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ADMINISTRATIVE LAw AND REGULATION

StaTE-LEVEL PROTECTION FOR GOOD-FAITH PHARMACEUTICAL MANUFACTURERS

By Daniel Troy*

proposition into law: drug-safety determinations should
be made by the Food and Drug Administration (FDA),
rather than by judges or juries hearing tort cases. This statute,
Michigan Compiled Law § 600.2946(5) (the Michigan FDA
Shield Law), provides that, with certain exceptions, drugs
approved by FDA and in compliance with FDA requirements

I n 1996, the Michigan legislature enacted a common-sense

cannot be held to be “defective or unreasonably dangerous” in
a state-law tort action. Nevertheless, misconceptions regarding
the operation of the Michigan FDA Shield Law and the FDA
drug-approval process have led some to attack this sensible
and well-considered measure.'

The FDA drug-approval process is often misunderstood.
FDA’s decision to approve a new drug is qualitatively different
from decisions made by many other consumer-protection
agencies.” For example, when the Consumer Product Safety
Commission sets minimum standards for lawnmowers or
children’s toys, manufacturers are generally permitted to
exceed these minimum standards. They may do so either to
produce ultra-safe products for consumers willing to pay for
that additional safety or out of a business-driven desire to
reduce the likelihood that the manufacturer could ultimately
be held liable for product-related injuries. By contrast, when
FDA approves a new drug, it intends to set not a minimum
standard but an optimal standard: one that balances the risks
associated with the drug against the competing risks associated
with not having the drug available.?

This difference in regulatory approaches results from a
fundamental distinction between pharmaceuticals and other
manufactured products. The adverse effects associated with a
given drug are almost inevitably not a result of cost-cutting or
sloppy manufacturing: rather, they are the result of the drugs
composition and are inseparable from the drug’s beneficial
effects.* Accordingly, FDA approval of a drug does not require
a determination that the drug is safe in all circumstances.
Indeed, such a requirement would prohibit the approval of the
vast majority of drugs. Instead, FDA approval of a prescription
drug constitutes a determination that, as a matter of public
health policy, the drug is sufficiently beneficial to justify its
widespread availability to prescribers, despite a (perhaps
unavoidable) risk of harm to certain patients.

Unfortunately, the liability regime currently applicable
in most states does not account for this aspect of the FDA
regulatory process. Even when FDA has concluded that it is
* Daniel Troy is a partner with Sidley Austin LLE Portions of this paper
were adapted from an article by the author and from an amicus curiae brief
filed by the author and others on behalf of the Pharmaceutical Research
and Manufacturers of America (PhRMA) in the United States Supreme
Court. This is a later version of a paper presented ar Ave Maria Law School
on March 21, 2006. The author’s opinions are his own; we present two of
the respondents from that event later in this section.
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better to have a given drug on the market, despite its known
adverse effects, state tort regimes often make it possible to
recover large damage awards against the drug manufacturer.
One notable exception is the state of Michigan. The solution
adopted by the Michigan legislature is simple. Absent certain
important exceptions, a drug “manufacturer or seller” will not
be deemed to have sold a “defective or unreasonably dangerous”
drug if: (1) FDA had approved the drug in question “for
safety and eflicacy”; and (2) “the drug and its labeling were
in compliance with [FDA’s] approval at the time the drug left
the control of the manufacturer or seller.”> Importantly, the
Michigan FDA Shield Law protects only those pharmaceutical
manufacturers who act in good faith. The law expressly does
not apply to: (1) any drug “sold in the United States after the
effective date of an [FDA order] to remove the drug from the
market or to withdraw [FDA’s] approval;” (2) any defendant
who intentionally withholds required information from FDA
that would have, had it been submitted, resulted in the drug
not being approved or FDA withdrawing approval;” or (3) any
defendant who “makes an illegal payment” to a U.S. official
“for the purposes of securing or maintaining approval of the
drug.”

To avoid constitutional difficulties, the United States
Court of Appeals for the Sixth Circuit has held that the
fraud and bribery exceptions require an FDA finding that
fraud or bribery has occurred.” Nonetheless, these exceptions
remain important to the overall statutory scheme. A drug
manufacturer who misleads FDA by withholding material
information remains potentially liable for marketing a
defective or unreasonably dangerous product. A manufacturer
who ignores an FDA order to withdraw a drug or who bribes
a federal official is similarly potentially liable. In other words,
the statute provides protection only to drug manufacturers
who act in good faith in their dealings with FDA, providing all
information material to the agency’s decision-making process.
Manufacturers that FDA determines did not act in good faith
in their dealings with the agency receive no protection from
the Michigan FDA Shield Law."

Part II, below, explains the comprehensive nature of
FDA prescription drug regulation. The strict demands of this
regulatory program explain why it is not appropriate to hold
pharmaceutical manufacturers to state tort-law requirements
that might be inconsistent with FDA determinations. Part I1I
sets out four negative consequences of the pharmaceutical-
liability regime currently effective in most states: (1) reduced
investment in research; (2) reduced availability of drugs
already proven to be effective; (3) higher drug prices; and (4)
interference with rational prescribing. Part IV discusses one
tactic of FDA that has reduced the negative consequences
of the current pharmaceutical-liability regime. By becoming
involved in select state-law products-liability actions, FDA has
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had some success in preventing state tort laws from frustrating
federal regulatory efforts. FDA involvement in state-law cases
is not an ideal solution, not least because each instance of
such involvement involves the costly investment of substantial
agency resources.'! However, FDA’s new Physician Labeling
Rule provides some hope that direct FDA involvement in
state-law tort cases will become less necessary. The preamble
to that rule makes an official statement of FDA’s views on
preemption easily available to courts hearing state-law tort
cases. If courts give appropriate deference to this statement
of FDA’s considered judgment, FDA will not be forced to file
briefs in individual cases.

However, given that some courts may fail to give
sufficient deference to FDA’s views, Part V suggests that state
legislatures can play a valuable role in making FDA involvement
in product liability lawsuits less necessary. By passing FDA
shield laws based on the Michigan model, individual states
can help to reduce the negative consequences of the current
pharmaceutical-liability regime. In so doing, they would help
to encourage the development of new drugs, preserve the
availability of existing drugs, reduce upward pressure on drug
prices, and assure rational prescribing. They would, thereby,
serve the long-term health interests of their citizens.

