Drug Money Part 4 - The
Return of the CREATES Act:
Fourth Time’s a Charm?

The Creating and Restoring Equal Access to Equivalent Samples
Act (or CREATES Act) 1is the latest attempt by Congress to
intervene to prevent anticompetitive behavior 1in the
pharmaceutical industry. The intention of the CREATES Act is
“to promote competition in the market for drugs and biological
products by facilitating the timely entry of Llower-cost
generic and biosimilar versions of those drugs and biological
products.”[1] A bipartisan group of Senators introduced the
most recent version of the CREATES Act into the current
session of Congress on April 27, 2017, and Sen. Grassley (R-
IA) recently announced that he wants to tie potential passage
of the CREATES Act to the bill to renew funding for the
Children’s Health Insurance Program (CHIP). The funding for
CHIP expired on September 30 and Congress faces intense
pressure to act soon. This is the fourth time Congress has
introduced a similar bill,[2] and many supporters from the
health sector, including health insurers, providers, and
patient organizations, say the chances have never been better.
What does the CREATES Act do and why hasn’t it passed?

How Does the CREATES Act Change Current Laws?

The Food and Drug Administration Amendments Act (FDAAA)[3] of
2007 gave the FDA the authority to request a Risk Evaluation
and Mitigation Strategy (REMS) to ensure safer handling of
medicines that have serious side effects or that are unusually
subject to abuse. Currently, a drug subject to REMS
requirements is typically sold directly from the manufacturer
(not a distributer) to qualified medical professionals. Since
the FDAAA does not require the manufacturer of brand-name
drugs to sell to generic competitors, REMS restrictions give
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brand manufacturers a way to deny generic manufacturers from
getting samples. The FDA requires drug companies seeking
approval for generic drugs to file an Abbreviated New Drug
Approval (ANDA). When using an ANDA, manufacturers only need
to provide evidence that their generic drug has a
bioequivalent profile to the branded drug, enabling it to rely
on the clinical trials performed for the branded drug to
demonstrate safety and efficacy.[4] However, generic
manufacturers need samples of the branded drug to demonstrate
bioequivalence. Under current laws, if a branded drug company
uses a restricted distribution system to deny competitors
access to samples, it can delay or prevent the approval of
competitive products at the FDA. Furthermore, unless a waiver
has been granted, current law requires that a drug that is the
subject of an ANDA, i.e., a generic equivalent, to share the
same REMS with the branded equivalent.[5]

The CREATES Act requires license holders (brand manufacturers)
to sell “sufficient quantities” of their drugs at
“commercially reasonable, market-based terms” to product
developers (generic manufacturers) to conduct testing required
for an ANDA. If they fail to do so, a generic manufacturer can
sue the brand manufacturer and “receive a monetary amount
sufficient to deter the license holder from failing to provide
other eligible product developers with sufficient quantities
of a covered product on commercially reasonable, market-based
terms.”[6] The courts will have to work out the details of
what constitutes “commercially reasonable terms,” but a civil
action in federal court for injunctive relief would be much
easier to prove and enforce than a traditional private
antitrust enforcement suit[7] — the only current remedy for
product developers who are unable to purchase samples from
license holders.

The CREATES Act reasonably exempts license holders who are
experiencing a shortage in a product from the Act, unless the
shortage lasts longer than 6 months. It also exempts companies
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that no longer produce the drug, as long as neither the
company nor any of its agents, wholesalers, or distributors
are manufacturing the drug or have sufficient supplies in the
inventory to sell to the generic manufacturer. The current
version of the bill also includes a limitation of liability
for brand manufacturers who sell the drug to a product
developer who fails to maintain adequate safety standards
(including disposal).

The CREATES Act also addresses the ability of license holders
to refuse product developers from sharing a REMS that they
have negotiated with the FDA for a specific product. Some
companies have even patented their REMS and sued generic
competitors that attempted to market a generic version of the
drug.[8] The Act requires patent holders to negotiate the
implementation of a shared REMS program with generic
manufacturers,[9] and allows the Secretary of Health and Human
Services (HHS) to implement a single, shared REMS program when
the license holder and product developer are unable to reach
an agreement.[10]

Importantly, the CREATES Act includes both traditional small
molecule drugs and biologics.[11] The Act includes drugs
approved under the Biologics Price Competition and Innovation
Act of 2009,[12] which established an ANDA-like process at the
FDA for biological products to demonstrate biosimilarity and
interchangeability with a reference biological product.[13] In
2016, biologics accounted for approximately one-quarter of the
pharmaceutical market and one-half of the FDA’'s approval of
new chemical entities.[14] As a result of the increasing
importance of biological drugs, the CREATES Act inclusion of
biologics is critical.

Is This Bill Really Necessary?

In 2015, Turing Pharmaceuticals made national headlines by
raising the price of Daraprim, a drug that treats rare
toxoplasmosis and cystoisosporiasis infections, from $13.50 to



$750 per pill.ﬂi Martin Shkreli, the former CEO of Turing,
implemented a controlled distribution system for Daraprim,
maintained a list of qualified buyers, and forced all
individual prescriptions to be filled by the specialty
pharmacy unit at Walgreens.[16] As a result, the company could
refuse sales to any generic manufacturers. Since Turing
established a monopoly and kept all competition out of the
market, it was able to increase the cost of the drug by 5500%
overnight.

