April 10, 2022

Robert M. Califf, MD
Commissioner

Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

Re: Strengthen FDA's Efforts to Address Antibiotic Resistance, Improve Stewardship
Dear Commissioner Califf,

As members of Keep Antibiotics Working! and partner organizations, we appreciate your
experienced leadership of the Food and Drug Administration at a time of great public health
peril. We write to ask that you apply your leadership and experience to confront the worsening
antibiotic resistance crisis, and the antibiotic overuse that is among the chief reasons for its spread.

As you know, antibiotics have been a lynchpin of the modern medical system for decades. Their
ongoing overuse, however, has hastened the emergence and spread of antibiotic resistance to the
degree that at least 2.8 million drug-resistant infections occur in the United States each year,
according to the Centers for Disease Control and Prevention. A recent study in the Lancet
estimated there were nearly 1.3 million deaths worldwide in 2019 directly caused by antibiotic-
resistant bacteria, among nearly 5 million deaths “associated with” bacterial drug resistance.
Rising numbers of patients suffer infections treatable with only a single antibiotic of last resort,
and sometimes not treatable at all. The conduct of modern medicine is under threat, as a result.

Our 64 organizations urge that it is more critical than ever for the FDA to confront the slow-moving
resistance pandemic, which often spreads via animals and is exacerbated by livestock husbandry
practices. We need information about how and why antibiotics are used across all settings, in order
to fully understand and respond to ongoing antibiotic overuse — one of the largest, if not the largest
driver of the spread of resistance. Curbing medically important antibiotic use in food-producing
animals is especially important; around two-thirds of the nation’s medically important drugs are
sold for use on animals, not people.?

For almost a quarter century, U.S. federal agencies have acknowledged the imperative for a
national system to robustly track antibiotic use and resistance, in food production especially. But
that system has never been prioritized, funded, or built.* Since 2009, the FDA has reported
annually on medically important antibiotics and other drugs sold for use in food-producing
animals. Sales data are an appropriate proxy for data on actual farm use of antibiotics, since the
FDA and other agencies have not found a way to accomplish the latter.”> The FDA’s latest sales
data, for instance, show medically important antibiotics to have declined modestly, by 27 percent
from 2010 to 2020. Sales initially fell in 2017, after the FDA finished implementing Guidance for
Industry #213. Since 2017, however, sales of medically important antibiotics have risen by 8
percent, not fallen.



The FDA must begin to robustly monitor antibiotic use, but also prioritize actions to effectively
curb the overuse of these precious medicines. Specifically, we recommend that you commit to the
following actions to protect public health:

A. Establish a national stewardship goal to curb medically important antibiotic sales for use
in food-producing animals by at least 50% by the end of 2025, relative to 2010 levels. The
CDC and others have established concrete targets for reducing antibiotic use in both inpatient
and outpatient settings; no such goals exist for non-human uses of these same antibiotics,
however.” Concrete use reduction targets and specific timelines for reaching them, along with
robust antibiotic use tracking to measure progress, seem to have been important factors for
several European countries to have realized their antibiotic stewardship goals for food animal
production.®

1) Finalize weight-adjusted reporting of antibiotic sales. At the same time, we urge the FDA
to take immediate action to finalize a method for reporting antibiotic sales for use in food
producing animals on a weight-adjusted basis. A weight adjustment is needed to account
for changes in animal populations so that it is clear whether changes in sales are linked to
actual changes in antibiotic stewardship, or simply reflect the number of animals raised
that year. Normalizing sales reports by the size of the animal population under production
would, for the first time, make it transparent how intensively these precious medicines are
being used from year to year. Less intensive antibiotic use, of course, is consistent with
better antibiotic stewardship. In 2017, the FDA proposed a method to weight-adjust sales
as a preferable alternative to reporting raw, non-adjusted sales alone, but no weight-
adjusted method was ever implemented.’

By December 2022, in other words, the FDA’s annual sales summary should include
both raw sales, in kilograms of active ingredient, of antibiotics sold for use in food
producing animals, plus these same sales on a weight-adjusted basis. Starting at that same
time, we urge the FDA to retroactively report sales figures for 2009 to 2021 on a weight-
adjusted basis, as well. In doing so, the FDA will finally offer transparent means for
determining over that entire period whether stewardship of medically important drugs
within the single largest category of their use has improved, worsened, or stalled.