II. CoMPREHENSIVE REGULATION OF PRESCRIPTION
Druas By FDA

Prescription drugs are regulated more heavily than
almost any other consumer product.” The process of
developing and obtaining approval to market a new drug is
long and expensive. The process takes close to 15 years.' By
2003, it was estimated to cost an average of $897 million per
drug.” The last phase of this process is regulatory approval.
Under federal law, new drugs must obtain premarket approval
from FDA to ensure that they are safe and effective,'® and not
misbranded."” FDA approval requires the submission of a New
Drug Application,'® which includes reports on investigations
for safety and efficacy,” as well as “adequate tests...to show
whether or not [the] drug is safe for use under the conditions
prescribed, recommended, or suggested in the proposed
labeling.”?

FDA’s determination whether to approve a drug is “based
not on an abstract estimation of its safety and effectiveness, but
rather on a comprehensive scientific evaluation of the product’s
risks and benefits under the conditions of use prescribed.”!
In making its decision, FDA considers both “complex clinical
issues related to the use of the product in study populations”
and “practical public health issues pertaining to the use of
the product in day-to-day clinical practice.”** Practical public
health issues considered by FDA include “the nature of the
disease or condition for which the product will be indicated,
and the need for risk management measures to help assure
in clinical practice that the product maintains its favorable
benefit-risk balance.””

The evaluation of a drug’s safety and effectiveness under
federal law is inextricably intertwined with an assessment of
its labeling.” An applicant seeking approval of a new drug
must submit a proposed package insert to accompany the
product.”” FDA’s regulations establish numerous and specific
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requirements for this labeling?®—including requirements for
the content and format of information on the drug’s risks.
This information must be scientifically substantiated and may
not be false or misleading.”” The applicant lawfully may not
disseminate any package insert that substantively deviates
from the FDA-approved version without first receiving agency
approval.”® False or misleading labeling misbrands the product,
which is prohibited,?” and is subject to a variety of penalties,
including withdrawal of approval.*®

State-law tort actions against companies who have
complied with FDA requirements appear to be premised on
the belief that drugs can be free of harmful effects. This notion
fundamentally misunderstands the nature of pharmaceuticals
as well as the FDA approval process. FDA long has recognized
that “[t]here is no such thing as absolute safety in drugs. There
are some drugs that are less liable to cause harmful reaction
than others, but people die every year from drugs generally
regarded as innocuous.”!

The FDA approval process cannot, and does not, require
that drugs be risk-free: “If the FDA were to demand absolute
proof that no short-term or long-term health risks exist, no
drug ever would reach the market.”?* It would be impossible
to implement a drug approval process that sought to prevent
all adverse reactions, and costly beyond measure to do so.
FDA categorizes an adverse reaction as “rare[]” if it occurs in
1 in 1000 cases.” Yet even studies comprising 3000 patients
are unable to identify “uncommon side effects, delayed effects,
or consequences of long-term drug administration.”* Indeed,
“to detect the difference between an adverse reaction incidence
rate of 1/5000 and 1/10,000, approximately 306,000 patients
would have to be observed, which is far more than any study
could achieve.”® And to insist upon no adverse reactions as a
result of the drug would cause immeasurable harm to public
health: “To take the drastic step of forbidding marketing of
a drug undl all long-term consequences and interactions are
identified through formal research would impose unacceptable
costs in the form of untreated or inadequately treated
illness.”

In short, FDA fully contemplates that the drugs it
approves will carry some risk. “[S]afety does not mean zero
risk.”” FDA has long acknowledged that its role is to conduct
a risk-benefit analysis to determine what risk is reasonable.®
As another former Chief Counsel to FDA has explained, FDA
“weighs the drug’s therapeutic benefits against the potential
risks of its use.... In short, the FDA effectively determines
what risks physicians should be permitted to impose upon the
patients they treat with therapeutic drugs.”

Despite this comprehensive and finely wrought
regulatory regime, mass tort actions against pharmaceutical
manufacturers are by now commonplace. Litigation against
drug companies has been recognized as a growth industry for
some time now.*” Over one 13-year period, approximately
11,000 such cases were brought in federal court alone.”
That trend appears to have continued unabated. Merck, the
manufacturer of the painkiller Vioxx, withdrew that product
from the market more than a year ago. As of February 2005,
seventy putative class actions had already been filed, in addition
to hundreds of individual suits.*> Wyeth (formerly American
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Home Products) has paid billions of dollars to litigate and
settle claims stemming from voluntary withdrawal of the diet
drug combination Fen-Phen—yet still faces lawsuits from
more than 60,000 claimants who opted out of the class-action
settlement.®?

III. NeGATIVE CONSEQUENCES OF THE CURRENT
PHARMACEUTICAL-LIABILITY REGIME

Given the potential for enormous damage awards with
any finding of liability, the current tort regime has created
undesirable incentives in the pharmaceutical market. Four
effects of these suits deserve special mention because they
vividly illustrate the way the current liability environment
is harming public health. First, this environment appears to
stifle innovation in the pharmaceutical industry. Anticipated
litigation costs have prevented drug manufacturers from
investing in new product development. Specific areas of
research (such as vaccines) have been particularly affected.
Second, this environment has reduced the availability of
drugs. Not only are fewer drugs being researched and created,
but also existing beneficial drugs have been removed from
the market because of crippling litigation. Third, the current
liability environment plays a role in higher drug prices. To
turn a profit on the production of any particular drug, the
manufacturer must charge prices sufficiently high to cover not
only the cost of developing and manufacturing the drug, but
also the anticipated cost of future litigation. As the costs of
even a successful mass-tort defense have reached astronomical
levels,* this is a significant product-related expense that drug
manufacturers must account for in their pricing decisions.
Finally, the current system creates incentives for drug
manufacturers to seeck FDA approval of labeling that includes
indiscriminate and prolix lists of risks, threatening the ability
of prescribers to evaluate accurately the risk-benefit profile of
a drug for a specific patient. Physicians may reasonably react
to such labeling by simply declining to prescribe a drug that s,
in fact, appropriate. Or, the physician may underestimate the
drug’s risks and prescribe it in circumstances in which its risks
actually outweigh its benefits.

