Open Forum Infectious Diseases

)SA

Infectious Diseases Society of America hiv medicine association

OXFORD

A Global Call to Action to Fight Antimicrobial Resistance:
IDSA and ESCMID Joint White Paper

Anurag N. Malani,' Mike Sharland,? Cornelius J. Clancy,® and Robert Skov*®; on behalf of the IDSA and ESCMID executive hoards

'IDSA Public Policy and Advocacy Committee, Member, Trinity Health Michigan, Ann Arbor, MI, USA, 2ESCMID AMR Subcommittee Policy Officer, Pediatrics Infectious Diseases, City and St George's
University of London, UK, 3IDSA Public Policy and Advocacy Committee, Member, University of Pittsburgh, Pittsburgh, PA, USA, and “ESCMID President, Epidemiological Infectious Disease

Preparedness, Statens Serum Institut, Copenhagen, Denmark

Keywords.

antimicrobial resistance (AMR); carbapenem-resistant Enterobacterales; carbapenem-resistant Acinetobacter; One

Health; WHO AWaRe antibiotic classification; water, sanitation and hygiene (WASH); United Nations General Assembly (UNGA);

PASTEUR Act.

World leaders will convene this September at the United
Nations General Assembly (UNGA) to tackle one of the great-
est threats facing human health—antimicrobial resistance or
AMR. This is an extraordinary opportunity to drive meaningful
and urgently needed global change to reduce the impact of
AMR through a One Health approach. AMR represents an es-
calating crisis that poses an imminent and severe threat to glob-
al health. The current pace of progress is insufficient and robust
action is required so as not to undermine decades of advances
in health.

With this commentary, the Infectious Diseases Society of
America (IDSA) and European Society for Clinical Microbiology
and Infectious Diseases (ESCMID) representing thousands of phy-
sicians, scientists, and other health care providers working in the
area of infectious diseases and microbiology jointly issue an urgent
call for the adoption of a political declaration with bold targets and
practical steps to accelerate progress against AMR across human,
animal, agricultural and environmental sectors and ensure ac-
countability. It is critical that multilateral organizations and high-
income countries provide the financing and technical assistance
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necessary to support AMR efforts in low- and middle-income
countries (LMICs).

The imperative for global action against AMR is clear. AMR is
not a future problem—patients are already experiencing poor out-
comes including death associated with these difficult-to-treat
resistant infections. There were an estimated 1.27 million deaths
directly attributable to bacterial AMR in 2019, with 20% of
those deaths occurring in children under age 5 [1]. The
COVID-19 pandemic worsened the burden of AMR by placing
extreme pressure on hospitals and health systems, overcrowding
health care facilities, decreasing resources for infection prevention
and control, driving overuse of antibiotics early in the pandemic.
For example, in the US, AMR infections caused by 7 key patho-
gens (carbapenem-resistant Enterobacterales, carbapenem-
resistant Acinetobacter, Candida auris, methicillin-resistant
Staphylococcus — aureus, vancomycin-resistant Enterococcus,
ESBL producing Enterobacterales, and multidrug resistant
Pseudomonas aeruginosa) increased by a combined 20% during
the pandemic and remain above pre-pandemic levels [2].

It has been estimated that antibiotics have extended the hu-
man lifespan by more than 20 years, making their discovery one
of the major scientific advances in the past century [3]. The im-
pact of AMR on human health is tremendous given the central
role of antibiotics in modern medicine. Organ transplantation;
cancer chemotherapy; use of prosthetic joints, heart valves and
other implantable devices; surgery and complex care have ex-
tended lives and improved quality of life, however, they also
carry significant risks of infection, making antimicrobials es-
sential to support this care. AMR is eroding much of this med-
ical progress and for many populations very few treatment
options for serious infections are now available. This threat
is, however, not equally distributed but affects vulnerable pop-
ulations in LMICs and women and children the most. To truly
propel consequential, sustainable progress against AMR, the
UN political declaration must include bold targets and be ac-

companied by robust financing. We urge all participants to
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agree on a global commitment to scale up action commensu-
rate with the present threat of AMR, with the aim to reduce
the global deaths caused by AMR by 10 percent by 2030. A
comprehensive One Health approach to better identify, track,
prevent and treat AMR infections will be required to achieve
this goal. A One Health approach is necessary because antimi-
crobial use in animals, plants and the environment contributes
to resistance with deleterious effects for health in each of these
sectors, and resistant infections can easily spread across sectors.

Optimizing antimicrobial use and reducing overuse through
stewardship and policy is essential to limit the development of
resistance. In conjunction with expanding access to health pro-
fessionals with stewardship expertise, we must also take concrete
steps to educate and empower other health professionals, pa-
tients and the public on antimicrobial stewardship and to reduce
the over-the-counter availability of antimicrobials. We recom-
mend a target that 70% of all antibiotic use globally in humans
should be from the Access group using the WHO AWaRe sys-
tem. The Aware classification categorizes antibiotics according
to their spectrum of activity and potential to develop resistance.
Access group antibiotics are first or second choices, typically nar-
row spectrum and offer high therapeutic value with lower poten-
tial for resistance. We further recommend a global reduction in
the quantity of antimicrobial use in the agri-food system by at
least 30% by 2030 and the continued phasing out of the use of
medically important antimicrobials for growth promotion. In
addition, we recommend that all nations work with non-
government experts to develop guidance for appropriate antimi-
crobial use in plant agriculture.

