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EXECUTIVE SUMMARY

A California appellate court invented out of whole cloth a new and troubling theory of tort liability. Specifically,
the court held that drug companies have a duty to develop and bring to market drugs that are supposedly safer
and more effective than another, FDA-approved drug the company sells already. The claim rested on factual
premises contradicted by all publicly available information, the acceptance of which could seriously disrupt the
FDA approval process. This disruption gives rise to an issue the parties did not raise on appeal and that the
appeals court never addressed, notwithstanding the complex, comprehensive statutes governing drug approval:
these state tort law claims are preempted under theories of both field and conflict (including obstacle) preemp-
tion. This White Paper explains why it is imperative for the federal government and private parties to advance
these preemption arguments, and why the courts should accept them.

THE WHITE PAPER

This short White Paper addresses preemption arguments relevant to what we call “failure to market” claims,
which cover those cases in which plaintiffs allege that drug companies may be held liable for failing to bring to
market, as quickly as possible, drugs that present (allegedly) fewer side eftects than other, FDA-approved drugs

already on the market.

Background

Right now, an alarming development is working its way through the California state court system—a develop-
ment that could have major adverse consequences for the development of new drugs and vaccines that are now
subject to extensive regulation by the FDA. This development threatens to put drug companies in a no-win
situation, in which they can be held liable in tort for both the drugs they sell and for those they decline to bring
to market. This additional hurdle adds cost to the drug-development process while, at the same time, giving drug
companies one of two undesirable incentives: either seek approval prematurely or abandon a promising line of
research altogether. That Hobson’s choice benefits no one.

By way of background, drugs and vaccines take an enormous time to develop. Risks lurk in designing and test-
ing them in animal and human markets. Innovators often must pursue multiple layers of clinical trials, many
of which fail to pan out despite exhaustive planning and development. Once new chemical entities (sometimes
called “NCEs”) are properly isolated, proprietary companies must manufacture these new products in accor-
dance with the highest production standards, and then supply full and accurate warnings—approved by the
Food and Drug Administration—that are statutorily required before the drugs will be deemed fit for human
use. The cycle is both extensive and exhaustive, and today many delays occur in the production and marketing of
NCEs that deny vital care to millions of sick or diseased individuals.

One of the many complexities in this area relates to the tangled law of preemption. Preemption rules stem from
the principle that federal law trumps state law—a principle rooted in the Constitution’s Supremacy Clause,
which makes “the laws of the United States ... the supreme law of the land,” the “laws of any State to the
contrary notwithstanding.”” Congress may expressly preempt state law. But it may also preempt state law im-
plicitly. Implicit preemption comes in three forms, conflict, field, and frustration of federal purpose (sometimes
called “obstacle” preemption”). Conflict preemption arises when state law prohibits what federal law requires,
or requires what federal law prohibits. Field preemption bars states from regulating conduct in a field that
“Congress, acting within its proper authority, has determined must be regulated by its exclusive governance.”
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Obstacle preemption arises in “those instances where the ... state law stands as an obstacle to the accomplish-
ment and execution of the full purposes and objectives of Congress.” This letter elaborates later on the various
circumstances indicative of Congress’s intent to trump state law.

Preemption principles apply to more than just statutory laws
and administrative rules. They apply equally to the pursuit of ‘ ‘ : -
tort remedies, including remedies for injuries allegedly caused by Preemption principles
FDA-approved products. This White Paper provides an analysis apply to more than
that attorneys and the government might use to argue that these just statutory laws
failure-to-market claims are preempted. Such claims are especially and administrative

salient in light of the Gilead Tenofovir cases,* where the decision of

the Court of Appeals (now on appeal to the California Supreme rules. They apply
Court) endorsed the view that drug companies may be held liable equa”y to the purSUit
for negligently failing to bring a drug to market. That theory poses of tort remedies

unique risks to the drug development system, undermining the includi di
FDA’s authority and the drug-regulation framework more broadly. Inc U : Ing remedies
In a word, the theory is preempted by federal law. This White Paper for injuries allegedly

explains why. caused by FDA-

One of these authors, Richard A. Epstein has drafted both an amicus approved products.

brief in the case, and an academic critique attacking it, which are
attached to this White Paper as an appendix.

