to the agency.  Id. at 571.  Several recent decisions establish 
new beachheads for preemption.

 Gustavsen v. Alcon Laboratories, Inc., 903 F.3d 1 (1st Cir. 2018).  The key to most post-Levine preemption 
is the so-called independence principle articulated in PLIVA, Inc. v. Mensing, 564 U.S. 604, 623-24 (2011):  “[W]hen 
a party cannot satisfy its state duties without the Federal Government’s special permission and assistance, which 
is dependent on the exercise of judgment by a federal agency, that party cannot independently satisfy those state 
duties for pre-emption purposes.”  In Gustavsen, the U.S. Court of Appeals for the First Circuit recognized that this 
independence principle applies whenever the product change a plaintiff seeks would be a “major change” under 
FDA regulations.

 Gustavsen was a consumer class action alleging that eyedrop dispensers produced excessively large 
droplets.  903 F.3d at 5.  Plaintiffs contended that droplets of a “proper” size would mean more doses per 
container, and thus a reduced price per dose.  Id.  Even if plaintiffs’ economic theory made any sense, it was 
also preempted.  To change the size of eyedrop droplets altered the drug’s dosage, and a change in the dose of 
a prescription drug is a “major change” to the drug under the relevant FDA regulation.  See 21 C.F.R. § 314.70(b).  
Anything that “dictat[ed] the size of the drops” “control[led] the drug product delivered (specifically its amount) 
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to a patient.”  903 F.3d at 11 (internal quotations omitted).  Thus, it was a “major change.”

 Critically, any major product change requires FDA pre-approval, as the court explained:  

The [FDA] classification of the manufacturer’s anticipated alteration . . .  dictates the manufacturer’s 
ability to unilaterally implement its change.  Major changes require approval from the FDA prior 
to implementation, while moderate and minor changes do not.  Id. §314.70(b). . . .  [I]f the change 
[plaintiffs] contend state law requires qualifies as “major,” then federal law preempts plaintiffs’ 
cause of action because defendants cannot lawfully make such a change without prior FDA 
approval. Our inquiry [is] straightforward:  Does the change urged by plaintiffs qualify as ‘major’? 
If so, our work is done.

Id. at 10 (citations omitted).

 Gustavsen dotted every “i” and crossed every “t” in reviewing FDA regulations, guidance, and even a 
preamble to support its conclusion that altering eyedrop droplets constituted a “major” change.  Id. at 12-13.  
However, its legal analysis was simple and quite correct—if a common-law claim demands a product alteration 
that the FDA classifies as “major,” then that claim is preempted.

 The implications of Gustavsen’s equation of “major” changes to FDA-regulated products with preemption 
are broad.  Many types of product changes, not only to prescription drugs but to medical devices as well, are 
considered “major” under the FDA’s regulatory scheme.  In Mutual Pharmaceutical Co. v. Bartlett, 570 U.S. 472 
(2013), the Supreme Court pointed out that “the manufacturer is prohibited from making any major changes to the 
‘qualitative or quantitative formulation of the drug product, including active ingredients, or in the specifications 
provided in the approved application’.”  Id. at 477 (quoting 21 C.F.R. § 314.70(b)(2)(i)).  The Court recognized 
that this was true for any drug, “whether generic or brand-name.”  Id.  In addition to design claims attacking a 
product’s “formulation” or “specifications,” a number of labeling changes for prescription drugs are considered 
“major,” and thus require prior FDA review, including:

• Changes based on postmarketing study results, including, new indications and usage.
• Pharmacoeconomic claims based on clinical studies.
• Changes to clinical pharmacology and clinical study labeling reflecting new or modified data.
• Changes based on data from preclinical studies.
• Revision of the population intended for the product’s use.
• Superiority claims.
• Many changes to labeled storage conditions.1

 Of greatest potential long-term significance, the FDA treats alterations to medical devices under the same 
general rubric.  For “substantially equivalent” devices cleared for marketing under the § 510(k) process, FDA must 
review any “major modification” of device design before that change is made.  21 C.F.R § 807.81(a)(3).  A “major 
modification” is any “change or modification in the device that could significantly affect the safety or effectiveness 
of the device.”  Id.  Thus, any design change that could be causal in product-liability litigation—as affecting product 
“safety”—would also be a “major modification.” Eventually the “independence principle” implied-preemption 
argument may be most valuable in product-liability litigation involving § 510(k) medical devices.

	 Byrd	v.	Janssen	Pharmaceuticals,	Inc., 2018 WL 4554490 (N.D.N.Y. Sept. 21, 2018).  The independence 
principle of implied preemption can also defeat product-liability litigation concerning off-label use.  “Off-label” 
ordinarily means just that—medical treatment beyond a product’s FDA-labeled indications.  For its part, the FDA 
stringently restricts on-label warnings about off-label uses.  For prescription drugs, such warnings may only be 

1 FDA, CDER, “Guidance for Industry: Changes to an Approved NDA or ANDA,” 2004 WL3199016 (FDA, Apr. 1, 2004), https://www.
fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm077097.pdf.

© 2019 Washington Legal Foundation                                                             2                                                                              



To help us produce more articles like this one, please visit http://www.wlf.org and click on ‘Donate” 

“required by the FDA,” not added unliaterally.  21 C.F.R. §§ 201.80(e), 201.57(c)(6)(i).  For medical devices, the 
FDA likewise can require warnings about risks of off-label uses on any “restricted” device.2

 The Byrd decision is the first to recognize the preemptive impact of regulations requiring prior FDA 
approval of on-label warnings about off-label uses.  The drug at issue in Byrd was not indicated for adolescent 
use.  2018 WL 4554490, at *4.  Plaintiff, a minor, took the drug from 2002-2006, id. at *6, while a predecessor 
regulation provided that off-label warnings “may be required by the [FDA] if the drug is commonly prescribed for 
a disease or condition, and there is lack of substantial evidence of effectiveness for that disease or condition, and 
such usage is associated with serious risk or hazard.”3

 The defendant in Byrd argued, based on this regulatory scheme, that the FDA pre-approval requirement 
for off-label warnings preempted common-law claims that demanded off-label warnings.  The Byrd  court was 
“especially persuaded by the second and third of Defendants’ three general arguments.”  2018 WL 4554490, at *6.  
The “third argument” rejected plaintiffs’ contention “that manufacturers of prescription medicine can unilaterally 
add safety information regarding off-label [use]” as “contrary to . . . the plain language of the regulations.”  Id. 
(rejecting “ipse dixit” opinion of plaintiffs’ expert).  Byrd also relied upon language in the pre-2006 regulation that 
restricted the FDA’s ability to approve off-label use warnings only if the risk was “serious.”  Id. at *6.

 Because the FDA must pre-approve all off-label use warnings (or, pre-2006, off-label use warnings about 
“serious risks”), a state-law cause of action demanding such warnings immediately was preempted in Byrd:

For all of these reasons, the Court grants Defendants’ motion for judgment a matter of law.  The 
Court notes that, while granting a summary judgment motion based on preemption might have 
been appropriate, . . . the issue of preemption has been clarified. . . .  [I]n rendering the above-
described [preemption] findings, [the court] does not accept any argument that Defendants could 
have warned of the risks [at issue] through other means (such as sales force communications, 
medical education, ‘Dear Doctor’ letters, regional advisory committee meetings, its website, 
or medical literature). . . .  Nor does the Court accept any argument that, if Defendants were 
precluded from warning of [the risks], then they should not have permitted or encouraged its off-
label use at all.

Id. at *8 (footnotes omitted).

 With increasing frequency, product-liability plaintiffs have brought warning claims when their injuries 
were allegedly caused by off-label use of FDA-regulated products.  Under the FDA’s regulatory scheme, only the 
FDA can require warnings about risks arising from off-label use.  As Byrd recognizes, off-label warning claims are  
vulnerable to preemption under the Supreme Court’s “independence principle” recognized in Mensing.  