A. Roadblocks to Innovation

1. Reduced Total Investment in Research

The tort system is “having a profound negative impact on
the development of new medical technologies.”® “Innovative
new products are not being developed or are being withheld
from the market because of liability concerns or inability to
obtain adequate insurance.” As Justice O’Connor recognized
some fifteen years ago, “The threat of... enormous awards
has a detrimental effect on the research and development of
new products. Some manufacturers of prescription drugs,
for example, have decided that it is better to avoid uncertain
liability than to introduce a new pill or vaccine into the
market.”?

This unfortunate effect may reflect a rational response
to today’s irrational liability environment. The decision to
research a new drug and to try to bring it to market involves
a calculation of expected benefits and expected costs. Massive
tort verdicts can dramatically skew the cost side of that
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equation. Expenditures on research and development increase
when liability costs decrease.*® And, where the level of risk is
high, the risk of liability is inversely related to investment in
research and development activity.”

2. Skewed Research Agenda

The current liability regime is a strong disincentive to
the production of drugs intended for healthy patients. In such
patients, any future disease or disability for which there is not
a clear cause can potentially serve as grounds for a lawsuit
against a drug manufacturer.”® Healthy patients who fall
into demographic groups likely to be viewed as sympathetic
plaintiffs—such as young children®! and pregnant women®*—
serve as an even stronger disincentive.

Excessive liability has especially pernicious effects
on vaccines, a particularly perverse effect in light of those
products’ unquestioned public health benefits.® The reason
for this effect is simple: “Products with less market potential
are more vulnerable to a given degree of liability potential.”>
And, where vaccines are concerned, “[t]he profit per dose is
low, and yet the perceived liability per dose is high.”>

Thus, the Institute of Medicine has recognized that
“apprehensions [about tort liability] act as a deterrent to
vaccine production and thereby threaten the public’s health.”>
Indeed, “[r]ising liability costs during the 1980s reduced the
number of firms producing vaccines for five serious childhood
diseases from thirteen in 1981 to three by the end of the
decade.”” Concerns about liability have slowed the progress of
particular identifiable vaccines, including an AIDS vaccine.®

B. Decreased Availability of Investigational
or Approved Drugs

In addition to discouraging initial product innovation,
the current pharmaceutical-liability regime adversely affects
patient access to beneficial pharmaceuticals by causing the
discontinuation of clinical trials, and by forcing already-
approved drugs and interested companies from the
marketplace.”’

The signal example of market withdrawal concerns
Bendectin, a drug approved by FDA for preventing nausea
during pregnancy. Starting in 1969, assertions that Bendectin
could produce birth defects began to appear in scientific
literature. Yet no sound scientific study ever demonstrated a
causal relationship between the drug and birth defects, and
FDA continued to affirm its safety. Nevertheless, nearly 1700
lawsuits were brought against the manufacturer. Although the
company won most cases, in 1983 it withdrew the drug in
the United States because its $18 million in annual legal costs
and insurance had nearly overtaken its $20 million in annual
sales.®® Yet “[i]t is unlikely that any new drug will be developed
to close this therapeutic gap,”®'—all this despite the fact that,
as FDA reaffirmed in 1999, Bendectin was 7ot withdrawn for
safety reasons.®

Given the particular vulnerability of vaccines to liability
effects, it is no surprise that tort liability has diminished
the availability of this category of FDA-regulated products.
Nearly all manufacturers of the diphtheria, pertussis, and
tetanus (DPT) vaccine withdrew from the U.S. market due
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to lawsuits alleging harmful side effects filed in the 1980s.%
In 1987, the CDC announced that the sole manufacturer of
a vaccine to prevent Japanese encephalitis would no longer
supply the product in the United States because of product
liability concerns.®> And commentators discussing the shortage
and then surplus of flu vaccine last winter have noted that
there remain only two manufacturers licensed to sell the flu
vaccine in the United States.®

C. Increased Drug Prices

The current liability environment makes drugs cost more
than they otherwise would.” The mathematics involved are
simple. The revenue a pharmaceutical manufacturer generates
by selling a drug must be sufficient to cover not only the costs
of research, development, and production, but also the future
litigation expenses the manufacturer can reasonably expect to
incur. The higher these anticipated future expenses, the higher
the price the manufacturer must charge to avoid losing money
by selling the drug in question. Efforts to generate a profit—a
goal which managers of publicly-held companies have a
fiduciary duty to pursue—require still-higher prices.

Empirical evidence appears to support this basic
mathematical proposition. For example, between 1980 and
1989, most vaccines doubled or tripled in wholesale price—an
increase of less than twice the rate of inflation.®® However, two
vaccines with a higher perceived liability potential increased
in price at a much higher rate. The oral polio vaccine, which
can in some cases cause polio, increased in price “by a factor
of almost seven” during the same period.”” The DPT vaccine
increased in price even more dramatically, by a factor of more
than forty, as “the pertussis component of this vaccine has
long been suspected of carrying a small risk of very serious
side effects.”” The price of the diphtheria and tetanus (DT)
vaccine, which is similar to the DPT vaccine but does not
contain the pertussis component, increased by a factor of just
over two during the same period.”" In other words, vaccine
prices seem to be related in some significant manner to
perceived liability potential.

D. Interference with Rational Prescribing

Finally, the current pharmaceutical-liability regime
interferes with the basic public-health goal of providing
physicians with the information necessary to make rational
prescribing decisions. The decision to prescribe a drug is
rational when, on the basis of all information reasonably
available to the prescribing physician, the benefits associated
with the use of the drug outweigh, for that particular patient,
the risks associated with the use of the drug.”* In other words,
a prescribing decision is not rational unless it is: (1) based on
an accurate understanding of the risks and benefits of the drug
at issue, considered in relation to other treatment possibilities,
and (2) tailored to the unique circumstance of the individual
patient.

The effects of the current pharmaceutical-liability regime
on rational prescribing decisions must be considered in the
context of basic limitations on human ability to consider and
process information.” Particularly in a modern managed-care
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environment, practicing physicians are faced with numerous
demands on their time and attention. Unless drug labeling
makes accurate risk information easily comprehensible to the
average physician, prescribing decisions are likely to be made
on the basis of an inaccurate understanding of drug risks.