The Plaintiffs’ Theory As Accepted by the California Appellate Court

'The distinctive feature of the Gilead Tenofovir decision is that it deemed it unnecessary for the plaintiff in a
product-liability case to show that a challenged product was defective in either warning or design. The case
recognized a duty to develop new chemical entitles from scratch, on pain of a heavy damage award if a jury con-
cludes that some new drug is both safer and more eftective than some FDA-approved drug that the defendant
firm sells already. At this point, it is uncertain whether the California Supreme Court will affirm the decision
below, though we think that the trend of the California cases has been to be cautious to create new tort duties.’

Nonetheless, this White Paper is critical because any final decision in California is not likely to come down any
time soon, and no matter what its outcome, the same problem can resurface in other states at any time. The the-
ory should not be allowed to metastasize. For one thing, the record in the Gilead Tenofovir cases reveals that the
factual predicate on which these cases rest is woefully deficient. The courts have thus far allowed a group (not a
class action) of some 25,000 plaintiffs to bring claims for kidney and bone damage that was allegedly caused by
the well-known drug TDF, which has been a runaway success on the market for antiretrovirals since it was first
marketed in 2001. The probability that TDF users would suffer from either of these conditions is vanishingly
small, affecting 0.002% (bone) and 0.11% (renal) of the user populations.® It was stipulated that Gilead supplied
adequate warnings to both conditions, so that the novel theory of liability at work in these cases was simply that
Gilead did not take some asserted golden opportunity in the year 2004 to develop an alternative product, TAF,
that the plaintiffs asserted was superior to TDF in all relevant respects on safety and effectiveness. The plaintifts
say it was highly foreseeable that the development of TAF would have denied Gilead its alleged monopoly prof-
its on TDEF, which they claimed could be obtained until TDF went off patent in 2015.
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'There are no such profits. Plaintiffs’ novel theory is contradicted by every known fact available on the public re-
cord. TAF was launched, in 2015. Both TDF and TAF have remained top performers on the market ever since,
even after TDF obtained generic status in 2017. Both drugs are listed as first-level treatments and are consid-
ered by the FDA and the medical profession to be complements as well as substitutes. Both drugs are subject
to spirited market competition from third parties. Neither drug has ever held a monopoly position, as this table
indicates by showing how TDF variants like Truvada and Atripla have kept their robust sales after TDF went
generic and after TAF drugs entered the market in 2017:

Table’
1.5, Hevenues (% million:

| Manufacturer |  Drug | TDF/TAF | Generic Emtry | 2012[  2013] 2004 2005 2016] 2007 2018 2019 020]  poxi|  zexz|  2023[Total |
Gilead Viread TOF Dee-17 187 418 484 541 9] il4 50 32 14 11 3 8" 6381
Gilead Truvada TDF Oet-20 1,612 LSTO L7ET  2057 2384 2266 1605 1440 13T 14 113 82 " 28798
Gilead Atrigla TOF Oet-20 1252 2355 2357 2222 1898 12688 86T a1 07 121 ¥ 22265
Gilead Complera TDF nfa 180 303 663 796 821 406 276 140 209 102 74 47 4158
Gilead Siribild TOF nila 7 S09 1014 1476 1523 RIL 505 268 125 132 &8 72 6580
Gilead Vemlidy TAF nia 11 245 309 156 184 420 410 21344
Gilead Diescovy TAF nfa M 0DEE 1217 L0780 13Ee 1,397 13l LT 9804
Gilead Biktarvy TAF nia Il44 4225 6095 7049 BSI0 9692 36,715
Gilead Genvoya TAF nia 44 1300 3033 3631 2984 2605 2267 1983 1752 19,600
Gilead Odefiey TAF nfa 02 oed 1242 IR0 17T 1076 1LOSE LO12  R.006
Gilead Tatal TDF  TDF wa 4588 "5368 "6305 Tro92 Trmr Ts2ss Tad03 Taenn T oaen T oeme T oz T 2w ssam
Gilead Total TAF  TAF na Fooo™ o™ 0" a4 7189 "s5066 " 7479 "0776 T 11,754 T u2072 Toaaenn 14637 76,369
Gilead Grand Total  TDF & TAF wa 4588 5365 6305 T3 0046 10351 ILB82 13377 13665 12851 13801 14846 141.648