 Dolin v. GlaxoSmithKline LLC, 901 F.3d 803 (7th Cir. 2018).  Perhaps the substantive area most adversely 
affected by Levine was preemption arguments made by manufacturers of selective serotonin reuptake inhibitors 
(SSRI) anti-depressants in suicide cases.  After Levine, courts nearly unanimously rejected “clear evidence” 
arguments regarding these drugs.4  It took, literally, years, before an SSRI defendant established a regulatory 

2 All prescription-only medical devices are “restricted devices.  21 U.S.C. § 360j(e)(1)(B)(2).  See 21 C.F.R. §§ 895.25(b), 814.82(a) 
(FDA power to impose post-marketing labeling requirements); 21 C.F.R. § 807.3(i) (FDA power to impose “requirements” on all 
types of devices).
3 Id. at *6 n.3 (quoting former 21 C.F.R. § 201.57(e) (2006)).  The “serious risk” language has since been deleted.
4 Mason v. SmithKline Beecham Corp., 596 F.3d 387, 395-96 (7th Cir. 2010); Cross v. Forest Laboratories, 102 F. Supp. 3d 896, 900-
01 (N.D. Miss. 2015); Shipley v. Forest Laboratories, Inc., 2015 WL 4199739, at *10-11 (D. Utah July 13, 2015); Bennett v. Forest 
Laboratories, 2015 WL 1418444, at *4-5 (M.D. Fla. Mar. 27, 2015); Muzichuck v. Forest Laboratories, Inc., 2015 WL 235226, at *8 
(N.D.W. Va. Jan. 16, 2015); Koho v. Forest Laboratories, Inc., 17 F. Supp. 3d 1109, 1117-18 (W.D. Wash. 2014); Wells v. Allergan, 
Inc., 2013 WL 389147, at *6-7 (W.D. Okla. Jan. 31, 2013); Schilf v. Eli Lilly & Co., 2010 WL 3909909, at *4 (D.S.D. Sept. 30, 2010); 
Baumgardner v. Wyeth, Inc., 2010 WL 3431671, at *1 (E.D. Pa. Aug. 30, 2010); Aaron v. Wyeth, 2010 WL 653984, at *5-6 (W.D. 
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history sufficiently solid to convince a skeptical court that the regulatory record included “clear evidence”—as 
required under Levine—showed that the FDA would not have required plaintiff’s warning.  That finally happened 
in Dolin.

 “To change the label, [defendant] needed either FDA permission or newly acquired information that 
supported a strengthened warning under the CBE regulation.”5  Neither existed on the record in Dolin.  On the 
question of permission, the critical period was in 2007.  In 2006 the defendant added a drug-specific suicide 
warning.  Id. at 813.  However, in 2007, “the FDA completed its own analysis of the same data and ordered 
[defendant] to remove that warning.”  Id.  Instead the FDA imposed a uniform suicide warning on all SSRIs.  Id. 
at 813-14.  After the FDA’s action, the defendant “followed up with four requests to re-consider and to allow [its 
2006] warning.  Each time, the FDA told [defendant] not to add the [drug]-specific warning.”  Id. at 814.

 Liability could not overcome the FDA’s removal order and the agency’s four subsequent refusals to 
reconsider.  A drug-specific argument nitpicking the structure of defendant’s label failed as an “unreasonable 
interpretation” of the FDA’s actions.  Id. at 814.  Similarly, a claim that defendant “could have followed up with a 
formal meeting with the FDA” failed—it was indistinguishable from an argument rejected by the Supreme Court 
in Mensing:

[Mensing] rejected the plaintiff’s argument that the generic manufacturer could have asked the 
FDA to change the brand-name label. . . .  That is what plaintiff’s second **argument amounts to. 
The preemption analysis asks only whether [defendant] could have added the adult-suicidality 
warning through the CBE regulation, not whether [it] might have been able to persuade the FDA 
to change its mind in a formal meeting.

Id. (citation omitted).

 On the second Levine prong—newly acquired information—there was none:  “[U]ndisputed evidence 
shows that the FDA was aware of the nature of the data it received from [defendant].”  Id. at 815.  Another article 
“was not new analysis” since it was based on the same information GSK had submitted to the FDA in 2006.  Id. at 
815-16.  Thus, clear evidence supported preemption.  “The FDA said no, repeatedly.”  Id. at 816.

 Dolin means that implied preemption, under the Levine clear-evidence standard, still exists in litigation 
over SSRIs and adult suicide.  The FDA’s classwide labeling, that “does not warn of any association with an 
increased risk of suicide in adults older than 24,” remains the FDA standard to this day.  Id. at 810.  Thus, one 
of the earliest and most contentious Levine preemption battlegrounds is poised to return, as the FDA’s position 
rejecting the additional warnings plaintiffs argue for has been clarified with the passage of time.

 Conclusion.  The Supreme Court in Levine based its preemption analysis on the FDA’s CBE regulation, 
rather than on a reasoned analysis of circumstances under which product liability did or did not interfere with 
the FDA’s goals and objectives.  The CBE regulation was not created to define preemption, and thus not designed 
to bear the preemptive burden Levine placed upon it.  The unintended consequences of Levine thus support 
preemption in a variety of circumstances where the “narrow” CBE regulation does not apply—not only generic 
drugs, but also “major” changes (Gustavsen) and off-label use warnings (Byrd).  Further, courts have been clarifying 
Levine’s “clear evidence” language, allowing defendants, as in Dolin, to marshal regulatory facts that meet even 
this demanding standard.  

Pa. Feb. 19, 2010); Forst v. SmithKline Beecham Corp., 639 F. Supp. 2d 948, 954 (E.D. Wis. 2009); Van Dyke v. Smithkline, 2009 WL 
10671936, at *10 (D. Wyo. Mar. 27, 2009).  But see Dobbs v. Wyeth Pharmaceuticals, 797 F. Supp. 2d 1264, 1271-75 (W.D. Okla. 
2011) (finding clear evidence preemption).
5 Dolin, 901 F.3d at 807.  The FDA’s CBE regulation “allows [drug] manufacturers to change a label to ‘reflect newly acquired 
information’ if . . . the changes ‘add or strengthen a . . . warning’ for which there is ‘evidence of a causal association’.”  Id. at 806 
(quoting 21 C.F.R. § 314.70(c)(6)(iii)(A)). 
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 Last month, the Supreme Court issued its decision in Merck Sharpe & Dohme Corp. v. Albrecht, No. 17-290 
(May 20, 2019), once again addressing preemption in the pharmaceutical context.  Merck makes official what the 
Court first suggested a decade ago: when expert scientists at the Food and Drug Administration (FDA) actually 
conclude that a particular safety warning is unjustified, their view must prevail, and state-law tort claims based 
on a manufacturer’s failure to issue that warning are preempted.  In addition to unequivocally recognizing this 
principle, Merck sweeps away some lower-court misconceptions that had made it unduly difficult for defendants 
to invoke its protection.  In these respects, Merck is a major win for pharmaceutical innovation.  At the same 
time, some dicta in the Court’s opinion are less clear than they could have been, and have the potential to sow 
unnecessary confusion. 

 Merck is a follow-up to Wyeth v. Levine, 555 U.S. 555 (2009).  There, the Court considered the argument 
that the FDA’s approval of a prescription drug’s label—including its safety warnings—is necessarily preclusive 
of state-law tort claims challenging the adequacy of those warnings.  A divided Court rejected this argument, 
holding that the plaintiff could bring her state-law failure-to-warn claim with respect to Wyeth’s name-brand 
drug, Phenergan, even though the FDA had approved the drug’s label and warnings.  Importantly, however, the 
Wyeth majority opinion included a cursory comment suggesting that the result would have been different if there 
were “clear evidence that the FDA would not have approved [the label] change” that the plaintiff argued was 
necessary.  In that scenario, the Court suggested, a state-law failure-to-warn claim would be preempted.