Thus, the current pharmaceutical-liability regime
hinders rational prescribing efforts in two distinct ways.
First, by creating an incentive for drug manufacturers to seek
to include warnings relating to all possible risks, even those
that are trivial or extremely rare, it results in the provision of
excessive risk information that may discourage physicians from
prescribing drugs in situation where a decision to prescribe
would clearly be rational.”* Second, by creating an incentive
for manufacturers to seek to emphasize all risks equally,
it results in the provision of insufficient or misleading risk
information that may encourage physicians to prescribe a drug
in situations where a decision to prescribe is not rational. Yet
an effort by drug manufacturers to convince federal regulators
to permit overly numerous warning and to emphasize all risks
equally is a likely result of permitting state courts to impose
liability on drug manufacturers who comply fully with federal
regulations.”

Two recent federally-funded studies illustrate this
point.”® The FDA currently requires relatively strong suicide-
related warnings in the labeling of certain antidepressants.””
However, these recent studies give support to concerns
that these warnings may be causing a failure to prescribe
antidepressants to depressed individuals that in turn leads to
an even greater risk of suicide. In particular, one of the studies
found that for patients treated with newer antidepressant
drugs (those included in a March 2004 FDA Public Health
Advisory’®), “risk [of suicide attempts] was highest in the
month before starting treatment.””” That risk was lower
in each of the six months following initiation of treatment
than in the month prior to initiation of treatment.** In other
words, overly strong warnings about suicide-related risks may
have the paradoxical effect of increasing suicides by preventing
appropriate prescription of antidepressants to those who are
genuinely in need of this type of medication. Although these
studies did not control for any placebo effect, they suggest at
the least a need for caution in issuing any warning about a
potential drug side effect that is also a known symptom of the
condition the drug is designed to treat.

IV. FDA INVOLVEMENT IN STATE-LAw CASES:
A PARTIAL SOLUTION

Were state and federal courts to defer sufficiently to
FDA determinations of drug safety, the negative consequences
of the current liability regime would be much less pronounced.
Yet this has often not been the case. In recent years, FDA’s
legal authority and scientific expertise over drug labeling
and advertising have been implicitly, although repeatedly,
questioned in state and federal courts. In response, FDA has
intervened in select cases where its authority and expertise may
be undermined by state law. In the four cases discussed below,
state law claims against drug manufacturers concerning the
adequacy of labeling and advertising were allowed to proceed,
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even though the requested relief, if awarded, would squarely
conflict with specific prior determinations made by FDA.
In each of these cases, an FDA Shield Law on the Michigan
model might well have made FDA involvement unnecessary.

More recently, in the preamble to its long-awaited
Physician Labeling Rule, FDA explicitly set forth its view that
FDA approval of prescription drug labeling preempts most
state-law tort claims based on alleged deficiencies in FDA-
approved labeling. Nonetheless, it is unclear whether courts
hearing state tort cases will give this language an appropriate
degree of deference. At least until an authoritative ruling
requires all courts in the United States to recognize the validity
of FDA’s exercise of preemptive authority over drug labeling,
state-by-state legal reform will remain an important aspect of
efforts to ensure a pharmaceutical-liability regime that serves
the long-term health interests of all Americans.

E. Cases

3. Dowbhal v. SmithKline Beecham Consumer Healthcare

In 1999, Paul Dowhal filed a citizen suit in the Superior
Court of the State of California, San Francisco County, under
the state’s Safe Drinking Water and Toxic Enforcement Act
(Proposition 65), against manufacturers, distributors, and
retailers of over-the-counter nicotine replacement products.®
California environmental protection authorities had listed
nicotine as a developmental and reproductive toxicant.®
Dowhal argued that the defendants were required to
disseminate publicly—through labeling—a statement that the
State of California had determined that these products cause
birth defects or other reproductive harm.®

Specifically, Dowhal sought to require the defendants
to label over-the-counter nicotine replacement products with
the following statement: “Warning: This product contains
a chemical known to the State of California to cause birth
defects or other reproductive harm.” Alternatively, the plaindiff
sought an injunction requiring the following warning or a
comparable one: “If pregnant or breast-feeding, ask a health
professional before use. Nicotine, whether from smoking or
medication, can harm your baby. First try to stop smoking
without the patch.”

A year after filing his complaint under Proposition 65,
Dowhal submitted a citizen petition to FDA. That petition
asked FDA to require manufacturers of nicotine replacement
products to label their products with a warning like the
“harm your baby” warning set forth above. After reviewing
the pertinent scientific evidence, FDA rejected the proposal,
including the information submitted with the petition. FDA
determined that the requested warning was not scientifically
supportable. FDA concluded, further, that the Proposition 65
warning could cause pregnant and nursing women to conclude,
mistakenly, that using a nicotine replacement therapy product
presents health risks that are as grave as those associated with
smoking.

Indeed, FDA had prohibited manufacturers from
labeling their products voluntarily with a Proposition 65
warning. In January 1997, FDA denied a request from one
manufacturer of nicotine replacement products for permission
to change the label for its product to add Proposition 65
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warning language. The agency advised the manufacturer to
use the FDA-approved labeling, which includes a statement
encouraging pregnant and nursing women to seck professional
advice before using nicotine replacement therapy. In March
2001, FDA confirmed in a letter to other manufacturers that
using additional warning language to satisfy Proposition 65
could render their products misbranded under the Federal
Food, Drug, and Cosmetic Act (FDCA).*

The Superior Court granted summary judgment to the
defendants on the ground that Proposition 65 is impliedly
preempted by the FDCA. Dowhal appealed to the California
Court of Appeal. FDA submitted an amicus curiae brief
supporting the defendants.®> The agency’s legal theory rested
on the doctrine of conflict preemption: First, the labeling
sought by Dowhal was preempted by the FDCA because it
would be impossible for the defendants to comply with both
Proposition 65 (as interpreted by the plaintiff) and with the
FDCA (as applied by FDA). In essence, if the defendants were
to adopt the warning language advocated by Dowhal, they
would be in violation of the prohibition in the FDCA against
selling misbranded drugs.® Second, application of Proposition
65 to nicotine replacement products in the manner advocated
by Dowhal would pose an obstacle to the accomplishment of
the full purposes and objectives of the FDCA.