In addition, other major drug companies were marketing antiretrovirals that were in direct competition with
the Gilead products. Gilead’s own decisions show that, when TAF was first launched in 2017, monopolization
was far from its mind:

Gilead chose to price Genvoya and Odefsey [its new brands] slightly lower than Stribild and
Complera [its older TDF variants] in the US to encourage switching onto the TAF-based
regimens, which are under patent protection for the foreseeable future. Apart from generic
competition, the company must also face threats from other brands, as its competitors, ViiV
Healthcare, Janssen, and Merck & Co., are currently working on developing new HIV treat-
ments to supplement their already strong portfolios.®

Nonetheless, against this unambiguous background, plaintiffs falsely claim that the defendant achieved an en-
viable position by a combination of fraud and “product hopping.” The former claim rested an unsupported
allegation that, in 2004, the defendants fudged in public reporting of their disappointing data on the initial TAF
tests solely to keep that drug oft the market for another seven years, notwithstanding Gilead’s detailed public
statement to the industry explaining how current test results at the time did not support further testing. With
respect to product hopping, the Federal Trade Commission’s recent Report on Pharmaceutical Product Hopping
recognizes that product hopping consists of behavior that is not possible between two distinct chemical entities,

such as TDF and TAF:

Product hopping is a strategy where a brand-name pharmaceutical company seeks to shift
demand from a brand-name drug that faces generic competition to a newly patented and/or
exclusivity protected drugs that do not face generic competition. For example, a product hop
can be executed by making modest non-therapeutic changes to a product that offer little or no
apparent medical benefit to consumers and moving demand to that product.’
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There is no legal or economic way that product hopping can be executed from one successful new chemical
entity, TDE, to another, TAF. It is a threat to the structure of the industry to assume that such a strategy is even
plausible.

The Federal Preemption of These Novel State Law Tort Claims

Thus far the preemption issues have not been addressed by any of the parties to the current litigation, which is
going forward on the question whether California law recognizes a duty to bring drugs to market. But even if
the California Supreme Court rejects this claim on this occasion, the possibility of destructive and diverse state
tort regimes remains a systematic risk to the innovation of new drugs.

It has been a long-standing policy under the Food and Drug Act that all New Drug Applications—known as
“NDAs” —must be approved before these drugs may be commercialized. It is, in other words, illegal to market
a drug without FDA approval; companies may not market until the FDA says they can. At the outset of the
approval process, the NDA collects all the relevant information about any new drug including all the animal and
clinical trials. “The NDA process is designed to confirm:

* Whether the drug is safe and effective in its proposed use(s), and whether the benefits of the
drug outweigh the risks.

* Whether the drug’s proposed labeling (package insert) is appropriate, and what it should

contain.

* Whether the methods used in manufacturing the drug and the controls used to maintain the
drug’s quality are adequate to preserve the drug’s identity, strength, quality, and purity."

Even this brief summary shows the sharp division of responsibility in the drug approval process between the
applicant and the FDA. All of the basic research is to be done by the private firm in accordance with its own
judgment. The drug company may start or stop any research project at any time, wholly without the need for
any FDA approval. It is only when the drug company files its NDA that the review processes of the FDA
kick in, so that the NDA is evaluated solely on the strength of the evidence presented. There is nothing in the
NDA approval process that lets the federal government ask, or even consider, the research choices made by the
individual firm prior to its submission of its NDA. Given the highly regulated nature of the pharmaceutical
licensing process, that should be considered a deliberate choice by Congress—a choice to leave drug companies
free to decide whether, for any new drug, to pursue the NDA-approval process. There is no room for state law
to pressure initiation of that process. The assertion by the California Court of Appeals in the Gilead Tenofovir
cases that in some, allegedly narrow circumstances, a tort remedy may be injected into the law is not supported
by a single syllable found in the basic legal analysis of the FDA or in any of the complex procedures used for
initial or amended NDAs.

Under this basic structure, one essential feature of the FDA law is to erect a barrier around these preliminary
investigations so that they cannot be undermined or compromised under any unprecedented state legislative or
common law scheme. This point is true whether the issue is viewed through the lens of field preemption, con-
flicts, including obstacle preemption.