 In the ensuing decade, lower courts read Wyeth’s “clear evidence” passage in inconsistent ways.  Many 
courts viewed it as an extremely narrow exception to a general rule of non-preemption, and imposed such a high 
burden on defendants to invoke it that establishing preemption through this route was practically impossible.  
For example, in the Merck case itself, the Third Circuit held that even a formal letter from the FDA expressly 
rejecting the warning is insufficient to establish preemption as a matter of law, and that a jury of laypersons must 
decide—applying a “clear and convincing evidence” burden of proof, no less—whether the FDA really rejected 
the warning on its merits, or whether its decision might instead be attributable to other factors, such as a quibble 
with wording. 

 Although the Justices produced three separate opinions in Merck, each one rejected the Third Circuit’s 
uncharitable gloss on Wyeth-style preemption.  For starters, the Court held, “a judge, not the jury, must decide the 
pre-emption question.”  This is because judges “are better equipped” than lay jurors “to evaluate the nature and 
scope of an agency’s determination” and to “understand and interpret agency decisions in light of the governing 
statutory and regulatory context.”  Importantly, this holding that the judge must decide extends beyond the 
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ultimate legal question of whether the plaintiff’s claim is preempted; it also encompasses any “subsidiary factual 
disputes” relevant to the preemption question, such was “what information the FDA had before it.”  As the Court 
recognized, removing the preemption question—including all facts bearing on that question—from juries should 
result in greater uniformity in decisions.

 The Court also unanimously rejected the heightened burden—“clear and convincing evidence”—that 
the Third Circuit had placed on defendants to show preemption.  Since preemption is a question of law, the 
Court explained, instead of holding the defendant to any particular evidentiary burden, “the judge must simply 
ask himself or herself whether the relevant federal and state laws ‘irreconcilably conflic[t].’”  As Justice Alito’s 
concurrence in the judgment put it, “Wyeth’s use of the phrase ‘clear evidence’ was merely a rhetorical flourish.”  
Importantly, not one of the opinions in Merck mentioned the purported “presumption against preemption” that 
the majority had relied upon in Wyeth.  The Wyeth dissent harshly criticized that reliance, explaining that a court 
should merely ask “whether there is an ‘actual conflict’ between state and federal law” “without … invoking [any] 
‘presumption.’”  In this respect, Merck essentially vindicates the Wyeth dissent: preemption is not a disfavored 
doctrine, and courts should not put a thumb on the scales when evaluating it. 

 In these respects, Merck should help rein in the deep-seated anti-preemption views of some lower courts.  
Unfortunately, however, beyond these unanimous core holdings, Merck creates some potential for confusion.  
The lead opinion—written by Justice Breyer, and joined by the other three “liberal” Justices, as well as Justices 
Thomas and Gorsuch—recognized that the only “determinative question before [the Court]” was who decides 
the preemption issue.   However, that lead opinion included a section that went beyond this “determinative 
question” and attempted to “elaborate Wyeth’s requirements” for preemption.  (Although the prologue of the 
Court’s opinion described this section as “hold[ing],” because it was not necessary to the actual judgment, it is 
technically dicta.)  Specifically, the Court stated that, under Wyeth, what is necessary to establish preemption “is 
evidence … [(1)] that the drug manufacturer fully informed the FDA of the justifications for the warning [allegedly] 
required by state law, and [(2)] that the FDA, in turn, informed the drug manufacturer that the FDA would not 
approve a change to the drug’s label to include that warning.”  Both clauses of this sentence raise significant 
questions.

 Start with the first. Read literally, this clause suggests that preemption can occur only where “the drug 
manufacturer”—as opposed to someone else—brought the “justifications for the warning” to the agency’s 
attention.  But there is no basis in preemption doctrine for such a requirement.  In the Court’s own words, the 
“underlying question for this type of impossibility pre-emption defense is whether … FDA actions … prohibited 
the drug manufacturer from adding [the] warnings … that would satisfy state law.”  As a doctrinal matter, if the 
FDA was informed of the relevant science but forbade the warning, it should make no difference how the science 
happened to come to the agency’s attention—e.g., via a submission from the manufacturer, a submission from 
a competitor, a public citizen petition, or an internal literature review.  Under any of these scenarios, it is equally 
impossible for the manufacturer to add the warning.  See, e.g., Cerveny v. Aventis, Inc., 855 F.3d 1091, 1095 (10th 
Cir. 2017) (finding preemption under Wyeth where a third-party citizen petition asking FDA to alter the drug’s 
label had “presented arguments [that were] virtually identical to [plaintiffs’ arguments],” and the FDA rejected 
those arguments).

 Given how sharp and unjustified a departure from the Court’s preemption principles a literal reading of 
this passage would require, it is best understood as mere loose language—attributable to the fact that Merck 
itself was a case where the manufacturer, and not a third party, had provided relevant information to the FDA.  
That’s how Justice Thomas, who joined the majority opinion, reads it: “As I understand the Court’s opinion,” 
he explained in a separate concurrence, “if proper agency actions … ‘prohibited the drug manufacturer from … 
satisfy[ing] state law,’ state law would be pre-empted … regardless of whether the manufacturer ‘show[ed] that 
it … informed the FDA of the justifications for the warning’” (emphasis added).  Justice Alito’s concurrence in 
the judgment, joined by Chief Justice Roberts and Justice Kavanaugh, agrees: the preemption analysis “does not 
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depend on whether the relevant drug manufacturer, as opposed to some other entity or individual, brought the 
new information to the FDA’s attention.”  Hopefully, lower courts will take these comments to heart.

 The second clause of the majority’s standard is also perplexing.  It appears to require, for a finding of 
preemption, “that the FDA … informed the drug manufacturer that [it] would not approve [the relevant] change 
to the drug’s label” (emphasis added).  The majority goes on to suggest that the manner in which the FDA 
decision was “communicate[d]” must be one recognized by statute or duly enacted regulation, such as a notice-
and-comment rulemaking or a “complete response letter” from the agency.  But it’s not clear why an affirmative 
communication to the manufacturer should be necessary at all.  As Justice Alito points out, a statute post-dating 
Wyeth, 21 U.S.C. § 355(o)(4)(A), affirmatively requires the FDA “to initiate a label change ‘[i]f [it] becomes aware 
of new information … that [it] determines should be included in the labeling of the drug.’”  Thus, whenever 
the FDA receives new information but doesn’t commence a label change, “the logical conclusion is that the 
FDA determined”—pursuant to this statutory command—“that a label change was unjustified.” To establish 
preemption, therefore, it should be enough that the FDA knew about the relevant science but took no action.  

 Notably, this was the position taken by the FDA itself, through the pen of the Solicitor General.   So why 
does the majority disagree?  It doesn’t say.  Indeed, it’s not even clear that the majority does disagree: at the end 
of its list of FDA “actions” capable of effecting preemption, the majority includes a catchall reference to “other 
agency action carrying the force of law.”  Those words are followed by this citation: “cf., e.g., 21 U.S.C. § 355(o)
(4)(A).”  That is the same statutory provision that Justice Alito cites in support of his point that FDA inaction is 
itself preemptive.  With its Delphic “cf., e.g.” citation to that statutory provision, is the Merck majority insinuating 
that it agrees with Justice Alito and the FDA on the significance of FDA inaction?  Suffice it to say—as Justice Alito 
observed—that lower courts will now need to sort out “the effect of § 355(o)(4)(A) on the preemption issue,” 
since the majority did not clearly do so.

 Given the likely debate over the meaning of Merck’s dicta, it is important to emphasize that the Wyeth 
“clear evidence” analysis (as “elaborated” by Merck) is just one of multiple ways preemption can be shown in a 
pharmaceutical failure-to-warn case.  Most obviously, if the case involves a generic drug—as opposed to a name-
brand drug, as was true in Merck and Wyeth—failure-to-warn claims are preempted almost as a rule.  That is 
because FDA regulations prohibit generic manufacturers from using the unilateral label-change process (known 
as “Changes Being Effected” or “CBE”) that the Court analyzed in Merck and Wyeth.  Without access to the CBE 
process, it is inherently impossible for a generic manufacturer to bring its label into compliance with what state 
law purportedly requires, without either violating federal law or obtaining the FDA’s advance permission.  That 
results in preemption.  See PLIVA, Inc. v. Mensing, 564 U.S. 604 (2011).

