Congress of the United States
Washington, BE 20513

August 28, 2023

Dr. Robert M. Califf, M.D.
Commissioner of Food and Drugs
U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993

Dear Dr. Califf:

We are writing to you about the U.S. Food and Drug Administration’s (FDA’s) role and
responsibilities in addressing the anti-competitive business practices that pharmaceutical
companies use to keep drug prices high.' Big Pharma companies have abused their monopoly
power to jack up prices for life-improving drugs, “straining the healthcare system”? and forcing
patients to suffer the consequences, often going without necessary medications due to high costs
and rising debts.’

As the agency that is “responsible for advancing the public health by helping to speed
innovations that make medical products more effective, safer, and more affordable,” the FDA
approves and regulates medical products such as drugs, biologics, and devices.” The FDA also
maintains the Orange Book, which contains a complete list of FDA-approved drug and related
patent and exclusivity information, which sponsors of brand-name drugs can use to delay generic
competition.® The agency should close loopholes in the patent system that pharmaceutical
companies have exploited to rake in billions in profits.

As part of the existing drug approval process, the FDA requires brand-name drug companies to
submit patent information that covers drug substances (active ingredient), drug product
(formulation or composition), and method of use (indication).” After approval, the FDA
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publishes this patent information in the Orange Book.® Competing drug companies can then
review the information to determine whether they will seek FDA approval for a generic drug
they want to market, using information such as when the brand-name sponsored patent expires,
key patents that cover a particular drug product, or whether their product shares the same
characteristics.” The pharmaceutical patents in the Orange Book are considered some of the
“most valuable patents in the world,” but about 25 percent of active patents in the Orange Book
have been invalidated in court.'

Pharmaceutical companies, especially brand-name companies, have routinely abused the Orange
Book system by improperly listing patents to block the introduction of lower-cost generics.' If a
brand-name drug company sues a generic competitor for infringing on an Orange Book-listed
patent, it automatically triggers a 30-month bar on the FDA’s ability to approve the competitor’s
generic drug, therefore blocking the competitor’s generic drug from entering the market.'” This
creates an incentive for companies to intentionally list “sham” patents in the Orange Book as a
way to hold off generic competition for at least 2.5 years, regardless of the outcome of any
litigation.

The FDA has acknowledged these Orange Book-related problems to Congress' and to the
public.'* The agency, with the U.S. Patent and Trademark Office (USPTO), also has announced
initiatives to help ensure the patent system “is not used to improperly delay getting more
affordable generic drugs and biosimilars into the hands of Americans who need them,” and has
sought public comments on the matter.'> We support these collaborative efforts, and we
recommend that FDA consider the following actions to address Big Pharma’s greedy business
practices:

1. Clarify guidelines for patents that can be listed in the Orange Book. FDA regulations
specify the types of patents for which manufacturers must submit information, including
the drug substance (active ingredient), the drug product (formulation and composition),
and method of use (indications).'® Pharmaceutical companies regularly list patents that do
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not fit these categories, such as devices with no active ingredients (such as inhalers'’) and
Risk Evaluation and Mitigation Strategies (REMS) that ensure safety through distribution
requirements. Over the last few years, U.S. courts have found that listing device-only
patents' or REMS" in the Orange Book is improper and not within the statutory limits
on Orange Book patent listings.

The FDA has, in the past, neither verified whether submitted Orange Book patents meet
the statutory listing criteria nor removed improperly listed patents.*® The lack of
additional guidance from FDA has led brand-name sponsors to take advantage of FDA’s
lax oversight to list more patents in the Orange Book. *! FDA officials should explicitly
declare which types of patents should be listed in the Orange Book and clearly
communicate and enforce those guidelines.

2. Work closely with the USPTO to develop a review and validation system for every
patent that is listed in the Orange Book. The FDA does not substantively review
patents submitted for listing in the Orange Book for correctness, and this regulatory gap
hands immense power to pharmaceutical companies.” Among the initiated USPTO-FDA
collaborations, the agencies should review and validate patents together to eliminate
invalid patents. Retroactively removing improperly listed patents in the Orange Book will
help enable the earlier entry of generic competition and save resources later spent on
costly patent litigation.