'The basic framework on preemption was set out in Rice v. Santa Fe Elevator Company,* a 1947 case that had

to decide whether a federal rate regulation scheme superseded an Illinois ratemaking scheme that had different
features but was enacted with the same basic purpose. The canonical test, citations omitted, reads as follows:
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Congress legislated here in [a] field which the States have traditionally occupied. So we start
with the assumption that the historic police powers of the States were not to be superseded by
the Federal Act unless that was the clear and manifest purpose of Congress. Such a purpose
may be evidenced in several ways. The scheme of federal regulation may be so pervasive as to make
reasonable the inference that Congress left no room for the States to supplement it. Or the Act of
Congress may touch a field in which the federal interest is so dominant that the federal sys-
tem will be assumed to preclude enforcement of state laws on the same subject. Likewise, the
object sought to be obtained by the federal law and the character of obligations imposed by it
may reveal the same purpose. Or the state policy may produce a result inconsistent with the
objective of the federal statute. It is often a perplexing question whether Congress has pre-
cluded state action or by the choice of selective regulatory measures has left the police power
of the States undisturbed except as the state and federal regulations collide.'

In Rice, the Court held that the federal scheme preempted the state scheme:

the special and peculiar history of the Warehouse Act indicates to us that such a construction
[that is, one allowing state regulation] would thwart the federal policy which Congress adopt-
ed when it amended the Act in 1931. Prior to that time, as we have pointed out, the Federal
Act by reason of its express terms had been subservient to state laws relating to warehouses
and warehousemen. Congress in 1931 found that condition unfavorable and undertook to

change it.®

Similar logic applies to failure-to-market claims. The case for preemption in these failure to market cases is
even stronger because the federal government has been the dominant player in regulating the safety and effec-
tiveness of drugs from the earliest times. That history is outlined in Peter Barton Hutt’s article, Zhe Transfor-
mation of United States Food and Drug Law,"* which traces development of federal regulation through the 1902
Biologics Control Act,” to the Pure Food and Drug Act of 1906, to the Federal Food, Drug and Cosmetic
Act of 1938," to the Kefauver-Harris Amendment of 1962." The common thread of all these provisions is
that each imposed ever more comprehensive FDA coverage of every stage of the process of drug investigation
and approval.

Field preemption. Put simply, the process of obtaining FDA approval is “so pervasive as to make reasonable
the inference that Congress left no room for the States to supplement it.” There is no room for an additional
ad hoc system, variable by state, that interferes with the uniform standard that is necessary to make sure that
the process of drug development and approval, which often takes place across state lines, can be carried out in
the manner federal law dictates. It is imperative that this process not be slowed down by the fear of state tort
liability, which commentators warned against as soon as the ink was dried on the decision from the Court of
Appeals.”? Paradoxically, one way drug innovation may be slowed is by rushing: companies may submit NDAs
that they know are not yet ready simply to build a record that will help them resist liability on a failure-to-mar-
ket claim. That defensive posture wastes the time of FDA officials without doing anything to promote consum-
er welfare. The delay of good drugs coming on the market is something that should not be tolerated, let alone
encouraged, especially when the premise of these potential lawsuits rests on a wholly inaccurate account the
underlying scientific economic forces that drove the successful drug development at Gilead.

Conflict (and obstacle) preemption. Now consider the problem through the lens of conflict preemption. Fo-
cus, in particular, on obstacle preemption—the flavor of conflict preemption applicable when “state law stands

as an obstacle to the accomplishment and execution of the full purposes and objectives of Congress.”
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There is little doubt that failure-to-market claims would stand as an obstacle to the drug-approval process. That
complex process is engineered to avoid two equal yet opposite errors: mistaken approvals of dangerous drugs
(“Type 17 errors) and mistaken failure to approve safe drugs (“Iype 2” errors). Both errors can be deadly; patients
can die from either consumption of a dangerous product or their inability to obtain safe products. The drug-ap-
proval process is supposed to accommodate these competing concerns by requiring that companies prove safety,
without requiring so much proof that drugs must be held off the market for too long. (In practice the FDA
overprioritizes Type 1 errors, but that is not relevant for purposes of our analysis.)

Recognizing failure-to-market claims—claims potentially subject to

50 different standards in 50 different states—would inject another ‘ ‘ There is little
unwelcome variable into this carefully calibrated system. In addition TR
to securing for the FDA the evidence needed to assess drug safe- doubt that fal!ure
ty, drug companies would have to take additional steps to ensure to-market claims
that they cannot later be accused of moving too slowly in bringing would stand as
drugs to market. That will, as noted above, slow the development an obstacle to

drugs, leading to an increase in Type 2 errors, and interfering with the

the drug-approval
process.”

smooth functioning of the federal drug-approval process.

