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For many years, people injured by
prescription medicines have been
able to sue drug manufacturers to
receive compensation for their inju-
ries when those companies fail to
provide adequate warnings of known
risks of those medicines. This type
of suit is known as “failure-to-warn”
litigation. Failure-to-warn litigation
serves a vital function not just by
compensating those who have been
harmed but also by encouraging drug
manufacturers to warn of drug risks
promptly and clearly and by publiciz-
ing otherwise non-public informa-
tion on the risks and benefits of pre-
scription drugs. In May 2019, the U.S.
Supreme Court decided a case, Merck
v. Albrecht, that ensures that failure-
to-warn litigation in this context will
continue.! This article reviews the
Merck decision and discusses some of
its likely consequences.

Reactions to the Merck decision by
legal and policy experts have varied.
Some commentators have described
the Merck decision as a win for the
pharmaceutical industry;? others as a
loss.? As we describe below, we believe
that, on the whole, Merck represents
a victory for physicians, patients, and
the public, not for industry. Merck
clarified the law to make it more dif-
ficult for brand-name drug manufac-
turer to shield themselves from liabil-
ity for failure to warn of drugs’ known
risks. We predict that, in the wake of
Merck, drug manufacturers are likely

to update drug labeling more quickly
and more often, with more cautious
warning language. We explain a cru-
cial but often overlooked benefit of
failure-to-warn litigation: otherwise
unavailable information on the effec-
tiveness and safety of drugs flows
from such litigation to physicians,
regulators, including the U.S. Food
and Drug Administration (FDA), and
the public at large.

Alendronate (Fosamax) and the

Risk of Atypical Femur Fracture

The Merck v. Albrecht case was
brought by patients who took alen-
dronate (Fosamax), a drug sold by
Merck and FDA-approved in 1995
for treatment of osteoporosis in post-
menopausal women. Alendronate is a
bisphosphonate that treats osteopo-
rosis by slowing bone resorption, the
process by which bone tissue is bro-
ken down and recycled. The bisphos-
phonates were a transformational
drug class in the treatment of osteo-
porosis, and alendronate became a
blockbuster for Merck, reaching a
peak of $2.5 billion annual sales.* But
widespread experience with long-
term use of alendronate uncovered
a rare but potentially devastating
side effect: atypical femur fracture, a
fracture in which the thigh bone may
fracture completely unrelated to use
or injury. The plaintiffs in Merck are
more than 500 patients who suffered
such fractures between 1999 and
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2010, some of whom took alendro-
nate for many years.’ These patients
allege that when they took alendro-
nate, Merck’s labeling for the drug
failed to provide an adequate warn-
ing of the risk of such fractures even
though Merck knew of the risk. The
patients further allege that, had they
known the true risks of alendronate,
they would not have taken the drug,
or would not have taken it as long as
they did. These patients sued, asking
the court to hold Merck liable under
their states’ product liability statutes
or common laws for its failure to
warn of the true risks of alendronate
and to order Merck to compensate
them for their injuries.

Alendronate’s Labeling and
Merck’s View That It Is Not

Liable for Failing to Warn of
Alendronate’s Risks

A Kkey issue since the beginning of
Merck case was the adequacy of
warning language that Merck sug-
gested to the FDA before the plain-
tiffs were injured. Merck gave the
FDA data about risk of atypical
femur fracture during the relevant
time period and suggested revising
alendronate’s labeling to warn of the
risk of “stress fractures.” Merck pro-
posed this labeling revision through
the FDA’s Prior Approval Supple-
ment (PAS) pathway, which requires
the FDA to approve the labeling
revision before it is disseminated.
The FDA rejected Merck’s proposed
revision, noting that the term “stress
fractures” implies relatively minor
risk and does not explicitly warn
patients and physicians of the risk of
much more serious “atypical femur
fractures.” While the FDA rejected
Merck’s specific proposed label-
ing change, it encouraged Merck to
resubmit its application to address
aspects of the warning deemed defi-
cient.® Merck could have resubmit-
ted an application with different
warning language, but did not do
so. Alternatively, Merck could have
unilaterally added a warning about
atypical femur fracture to its labeling
through the FDA’s Changes Being
Effected (CBE) pathway. Under the
CBE pathway, a drug company may
initiate a labeling change to reflect
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newly acquired information, sub-
ject to later FDA review and valida-
tion. Merck chose not resubmit a
PAS application or to revise its label
under the CBE pathway.