 Even in a name-brand-drug case, preemption exists outside the Wyeth-Merck framework.  The reasoning 
in those two cases turns on the fact that name-brand manufacturers—unlike generic manufacturers—may 
sometimes use the CBE process to make unilateral label changes, pending the FDA’s decision to approve or 
disapprove those changes.  However, as the Seventh Circuit recently noted, name-brand manufacturers may 
invoke the CBE process only in “narrow circumstances.”  Dolin v. GlaxoSmithKline LLC, 901 F.3d 803, 806 (7th Cir. 
2018), cert. denied, No. 18-803 (May 28, 2019).  If the regulatory prerequisites for invoking that process aren’t 
satisfied, a name-brand manufacturer is in the exact same position as a generic manufacturer: it can’t make a 
unilateral change to its label, so a failure-to-warn claim is automatically preempted—whether or not the FDA 
considered and rejected the relevant warning and/or communicated that to the manufacturer.

 Most importantly, the CBE process is available only where the proposed label change “reflect[s] newly 
acquired information.”  21 CFR 314.70(c)(6)(iii) (emphasis added); see Dolin, 901 F.3d at 806; In re Celexa & 
Lexapro Mktg. & Sales Practices Litig., 779 F.3d 34, 41-42 (1st Cir. 2015).  “Newly acquired information” is a term 
of art, defined as “data, analyses, or other information” (1) that were “not previously submitted to the [FDA]” and 
(2) that “reveal risks of a different type or greater severity or frequency than previously included in submissions to 
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[the] FDA.”  Id. at 42 (quoting 21 C.F.R. § 314.3(b)).  Each of the three opinions in Merck recognizes that access to 
the CBE process—and thus, the applicability of Merck’s preemption analysis—depends on the existence of such 
“newly acquired information.”   

 Thus, if a potential label change is supported only by data already known to the FDA, there is no “newly 
acquired information,” and a failure-to-warn claim is preempted for that reason alone.  See Celexa, 779 F.3d at 
43.  Likewise, if a potential label change is supported by “nominally ‘new’ information” that is not specifically 
known to the FDA, but that information “concern[s] risks of a materially similar type, severity, and frequency as 
those revealed in information previously evaluated by FDA.”  Brief of the United States as Amicus Curiae, Merck 
v. Albrecht, No. 17-290, at 28 n.11; see Utts v. Bristol-Myers Squibb Co., 251 F. Supp. 3d 644, 665 (S.D.N.Y. 2017).  
In these situations, because the CBE process is categorically unavailable, a failure-to-warn claim is preempted at 
the threshold, independent of the Wyeth-Merck analysis.  (Merck, however, does teach that the judge, and not 
the jury, must make any factual determinations needed to assess whether “newly acquired information” exists.)

 But that’s just one scenario where a name-brand manufacturer can invoke preemption outside the Wyeth-
Merck framework.  Another involves so-called “black box” warnings: those highlighted in a black rectangle, meant 
to signal the most serious risks.  FDA regulations don’t allow manufacturers to unilaterally add or change “black 
box” warnings; they “are permitted … only when specifically required by the FDA.”  44 Fed. Reg. 37434, 37448 
(Jun. 26, 1979); see also 21 C.F.R. § 201.57(e).  Thus, a state-law claim asserting that a “black box” warning 
should have been added or modified is automatically preempted, whether or not the manufacturer has “newly 
acquired information” and whether or not the FDA considered and rejected the relevant label change.  See In 
re Depakote, 87 F. Supp. 3d 916, 923-24 (S.D. Ill. 2015); Dopson-Troutt v. Novartis Pharms Corp., 975 F. Supp. 2d 
1209, 1218-19 (M.D. Fla. 2013).  For analogous reasons, the same should be true of a state-law claim asserting 
that a manufacturer should have warned about the risks associated with an “off label” (FDA-unapproved) use 
of a drug.  See Byrd v. Janssen Pharms., Inc., 333 F. Supp. 3d 111, 117-18, 120 (N.D.N.Y. 2018) (citing 21 C.F.R. § 
201.57(e)).

 Because Merck mentioned the key “newly acquired information” prerequisite only in passing, and did 
not deal with the other scenarios discussed above, a casual reader could come away thinking that, if the test 
described by the majority is not satisfied, then ipso facto, a failure-to-warn claim is not preempted.  As just 
explained, that is decidedly not the case.  The Wyeth-Merck “clear evidence” analysis is just one piece in a much 
broader preemption puzzle, and nothing in the Court’s opinion says otherwise.

 In sum, although Merck could have done more to clarify this vital corner of the law, its central lesson is 
unambiguous.  Preemption is not a disfavored defense that courts should apply grudgingly; nor is it a factual 
question that courts may punt to juries.  Rather, judges should objectively “evaluate the nature and scope of 
[the FDA’s] determination[s]” and regulations—just as they would objectively construe any other “written 
instruments”—and then unhesitatingly find preemption, as a matter of law, if there is any “actual conflict” with 
what state tort law supposedly requires.  This should come as no surprise: as the Supreme Court once noted, the 
very “heart of” the federal Food, Drug, and Cosmetic Act is Congress’s “grant of primary jurisdiction to [the] FDA, 
the expert agency it created.”  Weinberger v. Hynson, Westcott & Dunning, Inc., 412 U.S. 609, 627 (1973).  Respect 
for the FDA’s primacy, and Congress’s intent, requires nothing less.
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 In 2006 the Food and Drug Administration overhauled drug labeling and created a new section called 
“highlights.”  See 21 C.F.R. § 201.57(a) (specifying highlights section requirements).  Such highlights must include 
“[a] concise summary of any boxed warning.”  §201.57(a)(4).  With respect to all other warnings, contraindications, 
and adverse reactions, the highlights regulation provides:

(9) Contraindications.  A concise statement of each of the product’s contraindications, as required 
under paragraph (c)(5) of this section, with any appropriate subheadings.

(10) Warnings and precautions.  A concise summary of the most clinically significant information 
required under paragraph (c)(6) of this section, with any appropriate subheadings, including 
information that would affect decisions about whether to prescribe a drug, recommendations 
for patient monitoring that are critical to safe use of the drug, and measures that can be taken to 
prevent or mitigate harm.

(11) Adverse reactions.

(i) A list of the most frequently occurring adverse reactions, as described in paragraph (c)
(7) of this section, along with the criteria used to determine inclusion (e.g., incidence rate).  
Adverse reactions important for other reasons . . . must not be repeated under this heading 
in Highlights if they are included elsewhere in Highlights. . . .

21 C.F.R. § 201.57(a)(9-11) (emphasis added).

 The FDA’s final rule adopting the regulation described the Highlights section:

[T]he final rule requires that the labeling for new and more recently approved products include 
introductory information entitled “Highlights of Prescribing Information” (Highlights) (§§201.56(d)
(1) and 201.57(a)).

The final rule requires the same headings for Highlights as proposed, except that, in response to 
comments, FDA moved “Most Common Adverse Reactions” from “Warnings and Precautions” 
(proposed §201.57(a)(10)) to a new heading entitled “Adverse Reactions” (§§201.56(d)(1) and 
201.57(a)(11)).  Like the proposed rule, the final rule requires that Highlights, except for the boxed 
warning, be limited in length to one-half of the page (§ 201.57(d)(8)) (see comment 104).

The agency is also revising its regulations on supplements and other changes to an approved 
application in §§314.70 and 601.12 (21 CFR 314.70 and 601.12) to require applicants to obtain 
prior approval of any labeling changes to Highlights, except for identified minor changes (see 
comment 5).

Requirements on Content & Format of Labeling for Human Prescription Drug and Biological Products, 71 Fed. Reg. 

Drug LabeL “HigHLigHts”: an OverLOOkeD avenue tO 
PreemPtiOn in FaiLure-tO-Warn LitigatiOn
by James M. Beck
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3299, 3925 (FDA Jan. 24, 2006) (emphasis added).