This result holds even after we take into account Wyeth v. Levine,”” in

which a majority of the Supreme Court held that a failure-to-warn

claim was not preempted. The decision is unsound, as one of us has

publicly argued.” At issue was the use of two methods for adminis-

tering Phenergan, a drug for treating nausea. The drug had been on the market since 1955, with various warn-
ings, which in all cases contemplated that the drug could “be administered intramuscularly or intravenously, and
it can be administered intravenously through either the TV-push’ method, whereby the drug is injected directly
into a patient’s vein, or the ‘IV-drip’ method, whereby the drug is introduced into a saline solution in a hanging
intravenous bag and slowly descends through a catheter inserted in a patient’s vein.”* It was widely understood
that the IV drip was both less dangerous and less effective. And the drug’s warning advised about the relatively
higher dangers of the IV-push method.

In the case of Ms. Levine, the Wyerh plaintiff, the IV-drip did not work to stop her pain. So, the treating phy-
sician and his assistant in the afternoon resorted to the IV-push. Notwithstanding warnings about the danger
of administering the IV-Push method correctly, the doctor botched the process. As a result, the compound was
injected into an artery, where the resulting gangrene required the amputation of first the Ms. Levine’s right hand
and then her right forearm, a massive loss for a professional musician. The medical malpractice actions against
the doctor and his assistant were open and shut, but after they settled out for a smallish sum, the offending
doctor testified against the company. He urged that the warning was inadequate—that it should have warned
not to administer the push method at all. This theory went to the jury, which ruled for the plaintiff. The Supreme
Court found no preemption.

‘That judgment has to be wrong, as it permitted Wyeth to be punished under state law for doing what federal law
expressly requires: namely, marketing the drug with the FDA-approved warning. That should have given rise
to conflict and obstacle preemption.? The Court concluded otherwise based on the speculative possibility that
Wyeth might have obtained a different label had it asked for one.The Court then determined that allowing such
suits would not stand as an obstacle to Congress’s statutory purposes. It based that determination upon a general
observation that common-law torts and FDA regulation had long served a complementary function but only in
duty to warn cases. Had Congress meant to upset that complementary relationship, the Court claimed, it could
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have included an express preemption clause.” 'This logic fails to appreciate the balance that FDA warnings
are designed to strike; a balance that recognizes the danger of overwarning. That point was put this way by
researchers observing the phenomenon in the context of HIV treatments: “Community groups, researchers,
and providers have been raising alarms that ads for lawsuits that perpetuate rare side effects caused by TDF/
F'TC may be hindering progress to disseminate PrEP in the communities most heavily impacted by HIV,”*
such that the advertisements trolling for new clients reduced the effectiveness of safe drugs. Wyeth found no
obstacle based on its failure to appreciate the dangers of overwarning and the FDA's role in preventing it.

In any event, as noted, Wyeth v. Levin applies only to duty-to-warn cases. There is not the slightest hint that
the Supreme Court would ever entertain some far broader claim that allows state tort actions to displace the
development and approval process, as in the Gilead Tenofovir cases.

The Role of the Federal Government in this Litigation

Private attorneys can and should raise the foregoing arguments in response to failure-to-market claims. But
the federal government, by legislation if necessary, should also act to address this matter. We think it advisable
and prudent for the United States to intervene in all failure-to-market cases, including the Gilead Tenofovir
cases if they are remanded to trial. At that point, the United States can explain to the courts the immense
obstacle that failure-to-market claims pose to the orderly development of new safe, effective, and much need-
ed drugs. In this regard, it is important to remember that when new drugs are not available in the market,
desperate physicians and patients cannot conjure them up out of whole cloth. But allowing new drugs on the
market does not guarantee either their financial or medical success because patients, physicians, hospitals, and
independent reviewers may lead to their rejection or limited acceptance in the marketplace, based on a full
analysis of the choice. But it is far better that these active ex post mechanisms make decentralized judgments
on drug safety than it is to tolerate a legal regime in which the prospect of private tort actions, demanding
billions of dollars, are a threat against medical progress.
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