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The Food Animal Concerns Trust (FACT) supports the Food and Drug Administration’s new
proposed criteria for ranking antimicrobial drugs according to their importance in human
medicine. FACT has signed on to another comment in this docket submitted by the Keep
Antibiotics Working coalition which more comprehensively addresses our main points with
respect to the proposed ranking method. The following comments are being submitted on behalf
of the Food Animal Concerns Trust in order to provide additional information about our
concerns related to the Food and Drug Administration’s decision to exclude drugs used as
topicals from the rankings. FACT opposes the decision to exclude topicals as it undermines
public health and weakens efforts to promote antimicrobial stewardship in veterinary settings.

During the Food and Drug Administration (FDA) public meeting on November 16, 2020 FDA
staff stated *“ topical-only uses such as bacitracin have not been included in the rankings given
they act locally, they did not meet the criteria considered in the ranking process as outlined in the
guidance in the concept paper.”! However, there is no mention of topical drugs or drugs that act
locally within the concept paper. We recommend FDA keep the criteria included in the concept
paper and apply them to topical drugs.

Excluding topicals from being evaluated by the proposed ranking criteria will mean that drugs
like mupirocin, which is used to treat resistant infections that pass between humans and animals,
will not be considered medically important. Mupirocin, a topical antibiotic ointment prescribed
to both humans and animals for treatment of skin infections?, is one of a select number of
antimicrobials used for decolonization and treatment of methicillin-resistant Staphylococcus
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aureus (MRSA) infections.® Resistance to mupirocin has been recognized in human S. aureus,
human coagulase-negative staphylococci (CoNS), and now in methicillin-resistant staphylococci
isolated from diseased dogs and cats.* In the aforementioned study, which collected these
resistant isolates from companion animals i.e. dogs and cats, the isolates showed high-level
mupirocin resistance (HLMR). Because of the limited available treatments for MRSA infections
in animals, alternative therapies such as mupirocin are often utilized.® In fact the practice of
mupirocin use in companion animals is likely to increase in the coming years.® Researchers
Kizerwetter-Swida et al. claimed, “The emergence of mupirocin resistance among MRSA and
other staphylococci in humans suggests that it may be potentially transferred to staphylococci of
animal origin. The close contacts of owners with their dogs and cats favour the spread of
resistant bacteria, including mupirocin-resistant ones. The transmission of mupirocin resistance
genes from human S. aureus isolates to canine S. pseudintermedius is highly probable, although
it may occur in both directions.”’ The example of mupirocin, as evidenced by this study and
others cited therein, illustrates the need to include topicals when considering antimicrobial
resistance threats related to antimicrobial use in animals.

Other topical antimicrobials play a role in treating infections in humans. In a study published by
Heal et al, researchers found that topical antibiotics applied to healing surgical wounds probably
reduce the risk of surgical site infections.? The polypeptide topical antimicrobial bacitracin is
used to prevent sternal wound infections after cardiac surgery °, manage pediatric burns'®, and
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adult burn wounds.! Bacitracin is approved as a prescription ophthalmic ointment and is used
for common eye disorders'?. Retapamulin, a pleuromutilin antibiotic, is approved for topical
treatment of impetigo (NDA 022055) and is being considered as an alternative to mupirocin for
MRSA decolonization.® Bacitracin and the pleuromutilin tiamulin are some of the most
commonly used antibiotics in food animals. It is likely that their current rankings as non-
medically important likely contribute to their high level of use considering both can be used
without a veterinarians order and bacitracin can be used for growth promotion.

The connection between the widespread use of these drugs, selection for resistance in food
animals and the potential impacts on the treatment of human skin infections has not been well
documented or studied. However, skin infections on the lower half of the body are often caused
by bacteria found in the human gastrointestinal tract.** Given the well-documented ability of
bacteria from food animals to colonize and cause infections in the human gastrointestinal tract, a
pathway exists for antibiotic use in food animals to select for resistant bacteria that may cause
resistant skin infections in humans.

FDA should also consider further studying the potential for antifungal treatments in companion
animals to contribute to resistant fungal infections in humans.*®

There is the potential for antibiotic resistance developed in food animals to impact the treatment
of human infections with topical antibiotics. Thus, topical antimicrobials should not be excluded
from the ranking of drugs by medical importance.

Sincerely,

Food Animal Concerns Trust
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