May 10, 2021
Avoiding Market Disruptions for Legacy Drugs
Background
•

We support the Department of Health and Human Services (HHS) and Food and Drug Administration (FDA)
in their recent withdrawal of the Unapproved Drugs Initiative (UDI),1 which inadvertently led to a rise in
drug prices and access challenges for many drugs that are widely used. Moreover, the UDI did not end up
achieving its objective of increasing the amount of clinical information about legacy drugs, as new
applications often did not include new clinical data. Statutory changes are needed to ensure that
manufacturers of legacy drugs2 may obtain approvals without disrupting market prices and supply.

•

Under the Food, Drug, and Cosmetic Act (FDCA), not all drugs are “new drugs” that require FDA approval.
Congress exempted from the definition of “new drugs” certain longstanding drugs that are
“grandfathered” or that are generally recognized as safe and effective (GRASE).3 FDA has previously
recognized that drugs currently on the market might meet these criteria, although when FDA subsequently
announced the UDI, the agency implied that no drugs meet these criteria.4

•

Under the UDI, FDA encouraged entities to obtain drug approvals for these legacy drugs, which afford
qualifying sponsors market exclusivity for a specified range of years via the inability of competitors to
submit new applications. FDA also went a step further, announcing that after a grace period the agency
would clear the market of existing competitors, even though the sponsor usually did not invest in clinical
data development or other significant costs that would justify that extraordinary market advantage.5

•

Such market exclusivity allowed manufacturers to raise drugs prices dramatically, despite their limited
investment.6 A 2017 study found that the average wholesale unit price of 26 out of 34 drugs for which
pricing data was available increased by 37%, while the average wholesale unit price of 11 of the drugs
surveyed increased by more than 128%.7
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•

These drug price increases also often lead to increased costs to the health care system, including the
Medicare and Medicaid programs. For example, the approval of one drug identified through the UDI led to
an estimated increase of $50 million per year to the Medicaid program.8

•

For many legacy drugs, it is not necessary for manufacturers to develop new clinical trial data to provide an
assurance of safety and effectiveness. The majority of the products targeted by the UDI are chemically
well-defined and are widely used in health care settings. A 2017 study found that 17 out of 19 drugs that
obtained approval through the UDI between 2006 and 2015 relied on “literature reviews and
bioequivalence to older drug products.”9

•

Due to these concerns, among others, HHS and FDA withdrew the UDI in 2020. FDA still retains the
authority to enforce the requirements of the FDCA, including ensuring that drugs are safe and effective.

•

The following proposed statutory language would:10
o

(1) ensure that manufacturers only receive market exclusivity for a drug already available as a legacy
drug if they complete clinical investigations essential to the approval of the drug;

o

(2) avoid drastic price increases and access challenges by preventing extra-statutory efforts to clear the
market of legacy drugs based on one manufacturer obtaining approval;

o

(3) require FDA to provide clarity regarding the criteria for legacy drugs, so that manufacturers and the
public understand which drugs are entitled to remain on the market absent approval; and

o

(4) help control costs for the Medicare and Medicaid programs.

Proposed Statutory Language
Section 505 of the Food, Drug, and Cosmetic Act is amended by adding at the end the following:
“(z) AVOIDING MARKET DISRUPTION FOR LEGACY DRUGS.
“(1) In the event that the Secretary grants approval of an application submitted under section 505 of a
drug for which a drug of the same active ingredient (including any ester or salt of the active ingredient) is
in distribution at the time of approval that qualifies as generally recognized as safe and effective or, if at
any time prior to June 25, 1938, it was subject to the Food and Drugs Act of June 30, 1906, as amended:
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FDA approved a version of colchicine, Colcrys, even though the drug had been available on the market for many years and the approval did not alter
the guidelines regarding its use previously issued by professional societies. Aaron S. Kesselheim and Daniel H. Solomon, Incentives for Drug
Development – The Curious Case of Colchicine, N. Eng. J. Med. 362;22, 2046 (June 2010), available at
https://www.nejm.org/doi/pdf/10.1056/NEJMp1003126?articleTools=true.
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Id.
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The proposed legislation would prevent FDA from removing grandfathered drugs and GRASE drugs from the market solely because a drug with the
same active ingredient has been formally approved by FDA. In addition, it would ensure that only manufacturers that have completed clinical
investigations essential to approval obtain marketing exclusivity. However, drugs that FDA approved between 1938 and 1962, which FDA only evaluated
for safety because an evaluation of efficacy was not required during that time, would not be impacted.
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“(A) the periods of exclusivity otherwise available to such drug under sections 505, 505A, or 527 shall
only apply if, in addition to satisfying the requirements identified in such sections, the Secretary
certifies that the application contained a new clinical investigation conducted by or sponsored by the
applicant that is essential to the approval of the drug; and
“(B) the Secretary shall not prioritize enforcement action against other drugs in distribution that share
the same active ingredient (including any ester or salt of the active ingredient) as the drug receiving
such approval based solely on the granting of such approval.
“(2)
“(A) The Secretary shall promulgate regulations providing criteria for the following exceptions to the
term “new drug”:
“(i) A drug that is generally recognized, among experts qualified by scientific training and
experience to evaluate the safety and effectiveness of drugs, as safe and effective for use
under the conditions prescribed, recommended, or suggested in the labeling thereof; or
“(ii) A drug that any time prior to June 25, 1938, was subject to the Food and Drugs Act of June
30, 1906, as amended, and if at such time its labeling contained the same representations
concerning the conditions of its use.”

“(B) The Secretary shall issue a Notice of Proposed Rulemaking pursuant to subparagraph (A) within
one (1) year of enactment of this [Act].

“(C) In promulgating regulations pursuant to subparagraph (A), the Secretary shall:
“(i) include consideration of previous statements by the Food and Drug Administration in the
Orange Book, or otherwise, that recognized the existence of marketed drugs meeting the
criteria described in subparagraph (A); and
“(ii) provide criteria for determining whether representations made for a currently marketed
drug constitute the same representations concerning the conditions of its use.”
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