The Court of Appeal reversed the Superior Court’s
decision in July 2002, finding that in the FDA Modernization
Act (FDAMA), Congress intended to exempt Proposition 65
from preemption, and that this disposed of the defendants’
preemption arguments.®” The court refused to resolve whether,
by complying with the FDCA and not including the warning
language advocated by Dowhal, the defendants exposed
themselves to Proposition 65 liability.*®

In August 2002, the defendants petitioned the Supreme
Courtof California for review of the Court of Appeal’s decision.
FDA submitted a letter brief in support of the petition the
following month.® In October 2002, the Supreme Court of
California granted the petition.”” In August 2004, that court
reversed the decision of the Court of Appeal. Concluding
that FDA had barred all possible warnings that would have
complied with Proposition 65,”" the Supreme Court of
California applied the doctrine of conflict preemption to hold
that Proposition 65 was preempted insofar as it conflicted
with FDA requirements.”

In so deciding, the court explicitly clarified that it was
immaterial to the question of preemption whether Dowhal’s
warning could in some sense be classified as truthful.® As
the Supreme Court of California correctly explained, FDA’s
authority is not limited to prohibiting statements that are
false.”* The agency is also charged with prohibiting those
statements which, though perhaps formally “true,” would
be misleading.”” The Supreme Court of California found
that FDA was well within its authority to conclude that the
labeling of a nicotine replacement product must indicate that
it is better for a pregnant woman to use a nicotine replacement
product than to continue smoking.”®

4. Motus v. Pfizer, Inc.
When FDA specifically considers and rejects language
regarding the risk of a particular adverse event allegedly
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associated with a prescription drug or class of drugs, courts
applying state tort law should not allow failure-to-warn claims
based on the absence of such language. Yet that is exactly what
happened in a lawsuit filed in California against Phizer Inc.
The case involves ZOLOFT (sertraline HCI), a drug in the
selective serotonin reuptake inhibitor (SSRI) class used to
treat depression.

Pfizer submitted its original new drug application
(NDA) for ZOLOFT in 1988. FDA evaluated all relevant
scientific data and found no causal link between the drug and
an increased risk of suicide. In 1990, FDA convened a meeting
of the Psycho-pharmacological Drugs Advisory Committee
(PDAC) to assess ZOLOFT.” The committee unanimously
concluded that the drug was safe when used to treat
depression.”® The original labeling approved with the NDA
for ZOLOFT on December 30, 1991, included precautionary
language concerning the risk of suicide in depressed patients,
but did not specifically warn that the drug increased suicidal
ideation or the risk of suicide.” ZOLOFT later was approved
for use in four other psychiatric disorders.

On three other occasions, FDA specifically considered
and rejected claims that another SSRI causes suicide. In 1990
and 1991, FDA received two citizen petitions alleging a link
between the SSRI PROZAC (fluoxetene) and suicide. One
petition sought market withdrawal; the other asked FDA
to require a “black box warning” in PROZAC’s labeling
concerning a putative link between the drug and suicide.
FDA examined the data concerning the risk of suicide and
other violent behavior and SSRIs, and rejected both petitions.
In 1997, FDA declined to grant a third citizen petition
requesting additional suicide warning language in the labeling
for PROZAC.

FDA also obtained expert advice as to whether
antidepressants generally increase patients suicide risk. In
1991, FDA requested that the PDAC review the scientific
evidence relating to the risk of suicide and the pharmacological
treatment of depression. On September 20, 1991, the PDAC
determined unanimously that the evidence did notindicate that
use of any particular drug or class of drugs to treat depression
heightens the risk of suicide. The advisory committee also
heard remarks from the then-Director of FDA’s Division of
Neuropharmacological Drug Products concerning the risk that
modifying the labeling could misleadingly overstate the risk of
suicide and cause a reduction in the use of pharmacotherapy
to treat depression.

In 2002, FDA conducted yet another internal review of
scientific evidence regarding SSRIs and suicide.'® The review
revealed no difference in the risk of suicide between patients
using SSRIs and patients on placebo.’® However, after
reviewing further studies the agency refined its position in late
2004 and early 2005."2 FDA now warns that antidepressants,
including Zoloft, “may increase suicidal thoughts and actions
in about 1 out of 50 people 18 years or younger,” and that
“[s]everal recent publications report the possibility of an
increased risk for suicidal behavior in adults who are treated
with antidepressant medications.”'®®

Despite FDA’s position prior to October 2002, Pfizer
has been a target of state law failure-to-warn claims based on
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the absence of additional warning language concerning suicide
in the labeling for ZOLOFT. Notably, in November 1998, a
candidate for the city council and failing businessman named
Victor Motus visited his doctor, appearing depressed and
frustrated.’™ His physician diagnosed moderate depression
and prescribed ZOLOFT 25 mg for seven days, followed by
50 milligrams of ZOLOFT for fourteen days.'” Six days after
visiting his doctor, Motus committed suicide by shooting
himself.'% His wife sued Pfizer, claiming that, under California
law, the company had acted negligently by failing to warn
adequately in the package insert and marketing materials that
ZOLOFT could cause suicide.'””

The United States District Court for the Central District
of California (to which the case had been removed on the
ground of diversity) held that federal law did not preempt the
plaintiff’s state tort law claims.'®® In making this finding, the
court relied on cases finding that FDA’s regulation of labeling
did not preempt all tort actions.'” The court did not carefully
analyze whether requiring the additional warning language
sought by the plaintiff would conflict with FDA’s conclusion
that SSRIs do not heighten the risk of suicide.

FDA filed an amicus curiae brief in the United States
Court of Appeals for the Ninth Circuit, contending that
the plaintiffs state law claims could not stand.!® The FDA-
approved labeling for ZOLOFT discusses the risk of suicide
that accompanies depression, but does not identify ZOLOFT
as a potential cause of suicide. The labeling thus reflects FDA’s
specific finding that ZOLOFT does not cause suicide, contrary
to the language that would be included in the labeling were
the plaintiff to prevail.

In affirming the judgment of the district court,
the Ninth Circuit explicitly declined to reach the district
court’s preemption holding.'"" Instead, the Ninth Circuit
rested its conclusion on the prescribing doctor’s failure to
read Pfizer's warnings or rely on information provided by
Pfizer’s representatives in making his decision to prescribe
ZOLOFT."? As the doctor would not have been aware of
any warning Pfizer issued, Mrs. Motus could not prevail on
a claim that the inadequacy of Pfizer's warnings caused her
husband’s death.