The creation of this Highlights section directly affects preemption in prescription-drug product liability litigation.  
The U.S. Supreme Court in its October Term 2018 reaffirmed that limits to the preemption of labeling claims for 
prescription drugs are grounded in the availability of the FDA’s changes being effected (“CBE”) regulation, which 
defeats implied impossibility preemption by allowing certain unilateral label modifications:

[A]n FDA regulation called the ‘changes being effected’ or ‘CBE’ regulation permits drug 
manufacturers to change a label without prior FDA approval if the change is designed to ‘add or 
strengthen a . . . warning’ where there is ‘newly acquired information’ about the ‘evidence of a 
causal association’ between the drug and a risk of harm.  21 C.F.R. §314.70(c)(6)(iii)(A).

Merck Sharp & Dohme Corp. v. Albrecht, 139 S. Ct. 1668, 1673 (2019).  The Court also stated:

[F]ederal law − the FDA’s CBE regulation − permits drug manufacturers to change a label to ‘reflect 
newly acquired information’ if the changes ‘add or strengthen a . . . warning’ for which there is 
‘evidence of a causal association,’ without prior approval from the FDA.  21 C.F.R. §314.70(c)(6)(iii)
(A).  Of course, the FDA . . . can reject label changes even after the manufacturer has made them.  
See §§ 314.70(c)(6), (7). . . .  But in the interim, the CBE regulation permits changes, so a drug 
manufacturer will not ordinarily be able to show that there is an actual conflict between state and 
federal law such that it was impossible to comply with both.

Id. at 1679.

 This CBE regulation the Court relied on in Albrecht—21 C.F.R. § 314.70—is precisely the same regulation 
that the FDA stated it was “revising” in 2006 “to require applicants to obtain prior approval of any labeling changes 
to Highlights.”  71 Fed. Reg. at 3925 (listing “§314.70”).  The CBE regulation thus has excepted all aspects of the 
Highlights section from its scope since 2006:  

(6) The agency may designate a category of changes for the purpose of providing that, in the case 
of a change in such category, the holder of an approved NDA may commence distribution of the 
drug product involved upon receipt by the agency of a supplement for the change. These changes 
include. . . .

(iii) Changes in the labeling to reflect newly acquired information, except for changes to the 
information required in §201.57(a) of this chapter (which must be made under paragraph 
(b)(2)(v)(C) of this section), to accomplish any of the following:

(A) To add or strengthen a contraindication, warning, precaution, or adverse reaction 
for which the evidence of a causal association satisfies the standard for inclusion in the 
labeling under §201.57(c) of this chapter;

21 C.F.R. § 314.70(c)(6)(iii)(A) (emphasis added).  This is the Albrecht FDA CBE regulation—down to the last 
subsection.  

 The FDA imposed this limitation on changes to Highlights information deliberately—through notice and 
comment rulemaking.  See Albrecht, 139 S. Ct. 1680 (endorsing the preemptive power of “notice-and-comment 
rulemaking setting forth labeling standards”).  This amendment was not some nefarious scheme to benefit 
manufacturers.  To the contrary, as the FDA pointed out, “[m]anufacturers, with some exceptions, were opposed, 
or strongly opposed, to the inclusion of Highlights.”  71 Fed. Reg. at 3930.

 In response to “comment 5,” the FDA stated, in 2006:

[B]ecause Highlights is a summary of the most important information for prescribing decisions and 
some comments expressed concerns about the difficulty involved in summarizing the complex 
and often lengthy information in the FPI [full prescribing information], the agency believes that 
it is essential for FDA to review and approve most proposed changes to the information in 
Highlights. Accordingly, the agency is revising its regulations on supplements and other changes 
to an approved application.  Under §§314.70(b)(2)(v)(C) and (c)(6)(iii) . . ., applicants are required 

© 2019 Washington Legal Foundation                                                             2                                                                              



To help us produce more articles like this one, please visit http://www.wlf.org and click on ‘Donate” 

to obtain prior approval of any labeling changes to Highlights, except for editorial or similar 
minor changes. . . .

71 Fed. Reg. at 3922 (emphasis added).  See id. at 3922 (“a sponsor may not use a CBE supplement to make most 
changes to Highlights.”).

 The Federal Register cross-reference for modifications of highlights, 21 C.F.R. § 314.70(b)(2)(v)(C), is to 
“Changes requiring supplement submission and approval prior to distribution of the product made using the 
change (major changes).”  See also FDA, Guidance for Industry:  Labeling for Human Prescription Drug and 
Biological Products – Implementing the PLR Content & Format Requirements (Feb. 2013) (containing detailed 
information about how changes to “highlights” should be made).  Thus, any modification of the language of 
Highlights is a “major change”—and tort actions demanding major changes are preempted.  A federal appeals 
court embraced that principle just last year:

Major changes require approval from the FDA prior to implementation, while moderate and minor 
changes do not.  Controlling case law is clear − and plaintiffs here concede − that if the change 
they contend state law requires qualifies as ‘major,’ then federal law preempts plaintiffs’ cause of 
action because defendants cannot lawfully make such a change without prior FDA approval. Our 
inquiry thus appears, at first glance, straightforward:  Does the change urged by plaintiffs qualify 
as ‘major’?  If so, our work is done.

Gustavsen v. Alcon Laboratories, Inc., 903 F.3d 1, 10 (1st Cir. 2018) (citations omitted).  See also Yates v. Ortho-
McNeil Pharmaceuticals, Inc., 808 F.3d 281, 298 (6th Cir. 2015) (“[Plaintiff’s] post-approval design defect claim is 
clearly preempted by federal law.  FDA regulations provide that once a drug . . ., is approved, the manufacturer 
is prohibited from making any major changes”); Batoh v. McNeil-PPC, Inc., 167 F. Supp.3d 296, 320-322 (D. Conn. 
2016) (“chang[ing] the active ingredient” would have been a “major change” requiring prior FDA approval).

 Preemption cases specifically involving demands to modify Highlights have been uncommon, but have 
uniformly resulted in preemption.  In In re Zofran (Ondansetron) Products Liability Litigation, 368 F. Supp. 3d 94, 
127 (D. Mass. 2019), plaintiffs conceded preemption of any warning claim involving highlights.  The issue was fully 
litigated in Blackburn v. Shire US, Inc., 2017 WL 1833524, at *5-6 (N.D. Ala. May 8, 2017):

[W]hen sufficient newly acquired information exists in order to support a label change under the 
CBE process, as has been plausibly pled here, the claim is not preempted.  However, the same 
cannot be said with respect to Plaintiff’s assertion that a change to the Highlights section would 
be permitted here.  Where a private party seeks a label change which requires FDA approval, 
such as a change to the Highlights section, impossibility preemption exists. . . .  The ‘impossibility’ 
inquiry turns on a private party’s ability to act independently.  It is of no consequence that the FDA 
may have allowed a change to the Highlights section of [the drug].  Because Defendants could not 
have independently changed the Highlights section of [the drug] in order to conform to state law, 
any argument that begins with the theory that Defendants could (or should) have changed the 
Highlights section of [the drug’s] label ends in preemption.

Id. at *5-6 (citations omitted).

 The same result was reached in Patton v. Forest Laboratories, LLC, 2018 WL 5270476 (C.D. Cal. May 10, 
2018):

[Defendant] also argues that Plaintiffs’ failure-to-warn claim against it is preempted because: (1) 
[it] could not have ‘unilaterally or independently change[d] the Highlights section; all changes to 
that section require FDA’s pre-approval’. . . . 

In their Opposition, Plaintiffs do not address [defendant’s] arguments concerning the permissible 
scope of label changes made by a NDA holder under the CBE process.  Instead, Plaintiffs argue 
that their failure-to-warn claim is not preempted because ‘Plaintiffs’ contentions are that the 
Defendants did not comply with their obligations under Federal law regarding the labeling of [the 
drug]. . . .’
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While it is obvious that the FDA, in approving the relevant [drug’s] labeling, disagreed with 
Plaintiffs’ contention that the labeling violates ‘federal law’ at the time it approved that labeling, 
even if the FDA were wrong, only the government (i.e., not Plaintiffs) may bring a lawsuit to 
enforce the FDCA and the FDA’s regulations.  Accordingly, Plaintiffs’ failure-to-warn claim, as 
presently constituted, is preempted.