Merck’s central legal argument
throughout the litigation was that
it could not be held liable for failing
to warn of the risk of atypical femur
fractures caused by alendronate
because the FDA had rejected its
proposed warning about stress frac-
tures and would have rejected any
subsequent effort to add a warning
about atypical femur fractures to its
labeling. In Merck’s view, it could not
possibly have complied with federal
law (rejecting a warning) and state
law (requiring a warning) at the same
time. MercKk’s argument is based on a
doctrine of constitutional law known
as impossibility preemption, which
holds that when state and federal law
conflict in a way that makes it impos-
sible for a private party to comply
with both, federal law prevails.” In
failure-to-warn litigation brought
under state law, the litigation must
be dismissed if preemption applies,
and the drug manufacturer will not
be found liable.

Key Precedent: Wyeth v. Levine

Shortly after Merck v. Albrecht was
filed in 2009, the US Supreme Court
decided another key case, Wyeth wv.
Levine, which established binding
precedent on the preemption doc-
trine in the context of drug label-
ing.® The Wyeth lawsuit was brought
against Wyeth by a patient, Diana
Levine, who was improperly injected
with Wyeth’s promethazine product
(Phenergan) and subsequently expe-
rienced a severe adverse reaction,
leading to gangrene and amputa-
tion of her forearm.? Levine alleged
that Wyeth had failed to provide an
adequate warning of the risk of gan-
grene and that that failure to warn
constituted a violation of Vermont
state law. Wyeth argued that Levine’s
state-law-based case should be dis-
missed under preemption doctrine
since the drug’s warnings were FDA-
approved. The Supreme Court sided
with Levine, explaining that “absent
clear evidence that the FDA would
not have approved a change” to the

druglabel, a court must “not conclude
that it was impossible ... to comply
with both federal and state require-
ments” and holding that Wyeth had
failed to prove that the FDA would
have rejected an adequate warning
in the labeling.’* However, Wyeth left
open some ambiguity as to what con-
stitutes “clear evidence that the FDA
would not have approved a change”
to the labeling.

The Supreme Court’s Decision in
Merck v. Albrecht

The Supreme Court resolved any
remaining ambiguity about preemp-
tion in the context of drug labeling
in Merck o. Albrecht. The Court’s
opinion held that “showing that fed-
eral law prohibited the drug manu-
facturer from adding a warning that
would satisfy state law requires the
drug manufacturer to show that it
fully informed the FDA of the justi-
fications for the warning required by
state law and that the FDA, in turn,
informed the drug manufacturer that
the FDA would not approve chang-
ing the drug’s label to include that
warning”" In other words, only
evidence that FDA actually consid-
ered and then rejected the warning
required under state law suffices to
establish that the drug manufacturer
was caught in an impossible con-
flict between state and federal law.
A drug manufacturer must meet this
demanding standard to show that
a state law failure-to-warn claim is
preempted by federal law. It is not
enough for the drug manufacturer to
show that the FDA probably or even
almost certainly would have rejected
an adequate warning. The court thus
announced a legal standard that
appears to favor plaintiffs and disfa-
vor drug manufacturers.

The Supreme Court did not decide
the ultimate question of whether
Merck is liable for the plaintiffs’
injuries. Instead, the Court vacated
the judgment of the lower court and
remanded the case, asking the lower
court to apply the Court’s newly-
announced legal standard and requir-
ing that a judge, not a jury, decide the
question of whether the impossibility
preemption applies.”> However, the
Court’s decision suggests that Merck
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has not made out a convincing case
under the newly articulated standard,
because Merck has not shown that it
would have been impossible to add
to its labeling an adequate warning
about the risk of “atypical femur frac-
tures” rather than “stress fractures.”
Indeed, the Supreme Court observed
that Merck could have used the CBE
pathway to proactively add a warn-
ing about atypical femur fractures
to its labeling, without waiting for
the FDA, and the Court stated that
because “the CBE regulation permits
changes, [ ] 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.”3

Implications of Merck for Failure-
to-Warn Litigation
Failure-to-warn litigation serves
many socially useful functions
beyond compensating people harmed
by drugs. Failure-to-warn litigation
uncovers and publicizes otherwise
unknown drug hazards; incentiv-
izes drug companies to disclose risks
promptly; and ensures that drug
manufacturers, which have the great-
est access to information about their
products, bear primary responsibility
for warning the public of risks. The
Merck decision is therefore impor-
tant not just to lawyers but to physi-
cians, the FDA and other regulators,
and the public at large. There are two
particularly relevant implications:

