Dr. Scott Gottlieb

Commissioner, Food and Drug Administration
10903 New Hampshire Avenue

Silver Spring, Maryland 20993

Dear Dr. Gottlieb,

We write as 155 physicians, pharmacists, nurses, microbiologists and other concerned
health professionals to encourage the U.S. Food and Drug Administration (FDA) to take
action to eliminate over-the-counter (OTC) use of polymyxins in human and veterinary
medicine.

As you know, physicians rely on polymyxin antibiotics (colistin and polymyxin B) to treat
patients when no other drug will work.! The spread of polymyxin resistance along with
carbapenem resistance indicates that we are already entering into the post-antibiotic era.?
The U.S. Center for Disease Control and Prevention (CDC) has described resistance to
polymyxins as one of the two resistance mechanisms of greatest concern.? The World
Health Organization in 2017 included polymyxins among a handful of “reserve group
antibiotics” - those that should only be used in specific settings where other antibiotics
would not work.*

Despite their incredible importance in fighting otherwise untreatable infections, polymyxin
antibiotics are available in most drug stores and groceries in topical form with no
prescription. Because of kidney toxicity, systematic use of polymyxins in humans has been
rare and has only been revived recently because the spread of resistance has left doctors
with no other options.5 While systematic use was precluded because of toxicity, when
applied topically or orally there is limited absorption so nephrotoxicity is avoided.¢ Today,
hundreds of topical products containing polymyxin B are sold without medical supervision
or even demonstration of medical need.

As these products are over-the-counter, the only restriction concerning their sale is that
they have to comply with over-the-counter regulations under an FDA final monograph
regarding indications, labeling, administration, and formulation.” This regulation, written
in 1987, allows polymyxin B to be legally marketed as part of double or triple combination
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topical therapies in combination with bacitracin, neomycin sulfate, oxytetracycline, or
some combination of these drugs.8 These topical products can be sold despite limited
evidence of efficacy and safety. When the FDA authorized these over-the-counter uses, FDA
did not require evidence from head-to-head controlled trials comparing the effectiveness of
topical first aid combination therapies with and without the addition of polymyxin B.? FDA
at that time also did not know how important this class of drugs would become for treating
multi-drug resistant infections and did not require studies showing the impact of use on
resistance.10

Polymyxin class drugs are also available as over-the-counter eye ointment for use in cattle
and sheep in the U.S.11 In addition to the topical ointments, injectable polymyxins are
approved but not marketed for use in poultry.12 Qutside the U.S., livestock producers
frequently administer polymyxins to food producing animals in feed or water!3. Public
health officials did not recognize that polymyxin use in food-producing animals created a
public health risk until 2011 when researchers in China discovered transferable polymyxin
resistance in Escherichia coli from a pig.14 Since that first detection, food-producing animal
use of polymyxins has been linked to the global spread of this resistance.!> Like for the
human topical uses, the potential for selecting transferable resistance and the current
importance of these drugs for combatting otherwise untreatable infections was unknown
when they were approved for use in food producing animals.16

In conclusion, despite their toxicity polymyxins have become some of the most important
drugs for treating seriously ill patients due to the spread of multi-drug resistant gram-
negative infections. The rise in importance of this class of drugs was not predicted when
they were approved for over-the-counter uses in humans and animals. We call on the FDA
to re-examine these uses based on the new evidence of the vital importance of these drugs
for human health and to prohibit their over-the-counter use in people and to prohibit their
use in food-producing animals altogether.

Thank you for your consideration.

Sincerely,
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