3. Revise policies regarding ‘suitability petitions.” The Drug Price Competition and
Patent Term Restoration Act, also known as the Hatch-Waxman Act, requires that
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generic drugs have the same route of administration, dosage form, and strength as the
branded drug.” If a generic has a different route of administration, dosage form, or
strength, a manufacturer can submit a ‘suitability petition’ to the FDA for approval of the
generic version.** The Act states that the FDA “shall approve such a petition” unless it
finds that additional studies need to be conducted.”

But the FDA has placed two barriers in the path of suitability petitions: (1) FDA requires
“therapeutic equivalence” which requires those three factors to perfectly match and (2)
FDA rejects suitability petitions by generic companies if the petition proposes an
administration, dosage, or strength that was previously approved for a branded drug.*
This creates a regulatory pathway for brand-name manufacturers to engage in “product
hopping,” whereby a brand manufacturer will make cosmetic changes to a product with
an entirely new set of patents, knowing that this creates barriers for generics under the
suitability review.?” Generic manufacturers that want to enter the market must prove that
these new patents covering the cosmetic change are invalid, a challenging and costly
endeavor, especially given the excessive patenting strategies such as patent thickets that
have led to an excessive number of patents that must be invalidated.*® These delays occur
even though these secondary formulation patents are often invalidated when challenged
in court.” FDA has adopted these barriers on its own outside of the Hatch-Waxman Act
requirements, and revising its own policies to remove these barriers regarding “suitability
petitions” could prevent pharmaceutical companies from engaging in product hopping
and help generics enter the market.*

4. Share chemistry, manufacturing, and control information provided by drug
manufacturers in applications for Investigational New Drugs with the USPTO.
Brand-name pharmaceutical companies have attempted to accumulate an excessive
number of patents or delay filing their patents in an effort to employ anti-competitive
business practices such as building “patent thickets,” “product-hopping,” or
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“evergreening.”' For example, a manufacturer seeking to patent a ‘new’ manufacturing
process may have been using that process “for more than a year before patents on them
were filed,” which fails to meet the novelty requirements for filing new patents.*

The FDA has access to information that could help the USPTO determine whether brand-
name companies are filing patents in a timely manner.” Specifically, drug sponsors must
submit an Investigational New Drug (IND) application to the FDA before starting clinical
trials.* The IND application includes chemistry, manufacturing, and control (CMC)
information — important characteristics about the drug product that describe its
composition or components used in the manufacturing process.*” Of patent applications
for the top ten marketed drugs in the U.S. in 2021, about two-thirds were filed to the
USPTO after the FDA had already approved the drug, meaning the FDA already had the
CMC information.”® FDA’s sharing of this information would help the USPTO determine
whether applicants are intentionally delaying patent filings for manufacturing processes
that are already in use, thereby extending their monopoly over a drug.’’

FDA and USPTO should sign a memorandum of understanding to specify that the FDA
will routinely provide to the USPTO drug-related CMC information and subsequent
modifications, especially regarding biologics. This cooperation will help prevent
manufacturers from intentionally staggering patents. Sharing the CMC information
between the two agencies could also help USPTO scrutinize any manufacturing process
patent filed by a manufacturer against all of the previously patented manufacturing
processes created by that same manufacturer’s marketed drugs.

Thank you for your attention and engagement on this important issue. We welcome further
collaboration and discussion to address these anti-competitive pharmaceutical practices and
make drugs more affordable. In addition to these recommendations, we request the FDA provide
our office staff with a briefing, no later than September 30, 2023, on the implementation of these
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recommendations, and on any statutory or regulatory changes that may be necessary to end
abuses of the patent system.

Sincerely,
Elizhbeth Warren Pramila Jayapal
United States Senator Member of Congress