1. Failure-to-warn litigation will
continue

First, failure-to-warn litigation will
continue after Merck. Many legal
scholars and public interest groups
had feared that the Supreme Court
would accept Merck’s invitation to
rewrite the law to permit drug com-
panies to immunize themselves more
easily from failure-to-warn liability by
raising the preemption defense. That
fear did not come to pass. Because
the standard announced in Merck
requires a drug company to show
that FDA actually considered and
then rejected an adequate warning
— a rare scenario — we expect that
relatively few failure-to-warn lawsuits
relating to FDA-approved drugs will
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be dismissed under the preemption
doctrine set down in the Merck case.
Merck thus ensures that most injured
patients will continue to be able to
rely on bringing these cases.!

2. Drug manufacturers may update
drug labeling more quickly and more
often, with more cautious warning
language

A second consequence of Merck is a
potential increase in use of the CBE
pathway by drug manufacturers
to revise their labels more quickly
and more often, with more cautious
warning language to ward off failure-
to-warn liability. As noted above, the
CBE pathway permits drug manu-

from having the opportunity to be
better informed. Patients and physi-
cians will also benefit if manufactur-
ers provide more detailed warnings
in their drug labels, to reduce the
risk of failure-to-warn liability. Of
course, manufacturers will still have
a substantial financial incentive to
delay or de-emphasize safety warn-
ings for their products, knowing
that prominent new warnings in the
labeling — and their associated pub-
licity — may reduce use.'® Damages
emerging from failure-to-warn cases
hardly ever outweigh the substan-
tial revenues that manufacturers can
earn from downplaying known risks
of their prescription drugs.!?

Failure-to-warn litigation serves many socially
useful functions beyond compensating people
harmed by drugs. Failure-to-warn litigation
uncovers and publicizes otherwise unknown
drug hazards; incentivizes drug companies to
disclose risks promptly; and ensures that drug
manufacturers, which have the greatest access to
information about their products, bear primary
responsibility for warning the public of risks.
The Merck decision is therefore important not
just to lawyers but to physicians, the FDA and
other regulators, and the public at large.

facturers to change a drug’s label-
ing 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 associa-
tion” between the drug and a risk of
harm.’¢ After a CBE labeling change,
the FDA has 30 days to review and
amend the labeling if it deems neces-
sary — for example, in the event of an
“overwarning,” in which exaggerated
warnings could discourage appropri-
ate use of generally beneficial drugs.'”

To the extent that drug manu-
facturers make more frequent and
more timely revisions to drug labels
to reflect new safety information,
patients and physicians will benefit
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The future of failure-to-warn
litigation

As long as failure-to-warn litigation
endures, physicians, the FDA, and
the public at large will continue to
benefit from exposure of the oth-
erwise unavailable information on
the effectiveness and safety of drugs
that flows from this litigation. For
decades, the litigation discovery pro-
cess, in which plaintiffs commonly
receive access to millions of pages of
internal drug company documents,
has revealed important new infor-
mation on the benefits and risks
of many drug products.?® In some
instances, such information has
prompted action by the FDA or the
manufacturer. For example, previ-
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ously hidden information on the car-
diovascular risks of Merck’s rofecoxib
(Vioxx) product uncovered in failure-
to-warn litigation (and subsequent
public outcry) prompted Merck to
withdraw the product from the mar-
ket.?! Information uncovered in fail-
ure-to-warn litigation can also reveal
omissions, inaccuracies, and outright
distortions in the medical literature,
the correction of which can lead to
changes in standards of care and
prescribing habits. For example, a
failure-to-warn suit against Glaxo
-SmithKline concerning excess risk
of suicide in adolescent patients tak-
ing paroxetine (Paxil) revealed that
the manufacturer had inaccurately
and misleadingly represented effi-
cacy and safety in a published study
relied on in marketing.??
Information uncovered in fail-
ure-to-warn litigation is today per-
haps more important than ever.
While Merck contended in Merck v.
Albrecht that it presented all relevant
scientific data on the risks of alendro-
nate to the FDA, in practice the FDA
almost invariably lacks complete
information on the benefits and risks
of prescription drugs, particularly at
the time of approval. The benefit/risk
balance for any drug varies by indica-
tion and by patient, and is informed
by the continued accumulation of
experience with using the drug as
long as it is available on the mar-
ket, not just based on the informa-
tion on drug safety submitted to the
FDA during the pre-approval clinical
trial process — which increasingly
are approvals based on early-phase
trials and effects on surrogate end-
points rather than clinical measures
of patient outcome.?? Post-approval
safety actions taken by the FDA are
common, as one-third of all novel
therapeutics approved between 2001
and 2010 were followed by drug
safety communications, new boxed
warnings, or (in rare cases) with-
drawals due to safety concerns.?*
At least one safety-related labeling
update was made to the labels of over
70% of new molecular entity drug
products approved between 2002
and 2014.2° The FDA itself recently
recognized that “the true picture of a
product’s safety actually evolves over
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the months and even years that make
up a product’s lifetime.”?¢ Failure-to-
warn litigation has served and will
continue to serve as a critical safe-
guard, incentivizing drug companies
to report risk information to the FDA
promptly, thoroughly, and accurately
and exposing instances where drug
companies have failed to meet their
obligations.