Id. at *16-17 (citations omitted).  See id. at *4 (“NDA holders may not make any changes to the Highlights section 
of a drug’s labeling without prior FDA approval”).  See also Patton v. Forest Laboratories, Inc., , 2018 WL 5269239, 
at *11 (C.D. Cal. Sept. 19, 2018) (plaintiffs conceded preemption of claims affecting highlights).  

 “Highlights summarizes the information from the FPI that is most important for prescribing the drug 
safely and effectively.”  71 Fed. Reg. at 3922.  “[I]t is critical to ensure accuracy and consistency in the information 
included in Highlights because it contains a summary of the most important information for prescribing the drug 
safely and effectively.”  Id.  Thus, it would be impossible to maintain “Highlights [as] a concise extract of the most 
important information,” id., if plaintiffs could demand different or additional warnings in the full labeling that 
would diverge from what is contained in unmodified, FDA-approved highlights.  Thus, plaintiffs should not be 
able to evade preemption by ignoring disparities with highlights and demanding only changes to the rest of a 
drug’s labeling.  This need for consistency is analogous to the “sameness” requirement that drives preemption in 
generic drug cases—for highlights to serve their intended function, they must convey the same  information (in 
abbreviated form) as is found in the rest of a drug’s label.

 Preemption exists “when a party cannot satisfy its state duties without the Federal Government’s special 
permission and assistance, which is dependent on the exercise of judgment by a federal agency.”  PLIVA, Inc. v. 
Mensing, 564 U.S. 604, 623-34 (2011).  Thus, the preemptive effect of this “independence principle” extends 
to any product liability claim demanding a change to a black box warning, contraindication, warning, adverse 
event (or anything else) that would require a corresponding modification to the drug’s highlights section.  As 
demonstrated above, the FDA’s current regulatory regime concerning highlights meets Albrecht’s requirement 
that “whatever the means the FDA uses to exercise its authority, those means must lie within the scope of the 
authority Congress has lawfully delegated.”  139 S. Ct. at 1679.

 Simply put, “to state a claim for failure-to-warn that is not preempted by the FDCA, a plaintiff must plead 
a labeling deficiency that Defendants could have corrected using the CBE regulation.”  Gibbons v. Bristol-Myers 
Squibb Co., 919 F.3d 699, 708 (2d Cir. 2019) (quoting Celexa, 779 F.3d at 41).  That regulation explicitly excludes 
any label change to the substance of the highlights section.  Potentially, this involves considerable preemption, 
much more than suggested in Wyeth v. Levine, 555 U.S. 555 (2009)—which involved an older drug used in 2000, 
long before Highlights existed.  Such older drugs are not subject to the Highlights requirement at all.  21 C.F.R. § 
201.56(b) (new “labeling content and format requirements” apply only to post-2006 drugs).  But the amended 
CBE provision says what it says, and the Supreme Court has put that sort of objection to rest:

We acknowledge the unfortunate hand that federal drug regulation has dealt [these plaintiffs], 
and others similarly situated.  But it is not this Court’s task to decide whether the statutory 
scheme established by Congress is unusual or even bizarre. . . .  But different federal statutes and 
regulations may, as here, lead to different pre-emption results.  We will not distort the Supremacy 
Clause in order to create similar pre-emption across a dissimilar statutory scheme.  As always, 
Congress and the FDA retain the authority to change the law and regulations if they so desire.

Mensing, 564 U.S. at 625-26 (citation, quotation, and footnote marks omitted).

 Preemption of explicit plaintiff demands for changes to the Highlights section of drug labeling is the easy 
argument to win, and indeed to date it has never lost.  However, now that Albrecht has clarified the standards for 
preemption, the broader argument should also be pursued, extending preemption to any informational claims 
that demand substantive changes that would necessarily require also modifying the language of the Highlights 
section.  Defendants and their counsel should closely examine all allegations of “inadequate” warnings to 
determine whether such claims would create inconsistencies with Highlights information, and adjust their 
preemption strategy accordingly.
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Introduction: The Food, Drug and Cosmetic Act grants the Food and Drug 
Administration plenary authority over prescription drug review, marketing 
approval, and post-marketing oversight. A pharmaceutical manufacturer must 
strictly comply with FDA’s labeling requirements in order to market their product. 
FDA interprets that authority very broadly.

Whether the health warnings that FDA requires drug makers to include on product 
labels are adequate is a question that arises frequently in product-liability lawsuits 
filed under state law. Plaintiffs in such cases allege that the manufacturer’s failure 
to warn of certain risks caused their injury. Such an argument beget a potential 
collision of authority: Can a judge, applying state law, require a new or different 
warning than that which FDA has required? 

In such circumstances, pharmaceutical defendants may argue that federal law 
preempts the application of state-law warning mandates as a remedy in product-
liability litigation. A 2008 U.S. Supreme Court decision, Wyeth v. Levine, set out 
some parameters for such a preemption defense. The Court has issued several drug 
preemption decisions since Wyeth, including a 2019 ruling that placed assessment 
of defendants’ “impossibility preemption” arguments in the hands of judges.

In this WLF Conversations With, a group of attorneys who have considered 
federal preemption as trial counsel, senior federal officials, in-house counsel, and 
judicial clerks join us to discuss the latest federal-court jurisprudence on such key 
questions as what constitutes “newly acquired information” and whether judges 
can make factual determinations when evaluating preemption claims.

Let’s start off with a brief overview of the U.S. Supreme Court’s preemption 
jurisprudence in the area of state-law product-liability claims where the plaintiff 
alleges that a prescription drug manufacturer failed to warn of a side effect or 
other risk. Dan Troy, what did the Court decide in Wyeth on the question of 
federal preemption?

Daniel Troy: In Wyeth, the claim was that Wyeth had failed to update its warning 
on a product called Phenergan. The Supreme Court held that the plaintiff’s claim 
was not preempted and could go forward because Wyeth had the power under 
the Food and Drug Administration’s “Changes Being Effected” regulation to 
change the warning unilaterally.

Daniel J. Feith
Counsel, Sidley Austin LLP
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There had been some engagement between FDA and Wyeth, but the Court found 
that there wasn’t sufficient engagement for the state-law claim of failure to warn 
to be preempted. It was a 6-3 decision with Justices Breyer and Thomas writing 
important concurrences. 

The Court has addressed preemption in the drug labeling context three times since 
Wyeth. Dan, what did the Mensing and Bartlett decisions add to the law?

Troy: Those were polar opposite cases from Wyeth. In PLIVA v. Mensing, Justice 
Thomas wrote for a five-justice majority that because of the way the Hatch-Waxman 
Act works, the generic company had no ability to change the labeling. And as a 
result, the state-law claim, which said that the generic was obligated to change 
the labeling, was indeed preempted. Justice Thomas’s authorship of the majority 
opinion was notable because he has very unique views on preemption.

In the second case, Mutual Pharmaceutical v. Bartlett, the U.S. Court of Appeals 
for the First Circuit basically concluded that the Supreme Court got it wrong in 
Mensing and the appellate court was determined to find a way around it. The First 
Circuit reasoned that instead of being subjected to a product-liability lawsuit, the 
pharmaceutical company could always stop marketing the generic drug. 

The Supreme Court reversed the First Circuit in another 5-4 decision, with Justice 
Alito writing for the majority and Justices Kagan, Sotomayor, Breyer, and Ginsburg 
dissenting. The majority explained that the Court meant what it said in Mensing—
there really is preemption of failure-to-warn claims for generic drugs. And you 
can’t require a company to avoid the impossibility of complying with both federal 
and state law by removing the drug from the market. In almost every area of 
preemption, people could always stop economic activity. The Court said that just 
goes too far.

Finally, a little over two years ago, the Court decided the third post-Wyeth decision, 
Merck Sharp & Dohme v. Albrecht. How does that decision fit into our discussion?