2) End administration of antibiotics to entire herds where there are not sick animals. The
U.S. finished phasing out antibiotics for growth promotion in 2017, but use of the same
drugs in healthy animals for disease prevention continues to be legal. If stewardship is the
FDA’s goal, then preventive use should be disallowed, except in the case of surgery. This
will slow the emergence of antibiotic resistance and encourage higher welfare standards
in farming operations.

The World Health Organization (WHO) has called for an end to the practice of
preventive use citing major concerns that it contributes to antibiotic resistance.'® In
January 2022, a new EU veterinary medicine regulation went into effect that prohibits
administration of antibiotics to groups of food animals for disease prevention.'!

B. Develop comprehensive, national systems to monitor and report pertaining to farm-
level antibiotic use and resistance, using a One Health approach.

1) Monitor antibiotic use. The continued lack of national systems to track antibiotic use at
the farm level leaves a critical gap in national pandemic preparedness, as well.



Feed mills are an important potential source of this information since existing rules
require all facilities that handle medically important antibiotics keep records pertaining to
the amount of these drugs mixed into ‘medicated feeds’ under a veterinarian’s feed
directive, the reason for that directive, and information on the animals receiving the
medicated feed.'> Around two-thirds of all medically important antibiotics sold for use in
food producing animals are mixed by feed mills into medicated feeds, and information
about these are potentially available to the FDA.!

In order to collect and analyze information about the remaining one-third of these
antibiotics used in livestock, including the minority prescribed for sick animals, the FDA
should coordinate and collaborate with agency partners in the USDA and Department of
Health and Human Services (HHS) to ensure more robust tracking of antibiotic use on
farms and feedlots to help curb the overuse of antibiotics in food-animal production.

2) Monitor for new and emerging pathogens, specifically including antibiotic-resistant
bacteria, at the farm level. As the nation considers how to strengthen its preparedness to
identify and respond to the spread of new and potentially pandemic infectious threats, the
FDA must do its part to ensure strong farm-level disease surveillance, including full
integration of the agency’s efforts to track antibiotic use and resistance into broader
pandemic readiness plans. With three out of four emerging infections arising in animals'4,
it is impossible to adequately identify emerging pandemic threats without monitoring one
of the most important interfaces of human and animal health — farms and feedlots. We urge
the FDA to collaborate with HHS and the White House to develop One Health early
warning systems to monitor for emerging pathogens with pandemic potential and
antibiotic-resistant strains before they spread.

C. Commit the FDA to on-time achievement of the antibiotic stewardship goals in its current
Action Plan. In 2023, the FDA’s Center for Veterinary Medicine (CVM) will reach the end of
its current Five-Year Action Plan for Supporting Antimicrobial Stewardship in Veterinary
Settings.!> The agency is not on track to complete that Plan’s overly-modest goals, however.
Leadership is needed to ensure the current goals will be fully met, if not exceeded.

1) Update FDA’s medically important antibiotics (MIA) list. Specifically, we ask for CVM
to act with more urgency to update the agency’s list of medically important antibiotics. The
last update took place nearly two decades ago, in 2003, when the FDA published the list
as part of GFI#152.!® Without delay, CVM should finish reviewing public comments to its
concept paper, “Potential Approach for Ranking of Antimicrobial Drugs According to
Their Importance in Human Medicine,”'” and publish a draft guidance as soon as possible.
The latter should include FDA’s commitment to update the list at least every three years —
and even more frequently, when appropriate.

2) Ensure that feed antibiotics carry meaningful, clearly defined duration limits. We also
call for a clear and expedited timeline on CVM’s still-draft 2021 proposal to set clearly
defined duration limits for medically important antibiotics.'® The current draft proposal,
“Defining Durations of Use for Medically Important Antimicrobial Drugs Intended for Use
In or On Feed,” delays placing duration limits on product labels until 2030 or even later.'’
This threatens antibiotic stewardship and public health. Continuous use of medically
important antibiotics in herds of food animals clearly increases the risk of antibiotic



resistance.?” In order to meet the CVM’s professed antibiotic stewardship goal to combat
resistance, durations must be established that are sufficiently concrete and short.

We welcome the opportunity to assist your office in actions to combat antibiotic resistance in the
future, and therefore request a meeting with you and your staff to discuss the aforementioned
recommendations. To arrange, please respond to Dr. David Wallinga at dwallinga@nrdc.org.

Thank you for your consideration.
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