Still, failure-to-warn litiga-
tion remains limited in important
respects going forward. First, unlike
brand-name drug manufacturers,
generic drug manufacturers are
generally not subject to liability for
failure to warn of known risks of
prescription drugs, due to interpreta-
tions of the law made by the Supreme
Court in a series of other cases.?”
This gap is particularly striking given
that approximately 90% of prescrip-
tions in the US are now filled using
generic drugs,?® which means the
many patients who take these drugs
have little or no legal recourse if they
are injured. State and federal courts
have similarly insulated manufactur-
ers of high-risk medical devices from
such litigation in many cases.?® Sec-
ond, it is unclear that labeling is the
most effective way to warn patients
and physicians of the risks of pre-
scription drugs, as few patients and
physicians consistently or closely
read drug labels.?° Thus, while more
frequent revisions to drug labeling to
reflect newly discovered risks offers
the opportunity for physicians and
patients to be better informed, addi-
tional steps may be needed to ensure
this risk information is taken into
consideration during heath care deci-
sion making.

Implications of Merck for patients

Merck has important implications for
patients who use prescription drugs
as well, even beyond the expected
availability of otherwise unavailable
information on the effectiveness and
safety of drugs that is derived from
failure-to-warn litigation. The rela-
tively small number of patients who
bring failure-to-warn suits after being
injured by brand-name prescription
drugs may be in a stronger posi-
tion against manufacturers, because
Merck raises the burden on drug

manufacturers to prove that preemp-
tion applies and thus makes it more
difficult for drug manufacturers to
dismiss these suits. Patients may win
an increased proportion of failure-to-
warn litigation, and patients who set-
tle with drug manufacturers rather
than litigate to judgment may be able
to negotiate more generous settle-
ments. At the same time, Merck’s
holding that the question of preemp-
tion is to be decided by a judge, not a
jury, may lead to more judges decid-
ing the question of preemption early
in litigation, well before trial, which
may lead to quicker disposition of
failure-to-warn suits and possibly to
more settlements earlier in litigation.
Settlements earlier in litigation could
benefit patients who bring failure-to-
warn suits by reducing the cost, time,
and stress associated with litigation.

Of course, most patients who take
prescription drugs are never seri-
ously injured, and most patients who
are injured never bring failure-to-
warn suits. Nonetheless, all patients
will be affected by Merck insofar as
their decisions as to when and how
to consume prescription drugs are
informed by the warnings that drug
manufacturers choose to include in
their labeling. If, as we predict, drug
manufacturers begin to revise their
labels more quickly and more often,
with more cautious warning language
to ward off failure-to-warn liability,
there remains some risk of overwarn-
ing, potentially confusing patients’
(and physicians’) decision-making.
The risk of overwarning underscores
the need for the FDA to carefully
review and, as needed, amend drug
labeling when manufacturers make
unilateral revisions through the CBE
pathway.

In conclusion, the May 2019 U.S.
Supreme Court decision in Merck v.
Albrecht ensures that failure-to-warn
litigation will continue to serve a vital
function, not just by compensating
those who have been harmed by pre-
scription drugs but also by encourag-
ing drug manufacturers to warn of
drug risks promptly and clearly and
by publicizing otherwise non-public
information on the risks and benefits
of prescription drugs.
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