Troy: So that case goes back to the branded side. And what’s significant about 
Albrecht is that the Court says that it is a matter of law for the judge to decide 
whether or not the FDA’s engagement with the product was sufficient to support 
preemption of the state failure-to-warn claim. The vote was 9-0, but Justice Thomas 
basically said, well, when this is remanded, there shouldn’t be preemption. Three 
concurring justices, Chief Justice Roberts and Justices Alito and Kavanaugh disagreed 
and wrote that on remand, the state-law claim should be preempted. 

But what’s most important about Albrecht is its clearly stating that preemption is 
a matter of law, not a factual determination for the jury. Defendants could thus 
raise the preemption defense perhaps at the motion-to-dismiss stage, certainly at 
the summary-judgment stage, and in some cases during post-trial motions. These 
incredibly complicated questions are no longer in the hands of juries. The justices 
made clear in Albrecht that even if in the course of the preemption determination 
the judge must engage with so-called brute facts about what happened vis-a-vis the 
FDA and the company, that would be an acceptable determination.
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In Albrecht, the Solicitor General filed an amicus brief in support of the Petitioner. 
Dan Feith, why was that significant and what did the government argue?

Daniel Feith: The Solicitor General’s brief in Albrecht was significant in a couple 
respects. The brief embraced quite a broad view of preemption. That view was 
much closer to the position adopted in Justice Alito’s concurrence than to the 
majority’s narrower, but still pro-preemption view. The government made two basic 
arguments. First, the question of whether the FDA would disapprove of a proposed 
warning is a question of law for courts to resolve rather than a question of fact for 
the jury. 

Second, in the context of that particular case, the FDA’s complete response letter 
embodied a determination that there was insufficient causal evidence to warrant 
strengthening the label. And in making that argument, the government drew an 
inference from FDA inaction on the theory that the FDA has a statutory duty under 
the 2007 Food and Drug Administration Amendments Act to strengthen a label 
when it believes there is a basis to do so. 

The second significant aspect of the SG’s brief was the point it made about the 
danger of over-warning. The government explained that in determining which 
warnings to include, the FDA tries to strike a balance and avoid including too many 
warnings on the label. The government identified two problems with over-warning. 
First, over-warning dilutes the most important warnings. Second, over-warning 
deters appropriate and beneficial uses of the drugs. This is representative of the 
delicate cost-benefit balance that the FDA has to strike with drug approvals and why 
preemption is such an important doctrine in this space.

Let’s talk about how Albrecht has affected drug product-liability trial defense work, 
which is Robert’s area of expertise. What are you now doing differently in cases 
where preemption is a defense?

Robert Johnston: In Albrecht, the Court began to elucidate what is “clear evidence 
of FDA action.” Does that standard require an actual, formal statement by the FDA 
saying you can’t make this label change, or is there something less that is sufficient? 
The commitment of that core, root factual question to the judge has also opened up 
the gates for defendants to cite, for instance, to FDA rejection of a citizen petition 
requesting the very labeling change that the plaintiff claims is unlawfully missing as 
“clear evidence.”

And on the question of whether the types of newly acquired evidence alleged in a 
failure-to-warn complaint are adequate to trigger a defendant’s use of the changes 
being effected regulation, some judges have taken Albrecht to mean that the 
court can make that determination as early as the motion-to-dismiss stage. That’s 
providing defendants a very early opportunity to address preemption based on their 
inability to utilize the changes being effected rule. In a 2019 decision in Gibbons 
v. Bristol-Myers Squibb Co., the Second Circuit affirmed a series of multi-district 
litigation (MDL) court orders that dismissed failure-to-warn claims involving the drug 
Eliquis as preempted by federal law. The Second Circuit conducted a very thorough
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evaluation of the supposed newly acquired information that allegedly compelled an 
additional warning, finding it lacking.

Other judges, however, may be more skeptical than the Second Circuit panel in 
Gibbons about making a preemption decision at the motion-to-dismiss stage 
because judges generally assume that you can’t talk about facts at that stage. And 
frankly, the federal civil-procedure rules don’t really provide a mechanism for fact 
finding and fact presentation at the motion-to-dismiss stage. So that’s something 
that we’re still going to have to work on, but it’s an interesting opportunity that’s 
out there. 

Now that we’ve laid the groundwork on the applicable judicial precedents on 
preemption in failure-to-warn drug suits, we’re going to use two recent court 
decisions to examine how federal judges are addressing the preemption defense as a 
matter of law, with a particular focus on the “changes being effected” rule. The first is 
a January 6, 2021 Fourth Circuit decision, Knight v. Boehringer Ingelheim. There, the 
key question was whether the manufacturer had newly acquired information.

Dan Feith, what did the trial court decide on that question?

Feith: Knight involved claims that drug manufacturer Boehringer Ingelheim failed 
to adequately warn of the risk of uncontrollable bleeding associated with a blood-
thinning medication, Pradaxa. And as you noted, the dispute in Knight was whether 
Boehringer had newly acquired information, namely that there was an optimal 
blood concentration for Pradaxa that called for a strengthened warning under the 
changes being effected regulation. Pradaxa had been approved without any optimal 
blood concentration range or blood monitoring requirement, which was viewed as a 
selling point in comparison to its main competitor. 

The Knight plaintiffs argued that the newly acquired information Boehringer was 
aware of arose from the preliminary results of the so-called Reilly Paper. The Reilly 
Paper was a post-approval review of the results of one of the clinical studies that 
Boehringer had relied on for production approval. The study’s preliminary results 
pointed to there being an optimal blood concentration range, even though the final 
published Reilly Paper ultimately concluded that there was no such optimal range. 
The federal district court agreed with the plaintiffs and held that that Boehringer 
had newly acquired information in the form of, first, the preliminary results 
themselves of the paper and, second, from emails among Boehringer employees 
discussing those results.

On appeal the Fourth Circuit reversed. Why did the court find that the Reilly Paper’s 
preliminary findings were not newly acquired information?

Feith: The Fourth Circuit’s decision in this case really demonstrates the value of 
having courts police what constitutes newly acquired information. The decision 
shows that plaintiffs have a real threshold to overcome before you even get to the
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question that Robert was discussing about whether the FDA would have 
disapproved the warning, or whether a manufacturer could act unilaterally. In 
Knight, the Fourth Circuit gave two reasons that the Reilly Paper’s preliminary 
findings were not newly acquired information. First, it emphasized that the 
preliminary results were tentative and subject to further study. The court noted that 
at the time the initial drafts were circulated, Dr. Reilly, the lead author on the paper, 
had said that he wanted to see where the paper took him.  And in fact, Dr. Reilly 
then proceeded to spend an additional couple of years working on the paper. 

The Fourth Circuit also stressed that the paper ultimately reached a different 
conclusion, and that different conclusion was accepted by the scientific and 
regulatory community. The paper was peer reviewed, published, and submitted to 
the FDA. The FDA then relied on the paper to continue Pradaxa approval without 
any blood monitoring requirement. Importantly, in deciding not to treat preliminary 
results as newly acquired information, the Fourth Circuit recognized the policy 
interest of improving the scientific process by allowing the open dialogue and 
exchange of ideas and hypotheses. That policy interest is akin to the deliberative-
process privilege in federal agencies. The Fourth Circuit also recognized the risk 
of over-warning that we talked about earlier. If the threshold for newly acquired 
information were set too low, drug manufacturers would have an incentive to flood 
FDA with unnecessary information and to add unnecessary warnings to label.

How does Knight compare to decision in other circuits on the question of newly 
acquired information?

Feith: Knight is broadly consistent with how other courts have viewed the 
identification of newly acquired information as a threshold requirement if plaintiffs 
wish to avoid preemption of failure-to-warn claims. The First Circuit in In re Celexa & 
Lexapro Marketing and Sales Practice Litigation found the plaintiffs’ failure-to-warn 
claims preempted because the complaint identified only information that had been 
before FDA at the time of approval. The Third Circuit’s In re Avandia Marketing, 
Sales, and Product Liability Litigation decision somewhat implicitly recognizes 
this rule. The In re Incretin-Based Therapies Products Liability Litigation that we’ll 
discuss in a bit similarly distinguishes between preliminary and final assessments 
and recognizes that only the latter can qualify as newly acquired information. I think 
Knight really does represent a step forward. It is by far the most in-depth treatment 
of the metes and bounds of newly acquired information.