5. In re PAXIL Litigation

Where FDA has reviewed a particular prescription drug
advertisement and determined that it is not false or misleading,
state courts should not second-guess that judgment. For this
reason, FDA decided it was necessary to file a statement of
interest in a case involving PAXIL (paroxetine HCI), marketed
by GlaxoSmithKline (GSK).

PAXIL was approved in 1992 for the treatment of
depression. Like ZOLOFT, PAXIL is an SSRI. In reviewing
the NDA for PAXIL, FDA found no clinical evidence of
drug-seeking behavior associated with use of the drug. FDA
concluded that PAXIL is not habit-forming, and did not
require language in the approved labeling stating that PAXIL is
associated with this risk. The approved labeling does, however,
include language regarding discontinuation syndrome: it
recommends that physicians gradually reduce dosages rather
than abruptly halting use, and that physicians monitor patients
discontinuing the drug for syndrome symptoms.
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On five separate occasions in 2001 and 2002, DDMAC
reviewed advertisements for PAXIL claiming that the
product was “non-habit-forming.” DDMAC concluded that
this statement was not false or misleading because, as FDA
previously had found in the NDA review, PAXIL does not
induce drug-seeking behavior.'> DDMAC suggested that
GSK adjust the wording of one advertisement to state clearly
thata doctor should be consulted before discontinuing PAXIL.
DDMAC determined that this additional statement ensured
that the advertisement adequately communicated to patients
the appropriate information about discontinuation.

Notwithstanding DDMAC’s review of and lack of
objection to these precise advertisements, a federal district
court judge applying California law in August 2002 granted
plaintiffs’ motion to enjoin GSK from running advertisements
for PAXIL that included the “non-habit-forming” language.'*
The court suggested that whether a drug advertisement was
false or misleading could be a different issue under state tort
law than under the FDCA.'"

FDA decided to participate in the case to preserve
the agency’s important role in regulating prescription drug
advertising. With the court’s agreement, FDA filed a brief
in September 2002 in connection with GSK’s Motion for
Reconsideration of the preliminary injunction order.!'
FDA’s brief contended that the court should have deferred to
FDA’s determination that the advertisements were not false
or misleading."” The court later granted GSK’s Motion for
Reconsideration. It declined to enjoin the advertising on
the ground that information submitted by FDA concerning
DDMACs review made the plaintiff less likely to succeed on
the merits.""® The court still could find that state law supports

imposing requirements on advertising for PAXIL that are
different from those applied by DDMAC.'?

6. Kallas v. Pfizer, Inc.

More recently, FDA filed a brief in another ZOLOFT
case, Kallas v. Pfizer, Inc.'* In Kallas, the parents of a 15-year-
old girl who committed suicide while taking ZOLOFT sued
Pfizer, alleging in part that Pfizer should have warned of an
association between ZOLOFT and suicide, even if Plizer was
not required to state that ZOLOFT caused suicide.?' Phizer
filed a motion for summary judgment, and after hearing
argument on that motion, the U.S. District Court requested
that the government file a brief explaining the FDA’s position
on the case.

The FDA brief emphasized that at the time the young
gitl took ZOLOFT, Pfizer would not have been permitted
to warn of an association between ZOLOFT and suicide.'*
FDA further noted that the agency’s “accomplishment of
its responsibilities would be disrupted and undermined if,
driven in part by concerns about later state law tort liability,
drug manufacturers were to engage in their own labeling
determinations by adding warnings that, in FDA’s judgment,
were not based on reasonable scientific evidence of association
or causation.”'” The court did not have the opportunity to

rule on Pfizer’s motion, as the parties settled the case shortly
after FDA filed its brief.'*
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E The Physician Labeling Rule

On January 18, 2006, FDA issued a major policy
statement concerning the preemptive effect of its prescription
drug labeling determinations on state-law liability. The
statement occurs in the preamble accompanying the long-
awaited final rule revising 21 C.ER. §§ 201.56 and 201.57,
which establish content and format requirements for
prescription drug package inserts.'” The language provides
that FDA’s decisions on labeling matters take precedence over
conflicting state-law requirements, whether imposed through
legislation, regulations, or product liability law.'*

FDA had to address preemption in the preamble for
legal reasons.'” But FDA clearly also hopes that, by addressing
the relationship of its labeling requirements to state law, the
preamble language will reduce the need for the Agency to
submit briefs in private lawsuits. The Agency has considered
it increasingly necessary to submit such briefs over the past
five years because of the growing tendency of product liability
lawsuits to encroach upon the Agency’s prerogatives. Although
FDA’s views on preemption are set forth with relative clarity in
this important new document, it remains to be seen how much
weight will be given the preamble language by courts hearing
particular product liability and other state-law actions.

7. Background

On December 22, 2000, FDA published for comment
in the Federal Register a proposed rule to amend the Agency’s
regulations standardizing the content and format of package
inserts for prescription drugs (including biological products
that are regulated as drugs).'”® The proposed rule would have
revised current regulations, codified principally at 21 C.ER.
§§ 201.56 and 201.57, to simplify drug product labeling and
reduce medication error risks. The proposed changes included,
with respect to new and recently approved products:

* Requiring that the labeling include a “Highlights”
section with the most important information relating
to safety and effectiveness

* Requiring that the labeling include an index to
prescribing information

* Reordering of the sections in labeling to make
information easier for health care practitioners to access
(e.g., by placing the indication information earlier in

the labeling)

* Revising the content requirements for labeling

¢ Establishing minimum graphical requirements.
For older products, the proposed changes included:

* Requiring that certain types of statements currently
appearing in labeling be removed if not sufficienty
supported

¢ Eliminating certain unnecessary statements that
are currently required to appear on prescription drug
product labels

* Moving certain information currently required to be
on the label into labeling
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In the preamble accompanying the proposed rule,
FDA specifically addressed and requested comment on
product liability issues. For example, FDA explained that
product liability was one of the reasons package inserts had
become longer and more complex: “the use of labeling in
product liability and medical malpractice lawsuits, together
with increasing litigation costs, has caused manufacturers
to become more cautious and include virtually all known
adverse event information, regardless of its importance or its
plausible relationship to the drug.”'? FDA also asked whether
requiring manufacturers to include a “Highlights” section in
labeling had “a significant effect on manufacturers’ product
liability concerns.”* If it did, FDA asked how manufacturers
concerns could be adequately addressed.