While the actions of Shkreli and Turing may be particularly
egregious, they are not unique. As of March 2016, the FDA had
received approximately 150 inquiries from generic
manufacturers about their inability to secure sufficient
samples.[17] A 2014 study by the Generic Pharmaceutical
Association (GPhA) found that nearly 40% of new FDA approvals
contained REMS-based restrictions and that manufacturers were
imposing distribution restrictions even when they were not
required by the FDA.[18] The study by the GPhA calculated that
misuse of REMS to delay market-entry of generic competition
for forty brand name drugs costs the health care system $5.4
billion annually.[19] The Congressional Budget O0ffice
estimates that the CREATES Act could save $3.3 billion in
federal spending over ten years with additional savings to
individuals and private insurers that could be much greater.

Robin Feldman, Professor of Law and Director of the Institute
for Innovation Law at the University of California, Hastings
College of the Law, testified before a Senate Subcommittee
that “an important safety program is being hijacked to block
competition..The CREATES Act does an admirable job of assigning
the right jobs to the right branches of government.” As
Mytheos Holt reported in the American Spectator, “big
pharmaceutical companies abuse safety measures.. as a means to
keep control of the market for drugs that have already lost
patent protections. It’s basic anticompetitive behavior, and
it’s technically already illegal, but the means to remedy it
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is often too expensive and time consuming for many companies
to engage in. The CREATES Act reforms that.”[20]

So Why Hasn’t It Passed Already?

Simply put, Big Pharma has spent millions to oppose the
CREATES Act. Big Pharma argues that patients could be harmed
by product developers who enter into clinical trials without
proper safety protocols.[21] Proponents of the bill counter
that the FDA 1is still responsible for approving clinical
trials of any generic competitor and the CREATES Act does
nothing to weaken that oversight.

Opponents of the bill also invoke fundamental rights of
intellectual patent holders. Erika Lietzan, Associate
Professor of Law at the University of Missouri, asserts that
the CREATES Act would “require the company to practice its
patent for the benefit of its competitor, even though it is a
bedrock principle of U.S. patent law that a patent owner has
no duty to practice its patent at all.”[22] Lietzan argues
that license holders would need to manufacture essentially
unlimited quantities of the drug for its competitors to enable
them to complete the clinical trials required to obtain FDA
approval. For biological products, approval of a biosimilar
could require clinical trials of hundreds of patients lasting
for a year or longer,[23] so the number of samples required
could be substantial. This criticism is ideological, however.
The CREATES Act specifically exempts companies from having to
practice their patent if they no longer manufacture the drug
or have samples in the inventory. In addition, brand
manufacturers can profit from the sale of product to
developers because product developers need to provide
commercially reasonable compensation for the samples.

Lietzan also argues that the FDA already has the authority to
approve ANDAs if applicants are unable to acquire samples for
testing, although the FDA has not exercised this authority
except to allow some companies to access samples from foreign
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affiliates when no U.S.-based distributor had the drug.[24]
The CREATES Act does not change any of the FDA’s authority, so
the FDA would continue to have this theoretical authority. In
addition, the CREATES Act would increase the amount of
information the FDA has when making an ANDA approval decision
because product developers could test for bioequivalency.

While Lietzan is correct that the U.S. does not compel the
manufacture of goods for sale, her argument fails to
acknowledge that pharmaceuticals have additional regulatory
barriers to entry in addition to patent protections, and that
competitors face significant barriers to market entry that
require them to purchase a current product for testing. The
Federal Trade Commission (FTC) expressed concern that the REMS
program, designed to “ensure the safe distribution of certain
prescription drugs[,] may be exploited by brand drug companies
to thwart generic competition.”[25] The FTC cites the "“unique
regulatory framework that applies to the pharmaceutical
industry,” specifically that the FDA requires bioequivalence
testing for marketing approval and notes that Congress
included language in the FDAAA of 2007 to say that REMS should
not be used to block or delay approval of an ANDA.[26] The
CREATES Act simply codifies Congress’s intentions when it
established the REMS program by creating a more direct and
less expensive path for generic manufacturers to legally
obtain the needed samples if brand manufacturers refuse to
sell samples to them. The CREATES Act grants product
developers the ability to bring an action in federal court to
force brand-name manufacturers to provide samples in a much
cheaper, easier, and more predictable process than traditional
antitrust litigation. The threat of large financial penalties
should encourage 1license holders to sell samples to
competitors and help keep these kinds of anticompetitive
lawsuits out of the court system.

Conclusion

More than 37 signatories including AARP, the American College



of Physicians, and the American Hospital Association have
called on Congress to pass the CREATES Act.[27] Nearly three-
quarters of the American public believe that reducing
prescription drugs costs should be the top public health care
priority for the President and Congress. President Trump
repeatedly commented that prescription drugs were too costly
and that drug companies were “frankly getting away with
murder.” Bipartisan support for the CREATES Act suggests that
the time 1is ripe for legislative action to prevent
anticompetitive behavior by pharmaceutical companies. The
CREATES Act is a small, but meaningful step toward ensuring
that drug companies cannot use creative legal strategies and
regulatory programs intended to protect patients to increase
profits.
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