Dan Troy, as someone who’s worked in the pharmaceutical industry, I can imagine 
that you were pleased to see the Fourth Circuit acknowledge the risks of chilling 
scientific discussion and interaction at the preliminary stage?

Troy: I certainly was. Looking at cases like Knight from a broader perspective, let 
me suggest a way that I think about preemption which is not exactly the way most 
courts do. For me, it’s a useful sort of heuristic and way of looking at these cases 
and kind of harmonizing them. And that is in the language of the Chevron doctrine: 
has the FDA directly spoken to the precise question at issue? Consider the outcome 
of cases like In re Incretin, where the FDA has directly spoken to the precise question
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at issue, or Bartlett, where the regulations directly spoke to the precise question 
at issue. Then I think the case for preemption is really strong. If you can’t make the 
case that the FDA has really been forced to think about this one way or the other, 
whether it’s a response to a citizen petition or it’s a response to a labeling request, 
then your preemption defense might not succeed.

In Knight, the Fourth Circuit reasoned “the record does not demonstrate that Dr. 
Riley’s emails or the draft papers, preliminary assessments of an optimal Pradaxa 
blood concentration level, reflected a revelation of risks of a different type or greater 
severity or frequency.” So the point is the labeling of Pradaxa had directly spoken to 
the precise question at issue of blood concentration levels, and even the preliminary 
analysis didn’t really upend and change it. And certainly the later analysis just kind 
of confirmed what FDA had already precisely spoken to on the labeling. And so 
that’s why I think the Fourth Circuit came to the right conclusion. And I think we’ll 
see again, as we talk about the next case, that where the FDA has really engaged 
the scientific question in whatever way, shape or form, then I think you have a much 
better case for preemption.

Thank you, Dan. The next case we’ll discuss, as both Dan Troy and Dan Feith alluded 
to, is the March 9, 2021 In re Incretin decision from Southern District of California. 
There, the court granted four drug companies’ joint motion for summary judgment 
in an MDL bellwether trial. Whether the companies possessed newly acquired 
information was also a threshold issue in this case. 

Robert, on the newly-acquired-information question, the court’s meticulously 
reasoned opinion focused on the type and quality of scientific evidence plaintiffs 
advanced, and the court was clearly unimpressed with what it saw, correct?

Johnston: That’s correct. I think In re Incretin in many ways is simply the latest of 
a series of cases where judges are willing to undertake the hard work of looking at 
those brute facts in evaluating plaintiff’s claims, even at the preliminary motions 
stage. The plaintiffs alleged that the pharmaceutical products at issue increased the 
risk of pancreatic cancer. There were several things that the plaintiffs pointed to as 
newly acquired evidence. One was the commissioning of an epidemiological inquiry 
by Health Canada. The plaintiffs argued that a foreign regulatory body’s decision to 
start an inquiry into the epidemiology of pancreatic cancer in these treated patients 
somehow constituted new evidence that required a label change. The plaintiffs also 
relied upon several studies, none of which focused on the end point at issue, and 
instead focused on things like the rates of pancreatic cancer. The court concluded 
that none of those studies, properly interpreted, demonstrated a change in the 
frequency or severity of this adverse event, which had already been recognized 
in submissions to the FDA, tracking Dan Troy’s point that where you’ve had a 
conversation with the FDA about the event at issue, and the FDA took no action, you 
should win on preemption.

That’s a much better place to be than a world where you haven’t had a conversation 
with the FDA. I think though that some of these cases suggest that that interaction 
with the FDA could be as simple as a phone call in some instances. Now, that may
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be pushing it. A phone call with the FDA, standing alone, might not be enough. But 
what defendants don’t have to have is some detailed medical analysis from the FDA 
evaluating the side effect. If the folks at the FDA have said, “we understand that 
risk is present, we think your labeling is adequate, notwithstanding that risk,” that 
should be enough interaction for a court to dismiss on preemption grounds. 

What’s particularly fascinating about In re Incretin is that it’s in the Southern District 
of California, which means that we’re in Ninth Circuit world, not generally the most 
hospitable place for a federal preemption arguments. For that reason, it’s a little bit 
surprising that a California federal court is one of the early adopters of scrutinizing 
the brute facts of a preemption defense in pre-trial motions. I think it’s suggestive 
that the logic of this approach is hard to get around. And I think that’s good.

The plaintiff argued that FDA inaction can never support a preemption finding. What 
was the court’s response to that?

Johnston: I think what the court said about that is if the FDA knows about a risk 
and knows the data related to that risk, the fact that you could interpret the study 
differently, or you can hypothesize a risk of a different magnitude or severity, is not 
going to move the ball on newly acquired information, where the there’s a baseline 
showing that there was an interaction with the FDA about the issue at some level.

Troy: So I agree with everything you said Robert, and it is worth stressing that the 
FDA’s engagement with this question of pancreatic cancer in In re Incretin was far 
more than a phone call. To quote the case, “as discussed above the FDA, through its 
own evaluation and armed with information from Defendants and other sources, 
considered the specific issue raised by Plaintiffs in this case: the pancreatic safety 
of incretin mimetics. At no point in its years-long monitoring of these drugs did the 
FDA require Defendants or any other manufacturer of incretin-based therapies to 
add a pancreatic warning to its label. Quite the contrary, the FDA has published its 
findings regarding the pancreatic safety of incretin mimetics, commented on the 
adequacy of the drug labeling, and maintained its position that scientific evidence 
of a causal association between incretin-based therapies and pancreatic cancer is 
indeterminate.” I mean, the FDA’s engagement on this question was actually over, 
over and over, and over again.

Yes, it’s inaction, but it’s a curious form of inaction because they are all over this 
question, right? Including publishing a very unusual paper that doesn’t have the 
normal FDA disclaimer that these are only the views of the authors. I mean, it really 
seemed to purport to be a scientific analysis on behalf of the FDA, notwithstanding 
its “podium policy.” To me, the defendants in In re Incretin have a very, very strong 
case. What to me will be interesting is if on appeal the Ninth Circuit reverses the 
Southern District, you’ve got a great Supreme Court case.

Feith: I agree with that. The In re Incretin decision is extremely interesting because 
it offers insights into how courts are thinking about a number of the legal questions 
that were left open from Albrecht, and as Dan and Robert have said, it answers 
almost all of them in a staunchly pro-preemption manner. For instance, after Wyeth 
and Albrecht, it was unclear whether, to establish an impossibility defense, 



manufacturers must have actually proposed a labeling change that the FDA 
actually rejected. In re Incretin suggests the answer is actually no, at least, 
for instance, where the FDA published studies or was responsive to a citizen 
petitions. Some amount of clear evidence that the FDA was being fully 
informed and disapproved even if the manufacturer didn’t tee up the issue to 
the agency directly, could be enough for a finding of preemption.

There has also been an open question about what agency actions suffice to 
establish disapproval—does there need to be final agency action carrying 
the force of law or may other types of agency actions suffice. And again, In re 
Incretin takes the broader view by, for example, relying on the FDA’s published 
study. That is an action that comes up short of carrying the force of law, and 
yet the court found that to be sufficient evidence. 

Johnston: Plaintiffs in failure-to-warn cases against pharmaceutical companies 
will portray anything short of final agency action as agency inaction. And 
as both Dan Troy and Dan Feith observed, the In re Incretin court did a very 
thorough job of looking factually at the companies’ interactions with the FDA 
and recognizing that after the FDA failed to take action after becoming fully 
informed about a possible product risk, FDA acted by not acting. I think that’s 
a fascinating way of looking at the court’s decision.

It’s clear from Knight and In re Incretin that there is room somewhere between 
final agency action and FDA ignorance that can still support preemption.

_____________________________
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