FDA  received comments the
pharmaceutical industry regarding product liability issues. For
that reason, and because Executive Order 13132"" required
the Agency to address the preemptive effect of the rule, FDA
included a discussion of preemption of product liability claims

numerous from

in the preamble accompanying the final regulations. Although
critics may contend that the preemption discussion amounts
to a power grab by FDA, it is hard to see how FDA could
have issued the rule without addressing preemption issues.'*
Moreover, this is certainly not the first time FDA has expressed
preemptive intent in a preamble.'*

The final rule itself is extremely regulatory and highly
detailed, occupying 275 pages in its prepublication form.
Although much of the proposed rule reached the final
version intact, there are many important changes between the
documents of which manufacturers should be aware. To assist
in phasing in the changes, FDA included in the rule a staggered
implementation schedule. The Agency also announced the
availability of four labeling-related guidance documents: (1)
a draft guidance on implementing the provisions of the final
rule generally;'* (2) a final version of the draft guidance on
the adverse events section of labeling (originally issued in
2000)'%; (3) a draft guidance addressing the other risk-related
sections of labeling (warnings, including boxed warnings,
precautions, and contraindications)'*; (4) and a final version
of the guidance on the clinical studies section (originally
issued in 2001).17

8. Preemption Aspects of the Rule

The codified version of the final rule does not itself
address preemption. However, the preamble does so in two
distinct sections: FDAs responses to comments on the product
liability implications of the new “Highlights” requirements,'*
and the discussion of Executive Order 13132.'%

In the responses to comments section of the preamble,
FDA included a discussion of the increasing prevalence of
product liability lawsuits threatening the Agency’s exclusive
authority over the dissemination of risk information for
prescription drugs.'“ The preamble describes previous instances
in which FDA expressed its intention for its actions to have
preemptive effect in preambles in rulemaking proceedings.'*!
The preamble also describes the previous private lawsuits in
which FDA submitted briefs addressing the relationship of
federal and state law. In the most important language in this
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discussion, FDA expresses its intention that federal labeling
requirements will preempt state-law actions according to well-
established conflict and obstacle preemption principles, as
follows:

... FDA believes that at least the following claims would
be preempted by its regulation of prescription drug labeling:
(1) claims that a drug sponsor breached an obligation to warn
by failing to put in Highlights or otherwise emphasize any
information the substance of which appears anywhere in the
labeling; (2) claims that a drug sponsor breached an obligation
to warn by failing to include in an advertisement any information
the substance of which appears anywhere in the labeling, in those
cases where a drug’s sponsor has used Highlights consistently with
FDA draft guidance regarding the “brief summary” in direct-
to-consumer advertising... ; (3) claims that a sponsor breached
an obligation to warn by failing to include contraindications
or warnings that are not supported by evidence that meets
the standards set forth in this rule, including § 201.57(c)(5)
(requiring that contraindications reflect “[klnown hazards and
not theoretical possibilities”) and (¢)(7); (4) claims that a drug
sponsor breached an obligation to warn by failing to include a
statement in labeling or in advertising, the substance of which
had been proposed to FDA for inclusion in labeling, if that
statement was not required by FDA at the time plaintiff claims
the sponsor had an obligation to warn (unless FDA has made a
finding that the sponsor withheld material information relating
to the proposed warning before plaindiff claims the sponsor
had the obligation to warn); (5) claims that a drug sponsor
breached an obligation to warn by failing to include in labeling
or in advertising a statement the substance of which FDA has
prohibited in labeling or advertising; and (6) claims that a
drug’s sponsor breached an obligation to plaintiff by making
statements that FDA approved for inclusion in the drug’s label
(unless FDA has made a finding that the sponsor withheld
material information relating to the statement). Preemption
would include not only claims against manufacturers as described
above, but also against health care practitioners for claims related
to dissemination of risk information to patients beyond what is
included in the labeling. (See, e.g., Bowman v. Songer, 820 P.2d
1110 (Col. 1991).)

... FDA’s regulation of drug labeling will not preempt
all State law actions. The Supreme Court has held that certain
State law requirements that parallel FDA requirements may not
be preempted (Medtronic, Inc. v. Lobr, 518 U.S. 470, 495 (1996)
(holding that the presence of a State law damages remedy for
violations of FDA requirements does not impose an additional
requirement upon medical device manufacturers but “merely
provides another reason for manufacturers to comply with * * *
federal law”); id. at 513 (O’Connor, J., concurring in part and
dissenting in part); id)). But see Buckman Co. v. Plaintiffs’ Legal
Comm., 531 U.S. 341, 352-53 (2001) (holding that “fraud on
the FDA” claims are preempted by Federal law); 21 U.S.C. 337(a)
(restricting the act enforcement to suits by the United States); /n
re Orthopedic Bone Screw Prods. Liability Litig., 159 E3d 817, 824
(3d Cir. 1998) (“Congress has not created an express or implied
private cause of action for violations of the FDCA or the MDA
[Medical Device Amendments]”).'#?
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A comprehensive analysis of FDA’s authority to regulate the
risk information provided for prescription drugs also appears
in the discussion of the Executive Order.'®

Notably, although FDA disclaims authority to regulate
medical practice, consistent with its well-established policy
of noninterference in the practice of medicine, the preamble
twice makes clear that FDA intends for its regulation of
risk information for prescription drugs to shield health care
practitioners from state-law claims.'#

9. Effect of the Rule in Individual Cases

The preamble material on preemption should help
to mitigate the negative consequences of the current
pharmaceutical liability regime. The two discussions of
preemption issues resemble a concise version of an FDA
amicus curiae brief that defendants in failure-to-warn actions
arising under state law can use to explain to a court (and,
if necessary, to a jury) that FDA’s regulation of warnings
issued with respect to prescription drugs constitutes both a
“floor” and a “ceiling.”'* Indeed, FDA specifically refutes the
minimum standards theory of FDA regulation that has been a
mainstay of plaintiffs’ attorney argument against preemption
in these cases.!%

FDA also squarely rejects the myth that manufacturers
are free to add or revise risk information without first obtaining
FDA approval. Although the Agency has not revised the
sNDA regulation, 21 C.ER. § 314.70, it does make clear in
the preamble that manufacturers generally consult with FDA
and await specific authorization before supplementing risk
information in labeling.'”” The Agency also twice points out
that changes being effected (CBE) supplements may not be
used under the final rule to make changes to the “Highlights”
section. '8