The best way to reduce antimicrobial use is to prevent infec-
tions in the first place through evidence-based strategies in-
cluding water, sanitation and hygiene (WASH), vaccination
and infection prevention and control standards in health care
facilities. However, in a recent report it was estimated that
1 billion people visit health care facilities with inadequate or
no WASH services [4]. In the decade prior to the COVID-19
pandemic, global immunization rates plateaued, and the pan-
demic led to dramatic setbacks in immunization coverage
which have not yet rebounded. Globally in 2023 there were
over 14 million children who had not received a single recom-
mended vaccine [5]. Lower immunization coverage increases
the risk of individual disease and outbreaks and related antimi-
crobial use, and we urge a global commitment to scale up im-
munization coverage in children with a target of reaching 14
million children with essential immunization services.

WHO has published guidelines on core components of in-
fection prevention and control (IPC) at the national and acute
care facility level. These guidelines were developed to help pre-
vent infectious diseases threats, including AMR. The WHO
core components guidelines include health professional train-
ing, healthcare associated infection surveillance, and thresholds
for staffing and equipment. Unfortunately, a 2021 study found

that only 12.5% of countries have all core elements in place. In
particular, while most countries have an IPC program and na-
tional guidelines, fewer have invested adequate resources in im-
plementation and monitoring, particularly in low-income
countries [6]. We recommend a commitment to scale up imple-
mentation of the WHO IPC guidelines to ensure that all na-
tions have the core components in place.

As health care grows increasingly complex and outbreaks and
pandemics become increasingly frequent, even with compre-
hensive and well-funded prevention efforts in place, it is not
possible to prevent every infection. Unfortunately, the antimi-
crobials market is broken, as traditional financial models do
not align with the unique properties of antimicrobials.
Antimicrobials are the only class of medicine for which use in
one individual impacts efficacy in the entire population.
Clinicians must prescribe antimicrobials judiciously to preserve
their effectiveness, thus limiting the ability of novel antimicro-
bial developers to earn a return on their investments through
traditional sales models.

There are only 97 antimicrobials in the pipeline, and just 12
of those are considered novel. Furthermore, only 4 of these 12
are active against at least 1 pathogen identified as “critical” by
WHO. There are also significant gaps with regard to products
for children, oral agents for outpatient treatment, and agents
capable of tackling rising resistance [7]. Given how few drugs
in clinical development ultimately achieve regulatory approval,
the slim pipeline is even more worrisome. The large majority of
development continues to be driven by small biotech firms, as
most large pharmaceutical companies have exited this space.

It is essential to rebuild our antimicrobial drug pipeline to
ensure we can treat multidrug resistant infections, with a focus
on developing a sustainable innovation ecosystem capable of
delivering novel, clinically meaningful antimicrobials that tar-
get pathogens identified by WHO as the greatest threats. To
achieve this goal, we must rethink how governments have
paid for antimicrobials and advance new mechanisms that de-
link antimicrobial revenues from use and align with the key
principles of innovation, stewardship and access. G7 leaders
have repeatedly committed to this effort, but work remains to
bring these concepts to fruition in many high-income countries
and at a global scale. The UK and Sweden have taken a leader-
ship role in this effort by implementing an antimicrobial sub-
scription model. The US Congress is considering the
bipartisan Pioneering Antimicrobial Subscriptions to End
Upsurging Resistance (PASTEUR) Act, which will establish a
subscription model in which the US government would enter
into contracts with novel antimicrobial developers to provide
set payments for a steady supply of novel antimicrobials, in-
stead of paying for the volume of antimicrobials used.

Surveillance is critical to inform clinical, public health, re-
search and policy decisions and to enable evaluation of inter-
ventions and must cover all sectors (human, animal, crops
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and the environment). Since the 2016 UN High Level Meeting
on AMR, important progress has been made in scaling up sur-
veillance systems on AMR but work remains to strengthen sur-
veillance capacities, including development and access to
diagnostics, laboratory information systems and other infra-
structure to support timely data sharing at national, regional
and global levels.

To achieve sustainable AMR mitigation, it is essential that
interventions against AMR be based on independent scientific
evidence. Therefore, the development and evaluation of
context-specific, evidence-based strategies and the ongoing
measurement of the status of AMR mitigation must be subject
to continuous scientific evaluation. Professional societies in in-
fectious diseases and clinical microbiology have an important
role both in developing the evidence base for future policy in-
terventions in all key scientific areas of AMR, including optimal
use of antibiotics, WASH, IPC and vaccines, and in creating
guidelines informed by that evidence. ESCMID and IDSA
strongly urge that an independent scientific panel for AMR
mitigation (as for climate change) be established as part of
the upcoming UN Declaration.

As the UN, the Quadripartite and country governments de-
vise ways to tackle AMR with an integrated One Health ap-
proach, we strongly encourage them to work with our
societies to help provide the scientific basis to guide this impor-
tant work. Advancing effective solutions will require all of us,
working in concert globally and advocating for change in our
own countries, communities and institutions. Clinicians and
scientists who specialize in infectious diseases and microbiolo-
gy have a unique voice and a responsibility to use that voice on

behalf of our patients and public health. Many of our patients
are already living and dying in the post-antibiotic era, and their
future and the very future of modern medicine depend upon
what we do next.
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