Questions are likely to arise concerning whether the
position set forth by FDA in the preamble applies in existing
cases or only prospectively. According to the preamble,“FDA
believes that[,] under existing preemption principles, FDA
approval of labeling under the act, whether it be in the old or
new format, preempts conflicting or contrary State law.”'* By
making clear that the discussion of preemption is a reflection
of current principles under existing regulations, FDA makes
clear its expectation that the preamble discussion will be
invoked in pending cases. The cases that are going to be the
clearest candidates for preemption are where the plaintiff
asserts that a manufacturer was required as a matter of state law
to provide risk information that FDA specifically considered
and rejected, or where FDA’s regulations clearly prohibit the
dissemination of risk information that is allegedly compelled
by state law. It is significant that the preamble uses the phase
“at least,”™ signaling that arguments from field preemption
or based on theories of conflict/obstacle preemption not
expressly set forth in the preamble are not foreclosed by FDA’s
articulation of specific categories of cases in which it intends
for its regulations to have preemptive effect.

G. Discussion

FDA will likely continue to participate in product
liability lawsuits"' brought under state law as necessary to
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safeguard its considerable expertise in regulating the content
of drug labeling and advertising.'”* Nonetheless, this is not a
complete solution to the problems created by inappropriate
pharmaceutical-liability rules, as FDA lacks the resources
to use court submissions as a mechanism for defending its
statutory mandate against all cases of state encroachment.
‘The new Physician Labeling Rule is helpful, as it may reduce
the need for FDA to file individual briefs, but there is a
possibility FDA’s preemption argument may not be accepted
by some courts. Patients are well-served by state-level action
to ameliorate the perverse incentives of the current liability
regime.

V. State-LEVEL PROTECTION FOR GOOD-FAITH
MANUFACTURERS: THE M1CHIGAN MODEL

A number of states have recognized the need to provide
some type of protection for manufacturers of FDA-approved
drugs. Although Michigan’s statute is the strongest, several
other states provide some lesser degree of protection. For
example, Arizona,' Ohio,"” Oregon,” and Utah™® each
have some type of prohibition on punitive damages for
FDA-approved drugs. In New Jersey, FDA approval creates
a rebuttable presumption that a drug warning is adequate,'’
and in North Carolina it is explicitly listed as a factor to be
considered in determining whether a manufacturer has acted
reasonably.’”® Although each of these state laws helps to reduce
the negative effects of the current liability environment, the
more comprehensive Michigan statute would be the preferable
model for state-by-state reform.

The Michigan statute is more effective at reducing the
negative consequences of the current pharmaceutical-liability
regime because it provides protection from compensatory
as well as punitive damages.'” Although punitive damages
awards play a major role in increasing the severity of the
undesirable incentives affecting the pharmaceutical industry,
they are not the whole problem. Even without the possibility
of punitive damages, mass tort claims would be exceedingly
expensive to defend.

Although protection from both compensatory and
punitive damages is no doubt troubling to those who make
their living suing drug companies, it is entirely appropriate
as a matter of public health policy. Recall that prescription
drugs are substances that, at our current state of technological
achievement, can be modified only in limited ways. '** In most
cases, the beneficial properties of a particular drug are simply
not available without the possibility—or even the certainty—
of some adverse effect.'® FDA will approve an individual
drug when the agency believes that the benefits of having the
drug available to prescribers outweigh the adverse effects that
substance may have in some patients.> Such an outcome is
clearly desirable. To take a dramatic example, it is difficult to
imagine that any serious person would suggest that the world
would be better off without the oral polio vaccine, even though
that vaccine is known to cause polio in some individuals who
would not otherwise have been exposed to the disease.'® Given
the nature of the risk/benefit determination involved in FDA
approval, it does not make sense to allow individual juries to
hold drug manufacturers liable for adverse effects inherent in
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a drug approved by FDA.

Despite the positive effects of the Michigan FDA
Shield Law, opponents of the law are seizing on Vioxx-related
publicity to mount an effort to roll back this important
reform.'* Michigan legislators should resist this short-sighted
effort, and other states should realize that it is in their own
citizens' long-term best interests to follow Michigan’s lead.
As discussed above, the consequences of the present liability
regime (i.e., the one applicable in most states other than
Michigan) are perverse.'® In terms of innovation, the current
regime deals patients a crippling double-blow. First, by
providing disincentives to drug investment more generally, the
current regime slows the overall pace at which new medicines
are invented."® Second, the current regime encourages
pharmaceutical companies to direct their scarce research
dollars away from products intended for healthy patients.'”’
This is the case no matter how socially desirable those products
(in particular vaccines) may be. In terms of availability, the
current regime has forced pharmaceutical companies to remove
beneficial—and, according to FDA, entirely safe—drugs from
the U.S. market because the excessive cost of defending those
drugs from massive litigation efforts.’® When no adequate
substitute drug is available, such withdrawals can leave
patients with no option to treat a particular condition despite
the pharmaceutical industry’s technical ability to provide
treatment. As to price, simple math suggests that the more
companies reasonably expect to pay in litigation costs for a
particular drug, the more they will be forced to charge for that
drug.'® In regard to rational prescribing, the current regime
dilutes the most important drug-related risks by creating an
incentive to overemphasize less significant concerns.'”®

As a matter of public policy, the case for providing
pharmaceutical companies marketing FDA-approved drugs
with some protection from lawsuits is overwhelming. At the
present time, state-level reform is an appropriate compliment
to FDA efforts to clarify the scope of federal regulation. State
legislatures should embrace this opportunity. Each state that
passes an FDA shield law on the Michigan model reduces
the strength of the perverse incentives currently affecting
the pharmaceutical industry. The payoff is particularly high
in states with large populations or significant research-based
pharmaceutical industries. Were just a few large-population
states to adopt an effective FDA shield law, the perverse
incentivesaffecting the industry would be substantially reduced.
In states with significant research-based pharmaceutical
industries, the effect might be even more significant, (as
such laws would apply any time choice-of-law rules dictated
application of the law of the state where the product was
produced). In particular, states that hope to attract or retain
research-based pharmaceutical industries would be well-served
to adopt an FDA shield law on the Michigan model.
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